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FOREWORD 

Clinical Assessment of Abuse Liability for Drugs 

with Central Nervous System Activity 

Guidance documents are meant to provide assistance to industry and health care professionals on how 
to comply with governing statutes and regulations. Guidance documents also provide assistance to staff 
on how Health Canada mandates and objectives should be implemented in a manner that is fair, 

consistent and effective. 

Guidance documents are administrative instruments not having force oflaw and, as such, allow for 
flexibility in approach. Alternate approaches to the principles and practices described in this document 
may be acceptable provided they are supported by adequate justification. Alternate approaches 
should be discussed in advance with the relevant program area to avoid the possible finding that 
applicable statutory or regulatory requirements have not been met. 

As a corollary to the above, it is equally important to note that Health Canada reserves the right to 
request information or material, or define conditions not specifically described in this document, in order 
to allow the Department to adequately assess the safety, efficacy or quality of a therapeutic product. 
Health Canada is committed to ensuring that such requests are justifiable and that decisions are clearly 
documented. 

This document should be read in conjunction with the accompanying notice and the relevant sections of 
other applicable guidance documents. 
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1. BACKGROUND 

Clinical Assessment of Abuse Liability for Drugs 

with Central Nervous System Activity 

The clinical assessment of abuse liability is au important element of the safety evaluation of mauy new 
drugs that possess central nervous system (CNS) activity, either as a component of their intended 

therapeutic action or as au undesired collateral effect. 

In the context of psychoactive phannaceutical products, abuse liability refers to the likelihood that a 
drug product could be subject to user-initiated, non-therapeutic self-administration. Drugs with primary 
or secondary central nervous system activity that have been subject to abuse encompass members of a 
wide rauge of therapeutic classes including, but not limited to, general, local, aud dissociative 
auaesthetics; centrally-acting aualgesics; sedative-hypnotics; anxiolytics; appetite suppressauts; 
decongestants; autitussives; autihistamines; autiemetics; autidiarrheals; aud drugs used to treat 
narcolepsy aud Attention Deficit Hyperactivity Disorder. While products in all of these classes have 
CNS activity, the extent to which they have abuse liability varies substantially. There are examples of 
drugs within mauy of these classes that are not scheduled as controlled substances under the 
Controlled Drugs and Substances Act (CDSA) in Cauada. 

Structural aud functional drug classes that have been associated with abuse syndromes include opioids, 
CNS depressauts, CNS stimulauts, cannabinoids, nicotine-like compounds, glutamate autagonists, aud 
N-methyl-D-aspartate (NMDA) autagonists. 

A clinical assessment of abuse liability plays au important role in providing infonnation to guide 
decisions concerning the approvability, scheduling, aud labelling of a new drug. 

2. OBJECTIVES 

Tbis guidauce document is intended to protect the health aud well being of patients receiving 

pharmaceuticals aud the general public by promoting a strategic approach to the assessment of abuse 
liability during the clinical drug development process aud post-marketing. The results of the 
recommended studies aud evaluations should be used to guide risk-benefit assessments aud decisions 
relating to drug approval, scheduling, prescribing infonnation, infonnation for the consumer, aud risk 
management programmes. 

3. SCOPE 

This guidauce document is applicable to new pharmaceuticals that have central nervous system activity, 
either as a component of their therapeutic effect or as au undesired collateral effect. The 
recommendations contained herein may also be applicable to Supplemental New Drug Submissions 
when new administration routes, dose forms, or formulations are being developed that result in 
increased systemic exposure, alterations in the onset or duration of the effect (e.g., controlled or 
delayed release formulations), improved palatability, tamper resistance, or other differences that might 
either increase or decrease the abuse liability of the product. 

Date Adopted .. 2007105116; Effective Date .. 2007112107 
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Some of the recommendations contained in this guidance document might also be relevant to marketed 
drugs, if a re-evaluation of their abuse liability indicates the need for further clinical evaluation, such as a 
controlled post-market pharmacovigilance study (see section 6). 

The abuse liability of drugs that do not act centrally, such as anabolic steroids, would be assessed by 
other approaches and is not the subject of this guidance document. 

4. CLINICAL ABUSE LIABILITY STUDY 

A clinical pharmacology study of abuse liability should be perfonned if indicated by an integrated 

review of the relevant available data, including the following considerations: 

• 

• 

• 

2 

Physicochemical CharacteristicslFormulation: Concerns regarding abuse liability arise 
when a new chemical entity is related to a structural class of drugs that is associated with abuse 
liability. These concems would be intensified if the new chemical entity is an immediate 
precursor, salt, or derivative of a substance that is already scheduled under the Controlled 
Drugs and Substances Act in Canada or if it has physicochemical characteristics that would 
increase the potential for abuse by means of intravenous injections or smoking (e.g., high 
aqueous solubility, stability at temperatures that produce a vapour). The results of in vitro 
extractability studies may be of assistance in judging whether the fonnulated product is 
amenable to tampering or extraction in clandestine laboratories for illicit use. 

Non-clinical Pharmacology: The possibility of abuse liability should be considered for any 
drug that penetrates the blood-brain barrier. Concem is justified if the new chemical entity 
belongs to or shares relevant CNS activity with a phannacological class of drugs that is 
associated with abuse liability or if it exhibits a new mechanism of CNS action for which there is 
no clinical experience. Useful preliminary information on abuse liability can be gained from 
ligand binding studies, fimctional in vitro/ex vivo assays, safety pharmacology core battery 
studies ( e.g., tests of sedation, excitation), as well as studies of primary or secondary 
phannacodynamic effects. The occurrence of withdrawal reactions in spontaneous or 
precipitated withdrawal tests is informative regarding the potential of a test substance to 
produce physical dependence. Non-clinical safety pharmacology studies specifically designed 
to quantifY various parameters of drug-seeking behaviour include self-administration tests and 
drug discrimination tests. Self-administration paradigms, in which laboratory animals are given 
the opportunity to self-administer the test substance by performing operant responses that are 
linked to drug delivery, are considered to provide the most direct non-clinical evidence of 
abuse liability. 

Clinical Trials: Suspicions concerning abuse liability might arise if a new chemical entity is 
associated with adverse events suggestive of abuse liability (e.g., euphoria), excessive use or 
diversion, physical dependence, or tolerance (see Section 5). 

Date Adopted .. 2007105116; Effective Date .. 2007112107 
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• Post-Marketing Experience: Evidence of drug abuse might emerge from post-marketing 
controlled clinical trials, spontaneous adverse event reports, surveys, or epidemiological studies 
(see Section 6). 

The clinical abuse liability study should generally be performed at a time point in the drug development 
programme when the therapeutic dose range, final formulation, and adverse event profile have been 
established, although earlier scheduling should be considered, if warranted by clinical risk. Compliance 
with Good Clinical Practices (GCPs) is expected. 

In cases where there is already compelling evidence of drug abuse from post-marketing experience, the 
clinical abuse liability study might be considered optional if the available data are sufficient to support 
appropriate decisions about approval, labelling, and scheduling. 

4.1 Subjects 

Human abuse liability studies are generally performed in experienced, recreational, non
therapeutic drug users. Volunteers should be selected who have experience with drugs from the 
same pharmacological class as the investigational drug and the selected positive control. If the 
investigational drug represents a new pharmacologic mechanism, volunteers should be selected 
who have experience with drugs of similar psychoactive properties (e.g., sedative, stimulant). 
Experienced drug users usually display better tolerability for the CNS effects of the test drugs 
than do healthy volunteers with no history of abuse of drugs of that class (see Section 4.3). 

These subjects can use their experience with similar drugs as a basis upon which to compare 
the investigational drug (e.g., estimating its street value, categorizing it in relation to drugs of 
known abuse liability). Individuals with histories of polydrug abuse are particularly useful in this 
regard. The characteristics of the study population with respect to past and current drug use 
and abuse should be presented in detail (e.g., drugs abused, drug of choice, duration of abuse 
or abstinence). For ethical reasons, the selected volunteers should not meet any of the following 
criteria: 

• history of or current Diagnostic and Statistical Manual of Mental Disorders Fourth 
Edition (DSM-IV) diagnosis of substance dependence 

• currently seeking or participating in treatment for substance-related disorders 
• history of participation in treatment for substance-related disorders, including successful 

completion of such treatment 

Conduct of these studies in individuals with no history of abuse should usually be avoided, as 
the risk of fulse negative results is greater than in subjects with known vulnerability. An 
exception is the case of nicotine replacement products, which can be studied in cigarette 
smokers without histories of other drug abuse. 
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Prior to exposure to the drugs, subjects should be given an opportunity to perfonn the tests, use 
computer-based data collection devices, and demonstrate that they can follow directions and 
be co-operative. 

Human abuse liability studies should be conducted in clinical phannacology laboratory settings. 
If subj ects are not confined to the laboratory during the washout periods separating consecutive 
treatments, they should be screened for drugs of abuse prior to each administration of study 
medication. Because high doses of the test drugs are often administered in these trials, 
equipment and expertise should be inunediately available to deal with any severe or serious 
adverse events. 

4.2 Design 

4.2.1 General Considerations 

The preferred design for clinical abuse liability studies is usually a double-blind, multiple 
arm, complete, balanced crossover, in which subjects are randomized to receive all 
treatments. In some cases, a complete crossover design study might be difficult to 
perfonn if there are many treatment arms, if the drug and/or its active metabolites have 
long half-life values, such that lengthy time periods would be required to achieve 
washout; or if carryover effects are anticipated for other reasons. An alternative to 
consider in these situations is a balanced incomplete crossover design, in which subjects 
are randomized to receive placebo and a subset of the active treatments, under 
crossover conditions. A fixed order nested design, whereby subjects are nested in a 
few fixed order sequences, might be useful when the investigational drug has a long 
half-life. To minimize problems with validity and genera1izability, this alternative design 
must be carefully planned, taking into account possible period or learning effects and 
the potential for dropouts. 

4.2.2 Treatments 

Both placebo and positive control treatment arms should be included. The positive 
control for a study of a new chemical entity should be a drug of known abuse liability, 
preferably from the same phannacological class as the investigational drug and having a 
similar time course. The ability of the positive control treatment to produce dose
dependent, statistically significant effects on the primary outcome measures will serve to 
establish validity and define sensitivity. Scheduling of the abuse liability assessments will 
be facilitated if the investigational drug and the positive control are similar in tenus of the 
time course of their effects. In some cases, a separate reference agent might be useful 
in addition to the positive control to assist in the assessment of relative risk and 
scheduling detenninations. 

Date Adopted .. 2007105116; Effective Date .. 2007112107 
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Fonnulations that are intended to mitigate abuse liability (e.g., altered absorption rate, 
long half-life, tamper resistance, combination products) should be studied for relative 
abuse liability in clinical pharmacology studies in which the new fonnulation is directly 
compared with the immediate-release fonnulation of the same compound. Study of an 
immediate-release fonnulation will be important, even for new drugs that are being 
developed as a controlled- or delayed-release fonnulation only, as addicts can be 
expected to endeavour to reduce any fonnulation to its immediate-release state. A 
larger sample size may be needed to detect differences between the new fonnulation 
and the immediate-release fonnulation or the new fonnulation and placebo. 

If the investigational drug is a 'prodrug' that is metabolized to an active compound of 
known abuse liability, the positive control should be an approved dose fonnlfonnulation 
of the active compound in question. 

If the investigational drug does not belong to an established pharmacological class or 
has atypical actions, a positive control should be selected from one or more 
pharmacological classes of abusable drugs that possess some properties in common 
with the investigational drug (e.g., CNS depression or stimulation). 

In some cases, a negative control arm might also be appropriate. The negative control is 
typically a compound of the same or similar pharmacological class, which exerts effects 
on behaviour, but is not scheduled as a controlled substance (e.g., pseudoephedrine for 
stimulants). If the investigational drug does not belong to an established 
pharmacological class, a negative control can be chosen that possesses properties in 
common with the investigational drug. Use of a negative control can help to confirm 
appropriate specificity in the study and provide additional comparative infonnation for 
interpretation of signal intensity. 

4.2.3 Pre-Testing Qualification Phase 

Testing of subjects who do not reliably exhibit a positive response to treatroent with 
drugs of known abuse liability will result in fulse negative conclusions. Testing of 
subjects who will respond positively to any drug can lead to the conclusion that drugs of 
low abuse potential have an abuse liability similar to morphine or amphetamine. 

For these reasons, a pre-testing qualification phase can be useful for enrichment of the 
subject pool. This qualifying session is typically of double-blind, crossover design in 
which subjects are randomized to receive placebo and a positive control, consisting of a 
drug of known abuse liability, usually from the same phannacological class as the 
investigational drug. The primary goal of the qualification procedure is to identifY 
subjects who report' liking' the positive control, being willing to pay more for the 
positive control than for placebo, andlor experiencing pharmacological effects that are 
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consistent with the known phannacology of the prototypical drug. Only subjects who 
demonstrate the ability to distinguish the positive control drug from placebo would 
qualify for eligibility in the main study. Although all tests would be practised during this 
phase, only a subset of relevant measures of interest would fonn the basis of the 
decision about qualification of the subject for the main study. 

4.3 Dose Selection and Route of Administration 

The administration route used in the abuse liability study should generally be the same as that 
intended for therapeutic use. Because parenteral dosing circumvents first pass metabolism, the 
metabolite profile following intravenous or intramuscular dosing may differ substantially from 
that following oral dosing, with important implications for subjective effects. Differences in the 
onset and duration of the drug effect between administration routes would also be expected to 
influence abuse liability. When multiple administration routes are being pursued in a particular 
drug submission, an abuse liability study may be needed for each. However, if there is no 
evidence of abuse using the route of administration with the fastest onset of action, evaluation of 
a slower onset route would generally not be needed, provided that the profile of major active 
metabolites was not different. 

Oral products can often be altered by drug abusers to permit administration by other routes 
(e.g., parenteral, inhalational) to achieve a faster onset of action and a better 'high'. In some 
cases, follow-up studies with a parenteral or inhalational administration route may be 
informative when previous studies with a new chemical entity intended for oral use suggest 
cause for concern. The conduct of such studies would be dependent on the availability of a 
parenterallinhalational product that meets chemistry and rnanufucturing standards for clinical trial 
use and sufficient human pharrnacokinetic, pharmacodynamic, safety, and tolerability data to 
support the use of this administration route in an abuse liability study. 

Typically two or three doses of the test drug and the positive control drug should be compared 
with a placebo control. Study of a broad range of doses allows characterization of the shape 
and slope of the dose-effect relationship and minimizes the possibility of false negative 
conclusions for drugs with bell-shaped dose-effect curves or mixed agonist-antagonist 
properties. 

The doses of the positive control drug should be selected to produce effects on the outcome 
measures ranging from weak to strong. The inclusion of a low dose allows exploration of the 
sensitivity limits of the assay. 
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The dose range of the investigational drug should be selected to include therapeutic and high 

supratherapeutic doses. The testing of supratherapeutic doses is important, as drug abusers can 
be expected to experiment with high doses. The high dose should be the maximal tolerated 
dose from healthy voluuteer studies with the investigational drug, unless the dose-limiting effects 
are CNS in nature and expected to be better tolerated in experienced users. In such cases, the 

high dose should be determined in a dose-escalation pilot study conducted in experienced, 
recreational, non-therapeutic drug users uuder conditions of careful safety monitoring. 

Single doses of each treatment are usually administered in the main study. To avoid 

confouuding carryover effects or adverse events due to drug-drug interactions, each treatment 
should be followed by a washout period of a duration sufficient to ensure elimination of the 
study drugs and their metabolites. 

4.4 Time Course 

The time course of the drug effect should be fully characterized in terms of onset, peak, duration 

of activity, and offset. The choice of time points should generally be guided by the plasma 
concentration-time profile of the investigational drug and the reference agent(s), as well as the 
pharmacodynamic profile, if available. Care should be taken to schedule evaluations at time 
points that correspond to the expected time of peak plasma concentrations of the parent 
compouud and any active metabolites. In instances where there is a delay in the 
pharmacodynamic or subjective effects of a drug relative to the pharmacokinetic effects, the 
anticipated time of the maximal pharmacodynamic effect should be the focus of 
characterization. End of day or next day questions may be included to assess the overall global 
experience of the drug. 

Drugs that have a rapid onset are generally considered to have a higher abuse liability than 
drugs with a more delayed onset of action. 

4.5 Outcome Measures 

4.5.1 General Considerations 

Subjective measures of the likelihood of abuse include a variety of instmments, specially 

constructed scales, and questionnaires. Self-reported measures are scored on graded 
scales to allow subjects more opportunity to make fine distinctions. Self-reported 
measures of drug value and subjective price value (i.e., drug versus money) are often 
included and should be linked to a behavioural consequence to assure their validity. 
Furthermore, a number of secondary dependent variables are usually included to assess 
the uupleasant or dysphoric effects of the drug, psychomotor or cognitive performance, 
mood effects, and similarity to other drugs. 
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4.5.2 Outcome Measures 

The sponsor should identifY one or two primary outcome measures for the study. 
Primary outcome measures should be appropriately validated. Standardized assessment 
instruments include the Addiction Research Center Inventory (ARCl). Outcome 
measures that have not been validated may also be used, but should be considered 

secondary or supportive variables. The evaluation of multiple subject-rated outcome 
measures is typical, including visual analogue scales such as 'Good Effects' and 
instruments for the assessment of drug liking, monetary value, drug identification, side 
effects and mood changes, and strength of effect. 

Objective measures of drug effect (e.g., psychomotor or cognitive performance and 
physiological measures) may be useful as a validity check to ensure appropriate 
phannacological effects within and between treatment arms, and allow for a comparison 

of side effect profiles that may affect abuse liability. Observer ratings may also be 
useful. The choice of outcome measures should be based on drug class (e.g., especially 

measures of drug identification, side effects, mood changes, and objective measures). 

Before initiating the study, the subjects should undergo standardized training in the use 
of all assessment instruments to avoid changes related to the acquisition of performance 
skills during post-randomisation treatment Direct computer terminal presentation of the 
tests using validated systems facilitates the collection of data from these measures, but 
non-computerized methods are also acceptable. 

When feasible, pharmacokinetic determinations are encouraged to assist in the 
interpretation of outlier data. The pharmacokinetic sampling scheme may be sparse, 
primarily to capture onset, peak, and decline of plasma concentrations. In some cases, 
an assessment of pharmacokinetic/phannacodynamic relationships may be informative. 

AdverSe events and safety measures (e.g., vital signs and ECGs) should also be 
assessed. 

4.5.3 Interpretation olData 

Abuse potential is assessed on the basis of the evaluation and integrative interpretation 
of the pattern of results across several groups of measures. Important considerations 
include the steepness of the dose-response curves and the comparison of results 
between the investigational drug and the positive control, any unscheduled negative 
control, and the placebo treatment. The time course of effects should be assessed 
across the various measures, particularly the critical measures. For some drugs or 
formulations, effects may be perceiVed as pleasant or neutral at early time points, but 
assume adverse properties at later time points. 
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Interpretation of these studies may be difficult in cases where multiple assessment 
instruments detect conflicting results or when the investigational drug and the reference 
agents have dissimilar properties. The interpretation of the data collected from an abuse 
liability study can be fucilitated by organizing the report into sections based on 
pharmacological effect. The following outline provides an example of the way in which 
the report should be organized: 

• Measures of Positive Response (i.e., liking or enjoying acute effects of the 
drug)! 

• Measures of Negative Response (i.e., disliking or dysphoric reaction to drug 
effects) 

• Measures of Other Pharmacologic Effects (e.g., psychomotor performance or 
cognitive tests) 

• Measures of Perceived Drug Similarity 

4.5.4 Statistical Considerations 

Sample size estimates and power calculations should be based on historical data with 
the positive control drug on the primary outcome measure or measures. The 95% 
confidence intervals should be provided for comparisons between treatment arms. 
P-values may be informative as well. 

Attention should be directed to results and patterns for individual subjects, as well as 
analyses of central tendency. Visual displays of individual subject data can be 
informative. Box plots are an effective means of illustrating the distribution of effects 
within a treatment arm. Evidence of outliers or subgroups of subjects affected by the 
drug should be discussed fully. 

4.6 Limitations of Humau Laboratory Studies of Abuse Liability 

Human laboratory studies of abuse liability can be a useful and sensitive means of detecting 
signals suggestive of abuse liability; however, there are limitations associated with the 
information derived from these studies, which should be recognized: 

• The results of these studies may be clearly indicative of abuse potential or may require 
qualitative interpretation, with the associated risk of subjective bias. 

Organize the measures of positive response such that the primary measure or measures are 
followed by the secondary measures. 
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• The use of multiple outcome measures of differing sensitivity and specificity, without 
correction for multiplicity, can lead to conflicting results across outcome measures, with 
the associated risk of false positive or negative conclusions. In many cases, the relative 
sensitivity and specificity of the various measures of abuse potential have not been 
characterized. Data interpretation may require the weighing of fuvourable and 
unfavourable subjective effects across multiple measures, or detennining the margin 
between a dose giving a signal and the therapeutic dose, without established quantitative 
criteria for deciding how many bad effects (relative to good effects) or what degree of 
margin above the therapeutic dose is meauingful. 

• The ability of these studies to make distinctions of relative abuse liability is limited, 
particularly when comparing drugs with different mechauisms of action, because of the 
inherent uncertainty associated with detennining equivalent doses of the investigational 
drugs and reference agents and the fact that the abuse liability signal is a confound of 
mechauism and dose. Quantitative comparisons of relative abuse potential are 
therefore limited to the doses studied. 

The recommendations made in earlier sections of this document, such as selecting one or two 
well-validated primary outcome measures, limiting the number of outcome measures, and 
including both positive and negative control drugs, will help to address these limitations. 
Sponsors are encouraged to develop and validate new methods and assessment instruments for 
evaluating abuse potential. 

Results from human laboratory studies of abuse liability should be considered in the context of 
all of the data relevant to the scheduling decision. 

5. ASSESSMENT OF ADVERSE EVENTS, ADHERENCE, PHYSICAL 
DEPENDENCE, AND DEVELOPMENT OF TOLERANCE IN OTHER CLINICAL 
TRIALS 

When concerns exist about abuse liability, prospective collection of relevant adverse events should be 
incorporated into phase I, II, and III clinical trials. Adverse events suggestive of abuse liability should 
be carefully characterized. Furthermore, data should be presented for any events of diversion, 
tampering, loss, misuse, withdrawal/discontinuation signs and symptoms, and overdose. 
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5.1 Adverse Events 

An increased incidence of the following adverse events in patients receiving an investigational 

drug may be suggestive of abuse liability: 

• 
• 
• 
• 
• 
• 
• 
• 
• 
• 
• 
• 
• 
• 
• 
• 
• 
• 

agitation 
amnesia 
anorexia 
anxiety 
ataxia 
cognitive impainnent 
confusion 
cravmg 
depersonalization 
drug abuse 
emotional lability 
euphoria 
hallucinations 
. . 
msonnna 
paresthesia 
sedation/somnolence 
thinking abnonnal 
withdrawal-emergent signs and symptoms 

To characterize the profile of effects that may represent a signal of abuse, the list of terms used 
in a particular drug development programme should include those directly relevant to abuse 
(e.g., euphoria, drug abuse), as well as those relevant to the pharmacology of the investigational 
drug (e.g., miosis for opioids). When there is concern regarding possible abuse liability, 
adverse events suggestive of abuse should be subject to systematic follow-up, adjudication by a 
prespecified method to determine whether they represent abuse in the individual case, and 
prospective analysis. Detailed case narratives should be provided for reports of abuse. 

5.2 Adherence 

Suspicions should be raised if adherence assessments (e.g., pill counts) indicate that some 
subjects are taking more study drug than instructed. Reports of 'lost' medication might also 
prompt concerns about excessive use or diversion. 

Date Adopted.' 2007105116; Effective Date .. 2007112107 
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5.3 Physical Dependence 

The ability of an investigational treatment to produce physical dependence is assessed by an 
evaluation of adverse events that emerge during the period following discontinuation of the drug. 
It should be noted that some drugs produce withdrawal/discontinuation phenomena, sometimes 
referred to as physical dependence, without being linked to abuse liability (e.g., beta blockers, 
selective serotonin reuptake inhibitors, corticosteroids). 

If withdrawal/discontinuation effects are anticipated on the basis of pharmacological class (e.g., 
opioids, stimulants, sedativelhypnotics, antidepressants), non-clinical studies, or prior clinical 
trials with the investigational drug, these effects should be further evaluated in therapeutic clinical 
trials. Depending on the pharmacology and pharmacokinetics of the investigational drug, further 
evaluation might involve adding a blinded withdrawal phase to some or all subsequent clinical 
trials. Adverse events that are newly emergent or that worsen in severity during the withdrawal 
phase should be characterized. If a well-validated withdrawal instrument exists for a particular 
drug class, it should be included; however, the capture of withdrawal-related adverse events by 
these instruments is limited to the prospectively listed events. Characterization of all 
withdrawal-/discontinuation-emergent adverse events is important in ensuring that the syndrome 
is adequately characterized. Care should be taken to distinguish signs and symptoms of 
withdrawal from re-emergence of the symptoms of the underlying disease state that was being 
treated with the medication. 

5.4 Tolerance 

Tolerance refers to the need to continually escalate dose over time to maintain therapeutic effect 
or to attain a desirable subjective response. The potential for tolerance should be assessed 
whenever suspicions arise on the basis of non-clinical or clinical data or pharmacological class 
effects (e.g., opioids). The development of tolerance can be assessed by characterizing mean 
and modal doses used in flexible dose efficacy studies or long-term open-label trials following 
an adequate period for dose optimization and stabilization. 

6. POST-MARKETING EVALUATION OF ABUSE LIABILITY 

If the new drug has been approved for use in other regulatory jurisdictions, the post-marketing adverse 
event data should be examined for reports of abuse, dependence, and withdrawal/discontinuation 
syndromes. However, because the abuse of a new drug may develop slowly, a post-marketing signal 
may not become evident until sufficient time has elapsed for an illicit market to become established. 
Therefore, the absence of post-marketing evidence of abuse liability must be weighed together with 
non-clinical and clinical findings from the drug development progrannne. The value of the post
marketing experience will depend on the extent of exposure to the drug and whether active post
marketing surveillance has been in place for adverse events of abuse. 

12 Date Adopted: 2007105116; Effective Date: 2007112107 
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When a new drug wiili suspected,abuse liability becomes commercially available, ilie sponsor should 
implement mechanisms whereby to monitor ilie emergence of abuse, using a variety of sources. Data 
acquisition should occur in a timely manner to allow prompt interventions when required. Controlled 
post-marketing studies may be needed to quantify rates of abuse. Whenever possible, iliese studies 
should provide comparative data for pharmacologically related compounds, which might include 
compounds wiili similar ilierapeutic indications and illicit drugs. Pertinent information can sometimes be 
derived from post-marketing epidemiology studies; surveys using questionnaires directed to healili care 
providers, patients, or 'at risk' populations; quantitative internet surveillance; registry studies; case 
reports/series; or outcomes of product-specific drug abuse surveillance programmes. Likewise, 
statistics for emergency department admissions, admissions to substance abuse programmes, or 
analysed samples from regional forensic laboratories can be informative. All of 1he afurementioned 
approaches to monitoring post-marketing abuse will be most effective if abuse of ilie drug is frequent or 
results in serious medical consequences. Drugs wiili low population exposure, infrequent abuse, or 
non-serious medical consequences rnay elude detection by iliese mechanisms. 

7. REGULATORY IMPLICATIONS AND RISK MANAGEMENT 

Decisions regarding ilie approval of a drug wiili abuse liability and its scheduling under ilie Controlled 
Drugs and Substances Act will be based on an integrated assessment ofilie following factors: 

• physicochemical characteristics (e.g., chemical and pharmacological similarity to oilier 
substances listed in ilie CDSA) 

• non-clinical pharmacology (e.g., wiilidrawal tests, self-administration paradigms) 
• clinical pharmacology (e.g., human laboratory study of abuse liability, pharmacokinetic 

characteristics) 
• efficacy (e.g., evidence of a legitimate ilierapeutic use) 
• risk to healili and safety (e.g., adverse events and oilier data from clinical trials iliat are 

suggestive of abuse liability, diversion, physical dependence, or tolerance) 
when available, evidence of extent of actual abuse/misuse (e.g., post-marketing adverse event 
reports, epidemiology studies) 

• international requirements and trends in control/scheduling 

Clinical data will be given particular weight in this evaluation. Boili likelihood of misuse and 
consequences of misuse should be considered in regulatory decision-making. For example, a higher 
intensity of concern would be generated by a drug iliat causes respiratory depression, seizures, or 
psychomotor impairment when used at suprailierapeutic doses ilian one wiili a more favourable 
ilierapeutic index. 

Date Adopted, 20071051/6; Effective Dot" 20071/2107 
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that the company's registration is 
consistent with the public interest. The 
investigation has included inspection 
and testing of the company's physical 
security systems, verification of the 
company's compliance with state and 
local laws, and a review of the 
company's background and history. 
Therefore, pursuant to 21 U.S.c. 823, 
and in accordance with 21 CFR 1301.33, 
the above named company is granted 
registration as a bulk manufacturer of 
the basic classes of controlled 
substances listed. 

Dated: February 26,2010. 
Joseph T. Rannazzisi, 
Deputy Assistant Administrator, Office of 
Diversion Control, Drug Enforcement 
Administration. 
[FR Doc. 2010-4728 Filed 3--4-10; 8:45 am] 

BILLING CODE 4410-09-P 

DEPARTMENT OF JUSTICE 

Drug Enforcement Administration 

Manufacturer of Controlled 
Substances; Notice of Registration 

By Notice dated October 20, 2009, and 
published in the Federal Register on 
October 28, 2009, (74 FR 55588), 
Aldrich Chemical Company, Inc., DBA 
Isotec, 3858 Benner Road, Miamisburg, 
Ohio 45342-4304, made application by 
renewal to the Drug Enforcement 
Administration [DEA) to be registered as 
a bulk manufacturer of the basic classes 
of controlled substances listed in 
schedules I and II: 

Drug Schedule 

Gamma Hydroxybutyric Acid 
(2010). 

Methaqualone (2565) .................. . 
Ibogaine (7260) ........................... . 
Tetrahydrocannabinols (7370) 
2,5-Dimethoxyamphetamine 

(7396). 
Psilocyn (7438) ........ . 
Normorphine (9313) 
Acetylmethadol (9601) 
Alphacetylmethadol except levo-

alphacetylmethadol (9603). 
Normethadone (9635) .. ...... .... ...... I 
Norpipanone (9636) ............... ...... I 
3-Methylfentanyl (9813) ................ I 
Amphetamine (1100) .. ................. II 
Methamphetamine (1105) ............ II 
Methylphenidate (1724) ................ II 
Amobarbital (2125) ....................... II 
Pentobarbital (2270) ............. II 
Secobarbital (2315) ................... II 
1-Phenylcyc!ohexylamine (7460) 11 
Phencyclidine (7471) . II 
Phenylacetone (8501) .................. II 
1- II 

Piperidinocyclohexanecarbonitr
ile (8603). 

Cocaine (9041) ............................. II 

Drug Schedule 

Codeine (9050) .. ...... II 
Oxycodone (9143) .. .......... ... ....... II 
Hydromorphone (9150) .... II 
Benzoylecgonine (9180) ......... I[ 
Ethylmorphine (9190) ................... II 
Hydrocodone (9193) ..................... II 
Isomethadone (9226) ..... .............. II 
Meperidine (9230).... ............... II 
Meperidine intermediate-A (9232) II 
Meperidine intermediate-B (9233) II 
Methadone (9250) .. ...... ..... II 
Methadone intermediate (9254) If 
Dextropropoxyphene, bulk, (non- II 

dosage forms) (9273). 
Morphine (9300) ........................... II 
Thebaine (9333}... .................... If 
Levo-alphacetylmethadol (9648).. II 
Oxymorphone (9652) .......... ......... II 

The company plans to manufacture 
small quantities of the listed controlled 
substances to produce isotope labeled 
standards for drug testing and analysis. 

No comments or objections have been 
received. DEA has considered the 
factors in 21 U.S.C. 823(a) and 
determined that the registration of 
Aldrich Chemical Company Inc., to 
manufacture the listed basic classes of 
controlled substances is consistent with 
the public interest at this time. DEA has 
investigated Aldrich Chemical Company 
Inc., to ensure that the company's 
registration is consistent with the public 
interest. The investigation has included 
inspection and testing of the company's 
physical security systems, verification 
of the company's compliance with state 
and local laws, and a review of the 
company's background and history. 
Therefore, pursuant to 21 U.S.C. 823. 
and in accordance with 21 CFR 1301.33, 
the above named company is granted 
registration as a bulk manufacturer of 
the basic classes of controlled 
substances listed. 

Dated: February 26, 2010. 
Joseph T. Rannazzisi, 
Deputy Assistant Administrator, Office of 
Diversion Control, Drug Enforcement 
Administration. 
[FRDoc. 2010-4723 Filed 3-4-10; 8;45 am] 

BILLING CODE 4410-09--P 

DEPARTMENT OF JUSTICE 

Drug Enforcement Administration 

Manufacturer of Controlled 
Substances; Notice of Registration 

By Notice dated October 16, 2009, and 
published in the Federal Register on 
October 28, 2009, (74 FR 55586), Lin 
Zhi International Inc., 687 North 
Pastoria Avenue, Sunnyvale, California 
94085, made application by renewal to 
the Drug Enforcement Administration 

(DEA) to be registered as a bulk 
manufacturer of the basic classes of 
controlled substances listed in 
schedules I and II: 

Drug 

Tetrahydrocannabinols (7370) 
3,4-
Methylenedioxymethamphetam~ 
ine (MDMA) (7405). 

Schedule 

Cocaine (9041) .................. . .... II 
Oxycodone (9143) .......... .. 
Hydrocodone (9193) ............ . 
Methadone (9250) ... 
Dextropropoxyphene, bulk (non-

dosage forms) (9273). 
Morphine (9300) ......... 

11 
II 
II 
II 

II 

The company plans to manufacture 
the listed controlled substances as bulk 
reagents for use in drug abuse testing. 

No comments or objections have been 
received. DEA has considered the 
factors in 21 USC 823(a) and determined 
that the registration of Lin Zhi 
International Inc., to manufacture the 
listed basic cJasses of controlled 
substances is consistent with the public 
interest at this time. DEA has 
investigated Lin Zhi International Inc., 
to ensure that the company's 
registration is consistent with the public 
interest. The investigation has included 
inspection and testing of the company's 
physical security systems, verification 
of the company's compliance with state 
and local laws, and a review of the 
company's background and history. 
Therefore, pursuant to 21 USC 823, and 
in accordance with 21 CFR 1301.33, the 
above named company is granted 
registration as a bulk manufacturer of 
the basic classes of controlled 
substances listed. 

Dated: February 26, 2010. 
Joseph T. Rannazzisi, 
Deputy Assistant Administrator, Office of 
Diversion Control .. Drug Enforcement 
Administration. 
[FR Doc. 2010-4719 Filed 3-4-10; 8;45 am] 

BILLING CODE 441G-OS-P 

DEPARTMENT OF JUSTICE 

Drug Enforcement Administration 

Manufacturer of Controlled 
Substances; Notice of Registration 

By Notice dated September 17, 2009, 
and published in the Federal Register 
on September 25, 2009, (74 FR 49020), 
Cerilliant Corporation, 811 Paloma 
Drive, Suite A, Round Rock, Texas 
78665-2402, made application by 
renewal to the Drug Enforcement 
Administration (DEA) to be registered as 
a bulk manufacturer of the basic classes 
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Drug Schedule 

Cathinone (1235) .................................... ...... ...................................... .... ................ ..... ...... ........ . ................. . 
Methcathinone (1237) ......................................... ................................ ..................................... . ....................... . 
N-Ethylamphetamine (1475) ................... .......................... ................ ................................... . ............................ . 
N,N-Oimethylamphetamine (1480) .... . . ...................... .. ................................................. .. 
Aminorex (1585) . ........................ . ..................................................... . 
4-Methylaminorex (cis Isomer) (1590) ........................... ........................................... . ................................................... . 
Gamma Hydroxybutyric Acid (2010) ......................................... ............................................... . .................................... . 
Methaqualone (2565) ..................................................................... , ................... .. ........................ . 
Alpha-ethyltryptamine (7249) ........................................................................ ............................... . ....................... . 
Lysergic acid diethylamide (7315) ............................................................. ,. ........................................... . .............. .. 
2,5-0imethoxy-4-(n)-propylthiophenethylamine (7348) ..................................... . ................................................................... . 
Marihuana (7360) ........................................ .................... ................................. ................................................... . .................. . 
Tetrahydrocannabinols (7370) ................ . ........................................................................................... . 
Mescaline (7381) .. ..... ........... ................. ........ ..... ........................... . ............................................ .. 
3,4,5-Trimethoxyamphetamine (7390) ......................................................................................... . 
4-Bromo-2,5-dimethoxyamphetamine (7391) ..................... ........................................ . ....................... . 
4-Bromo-2,5-dimethoxyphenethylamine (7392) ................................. .................................... . ........................... . 
4-Methyl-2,5-dimethoxyamphetamine (7395) .......................................... .............................................. . .................. . 
2,5-0imethoxyamphetamine (7396) ........ ................................................ ....................................... . ......................... . 
2,5-0imethoxy-4-ethylamphetamine (7399) ................................................ ................................................ . ..................... . 
3,4-Methylenedioxyamphetamine (7400) ........................................................... . ..................................... . ......................... . 
5-Methoxy-3,4-methylenedioxyamphetamine (7401) ............. ............................. . .......................................................... . 
N-Hydroxy-3,4-methylenedioxyamphetamine (7402) . ................ ............................. . .......................................................... . 
3,4-Methylenedioxy-N-ethylamphetamine (7404) ............ , ... ,... ... .. ..... ..... ................ . ................................ . 
3,4-Methylenedioxymethamphetamine (7405) ...................................................................................................................................... . 
4-Methoxyamphetamine (7 411) ...................... ..... ....................... .... . ..................................... .. 
Alpha-methyltryptamine (7432) ...................... ........................... ...................... . ................................................ .. 
Bufotenine (7433) .... .. ................................................................. ............................ . ....................................... .. 
Oiethyltryptamine (7434) ..................... .................................................... .................. .......................... . ................. . 
Dimethyltryptamine (7435) ........................................................................ ...................................... . .......................... . 
Psilocybin (7437) ...................................................................................... ................................... . ............................. . 
Psilocyn (7438) ............................................................................................. ................................. . ............... . 
5-Methoxy-N,N-diisopropyltyptamine (7439) ...................................................... . ..................................................... . 
N-Benzylpiperazine (7493) . ....................................... ............................................ . ...................... . 
Acetyldihydrocodeine (9051) ...... , ................................................................................................ .. 
Benzylmorphine (9052) .... .......... ....... ........................... .. ................................. .. 
Codeine-N-oxide (9053) ......................................... ....... . ........................................... . .............. . 
Dihydromorphine (9145) ......... .................................. . .................................................................. . 
Heroin (9200) . ......................... ........................... . ...................................................................... . 
Hydromorphinol (9301) ............. . ................................................................................................................................... . 
Methyldihydromorphine (9304) ................................... ........................................ .. ......................................................... . 
Morphine-N-oxide (9307) ........ ........................... . ..................................... . 
Normorphine (9313) . ....................... . ...................................................................................................... . 
Pholcodine (9314) ... . . .. ................. .................. ........................... . ................................................... . 
Acetylmethadol (9601) ......................... .......................... ........................... . .............................................. . 
Atlylprodine (9602) ...... ................... .... .............................. .. ............................................................................ . 
Alphacetylmethadol except levo-alphacetylmethadol (9603) ... ............................................. . ................. . 
Alphameprodine (9604) ...................................... ................... . ........................... . 
Alphamethadol (9605) . .. ..................................................... ........................ . ................... . 
Betacetylmethadol (9607) ........................................................ .......................... . ..................................... . 
Betameprodine (9608) ........................................................ ................... . .......................................... .. 
Betamethado[ (9609) ............................................................................................................................................................................. . 
Betaprodine (9611) .................................................. .......................... . ........................... .. 
Hydroxypethidine (9627). ......................................................... .................. ........................ . ............................... .. 
Noracymethado[ (9633) """ ..................................................................... ............................ . ....................................... . 
Norlevorphanol (9634) .......... ............................................................. ................ . ...................................... . 
Normethadone (9635) ......... .............................................................. ................. ........................ . ................ .. 
Trimeperidine (9646) ........... ................................................................... ................................................. . ....................... . 
Phenomorphan (9647) ............................................................................. ................................ . ................. . 
1-Methyl-4-phenyl-4-propionoxypiperidine (9661) .................................... .. .. ........................................ .. ........... .. 
Para-Fluorofentanyl (9812) ...................................................................... ....................................... . ....................... . 
3-Methylfentanyl (9813) ............................................................................ ............................................................. . .................. . 
Alpha-Methylfentanyl (9814) ................................................................... ...................................... . .............. . 
Acetyl-alpha-methylfentanyl (9815) .................................................... . ....................................... . 
Beta-hydroxyfentanyl (9830) .............................................................. . ............................................. .. 
Beta-hydroxy-3-methylfentanyl (9831) .. .................................................. .. ..... ..... ........................................ ..... . ................... . 
Alpha-Methylthiofentanyl (9832) ...................... ............................................................. . .................... . 
3-Methylthiofentanyl (9833) .. . ..... ......... ..... ............................... ......... ....... ................... ................... ........... 1 
Thiofentanyl (9835) ............... ......................................... .......................... """" ................... 1 
Amphetamine (1100) ........... ............................................... ....................... ................................... II 
Methamphetamine (1105) .............................................................. .................................................. ......................... II 
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Lisdexamfetamine (1205).. .. .............................................. . 
Phenmetrazine (1631) .................. .............................. . ................ . 
Methylphenidate (1724) . . . ................................ , ................ . 
Amobarbital (2125) ...................................................................... , ..................... . 
Pentobarbital (2270) .......................................................................................... . 
Secobarbital (2315) ........................................... .......................................... . .......................................................... . 
Glutethimide (2550) ...... ................... n·.··· ................. . 
Nabilone (7379) ...... ...................... . ......................... ····· .......... n ...... ••• 

1-Phenylcyclohexylamine (7460) ........ . ............. . .................. .. 
Phencyclidine (7471) ..... .............................. . .......................... . 
1-Piperidinocyclohexanecarbonitrile (8603) ................... ..................................... ................ . .................... . 
Alphaprodine (9010) . ................................ ..................................... .. ............................................. . 
Cocaine (9041) . ................................................... . ....................... , ..................... . 
Codeine (9050) . ............................................................. ................................................... . ......................... . 
Dihydrocodeine (9120) ................................................................ . ....................................... . 
Oxycodone (9143) ...... . .......................................................................................................................................................... . 
Hydromorphone (9150) ............................... ....................................................... . ............................................................... . 
Diphenoxylate (9170) .................................................................................................................................................................... . 
8enzoylecgonine (9180) ......................................... ........................................... . ................................................... . 
Ethylmorphine (9190) ................................................ , ............................................ . ..................... .. 
Hydrocodone (9193) ........... .................... ........................................ . ........................................... . 
Levomethorphan (9210) ................................................... . ............................. . 
Levorphanol (9220) ......... .......................... ......... ..... ...... ........ ........ ..... ...... ..... ..... ........... .... .. .............. . 
Isomethadone (9226) .................... ................ ............................................ . ........................ . 
Meperidine (9230) ......................................... ................................................................. . .. n .............. . 

Meperidine Intermediate-A (9232) ............................................ . ........................................................... .. 
Meperidine Intermediate-B (9233) ............................................. ..................................................................... . ................ . 
Meperidine Intermediate-C (9234) ................................................... ..................................................... . ................. . 
Methadone (9250) ...................... ..... ........................................................ ...... ............................................ . ............. .. 
Methadone Intermediate (9254) .................................................................... ................................................. . ................. . 
Dextropropoxyphene, bulk (non-dosage forms) (9273) ....................................... . ........................................................................... .. 
Morphine (9300) ...................................................... .......................................... . ......................................................... .. 
Thebaine (9333) ............................ ................................... ................................ . .......................................................................... . 
Levo-alphacetylmethadol (9648) ............................ ..................................... . .................................................... . 
Oxymorphone (9652) ....... ............................. ..... ..... ..' ............................. ..... . ............................................. . 
Noroxymorphone (9668) ........................................ ................................... . ...................... . 
Racemethorphan (9732) ......................... ...................................... . ........................... . 
Alfentanil (9737) ........ .... .................... .......................... . ...................................... . 
Sufentanil (9740) .......... .................. ,.............. ............................... ............... . .................................. . 
Tapentadol (9780) ................... ...................................... .................. .. .................. . 
Fentanyl (9801) '" .......................................................... .................. .. ........................ .. 

Schedule 

I 
II 
II 
II 
II 

The company plans to manufacture 
small quantities of the above listed 
controlled substances to make reference 
standards which will be distributed to 
their customers. 

No comments or objections have been 
received, DEA has considered the 
factors in 21 U.S.C. 823(a) and 
determined that the registration of 
Cerilliant Corporation to manufacture 
the listed basic classes of controlled 
substances is consistent with the public 
interest at this time. DEA has 
investigated Cerilliant Corporation to 
ensure that the company's registration is 
consistent with the public interest. The 
investigation has included inspection 
and testing of the company's physical 
security systems, verification of the 
company's compliance with state and 
local laws, and a review ofthe 
company's background and history. 
Therefore, pursuant to 21 U.S.C. 823, 
and in accordance with 21 CFR 1301.33, 
the above named company is granted 
registration as a bulk manufacturer of 

the basic classes of controlled 
substances listed, 

Dated: February 26, 2010. 
Joseph T. Rannazzisi, 
Deputy Assistant Administrator, Office of 
Diversion Control, Drug Enforcement 
Administration. 
[FR Doc. 2010-4729 Filed 3-4-10; 8:45 am] 

BIL.L.ING CODE 441O-09-P 

A copy of this ICR, with applicable 
supporting documentation, including 
among other things a description of the 
likely respondents, proposed frequency 
of response, and estimated total burden 
may be obtained from the Reglnfo.gov 
Web site at http://www.reginjo.gov/ 
pubJic/do/PRAMain or by contacting 
Darrin King on 202~693-4129 (this is 
not a toll-free number}/E-mail: 

DEPARTMENT OF LABOR 

Office of the Secretary 

Submission for OMB Review: 
Comment Request 

March 1, 2010. 
The Department oILabar (DOL) 

hereby announces the submission of the 
following public information collection 
request (ICR) to the Office of 
Management and Budget (OMB) for 
review and approval in accordance with 
the Paperwork Reduction Act of 1995 
(Pub. L. 104-13,44 U.S.c. chapter 35). 

DOL PRA PUBUC@dol.gov. 
Interested parties are encouraged to 

send comments to the Office of 
Information and Regulatory Affairs, 
Attn: OMB Desk Officer for the 
Department of Labor-Bureau of Labor 
Statistics (BLS), Office of Management 
and Budget, Room 10235, Washington, 
DC 20503, Telephone: 202-395-7316/ 
Fax: 202-395-5806 (these are not toll
free numbers), E-mail: 
OIRA _ sUbmission@omb.eop.govwithin 
30 days from the date of this publication 
in the Federal Register. In order to 
ensure the appropriate consideration, 
comments should reference the OMB 
Control Number (see below). 
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JANSSEN-ORTHO 

VIA COURIER 

ivlarch 17, 20 I 0 

Ms. Cathy A Sabiston 
Director General, 
Controlled Substances and Tobacco Directorate 
I-IECSR Health Canada 

123 Slater Street 
Ottawa, Ontario KIA OK9 

Ms. Diane Allan 

Director, Office of Controlled Substances 

Controlled Substances and Tobacco Directorate 

HECSB. Health Canada 

123 Slater Stn:el 

Ottawa, Ontario KIA OK9 

Subjett: 

D~ar Ms. Sabiston and Ms. Allan: 

IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII11111111111111111111111111111 
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Regulatory Affairs 

B 19 (aUcHI BELT mUVli 
TORO!»TO.O!»TAR10 

CAN" DA MJC U9 

i'.;'i' 416.449-\"1.;4 
¥J, 416.449-7092 



Page(s) 000023 to\a 000025 

Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

20(1 )(b) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



I~ 

Sincerely, 

Copy to; 
Dr. Supriya Sharma, Director General, Therapeutic Products Directorate 
Ms. Kimby Barton, Director, Bureau of Cardiology, Allergy and Neurological Sciences, 
TPD 
Dr. Cathy Petersen, Manager. Central Nervous System Division. BCANS, TPD 
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Document Number: 10-106941 -779 File Number: 

Audit Trail 
5.19(1) 

Name: 

From 
HECSB-CSTD-OCS-PRAD 

To Sent 
HECSB-CSTD-OCS-PRAD 2010-03-18 16:37 

Comments: Daniel this docket has been assigned to you for a response. ISabel 
HECSB-CSTD-OCS-PRAD HECSB-CSTD-OCS-PRAD 201 0-03-30 14:52 
Comments: Daniel made revisions and submitted to Jocelyn for review. Isabel 
HECSB-CSTD-OCS-PRAD HECSB-CSTD-OCS 2010-04-0612:05 

BF 

Comments: Arafo I am bringing down this docket for Diane's approval and signature. ISabel 
HECSB-CSTD-OCS-DO HECSB-CSTD-DGO 2010-04-0616:57 
Approval/Approbation 

Action 
Action request 

Information 

Action request 

Comments: Docket routed to DGO for Cathy's approval and signature. I will bring the docket up shortly. Thank you! 
HECSB-CSTD-DGO HECSB-CSTD-OCS 2010-04-0815:15 
Comments/Commentaires 
Comments: DG has signed the letter. Approval slip as well as a copy of the signed letter is attached in MECS. Thank you! 
HECSB-CSTD-OCS HECSB-CSTD-OCS-PRAD 2010-04-0815:27 
Approvedl Approuve 
Comments: Allo, DG signed off the letter. Please send the DR. Thanks. 
HECSB-CSTD-OCS-PRAD HECSB-CSTD-OCS-PRAD 2010-04-08 15:34 Information 
Comments: The letter was signed and sent out on April 8, 2010. Isabel 

No Action Request. 
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Sante Canada 
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Address Locator 3503D 
Ottawa ON KIA 1B9 

Janssen-Ortho Inc. 
19 Green Belt Drive 
Toronto ON M3C 1L9 

Dear 

Subject: 

s.19(1) 
s.20(1)(b) 

10-106941-779 

I am writing to acknowledge receipt of your letter dated March 17,2010 

be assured that the letter and 
enclosed information supplied to the Office of Controlled Substances (OCS) will be 
treated on a confidential basis. 

Thank you for your request 
.......................................................................................................................................................................................................................................................................................................................................... 

OCS will work 
together with the Therapeutic Products Directorate in Health Products and Food 
Branch 

Yours sincerely, 

Cathy Sabiston 
Director General 
Controlled Substances and Tobacco 
Directorate 
Healthy Environment and Consumer 
Safety Branch 
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PRAD Telephone Enquiry 

Date of Call: April 11, 2011 3:00 p.m. 
Subject: Tramadol and Tapentadol 
Language of Correspondence: French 

Caller Name: 
IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII11 

Caller Organization: 
Caller Telephone Number: 

CALL SUMMARY: 
Where is the caller from? 
Montreal Island, Quebec Region 

What is their question/issue? 

Is tramadol scheduled under the Food and Drugs Act or the Controlled Drugs and Substances Act? What 
is the status of tram ado I regulatory submission? What is the status oftapentadol regulatory submission? 

What specific response is given to them 

Tramadol a ete recommander pour etre mis sur l'annexe de la loi des aliments et drogues mais, 
n'aj'amais ete mis sur l'annexe. Le tramadol est couramment dispenser par une politique de 
NAPRA donc les ordonnances sont necessaires pour Ie tramadol. Le projet reglementaire pour 
ajouter Ie tramadol sur l'annexe I de la loi reglementant certaines drogues et autres substances et 
l'annexe du reglement des stupeiiants a ete prepublier en 2007 mais, n'aj'amais devenu realiter 
parce que l'evidence de 'abus est negligiblement tres mineur. 

Depuis 2007, Ie Sante Canada recommand que Ie tramadol soit mis sur l'annexe I de la loi 
reglementant certaines drogues et autres substances et l'annexe N du reglement des 
benzodiazepines et autres substances ciblees. 

Un avis aux parties interessees a ete prepublier en Ie Canada Gazette Partie I Ie 2011-02-26 pour 
Ie projet reglementaire pour Ie tapentadol, ses sels et ses analogues reliees. Le Sante Canada 
continue a poursuivre Ie but de mettre tapentadol, ses sels et ses analogues reliees sur les annexes 
mentionnees au-dessous. 

Resources that were recommended to them and why 

Aucun. 

Any additional pertinent information 

Aucun 

Mr. Nathan Isotalo 
Sr. Policy Analyst, Regulatory Affairs Division 
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Office of Controlled Substances, Controlled Substances and Tobacco Directorate 
Healthy Environments and Consumer Safety Branch, Health Canada 
tel. 613-946-4225 
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.+. Health 
Canada 

Healthy Environments 
and Consumer Safety 
Branch 

Address Locator 3503D 
Ottawa ON KIA IB9 

lanssen-Ortho Inc. 
19 Green Belt Drive 
Toronto ON M3C lL9 

Dear 

Subject: 

Sante 
Canada 

Direction generale, 
Sante environnementale et 
securite des consommateurs 

Your file Votre reference 

OUf file NoIre reference 

10-106941-779 

I am writing to acknowledge receipt of your letter dated March 17,2010 
requesting 

Please be assured that the letter and 
enclosed information supplied to the Office of Controlled Substances (OCS) will be 
treated on a confidential basis. 

Thank you for your T"t'>rn''''''T ___________ _ 

will work 
together with the Therapeutic Products Directorate in Health Products and Food 
Branch 

Canada 

Yours sincerely, 

Cathy Sabiston 
Director General 
Controlled Substances and Tobacco 
Directorate 
Healthy Environment and Consumer 
Safety Branch 
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Audit Trail 
Document Number: 10-106941 - 779 File Number: 

Name: I 

From 
HECSB-CSTD-OCS-PRAD 

To Sent 
HECSB-CSTD-OCS-PRAD 2010-03-18 16:37 

Comments: Daniel this docket has been assigned to you for a response. ISabel 
HECSB-CSTD-OCS-PRAD HECSB-CSTD-OCS-PRAD 2010-03-3014:52 
Comments: Daniel made revisions and submitted to Jocelyn for review. Isabel 
HECSB-CSTD-OCS-PRAD HECSB-CSTD-OCS 2010-04-0612:05 

BF 

Comments: Arafo I am bringing down this docket for Diane's approval and signature. ISabel 
HECSB-CSTD-OCS-DO HECSB-CSTD-DGO 2010-04-0616:57 
Approval/Approbation 

5.19(1) 

Action 
Action request 

Information 

Action request 

Comments: Docket routed to DGO for Cathy's approval and signature. I will bring the docket up shortly. Thank you! 
HECSB-CSTD-DGO HECSB-CSTD-OCS 2010-04-0815:15 
Comments/Commentaires 
Comments: DG has signed the letter. Approval slip as well as a copy of the signed letter is attached in MECS. Thank you! 
HECSB-CSTD-OCS HECSB-CSTD-OCS-PRAD 2010-04-08 15:27 
Approvedl Approuve 
Comments: Allo, DG signed off the letter. Please send the DR. Thanks. 
HECSB-CSTD-OCS-PRAD HECSB-CSTD-OCS-PRAD 2010-04-0815:34 Information 
Comments: The letter was signed and sent out on April 8, 2010. Isabel 

No Action Request. 
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FACTORS CONSIDERED WHEN ASSESSING A SUBSTANCE 
TO DETERMINE WHETHER TO SCHEDULE IT UNDER THE 

CONTROLLED DRUGS AND SUBSTANCES ACT 

The Controlled Drugs and Substances Act (CDSA) provides a legislative framework for the control of 
substances that can alter mental processes and that may produce harm to the health of an individual and/or to 
society when diverted or abused. The substances regulated under the CDSA are grouped into six Schedules. 
Controlled substances are included in Schedules I to V to the CDSA, while Schedule VI lists precursor 
chemicals 1. Each Schedule is associated with a varying set of offences and penalties. 

The following table provides examples of controlled substances: 

In general, adding a substance to one of the Schedules to the CDSA prohibits activities, e.g., import, export, 
production, distribution, etc. with the substance, unless authorized under regulations. Thus, regulations made 
under the CDSA set out the circumstances under which activities with controlled substances are permitted. 
There are presently ten sets of regulations under the CDSA including the Narcotic Control Regulations, the 
Benzodiazepines and Other Targeted Substances Regulations and Parts G and J of the Food and Drug 
Regulations. 

Factors Applied in Making CDSA Scheduling Decisions 
Health Canada reviews all available information during the assessment of a substance. When making CDSA 
scheduling decisions, Health Canada must decide (1) whether or not a substance should be scheduled under 
the CDSA, and (2) the appropriate Schedule in which it should be included. The following six factors are 
considered: 

1. International requirements and trends in the control and/or scheduling of the substance; 
2. Chemical and/or pharmacological similarity to substances listed in the Schedules to the CDSA; 
3. Legitimate use ofthe substance, including therapeutic, scientific, industrial or commercial uses; 
4. Potential for abuse and/or addiction liability of the substance; 
5. Evidence of extent of actual abuse of the substance in Canada and internationally; and 
6. Risk to personal and public health and safety. 

These factors are also considered when determining whether to transfer a substance from one Schedule to the 
CDSA to another, or to remove a substance from a Schedule to the CDSA. 

1 Precursor chemicals are outside the scope of this CDSA scheduling process because a different set of factors are used in detenniniug whether these chemicals should be added to Schedule VI to the CDSA 
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DRAFT - 2010-04-16 

Proposed Descriptions of the CDSA Scheduling Factors 

1. International requirements and trends in the control and/or scheduling of the substance includes the 
assessment of the following: 

a) the level of international control under the United Nations Drug Control Conventions2, 
b) the results of reviews, if any, by the World Health Organization's Expert Committee on Drug 

Dependence, and 
c) how the substance is regulated in other jurisdictions, e.g., the United States, Australia, New 

Zealand, the European Union, etc. 

As a party to the United Nations Drug Control Conventions, Canada has an obligation to ensure that a 
substance that is under international control is subject to a similar level of control in Canada. 

2. Chemical and/or pharmacological similarity to substances listed in the Schedules to the CDSA 
includes the assessment of the following: 

a) physicochemical characteristics, e.g., chemical structure of the substance, relationship to other 
substances included in Schedules to the CDSA, etc. 

b) non-clinical pharmacology, e.g., withdrawal tests, self-administration paradigms, etc. 
c) clinical pharmacology, potency, pharmacokinetics, pharmacodynamics including receptor-binding 

sites, etc. 3 

2 Applicable United Nations Conventions: 1961 Single Convention on Narcotic Drugs & 1971 Convention on Psychotropic Substances. 

3 He Guidance Document Clinical Assessment of Abuse Liability for Drugs with Central Nervous System Activity, 2007, http://www.hc-sc.gc.caldhp-mps/alt_formatslhpfb

dgpsalpdf7prodphmroa/abuse _liability _ abusiC usage _ c1in-eng.pdf, p 13. 

2 
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3. Legitimate use of the substance, including therapeutic, scientific, industrial and commercial uses. 
Therapeutic uses may include use in the treatment of a disease or disorder, etc. 
Scientific uses may include use in research studies, preclinical and clinical trials, etc. 
Industrial uses may include - use in or development for use in industry, etc. 
Commercial uses may include - use for commerce, e.g., large-scale sales and purchasing. 

4. Potential for abuse and/or addiction liability of the substance 

Potential for abuse 
A substance's potential for abuse is determined by the following: 
a) its intrinsic abuse liability, 
b) its availability/accessibility within society and 
c) its inherent harmfulness with respect to the direct physical and psychological effects it produces in an 

individual. 

''Abuse liability can be defined as the properties of a drug with psychoactive or central nervous system 
effects which give rise to self-administration and to untoward effects "4. Abuse liability varies between 
substances and depends on three factors: (1) the pharmacological nature of the substance, such as 
reinforcing properties, (2) the route of administration and (3) the amount of the substance used. 

Addiction liability 
Addiction liability may be defined as the risk of a substance to produce addiction. One way to determine risk 
of addiction is to calculate the percentage of individuals who met criteria for addiction among those that 
reported ever using a substance5. While the factors mentioned above are important, they do not completely 
explain the development of addiction. Other factors such as societal norms and peer pressure play significant 
roles. For example, not all individuals who use substances with high abuse liability develop addiction. 

4 Cami, J. Perspectives and future on testing for abuse liability in humans 1991; Br. J Addict; 86(12): 1529-31. 

5 Anthony, Je et at Comparative epidemiology of dependence on tobacco, Alcohol, controlled substances, and inhalants: Basic findings from the National Comorbidity survey. Exp elin Psychophann 1994; 2(3): 244-268. 

3 
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5. Evidence of extent of actual abuse of the substance in Canada and internationally includes the 
assessment of the history and current pattern of abuse in Canada and other jurisdictions. 

Substance abuse is defined as using psychoactive substances in a way that may cause physical, 
psychological, economic, legal or social harm to users themselves or to people directly or indirectly involved 
with them. 6 In the context of psychoactive pharmaceuticals with centrally-acting reinforcing properties, abuse 
is use that is associated with increased risk for harm, as characterized by obtaining the substance from 
illegitimate sources, risky patterns of use (excluding under use) that deviate from accepted medical practice 
and/or scientific knowledge, or taking the substance for purposes which are not therapeutic. 7 

6. Risk to personal health and safety and/or public health and safety includes the assessment of the 
following: 

a) the nature and magnitude of environmental and societal impacts with a focus on personal and public 
health and safety, and 

b) the likelihood and extent of the identified impacts. 

6 Definition from Know the Facts, Cut your Risks, Addiction Prevention Center (APe), 2008. 

7 Final Consensus Document: Abuse of Psychoactive Pharmaceuticals, October 30, 2007, p. 3. 

4 
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FACTORS CONSIDERED WHEN ASSESSING A SUBSTANCE 
TO DETERMINE WHETHER TO SCHEDULE IT UNDER THE 

CONTROLLED DRUGS AND SUBSTANCES ACT 

The Controlled Drugs and Substances Act (CDSA) provides a legislative framework for the control of 
substances that can alter mental processes and that may produce harm to the health of an individual and/or to 
society when diverted or abused. The substances regulated under the CDSA are grouped into six Schedules. 
Controlled substances are included in Schedules I to V to the CDSA, while Schedule VI lists precursor 
chemicals 1. Each Schedule is associated with a varying set of offences and penalties. 

The following table provides examples of controlled substances: 

In general, adding a substance to one of the Schedules to the CDSA prohibits activities, e.g., import, export, 
production, distribution, etc. with the substance, unless authorized under regulations. Thus, regulations made 
under the CDSA set out the circumstances under which activities with controlled substances are permitted. 
There are presently ten sets of regulations under the CDSA including the Narcotic Control Regulations, the 
Benzodiazepines and Other Targeted Substances Regulations and Parts G and J of the Food and Drug 
Regulations. 

\?'\) ~ c:::.c-s _ul C)c5 ~o '7 1 "'"C?)) ...;\...0'7 

Factors Apfiied ii, Making CDSA Scheduling Decisions 
Health Canada reviews all available information during the assessment of a substance. When making CDSA 
scheduling decisions, Health Canada must decide (1) whether or not a substance should be scheduled under 
the CDSA, and (2) the appropriate Schedule in which it should be included. The following six factors are 
considered: 

1. International requirements and trends in the control and/or scheduling of the substance; 
2. Chemical and/or pharmacological similarity to substances listed in the Schedules to the CDSA; 
3. Legitimate use of the substance, including therapeutic, scientific, industrial or commercial uses; 
4. Potential for abuse and/or addiction liability ofthe substance; 
5. Evidence of extent of actual abuse of the substance in Canada and internationally; and 
6. Risk to ersonal and public health and safety. 

These factors are also considered when determining whether to transfer a substance from one Schedule to the 
CDSA to another, or to remove a substance from a Schedule to the CDSA. 

I Precursor chemicals are outside the scope of this CDSA scheduling process because a different set of factors are used in 
determining whether these chemicals should be added to Schedule VI to the CDSA. 

1 
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Proposed Descriptions olthe CDSA Scheduling Factors 

1. International requirements and trends In the'controlandl6r scheduling of the substance in~ludes,the, 
assessment of thefollowing: , . "', ,." .. ,'> ,j"':' ';< ," ",',' ," 

a) the level of internationalc:ontrolunder the. United Nat!ons Drug Control Convention;, 
b) the results of reviews, ifany~ by the World Health Organization's Expert Committee on Drug; 

Dependence, and ,',' .',,',' '.,<..:. ,', '.,;""", ", ,,',',', ,:" ,...., 
c) how the substance isregulatedinotherjfJrlsdiciiolls;~;g;. the. United States; Australia~New.' 

Zealand, the European Union, etc:, ' 

As a party to the United NaticmsDrti$ColliroiCollventions;"Cimada h"as an obligation to ensure thara' , 
substance that is under international control is subjec~ to a similar level of controlin Canada. 

2. Chemical andlor pharmacologic~I' siriulariijrt6's~b~taft{ceslistedin tli~ ScIledulestothe CDsli' 
includes the assessment olthe/ollowing;,.", ", ,"',," ,;', ". < " .... '. ,'"."'. ,"',,', • , ., .... , ','< 

a) physicochemical character;istics.?g.jchemi~a(8t,ructu~~ofthe,su~stdnce,; relaiionshiptooth~rd /:., " 
substances included inSchedulesib'the'CDSA;etc~'~::;';"';!"rj'~f """"," ' ,' .... ,. '",;;, .. "," \,', , .. ", '" 

b) non-clinical pharmacology, e.g.,. withdrawalte$!s,'se!f-adiniiiistrationparadigrns,etd, 
c) clinical pharmacology, potencY. pharmacokinetics,pharmacodynamics including receptor-biiuJing. 

°t t 3 ,.", 
Sl es, e c. ..' . '. . 

3. Legitimate use of the substanc~; iDcIudiIlgther2i~~~d~, ~~ie~fui~,indllstrial~ndco~mercialuses;' " 
Therapeutic uses may include use in the treatment ofa disease or disorder; etc; ',", , 
Scientific uses may include use in research studies~ preclinical tiildclinicaltria/s, etc;;' 
Industrial uses may include - use in' or development for use in industry, etc. 
Commercial uses may include- usefor commerce,. ·e.g.~, large'-scale sales andpurcliasing. 

2 Applicable United Nations Conventions: 1961 Single Convention on Narcotic Drugs & 1971 Convention on Psychotropic 
Substances. 
3 HC Guidance Document Clinical Assessment of Abuse Liability for Drugs with Central Nervous System Activity, 2007, 
http://www.hc-sc.gc.caldhp-mps/altfonnats/hpfb-dgpsalpdf/prodpharmalabuseliabilityabusifusagedin-eng.pdf.p 13. 

2 
000039 



l~ 

DRAFT - 2010-04-16 ,,' 

4. Potential for abuse and/or addiction liability ofthe substance 
f:',,;::;:i 

Potential for abuse . '" .' .... ' .. r...:: .~:>} 
A substance's potential forabuse isdeterinined by'thefollowing:" 
a) its intrinsic abuse liability,.. .... . , 
b) its availability/accessibility within .socfetyand' > •..•. ..• .... ' ... ' .: ..<' . '. 

c) its inherent harmfulnesswith respect to thedirectpllysical andpsychological efft:cts it produces in an 
individual. '.' . 

"Abuse liability can be dejrfled~s /hepr~~~rli~}~jdj;.ui~ith;;ychoaciiv~or centralnervoUssysteml 

effects which give rise to self-administration and to untoward effects /,4. Abuse liability varies between 
substances and depends on threefactors:(l) thepkarmacological nature of the substance, suchas 
reinforcing properties; (2) the touteo..(administra~ion and (3) the amount of the substance used: 

Addiction liability . .. '.' ... . ....... '. .,.. ........... .... ....... . . . ....... .' .... . ............... . 
Addiction liability may be defined'asthe tis/fof a'.sub~taiiceio ptoduc:e'addibiion;One way to determifl~'risk" 
of addiction is to calculate thepercentageofindividuals'lilho metc,riteria for addiction amongthose that .' .... 
reported ever using a substances. Whilethefactorsment,ion(!dablJve are important,. they do not completely,"'" 
explain the development of addiction ... Otherfactorssuch as,s(Jcietafnormsandpeer pressure playsignijieant 
roles. For example, not all individuals wh()us,e substances with high abuse liability develop addiction; \ .' 

5. Evidence of extent of actual abuse of the substanceiftCanada and iDternationaUy includes the;':: . 
assessment of the history and current pattern of abuse in. Canada and other jurisdictions~ . 

Substance abuse is defined as using p.sYcllo~~tivJ;kl:J~t~~cei;i~'d~ayt~a(11zdjJbati.sepitysicaf' . 
psychological, economic, legal or social harmtouserstliemselvesor topeople directly orindirectly involved 
with them. 6 In the context ofpsychoactivephqrmaceutii:als)vith centrally"actingreinforcingproperties, abuse 
is use that is associated with increased riskfor hiirm~d3 characterized by obtaining thesubstance from . 
illegitimate sources, risky patterns of use (excludinguncleruse) that deviate from accepted medicaipractice 
and/or scientific knowledge, or taking thesubstancejiJrpurposes which are not therapeutic. 7 <.... 

I 
6. Risk to personal health and safety and/or public health. and safety includes the assessment of the. 
follOWing: 

a) the nature and magnitude of environmental and societal impacts with a focus on personal and public 
health and safety, and 

b) the likelihood and extent 0 the identi ,ed iin acts;:' 

" Cami, J. Perspectives and future on testing for abuse liability in humans 1991; Br. J Addict; 86(12): 1529-31. 
5 Anthony, JC et al Comparative epidemiology of dependence on tobacco, Alcohol, controlled substances, and inhalants: Basic 
findings from the National Comorbidity survey. Exp Clin Psychopharm 1994; 2(3): 244-268. 
6 Definition from Know the Facts, Cut your Risks, Addiction Prevention Center (APC), 2008. 
7 Final Consensus Document: Abuse of Psychoactive Pharmaceuticals, October 30,2007, p. 3. 
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Fw: Pdfs - Tapentadol 
Isabel Shanahan to: Denis Arsenault, Nathan J Isotalo 

This message has been replied to. 

Isabel Shanahan 
Assistant to the Manager 
Policy & Regulatory Affairs Division 
Office of Controlled Substances 
Healthy Environments and Consumer Safety Branch 
Tel: (613) 946-0123 Fax: (613) 946-4224 

--- Forwarded by Isabel Shanahan/HC-SC/GC/CA on 2010-05-27 02:16 PM

Isabel 
ShanahanlHC-SC/GC/CA 

2010-05-27 10:36 AM 

Isabel Shanahan 
Assistant to the Manager 
Policy & Regulatory Affairs Division 
Office of Controlled Substances 

To Jocelyn Kula 

cc 

Subject Pdfs - Tapentadol 

Healthy Environments and Consumer Safety Branch 
Tel: (613) 946-0123 Fax: (613) 946-4224 

2010-05-2702:18 PM 
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i JANSSEN-ORTHO 

VIA COURIER 

March 17,2010 

Ms. Cathy A Sabiston 
Director General, 
Controlled Substances and Tobacco Directorate 
HECSB, Health Canada 

123 Slater Street 
Ottawa, Ontario KIA OK9 

Ms. Diane Allan 
Director, Office of Controlled Substances 

Controlled Substanct!s and Tobacco Directorate 

HECSB, Health Canada 

123 Slater Street 

Ottawa, Ontario K) A OK9 

Subject: 

Dear Ms. Sabiston ~ ... d Me;, Allan: 

ill 

000042 

Regulatory Affairs 

,-\S't.;r.S-OR.TIIO lSC. 

:;::: 19 CiREES !lELT DRIVE 
TORONTO. ONTARIO 

CASADA M3C lL9 

v www.janssen-ortho.com 

?.iI 4Ib.449-9444 
L:}' 416.449-709~ 



Page(s) 000043 to\a 000045 

Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

20(1 )(b) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



Sincerely, 

Janssen-Onho Inc. 

Copy to: 
Dr. Supriya Sharma. Director General, Therapeutic Products Directorate 
Ms. Kimby Banon, Director, Bureau of Cardiology, Allergy and Neurological Sciences, 
TPD 
Dr. Cathy Petersen, Manager, Central Nervous System Division, BCANS, TPD 
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23790 Federal Register/Vol. 74. No. 97 I Thursday. May 21. 2009/Rules and Regulations 

imports. exports. engages in research or 
conducts instructional activities with 
lacosamide. or who desires to 
manufacture. distribute. dispense. 
import. export. engage in instructional 
activities or conduct research with 
lacosamide. must be registered to 
conduct such activities in accordance 
with Part 1301 of Title 21 of the Code 
of Federal Regulations (CFR). Any 
person who is currently engaged in any 
of the above activities and is not 
registered with DEA must submit an 
application for registration on or before 
June 22. 2009 and may continue their 
activities until the DEA has approved or 
denied the application. 

Security. Lacosamide is subject to 
schedule III-V security requirements 
and must be manufactured. distributed. 
and stored in accordance with 
§§ 1301.71. 1301.72(b). (c). and (dl. 
1301.73.1301.74. 1301.7s(b) and (c). 
1301.76. and 1301.71 of Title 21 of the 
CFR on and after June 22. 2009. 

Labeling and Packaging. All labels 
and labeling for commercial containers 
of lacosamide which are distributed on 
or after June 22. 2009 must comply with 
requirements of §§ 1302.03-1302.07 of 
Title 21 of the Code of Federal 
Regulations. 

Inventory. Every registrant required to 
keep records and who possesses any 
quantity of lacosamide must keep an 
inventory of all stocks of lacosamide on 
hand pursuant to §S 1304.03. 1304.04 
and 1304.11 of Title 21 olthe CFR on 
or after June 22. 2009. Every registrant 
who desires registration in schedule V 
for lacosamide must conduct an 
inventory of all stocks of the substance 
on hand at the time of registration. 

Records. All registrants must keep 
records pursuant to §S 1304.03.1304.04. 
1304.21. 1304.22. and 1304.23 ofTiUe 
21 of the Code of Federal Regulations on 
or after June 22. 2009. 

Prescriptions. All prescriptions for 
laeosamide pharmaceutical products 
must be issued pursuant to 21 CFR 
1306.03-1306.06 and 1306.21.1306.23-
1306.27 on or after June 22. 2009. 

Importation and Exportation. All 
importation and exportation of 
lacosamide must be in compliance with 
part 1312 of Tille 21 of the CFR on or 
after June 22. 2009. 

Criminal Liability. Any activity with 
lacosamide not authorized by. or in 
violation of. the CSA or the Controlled 
Substances Import and Export Act 
occurring on or after 'une 22. 2009 shall 
be unlawful. 

Regulatory Certifications 

Executive Order 12866 

In accordance with the provisions of 
the CSA (21 U.S.C. B11{a)). this action 

is a formal rulemaking "on the record 
after opportunity for a hearing." Such 
proceedings are conducted pursuant to 
the provisions of 5 U.S.C. 556 and 557 
and. as such. are exempt from review by 
the Office of Management and Budget 
pursuant to Executive Order 12866. 
§ 3(d)(1). 

Regulatory Flexibility Act 

The Deputy Administrator. in 
accordance with the Regulatory 
Flexibility Act (5 U.S.C. 601-612). has 
reviewed this final rule and by 
approvinS it certifies that it will not 
have a Significant economic impact on 
a substantial number of small entities. 
Lacosamide pharmaceutical products 
will be prescription drugs used for the 
treatment of partial-onset seizures. 
Handlers of lacosamide often handle 
other controlled substances used in the 
treatment of central nervous system 
disorders which are already subject to 
the regulatory requirements of the CSA. 

Executive Order 12988 

This regulation meets the applicable 
standards set forth in §§ 3(a) and 3(b)(2) 
of Executive Order 12988. Civil Justice 
Reform. 

Executive Order 13132 

This rulemaking does not preempt or 
modify any provision of State law; nor 
does it impose enforcement 
responsibilities on any state; nor does it 
diminish the power of any state to 
enforce its own laws. Accordingly. this 
rulemaking does not have federalism 
implications warranting the application 
of Executive Order 13132. 

Unfunded Mandates Reform Act of 1995 

This rule will not result in the 
expenditure by state. local and tribal 
governments. in the aggregate. or by the 
private sactor. of $120.000.000 or more 
(adjusted for inflation) in anyone year. 
and will not Significantly or uniquely 
affect small governments. Therefore. no 
actions were deemed necessary under 
provisions of the Unfunded Mandates 
Reform Act of 1995. 

Congressional Review Act 

This rule is not a major rule as 
defined by § 804 of the Small Business 
Regulatory Enforcement Fairness Act of 
1996 (Congressional Review Act). This 
rule will not result in an annual effect 
on the economy of $100.000.000 or 
more; a major increase in costs or prices: 
or significant adverse effects on 
competition. employment. investment. 
productivity. innovation. or on the 
ability of United States-based 
companies to compete with foreign 

based companies in domestic and 
export markets. 

List of Subjects in 21 CFR Part 1308 

Administrative practice and 
procedure. Drug traffic control. 
Narcotics. Prescription drugs. 
• Under the authority vested in the 
Attorney General by section 201(a) of 
the CSA (21 U.S.C. 811(a)). and 
delegated to the Administrator of DEA 
by Department of Justice regulations (28 
CFR 0.1001. and redelegated to the 
Deputy Administrator pursuant to Title 
28. Part D. Appendix to Subpart R. 
Section 12. the Deputy Administrator 
hereby amends 21 CFR part 1308 as 
follows: 

PART 1308-SCHEDULES OF 
CONTROLLED SUBSTANCES 

• 1. The authority citation for 21 CFR 
part 1308 continues to read as follows: 

AUlhorilr- 21 U.S.c. 811. 812. 871(b. 
unless otherwise noted. 

• 2. Section 1308.15 is amended by 
revising paragraph (e)(I) and adding a 
new paragraph (e)(2) to read as follows: 

§ 1301.15 Schedule V. 
* • • • • 

(e)· • * 
(1) Lacosamide [(R)-2-acetoamido-N

benzyl-3-methoxy-propionamide)-2146 
(2) PregabaUn [(S)-3-(aminomethyl)-5-

methylhexanoic acidJ-2182 
Dated: May 12. 2009. 

Michele M. Leonhart. 
Deputy Administrator. 
[PR Doc. E9-11927 Flied 5-2~9: 8:45 ami 
BlUING COD& 441o-G1-P 

DEPARTMENT OF JUSTICE 

Drug Enforcement AdmlnlstratJon 

21 CFR Part 1308 

[DocIcet No. DEA-319F) 

Schedules of Controlled Subatances: 
Placement of Tapentadollnto Schedule 
II 

AGENCY: Drug Enforcement 
Administration. Department of Justice. 
AcnON: Final rule. 

SUMMARY: With the issuance of this final 
rule. the Deputy Administrator of the 
Drug Enforcement Administration 
(DEA) places the substance tapentadol. 
including its isomers. esters. ethers. 
salts and salts of isomers. esters and 
ethers whenever the existence of such 
isomers. esters. ethers. and salts is 
possible. into schedule II of the 
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Controlled Substances Act (CSA). As a 
result of this rule. the regulatory 
controls and criminal sanctions of 
schedule II will be applicable to the 
manufacture. distribution. dispensing. 
importation. and exportation of 
tapenladol and products containing 
tapentado~. 

DATES: Effective Date: June 22. 2009. 
FOR FURTHER tNFORunON CONTACT: 
Christine A. Sannerud. PhD. Chief. Drug 
and Chemical Evaluation Section. Office 
of Diversion Control. Drug Enforcement 
Administration. 8701 Morrissette Drive. 
Springfield. Virginia 22152. Telephone: 
(202) 301-7183. 
SUPPLEMENTARY INFORMAnON: 

Background 
On November 20. 2008. the Food and 

Drug Administration (FDA) approved 
tapentadol for marketing in the United 
States as a prescription drug product for 
the treatment of moderate-to-severe 
acute pain. Tapentadol is a new 
molecular entity with centrally-acting 
analgesic properties. 

Tapentaaof has dual modes of action. 
namely mu {J.aJ opioid receptor agonistic 
action and inhibition of reuptake of 
norepinephrine at the norepinephrine 
transporter. The chemical name of its 
monohydrochloride salt form is 3-
!(IR.2R)-3-{dimethylamino)-I-ethyl-2-
methylpropylJphenol hydrochloride. 
Tapentadol shares substantial 
pharmacological effects and abuse 
potentia) with other schedule II opioid 
analgesics. e.g .. morphine. oxycodone. 
and hydromorphone. 

Since tapentadol is a new molecular 
entity, there has been no evidence of 
diversion. abuse. or law enforcement 
encounters involving the drug. 

On November 13. 2008. the Assistant 
Secretary for Health. Department of 
Health and Human Services (DHHS,. 
sent the Deputy Administrator of DEA a 
scientific and medical evaluation and a 
letter recommending that tapentadol be 
placed into schedule II of the CSA. 
Enclosed with the November 13. 2008. 
letter was a document prepared by the 
Food and Drug Administration (FDA' 
entitled. "Basis for the Recommendation 
for Control of Tapentadol in Schedule II 
of the Controlled Substances Act." The 
document contained a review of tho 
factors which the CSA requires the 
Secretary to consider (21 U.S.c. 81t(b». 

After a roview of the available data. 
including the scientific and medical 
evaluation and the scheduling 
recommendation from DHHS. the 
Deputy Administrator of the DEA 
published a Notice of Proposed 
Rulemaking entitled "Schedules of 
Controlled Substances: Placement of 

Tapentadol into Schedule II" on 
Februarv 17. 2009 (74 FR 7386). which 
proposed placement of tapentadol into 
schedule n of the CSA. The proposed 
rule provided an opportunity for all 
interested persons to submit their 
written comments on or before March 
19.2009. 

Comments Received 

The DEA received three comments in 
response to the Notice of Proposed 
RuJemaking. One comment was from a 
consulting firm. one comment was from 
a concerned citizen. and the last 
comment was from a company which 
does research and development on 
pharmaceutical drugs. 

The first commenter recommended 
that the DEA expedite the issuance and 
effective date of the Final Rule placing 
tapentadol in schedule II. The 
commenter stated that tapentadol will 
provide a safe and effective substitute 
for other schedule II analgesics and that 
the conditions of public health 
necessitate and justify this request. In 
response. DEA believes that providing 
30 days for this rule to become effective 
is both expeditious and sufficient to 
allow handlers to apply for registration 
with OEA and to comply with the 
regulatory requirements for handling 
schedule D controlled substances. 

A second commenter stated thai since 
tapentadol induces effects similar to 
oxycodone and morphine. both 
schedule II substances. then it should be 
placed in schedule II of the Controlled 
Substances Act based on tapentadol's 
abuse potential. Thus. the commenter 
agreed with DHHS' recommendation 
and the action proposed by OEA. No 
response from DEA is necessary to this 
comment because it is consistent with 
the OEA's final action. 

The third commenter had four 
questions/comments regarding the 
implementation of this Final Rule. Each 
question/comment is addressed below. 

The commenter requested that DEA 
registrants be allowed enough time to 
make the changes needed to carry out 
handling tapentadol as a schedule II 
substance. as dictated in 21 CFR 
1301.51. 1301.71. and 1304.04. In 
response to this comment. the effective 
date of the Final Rule placing 
tapentadol in schedule II of the 
Controlled Substances Act will be thirty 
(30) days from the date of publication of 
the Final Rule. thus allowing ample 
time for those that wish to handle 
tapentadol to meet DEA regulatory 
requirements for handling schedule II 
substances. It has been DEA's 
experience that this is sufficient time to 
meet the regulatory requirements 
provided below. 

The commenter asked if quantities of 
tapentadol held by a DEA registrant 
would have to be reported once the 
scheduling of tapentadol as a schedule 
11 substance was finalized. In response. 
the reporting and recordkeeping 
requirements for handling schedule II 
substances can be found in 21 CFR part 
1304. Specifically. 21 CFR 1304.11(b) 
states that "Every person required to 
keep records shall take an inventory of 
all stocks of controlled substances on 
hand on the date he/she first engages in 
the manufacture. distribution. or 
dispensing of controlled substances 
• • ." In order for a manufacturer to 
handle a schedule II substance, a 
manufacturing or procurement quota 
has to be requested In accordance with 
the requirements of 21 U.S.C. 826(c) and 
21 CFR part 1303. The manufacturer's 
inventory of the substance is used. in 
part. to determine the manufacturer's 
quota. 

The commenter asked about the 
process for adding the CSA drug code 
for tapentadol to their registratioll. In 
rasponse. the regulatory process 
required to obtain a DEA registration is 
outlined generally in 21 CFR 1301.11 
through 1301.19, and the process 
required to modify an existing DEA 
registration is outlined in 21 CFR 
1301.S1. Information relatins to 
registration may be found on the 
Internet. http:// 
lV1V111.DEAdivel'Sion.usdoj.gov. or by 
contacting DEA's Registration Call 
Center. toll free at 1-80D-882-9539. 

Finally. the commenter inquired 
about the process for establishing an 
NDC number for tapentado) with the 
Automation of Reports and 
Consolidated Orders System (ARCOS,. 
National Drug Code (NDC) numbers are 
assigned by the Food and Drug 
Administration (FDA) in conjunction 
with registration and drug listing 
requirements of the Federal Food. Drug. 
and Cosmetic Act. Accordingly, a 
person manufacturing a product 
containing tapentadol must obtain an 
NDC number from FDA in accordance 
with 21 CFR 207.35. Once the drug code 
for tapentadol is added to an existing 
manufacturer's registration or a new 
registration is issued to an applicant. 
then that DEA·registered manufacturer 
must provide the DEA's ARCOS Unit 
with its established NDC number for 
their product containing tapentadol. 
Once that information is obtained. it can 
he used to report ARCOS reportable 
transactions pursuant to 21 CFR 
1304.33. 

Scheduling ofTapentado) 

Based on the recommendation of the 
Assistant Secretory for Health. received 
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in accordance with § 201(b) of the Act inventory of all stocks of tapentadol on treatment of moderate-ta-severe acute 
(21 U.S.C. 811(b)). and the independent hand pursuant to §§ 1304.03.1304.04 pain. Handlers of tapentadoi also handle 

(} review of the available data by DEA. and and 1304.11 of Tille 21 of the Code of other controlled substances used to treat 
after a review of the comments received Federal Regulations on or after June 22. pain which are already subject to the 
in response to the Notice of Proposed 2009. Every registrant who desires regulatory requirements of the CSA. 
Rulemaking. the Deputy Administrator registration in schedule II for tapentadol 

E;fecuU"e Order 12988 ofDEA. pursuant to §§201(a) and 201(b) must conduct an inventory of all stocks 
of the Act (21 U.S.C. 811(a) and Bl1(b)). of the substance on hand at the time of This regulation meets the applicable 
finds that: registration. standards set forth in Sections 3(a) and 

(1) Tapentadol has a high potential for Records. All registrants must keep J(b)(2) of Executive Order 12988 Civil 
abuse: records pursuant to §§ 1304.03.1304.04. Justice Refonn. (2) Tapentadol has a currently 1304.21.1304.22. and 1304.23 of Tille 
accepted medical use in treatment in the 21 of the Code of Federal Regulations on E:(ecutive Order 13132 
United States; and or after June 22. 2009. 

This rulemaking does not preempt or (3) Abuse oftapentadol may lead to Reports. All registrants reqUired to 
severe psychological or physical submit reports to the Automation of modify any provision of State law: nor 
de~endence. Reports and Consolidated Order System does it impose enforcement 

ased on these findings. the Deputy (ARCOS) in accordance with § 1304.33 responsibilities on any State; nor does it 
Administrator of DEA concludes that of Title 21 of the Code of Federal diminish the power of any State to 
tapentadol. including its isomers. esters. Regulations must do so for tapentadol. enforce its own laws. Accordingly. this 
ethers. salts and salts of isomers. esters Orders for Tapentadol. AU registrants rulemaking does not have federalism 
and ethers whenever the existence of involved in the distribution of implications warranting the application 
such isomers. esters. ethers. and salts Is tapentadol must comply with the order of Executive Order 13132. 
possible. warrants control in schedule II form requirements of part 1305 of Title Unfunded Mandates Reform Act of 1995 of the eSA (21 U.S.C. 812(b)(21). 21 of the Code of Federal Regulations on 
Requirements for Handling Tapentadol or after June 22. 2009. This rule will not result in the 

Registration. Any person who 
Prescriptions. All prescriptions for expenditure by State. local and Tribal 

manufactures. distributes. dispenses. 
tapentadol or prescriptions for products governments. in the aggregate. or by the 

imports. exports. engages in research or 
containing tapentadol must be issued private sector. of $120.000.000 or more 

conducts instructional activities with 
pursuant to §§ 1306.03 through 1306.06 (adjusted for inflation) in anyone year. 

tapentadol. or who desires to 
and 1306.11 through 1306.15 ofTille 21 and will not significantly or uniquely 

manufacture. distribute. dispense. 
of the Code of Federal Regulations on affect small governments. Therefore. no 

() import. export. engage in instructional 
and after June 22. 2009. actions were deemed necessary under 

activities or conduct research with 
Importation and Exportation. All provisions of the Unfunded Mimdates 

tapentadol. must be registered to 
importation and exportation of Refonn Act of 1995. 
tapentadol must be in compliance with 

conduct such activities in accordance part 1312 of Tille 21 oE the Code of Congressional Review Act 
with part 1301 oETille 21 of the Code Federal Regulations on or after June 22. This rule is not a major rule as of Federal Regulations. Any person who 2009. 
is currently engaged in any of the above Criminal liability. Any activity with defined by section 804 of the Small 
activities and is not registered with DEA tapentadol not authorized by. or in Business Regulatory Enforcement 
must submit an application for violation of. the CSA or tbe Controlled Fairness Act of 1996 (Congressional 
registration on or before June 22. 2009 Substances Import and Export Act shall Review Act). This rule wiJ) not result in 
and may continue tbeir activities until be unlawful on or after June 22. 2009. an annual effect on the economy of 
DEA has approved or denied that S100.000.000 or more; a major increase 
ap~Jication. Regulatory Certifications in costs or prices; or significant adverse 

ecurity. Tapentadol is subject to Executive Order 12866 effects on competition. employment. 
schedule II security requirements and investment. productivity. innovation. or 
must be manufactured. distributed. and (n accordance with the provisions of on the ability of United States-based 
stored in accordance with §§ 1301.71. the CSA (21 U.S.c. 811(a}). this action companies to compete with foreign 
1301.72(a). Ic). and (d). 1301.73. is a formal rulemaking "on the record based companies in domestic and 
1301.74. 1301.75(b) and (e). 1301.76 and after opportunity for a hearing." Such oxport markets. 
1301.77 of Title 21 of the Code of proceedings are conducted pursuant to 

List ofSublects in 21 CFR Part 1308 Federal Regulations on or after June 22. the provisions of 5 U.S.C. 556 and 557 
2009. and. as such. are exempt from review by Administrative practice and Labeling and Packaging. All labels the Office oC Management and Budget procedure. Drug traffic control. and labeling for commercial containers pursuant to Executive Order 12866. Narcotics. Prescription drugs. of tapentadol must comply with section 3Id)(1). 
requirements of §§ 1302.03 through Regulatory Flexibility Act • Under the authority vested in the 
1302.07 of Title 21 of the Code of Attorney General bv section 20lla} of 
Federal Regulations on or after June 22. Tbe Deputy Administrator. in the CSA (21 U.S.C. '81 1(a)). and 
2009. accordance with the Regulatory delegated to the Administrator of DEA 

Quotas. Quotas for tapentadol must be flexibility Act (5 U.S.C. 601~12J. has by Department of Justice regulations (28 
established pursuant to part 1303 of reviewed this final rule and by C:FR 0.1001. and redelegated to the 

') Title 21 of the (".ode of Federal approving it certifies that it will not Deputy Administrator pursuant to Title 
Regulations. have a Significant economic impact on 28. Part O. Appendix to Subpart R. 

lm'entory. Every registrant requIred to a substantial number or small entities. Section 12. the Deputy Administrator 
keep records and who possesses any Tapentadol products will be hereby amends 21 eFR part 1308 as 
quantity of tapenladol must keep an prescription drugs used for the follows: 
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PART 130...sCHEDULES OF 
CONTROLLED SUBSTANCES 

• 1. The authority citation for part 1308 
continues to read as follows: 

Aulhorily: 21 U.S.C. 811.812. 871{b). 
unless otherwise nOled. 

• 2. Section 1308.12 is amended in the 
table by adding a new paragraph (c)(28) 
to read as follows: 

§ 1308.12 Schedule IL 

* * * * * 
(c) * • • 

(28) Tapenladol ................................. 9780 

* * • 
Dated: May 15. 2009. 

Michele r.L Leoaharl, 
Deputy Adminjstmtor. 
IFR Doc. E9-11933 Filed 5-20-09: 8:45 amI 
BILUMIa COOl 4411H11-P 

DEPARTMENT OF HOMELAND 
SECURITY 

Coall Guard 

33 CFR Pari 165 

[Docket No. USCG-2OO9-OO81J 

RIN1~AAOO 

Safety ZOne; Red Bull Air Race, Detroit 
River, Detroit, MI 

AGENCY: Coast Guard. DHS. 
ACTION: Temporary final rule. 

SUMMARY: The Coast Guard is 
establishing a temporary safety zone on 
the Detroit River. Detroit. Michigan. 
This zone will restrict vessels from 
portions of the Detroit River during the 
Red Bull Air Race. This temporary 
safety zone is necessary to protect
spectators and vessels from the hazards 
associated with air races. 
DATES: This rule is effective from 9 a.m. 
on June 11. 2009 through 6:30 p.m. on 
June 14. 2009. 
ADDRESSES: Comments and material 
received from the public. as well as 
documents mentioned in this preamble 
as being available in the docket. are part 
of docket USCC-2009-0089 and are 
available online by going to http:// 
www.regulations.gov. selecting the 
Advanced Docket Search option on the 
right side of the screen. inserting USCG-
2009-0089 In the Docket ID box. 
pressing Enter. and then clicking on the 
item in the Docket 10 column. This 
material is also available for inspection 
or copying at the Docket Management 
Facility (M-30). U.S. Department of 
Transportation. West Building Ground 

floor. Room W12-140. 1200 New Jersey 
A venue. SE .• Washington. DC 20590. 
between 9 a.m. and 5 p.m .• Monday 
through Friday. except Federal holidays. 
FOR FURTHER INFORMATION CONTACT: If 
you have questions on this rule. call or 
a-mail CDR Joseph Snowden. 
Prevention Department. Sector Detroit • 
Coast Guard: telephone (313) 568-9580. 
e-mail loseph.H.Snowden@uscg.mil. If 
you have questions on viewing the 
docket. call Renee V. Wright. Program 
Manager. Docket Operations. telephone 
202-366-9826. 
SUPPLEMENTARY INFORMAnON: 

Regulatory InConnation 
On April 16. 2009. we published a 

noUce of proposed rulemaking (NPRM) 
entitled Safety Zone: Red Bull Air Race. 
Detroit River. Detroit. MI in the Federal 
Register (74 FR 17627). We received one 
comment on the proposed rule. No 
public meeting was requested. and none 
was held. 

Under 5 U.S.C. 553(d)(3). the Coast 
Guard finds that good cause exists for 
making this rule effective less than 30 
days after publication in the Federal 
Register. Delaying this rule would be 
contrary to the public interest of 
ensuring. to the extent practicable. the 
safety and security of the spectators and 
participants during this event and 
immediate action is necessarY to 
prevent possible injury. loss of life. or 
property. 

Background and Purpose 
This temponlry safety zone is 

necessary to ensure. to the extent 
practicable. the safety of vessels and 
spectators from hazards associated with 
an air race. The Captain of the Port 
Detroit has determined air races in close 
proximity to watercraft and 
infrastnlcture pose significant risk to 
public safety and property. The likely 
combination of large numbers of 
recreation vessels. possible alcohol use. 
airplanes traveling at high speeds and 
performing aerial acrobatics. and large 
numbers of spectators in close 
proximity to the water could easily 
result in serious injuries or fatalities. 
Establishing a safety zone around the 
location of the race course will help 
ensure the safety of persons and 
property at these events and help 
minimize the associated risks. 

Discussion of Comments and Changes 
We received one letter. containing 

several comments on this rulemaking. 
First. the commenter stated that closure 
of the Detroit River for these air races 
violates the Boundary Waters Treaty of 
1909. The Coast Guard disagrees that 
the Coast Guard's action or the action by 

Canada violates this treaty. The 
Boundary Waters Treaty does guarantee 
that "navigation of all navigable 
boundary waters" shall be "free and 
open" to "Inhabitants· * * ships. 
vessels. and boats" of both the United 
States and Canada. "subject. however. to 
any laws and regulations of either 
country." Both the United States and 
Canada have determined. pursuant to 
each country's laws and regulations. 
that brief closures of the Detroit River 
are reasonably necessary to protect 
spectators and vessels from hazards 
associated with these air races. 
Moreover. Wlder fundamental 
principles of international law. only the 
States that are a party to an international 
agreement are generally entitled to 
allege a breach of the terms of the 
agreement by the other. For this event. 
Canada has also agreed that a closure of 
a small portion of the river for a short 
period of time is a reasonable and 
necessary measure. 

Second. the commenter stated that the 
proposed rule constituted a "pubUc 
taking" in contravention of the Fifth 
Amendment to the United States 
Constitution: in that vessel owners will 
experience delays that will result in lost 
profits_ This commenter did not put 
forward any specific company or vessel 
that would be so affected. The Coast 
Guard disagrees with this comment. In 
general. a "taking" occurs when a 
governmental entity uses its powers to 
permanently deprive a person or entity 
of property. The Captain of the Port has 
considered the needs of port 
stakeholders and the maritime 
community and has determined that 
this safety zone is necessary to protect 
the public and maintain safety of 
navigation. Further. the rule Is only 
temporary in nature. not permanent. 
and in the event that this temporary 
safety zone affects shipping. commercial 
vessels may request permission &om the 
Captain of the Port Detroit to transit 
through the safety zone. Moreover. the 
safety zone will only be enforced for a 
short period of time on the enforcement 
dates. Lastly. the Coast Guard believes 
vessel owners have had sufficient 
advance notice of this safety zone. such 
that they should be able to work vessel 
schedules around the enforcement 
periods of the proposed safety zone to 
minimize or avoid lost profits. 

Third. the commenter stated that the 
race sponsor must be required to agree 
in advance to reasonably compensate 
vessel owners for losses incurred by 
delays and post a bond sufficient to 
cover anticipated vessel losses. 
Otherwise. this commenter stated. there 
is no incentive for race organizers to 
work collaborativeJy with vasseJ 
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MISUSE OF DRUGS ACT 1977 (CONTROLLED DRUGS) 
(DECLARATION) ORDER 2010 
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S.I. No. 199 of 2010. 

MISUSE OF DRUGS ACT 1977 (CONTROLLED DRUGS) 
(DECLARATION) ORDER 2010 

The Government, in exercise of the powers conferred on them by section 2(2) 
of the Misuse of Drugs Act 1977 (No. 12 of 1977), hereby make the following 
Order: 

1. This Order may be cited as the Misuse of Drugs Act 1977 (Controlled 
Drugs) (Declaration) Order 2010. 

2. This Order shall come into operation on 11 May 2010. 

3. Each of the substances, products and preparations specified in the Schedule 
is hereby declared to be a controlled drug for the purposes of the Misuse of 
Drugs Act 1977 (No. 12 of 1977). 

SCHEDULE 

1. The following substances and products, namely: 

(a) 1-(1,3-Benzodioxol-5-yl)-2-(1-pyrrolidinyl)-pentanon~ 

Dihydroetorphine 

[2,3-Dihydro-5-methyl-3-( 4-morpholinylmethyl )pyrrolo 
[1,2,3-de ]-1 ,4-benzoxazin-6-yl]-1-naphthalenylmethanone 

3-Dimethylheptyl-11-hydroxyhexahydrocannabinol 

Etryptamine 

1-(2-Fluorophenyl)-2-methylaminopropan-1-one 

1-(3-Fluorophenyl)-2-methylaminopropan-1-one 

1-( 4-Fluorophenyl)-2-methylaminopropan-1-one 

9-(Hydroxymethyl)-6,6-dimethyl-3-(2-methyloctan-2-yl) 
-6a,7,10,10a-tetrahydrobenzo[c]chromen-1-o1 

[9-Hydroxy-6-methy 1-3-[ 5-pheny Ipentan-2-y 1 ]oxy-5,6,6a, 
7,8,9,l0,lOa-octahydrophenanthridin-1-yl]acetate 

Methcathinone 

Notice of the making of this Statutory Instrument was published in 
"Iris Oifigiuil" of 14th May, 2010. 
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1-( 4-Methoxyphenyl)-2-(methylamino )propan-l-one 

2-Methylamino-l-(3,4-methylenedioxyphenyl)butan-l-one 

2-Methylamino-l-(3,4-methylenedioxyphenyl)propan-l-one 

(X-Methyl-4-( methylthio )phenethylamine 

1-( 4-Methylphenyl)-2-methylaminopropan-l-one 

Oripavine 

Remifentanil 

Tapentadol. 

(b) Any substance structurally derived from 3-(1-naphthoyl)indole or 
IH-indol-3-yl-(1-naphthyl)methane by substitution at the nitrogen 
atom of the indole ring by alkyl, alkenyl, cyc1oalkylmethyl, cyc1oalky
lethyl or 2-( 4-morpholinyl)ethyl, whether or not further substituted 
in the indole ring to any extent and whether or not substituted in the 
naphthyl ring to any extent. 

(c) Any substance structurally derived from 3-(1-naphthoyl)pyrrole by 
substitution at the nitrogen atom of the pyrrole ring by alkyl, alkenyl, 
cyc1oalkylmethyl, cyc10alkylethyl or 2-( 4-morpholinyl)ethyl, whether 
or not further substituted in the pyrrole ring to any extent and 
whether or not substituted in the naphthyl ring to any extent. 

(d) Any substance structurally derived from l-(l-naphthylmethyl)indene 
by substitution at the 3-position of the indene ring by alkyl, alkenyl, 
cyc1oalkylmethyl, cyc10alkylethyl or 2-( 4-morpholinyl) ethyl , whether 
or not further substituted in the indene ring to any extent and whether 
or not substituted in the naphthyl ring to any extent. 

(e) Any substance structurally derived from 3-phenylacetylindole by sub
stitution at the nitrogen atom of the indole ring with alkyl, alkenyl, 
cyc1oalkylmethyl, cyc10alkylethyl or 2-( 4-morpholinyl)ethyl, whether 
or not further substituted in the indole ring to any extent and whether 
or not substituted in the phenyl ring to any extent. 

(j) Any substance structurally derived from 2-(3-hydroxycyc1ohexyl)phenol 
by substitution at the 5-position of the phenolic ring by alkyl, alkenyl, 
cyc1oalkyhnethyl, cyc10alkylethyl or 2-( 4-morpholinyl)ethyl, whether or 
not further substituted in the cyc10hexyl ring to any extent. 

(g) I-Benzylpiperazine or any substance structurally derived from I-ben
zylpiperazine or I-phenylpiperazine by modification in any of the fol
lowing ways-
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III 

(i) by substitution at the second nitrogen atom of the piperazine ring 
with alkyl, benzyl, haloalkyl or phenyl groups; 

(ii) by substitution in the aromatic ring to any extent with alkyl, 
alkoxy, alkylenedioxy, halide or haloalkyl groups. 

2. Any stereoisomeric form of a substance specified in paragraph 1. 

3. Any ester or ether of a substance specified in paragraph 1 or 2. 

4. The following substances and products, namely: 

Amineptine 

Aminorex 

Amphetaminil 

Brotizolam 

Butan-l,4-diol 

Dihydrofuran-2(3H)-one (otherwise known as gamma-Butyrolactone) 

Ketamine 

Mesocarb 

Zipeprol 

Zolpidem. 

5. Any stereoisomeric form of a substance specified in paragraph 4. 

6. Any salt of a substance specified in paragraph 1, 2, 3, 4 or 5. 

7. Any preparation or product containing any proportion of a substance or 
product specified in any of paragraphs 1 to 6. 

~ GIVEN under the Official Seal of the Government, Q 11 May 2010. 

BRIAN COWEN, 
Taoiseach. 
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III 

EXPLANATORY NOTE 

(This note is not part of the Instrument and does not purport to be a legal 
interp retation) 

The purpose of this Order is to declare certain substances, products and prep
arations to be controlled drugs for the purposes of the Misuse of Drugs Acts 
1977 and 1984. The drugs concerned include certain synthetic cannabinoids, ben
zylpiperazine derivatives, mephedrone and related cathinones, tapentadol, keta
mine, amphetaminil, and certain narcotic and psychotropic substances to comply 
with the United Nations Single Convention on Narcotic Drugs 1961 and the 
United Nations Convention on Psychotropic Substances 1971. 
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Decrets, arretes, circulaires 

TEXTES GENERAUX 

MINISTERE DE LA SANTE ET DES SPORTS 

Arrete du 11 mai 2010 modifiant I'arrete du 22 fevrier 1990 
fixant la liste des substances classees comme stupefiants 

NOR: SASP1012703A 

La ministre de la sante et des sports, 
Vu Ie code de la sante publique, notamment les articles L. 5132-1, L. 5132-7, L. 5132-8, L. 5432-1, 

R. 5132-43 et suivants; 

Vu Ie code penal, notamment les atiicles 222-34 11 222-43 ; 
Vu l' arrete du 22 fevrier 1990 modifie fixant la liste des substances classees comme stupefiams ; 
Vu I'avis de la Commission nationale des stupefiants et des psychotropes en date du 22 octobre 2009 ; 
Sur proposition du directeur general de I' Agence fran~aise de securite sanitaire des produits de sante en date 

du 5 mars 2010, 

Arrete: 

Art. 1·'. - A l'annexe IV de l'arrete du 22 fevrier 1990 susvise, il est ajoute: 
«Tapentadol et ses sels }}. 

Art. 2. - Le directeur general de la sante et Ie directeur general de I' Agence fran~aise de securite sanitaire 
des produits de sante sont charges, chacun en ce qui Ie concerne, de l'execution du present arrete, qui sera 
publiC au Journal officiel de la Republique fran~aise. 

Fait 11 Paris, Ie 11 mai 2010. 

Pour la ministre et par delegation: 
La directrice generale adjointe 

de la sante, 
S. DELAPORTE 
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MINISTERO DELLA SALUTE 
• DECRETO 7 maggio 2010 

Aggiomamento delle tabelle contenenti l'indicazione delle sostanze stupefacenti e psicotrope, relative 
a composizioni medicinali, di cui al decreta del Presidente della Repubblica 9 ottobre 1990, n. 309, e 
successive modificazioni ed integrazioni. Inserimento della so stanza tapentadolo. (lOA06346) (GU n. 
120 del 25-5-20lO) 
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l~ 

Testa 

IL MINISTRO DELLA SALUTE 

Visti gli articoli 2, 13, 14, 43 e 45 del teste aggiornato del 
decreta del Presidente della Repubbliea del 9 ottobre 1990, n. 309, 
recante «Testo unieo delle leggi in materia di diseiplina degli 
stupefacenti e sostanze psicotrope e di prevenzione, cura e 
riabilitazione dei relativi stati di tossicodipendenza», di seguito 
indicato corne «Testo Unieo»; 

Visto che il Testo unico attualrnente in vigore classifica Ie 
sostanze stupefacenti e psicotrope in due tabelle: in tabella I 
trovano collocazione Ie sostanze con forte potere tossicornanigeno ed 
oggetto di abuso; in tabella II sono inserite Ie sostanze che han no 
attivita' farrnacologica e pertanto sono usate in terapia in quanto 
farmaci; la tabella II e' suddivisa in cinque sezioni, indicate con 
Ie lettere A, B, C, D ed E, nelle quali sono distribuiti i farmaci e 
Ie relative composizioni medicinali in conformita' ai criteri per la 
forrnazione delle tabelle di cui al citato art. 14; 

Premesso che i1 tapentadolo, in forma di sale cloridrato e' stato 
registrato corne principio attivo di medicinali ad azione suI sistema 
centrale con effetti analgesici e pertanto e' state inserito tra Ie 
sostanze stupefacenti e psicotrope della «Schedule II of Controlled 
Substance Act» (CSA) negli Stati Uniti d'Arnerica can decisione della 
Drug Enforcement Administration (DEA) valida dal 20 giugno 2009; 

Considerata la decisione in data 18 dicernbre 2009 delle Autorita' 
competenti della Repubblica Federale di Germania di inserire i1 
tapentadolo nell'allegato III della legge nazionale sulle sostanze 
stupefacenti, con provvedimento efficace dal 1° giugno 2010, in 
considerazione della richiesta di autorizzazione all'immissione in 
commercio di un medicinale a base di tapentadolo cloridrato 
presentata aIle autorita' competenti tedesche per la valutazione; 

Considerato che la richiesta di autorizzazione all'immissione in 
commercia di un medicinale a base di tapentadolo e' stata presentata 
in Italia ed e' attualmente in valutazione presso l'Agenzia Italiana 
del Farmaco (AIFA), e che analoga domanda di procedura di 
registrazione decentralizzata e' stata presentata presso Ie Autorita' 
sanitarie di tutti i Paesi europei; 

Tenuto conto degli studi clinici fin qui eseguiti nell'arnbito della 
valutazione farmacologia e di sicurezza del princ~p~o attivo 
tapentadolo in relazione alIa potenziale induzione di dipendenza ed 
al pericolo di abuso; 

Visto che nella tabella II, sezione A sono indicati i medicinali 
contenenti sostanze di corrente impiego terapeutico per Ie quali sono 
stati accertati concreti perieoli di induzione di grave dipendenza 
fisica 0 psichica; 

Sentito il Consiglio superiore di sanita' che, nella seduta del 15 
dicernbre 2009, ha espresso parere favorevole all'inserimento della 
sostanza tapentadolo nella tabella II, sezione A del Testo Unicoi 

Sentito il Dipartimento politiche antidroga pres so la Presidenza 
del Consiglio dei Ministri che, con nota prot. n. 285 in data 3 
febbraio 2010, ha espresso anch'esso parere favorevole sulle proposte 
di cui sopra; 

Decreta: 

Art. 1 

1. Nella tabella II, sezione A, di cui all'art. 14 del decreto del 
Presidente della Repubblica 9 ottobre 1990, n. 309, e t aggiunta, 
secondo l'ordine alfabetico, la seguente sostanza: Tapentadolo, 
denominazione comune; 

3-[(lR,2R)-3-(dime tilamino)-1-etil-2metilpropil]fenolo, 
denominazione chimica. 

http://www.guritel.itlcgi-binldb2www/artilgutf.macrrESTO?datagu=5/25/20 1 O&redaz= 1 OA06346&nu... 27/05/2010 
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Testo 

Art. 2 

1. II presente decreto entra in vigore il quindicesimo giorno 
successivo a quello della sua pubblicazione nella Gazzetta Ufficiale 
della Repubblica italiana. 

Roma, 7 maggio 2010 

Il Ministro; Fazio 

Ilchiudi sessioneUMenu' di ricercaUSommario G.g.11 

http://www.guritel.itlcgi-binldb2www/arti/guff.macffESTO?datagu=512512010&redaz= 1 OA06346&nu... 27/05/2010 
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The purpose of VA PBM Services drug monographs is to provide a comprehensive drug review for making 
formulary decisions. These documents will be updated when neW clinical data warrant additional formulary 
discussion. Documents will be placed in the Archive section when the information is deemed to be no longer 
current. 

Executive Summary: 

• Tapentadol is a centrally acting analgesic believed to act through a dual mechanism as a mu
opioid receptor agonist and an inhibitor of norepinephrine reuptake to provide analgesic 
effects. 

• Tapentadol immediate-release tablets are FDA approved for the treatment of moderate to 
severe acute pain in patients 18 years and older. 

• The recommended dose for adults is 50-1 OOmg by mouth as needed every 4-6 hours without 
regard to meals. If adequate pain control is not achieved following the initial dose, a second 
dose can be administered as early as 1 hour following the initial dose, with dose titration up to 
a maximum total daily dose of 700mg on the initial day of therapy. Subsequent maximum 
daily dosing is 600mg. 

• No dose adjustments are required in patients with mild hepatiC impairment. In moderate 
hepatiC failure an initial dose of 50mg every 8 hours is recommended. Use of tapentadol in 
severe hepatic impairment is not recommended. 

• No dose adjustments are required for mild to moderate renal impairment. Use in severe 
renal impairment 'IS not recommended. 

• Equianalgesic dosing has not been established between tapentadol and any other opioids. 
• The most common adverse events associated with tapentadol therapy at any dose include 

nausea, vomiting, dizziness, and somnolence. Serious adverse events occurred in <1 % of 
treated patients and included seizure, respiratory depression, and decreased oxygen 
saturation, 

• Tapazol (5mg, 1 Omg, 15mg, 20mg tablets), Tramadol (50mg, 100mg, 200mg, 300mg 
tablets), and Neulasta (6 mg/O.6 ML) have been identified as drugs that have look-alike 
sound-alike risk potential with tapentadol (50mg, 75mg, 1 OOmg tablets). 

• Daily cost for tapentadol therapy ranges from approximately $0.95-$11.40 per day and from 
$346.75-$4161.00 per year. This is in comparison to formulary tramadol which costs 
approximately $0.019-$0.23 per day and $6.94-$83.95 per year. 

• Conclusions: 

The mechanism by which tapentadol provides analgesia is similar to that of the current 
formulary alternative, tramada!. In contrast to tramadol, tapentadol is not believed to provide 
analgesic affects through the inhibition of serotonin reuptake; however, similar to tramadol, 
tapentadol does have the potential for serotonin syndrome when used in combination with 
other agents that increase seroton'ln levels. 

Tapentadol has been classified as a Schedule II controlled substance, and thus requires a 
hardcopy prescription for each order. Tapentadot also requires frequent daily dOSing, Similar 
to current formulary alternatives (NSAIDs, opioids, and non-opioids), resulting in no 
compliance benefit due to ease of administration. 

Five major randomized, controlled trials of tapentadol showed statistically sign Wicant efficacy 
for pain relief in a dose-related manner when compared to placebo. The trials evaluated 

Updated version may be found at www.pbm.va.qovorvaww.pbm.va.gov 
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tapentadol for acute moderate to severe pain including postoperative pain following 
bunionectomy (3 trials with NNT-50s ranging from 2.5 to 6 for tapentadol 50 to 100 mg versus 
2.3 to 6 for oxyccdone 10 to 15 mg); postsurgical pain following a dental procedure (NNT-50s 
ranging from 1.6 to 4.9 for tapentadol 50 to 200 mg versus 2.6 for morphine 60 mg and 2.0 
for ibuprofen 400 mg); and pain in patients awaiting jOint replacement surgery in end stage 
joint disease (NNT-50s of 7.1 and 7.7 for tapentadol 50 and 75 mg, respectively versus 8.3 
for oxyccdone 10 mg). A sixth trial showed comparable analgesic efficacy and better 
gastrointestinal tolerability with scheduled doses of tapentadol 50-100 mg relative to 
oxycodone 10-15 mg (each drug given every 4-6 hours), with tolerability as a primary 
endpoint and efficacy as a secondary endpOint in patients with lower back pain or 
osteoarthritis of the knee or hip over a 90-day period. 

Noninferiority comparisons in two of three trials showed that the analgesic effects of single 
doses of tapentadollR 50-75 mg were not worse than those of oxycodone IR 10-15 mg in 
relieving moderate to severe end-stage joint disease pain or post-operative bunionectomy 
pain. Noninferiority comparisons in a third trial showed that tapentadol 75 mg was not 
non inferior (a priori) and that tapentadol1 00 mg was noninferior (post hoc) to oxycodone 
15 mg in moderate to severe postoperative bunionectomy pain. Tapentadol 100-200 mg and 
morphine IR 60 mg were comparable in analgesic efficacy in patients with moderate to 
severe postoperative dental pain. There were no head to head trials with current pain 
medications adequately powered to show superiority. 

Five trials showed that tapentadol 50 and 75 mg caused significantly or numerically less 
nausea andlor vomiting than oxycodone 10-15 mg (i.e., at noninferior analgesic doses), with 
two of these trials also showing significantly or numerically less ccnstipation with tapentadol 
50,75, or 100 mg. One of the five trials showed in post hoc comparisons of noninferior 
analgesic doses that tapentadol100 mg was not significantly different from oxyccdone 15 mg 
in terms of the incidence of nausea and/or vomiting. Thus, overall, tapentadol may have an 
advantage of less gastrointestinal adverse events over oxycodone. At comparable analgesic 
doses, tapentadol 100 and 200 mg had numerically less or similar incidences of nausea 
andlor vomiting and headache relatiVe to morphine 60 mg. Tapentadol at these doses had 
numerically higher incidences of nausea and/or vomiting and similar incidences of headache 
compared with ibuprofen 400 mg. 

Trial results had limited external validity to VA practice or older adults with co-existing 
medical conditions. All of the studies excluded patients with hepatiC or renal insufficiency and 
one trial studied patients aged 18-45 years. The longest safety trial, in which efficacy was a 
secondary outcome, was 90 days and the longest efficacy trial was 10 days in duration. 
Long-term data is lacking for tapentado!. 

Tapentadol has a limited role in the treatment of acute pain in the VA as there are several 
formulary alternatives available. It may have lower gastrOintestinal effects than oxycodone or 
morphine. In postoperative dental pain specifically, limited data suggests no apparent 
advantages over ibuprofen. 

Introduction 

T apentadol is a centrally acting dual-meChanism analgesic approved for treatment of moderate to 
severe pain in adults 18 years and older. Tapentadol is the seccnd opioid with norepinephrine 
reuptake inhibition, tramadol being the first, to be FDA approved. Tapentadol has been classified 
as a Schedule II controlled substance. 

The purposes of this monograph are to (1) evaluate the available evidence of safety, tolerability, 
efficacy, cost, and other pharmaceutical issues that would be relevant to evaluating tapentadol for 
possible addition to the VA National Formulary; (2) define its role in therapy; and (3) identify 
parameters for its rational use in the VA. 

Updated version may be found at www.pbm.va.govorvaww.pbm.va.gov 2 
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Pharmacology 1.2.3,4 

Tapentadol is a centrally acting analgesic believed to act through a dual mechanism as a mu
opioid receptor agonist and an inhibitor of norepinephrine reuptake. It is considered to be an 
opioid analgesic. Binding at the mu-opfoid receptor results in inhibition of the ascending pain 
pathway, while an increased level of norepinephrine is thought to modify the descending pain 
pathway. Tramadol, a widely utilized analgesic, works by a similar mechanism as a mu-opioid 
agonist and an inhibitor of serotonin and norepinephrine reuptake. 

In-vitro studies have shown that tapentadol inhibits the reuptake of serotonin, though this 
inhibition was five times weaker than the inhibition of norepinephrine reuptake. Additionally, 
when studied in-vitro versus a number of selective serotonin reuptake inhibitors (SSRls), the 
affinity for the serotonin receptors by tapentadol was 150-15,000 times weaker than that of the 
SSRls. The analgesic effects associated with tapentadol therapy are not believed to be related to 
the inhibition of serotonin reuptake, but use of tapentadol with medications that increase 
serotonin levels can result in increased risk of serotonin syndrome (see adverse events section). 

Pharmacokinetics 1 

Table 1: Pharmacokinetics of tapentadol 
Mean absolute bioavailability 32% (fasting) 
Time to maximum concentration* 1.25 hours 
Volume of distribution 540 +/- 9al 
Protein Binding 
Terminal half-life 
Metabolism 

Elimination 

-20% 
4 hours 
Approximately 97% of parent drug is metabolized. 
Primarily metabolized by glucuronic acid conjugation 
(70%) . 
99% of active drug and inactive metabolites 
eliminated renally. 

*Determined after a single oral dose administration 
Information obtained from product package insert dated March 2009 

FDA Approved Indication!s) and Off-label Uses 1 

Tapentadol is FDA approved for the treatment of moderate to severe acute pain in patients 18 
years and older. 

Current VA National Formulary Alternatives 

Table 2' Orally Administered Formulary Alternatives for Acute Pain 
Drug Class Formulary Agents Restrictions 
NSAIDS Diclofenac Meloxicam None 

Etodolac Naproxen 
Ibuprofen Piroxicam 
Indomethacin Sulindac 

Opioid Analgesics, Codeine/Acetaminophen Oxycodone None 
Short-acting Hydrocodone/Acetaminophen Oxycodone/Acetaminophen 

Hydromorphone Tramadol 
Morohine 

Non-Opioid Analgesics Acetaminophen None 

Dosage and Administration 1 

• Recommended dose for adults is 50-100mg by mouth as needed every 4-6 hours without 
regard to meals. 
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• If adequate pain control is not achieved following the initial dose, a second dose can be 
administered as early as 1 hour following the initial dose, with dose titration up to a maximum 
total daily dose of 700mg on the initial day of therapy. 

• Subsequent maximum daily dosing is 600mg. 
• Hepatic Impairment 

o No dose adjustment recommended in mild impairment 
o In patients with moderate hepatic impairment, an initial dose of 50mg every 8 hours is 

recommended, with further dose/frequency titration based on resulting analgesia and 
tolerability. 

o Use of tapentadol in severe hepatic impairment (Child-Pugh Class C) has not been 
studied and is not recommended. 

• Renal Impairment: 
o No dose adjustments are recommended in mild to moderate renal impairment 
o Use of tapentadol in severe renal impairment has not been studied and is not 

recommended. 

Dosage Forms/Strengths 1 

• 50mg, 75mg, and 100mg tablets 

Efficacy 

Efficacy Measures 

• Sum of pain intensity difference (SPID) using the 5-point pain relief numerical ranking scale 
(NRS) and 11-point pain intensity NRS as well as the patient global impression of change 
(PGIC) 

• Total pain relief (TOTPAR) 
• Sum of total pain relief and pain intensity difference (SPRID) 
• Responder rate at 48 hours for proportions of patients achieving ~30% and :=::50% pain 

reductions 

Summary of efficacy findings 

• Six randomized controlled trials studied postoperative pain following a bunionectomy (3 
trials), postsurgical pain following a dental procedure (1 trial), pain in patients awaiting joint 
replacement surgery in end stage joint disease (1 trial), and chronic pain in patients with low 
back pain and osteoarthritis of the knee and hip (1 trial). The patient population studied 
varied from ages 18-80 years old depending on the trial and were relatively healthy. 

• The trials showed a beneficial effect on pain relief when compared to placebo in terms of the 
sum of pain intensity difference (SPID; primary efficacy measure), total pain relief (TOTPAR), 
and sum of total pain relief and pain intensity difference (SPRID). 

• Two of the trials (Daniels, et al"lO) confirmed the non inferiority of oxycodone and tapentadol 
for pain relief. The two trials differed in the strength of oxycodone and tapentadol studied, as 
well as in the number of patients allocated to each of the treatment groups. The second 
Daniels, et al. trial was done to confirm the results of the first one. The second trial did not go 
as in depth with the efficacy results and the allowed rescue medications differed. 

• Efficacy was studied over a maximum 10-day period and long-term efficacy trials have yet to 
be performed. 

• There were no head to head trials with current pain medications adequately powered to show 
superiority. 

• Primary endpoints: 5-day SPID, 2-day TOTPAR, 5-day TOTPAR, 10-day TOTPAR, 2-day 
SRPID, 5-day SPRID, 1 O-day SPRID, 8-hour TOTPAR, 48 hour-SPID. 
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Abbreviations for the Following Tables: ER=extended release; IR-immediate release; LSMD - least 
squares mean difference; MOR = Morphine sulfate; NNT=number needed to treat; NNT -30 or -50 == Number 
needed to treat for at least 30% or 50% reduction in pain, respectively (calculated); PSO = Placebo; 
PGIC;:;patient global impression of change; PEM=primary efficacy measure; RDS;:;randomized double blind 
trial; SPID;:;sum of pain intensity difference; SPRID;:;sum of total pain relief and pain intensity difference; 
TOTPAR=total pain relief 

b Percent of patients achieving reduction in pain intensity at day S 
1: P<O.OS vs. placebo 

aLSMD v placebo 
b Percent of patients achieving reduction in pain intensity 
*P ::: 0.05 versus placebo using a post hoc nonparametric analysis 
tP ::: 0.001 versus placebo using a post hoc nonparametric analysis 
# P ::: 0.001 versus placebo using a parametric analysis 
**P<O.S versus placebo 
+P<0.001 versus placebo 
30% reduction in pain intensity not denoted in trial infonnation. 
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64.7* 68.3* 

4.0 3.5 

58.0* 56.7* 

3.6 3.7 

a LSMD V placebo 
t> Percent of patients achieving reduction in pain intensity at 48 hours 
* P<0.001 versus placebo 

64.7** 

6 

b Percent of patients achieving reduction in pain intensity 
* P<0.001 
**p<0.05 

Results were not analyzed 

76.3* 

64** 

6 
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78.8* 78.4* 40 

2.6 2.6 

70.3* 72.8* 30 

2.5 2.3 

58 

64.4** 47.8 

6 

6 
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, 

For further details on the efficacy results of the clinical trials, refer to Appendix: Clinical Trials 
(page 12), 

Adverse Events (Safety Data) 1,5, 6, 9-11 

The most common adverse events associated with tapentadol therapy at any dose include 
nausea, vomiting, dizziness, and somnolence. 

Table 6 Adverse Events Reported to Occur in ;,5% of Patients Treated With Any Dose of 
Tapentadol (%J 

Study Tapentadol Tapentadol Tapentadol Tapentadol Placebo 
50mg 75mg 100mg 200mg 

1 35 38 49 N/A 13 
2 18 21 N/A N/A 5 

Nausea 3 22 16 10 50 2 
4 34 45 N/A N/A 17 
5 46,3 N/A 66,2 N/A 17,9 
1 18 21 32 N/A 3 
2 7 14 N/A N/A 4 

Vomiting 3 10 6 6 36 2 
4 12 28 N/A N/A 0 
5 16.4 N/A 35,3 N/A 1,5 
1 7 1 10 N/A 1 
2 4 7 N/A N/A 2 

Constipation 3 N/A N/A N/A N/A N/A 
4 8 5 N/A N/A 1 
5 6,0 N/A 7.4 N/A 1.5 
1 16 22 31 N/A 5 
2 18 26 N/A N/A 5 

Dizziness 3 24 26 38 60 14 
4 15 25 N/A N/A 10 
5 32,8 N/A 64.7 N/A 14,9 
1 12 13 21 N/A 1 
2 6 10 N/A N/A 1 

Somnolence 3 6 12 19 26 2 
4 20 19 N/A N/A 16 
5 28.4 N/A 36,8 N/A 7.5 
1 3 9 17 N/A 1 
2 2 5 N/A N/A 3 

Pruritis 3 0 2 0 6 0 
4 5 8 N/A N/A 3 
5 7.5 N/A 13.2 N/A 0 

(1) Hartnck et.a!. 2009, (2) Klenlert et.a!. 2008 ,(3) Daniels et.al. 2009 ,(4) Damels et.a!. 2009 ,(5) Stegmann 
et. al. 200811 

Deaths and Other Serious Adverse Events 
No deaths have been reported with tapentadol. Serious adverse events occurred in <1 % of 
treated patients and included seizure, respiratory depression, and decreased oxygen saturation. 
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Other Adverse Events 
Additional adverse events reported in clinical trials ~ % but <5% include dry mouth, dyspepsia, 
fatigue, feeling hot, nasopharyngitis, upper respiratory tract infection, urinary tract infection, 
decreased appetite, arthralgia, tremor, lethargy, insomnia, abnormal dreams, anxiety, 
hyperhidrosis, rash, and hot flashes, 

Contraindications (Absolute) 

• Use of tapentadol is contraindicated in the following patient populations: 
o Impaired pUlmonary function, including significant respiratory depression, acute or 

severe bronchial asthma, or hypercapnia if administered in an unmonitored setting or 
in the absence of resuscitative equipment. 

o Confirmed or suspected paralytic ileus 
o Current use or recent use «14 days) of monoamine oxidase inhibitors, 

Warnings and Precautions 

• Tapentadol can cause respiratory depression; caution should be used in patients with risk for 
hypoxia Or hypercapnia or patients that have decreased respiratory reserve. 

• Risk for misuse and abuse exists with tapentadol, which is a Schedule II controlled 
sUbstance; thus caution should be used in patients who may be at risk, 

• Tapentadol has the potential to cause increase intracranial pressure, thus should be used 
cautiously in patients with evidence of head injury or increased intracranial pressure. 

• Tapentadol should be used with caution in patients at risk for or with a history of seizure as 
tapentadol use has not been assessed in this patient population. 

• Tapentadol results in increased levels of serotonin, thus should be used cautiously in patients 
taking other medications that can increase serotonin levels, to prevent risk of serotonin 
syndrome. 

• Abrupt discontinuation of tapentadol may result in withdrawal symptoms, dose tapering 
should be considered, 

• Tapentadol use may result in impaired ability to operate machinery or drive. 
• Concomitant use of alcohol/drugs of abuse and tapentadol may result in additive side effects 

(sedation, respiratory depression, and hypotension) and should be avoided, 
• Caution with use in hepatic and renal impairment (see dosing recommendations). 
• Caution with use in the elderly due to increased risk of impaired hepatiC and renal 

impairment. 
• Tapentadol is not approved for use in adolescents and children less than 18 years old, 

Pregnancy/Lactation 1 

• Tapentadol is pregnancy category C, 
• Information regarding elimination of tapentadol is limited thus use is not recommended during 

breast feeding, 

Postmarketing Safety Experience 

No data 

Sentinel Events 

None 
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Look-alike / Sound-alike (LA / SAl Error Risk Potential 

As part of a JCAHO slandard, LA/SA names are assessed during the formulary selection of 
drugs. Based on clinical judgment and an evaluation of LASA information from four data sources 
(Lexi-Comp, USP Online LA/SA Finder, First Databank, and ISMP Confused Drug Name List), 
the following drug names may cause LA/SA confusion: 

LA/SA for generic name tapentadol: 
LAlSA for brand name Nucynta: 

Drug Interactions 1 

Tapazol, Tramadol 
Neulasta 

Tapentadol is primarily metabolized by glucuronidation (70%) and to a lesser extent by 
cytochrome P450 (CYP2C9/2C19 (13%), CYP2D6 (3%)). The active drug which is metabolized 
by cytochrome P450 enzymes is then further metabolized via glucuronidation, thus resulting in 
minimal drug/drug interaction as a result of cytochrome P450 induction or inhibition. 

Pharmacodynamic drug-drug interactions exist due to potential additive effects with other CNS 
depressing medications. Concomitant use of tapentadol and monoamine oxidase inhibitors may 
result in elevated levels of serotonin and is contraindicated. Concomitant use of tapentadol with 
medications that increase serotonin level (serotonin reuptake inhibitors, serotonin and 
norepinephrine reuptake inhibitors, and tricyclic antidepressants) can increase the risk of 
serotonin syndrome (please see pharmacology section for further information). 

Acquisition Costs 

T bl 7 VAA . ·t· C I a e CqUISI Ion os 
Drug Dose Cost/Day ($) Cost/Year ($) 

Tapentadol 50-600mg/day (100mg tablets) 0.95-11.40 346.75-4161.00 
Tramadol 50-400mo/dav (50mo tablets) 0.019-0.23 6.94-83.95 

Tablet Size CostiTablel $) 
Ta entadol 50mg tablet 100mg tablets 5 lit) 0.95 
Tapentadol 75mg tablet 1.42 
Tapentadol 1 OOmo tablet 1.90 
Lowest VA cost as of 4/2012010 

Pharmacoeconomic Analysis 

No pharmacoeconomic analysis is currently available regarding tapentadol. 

Conclusions 

The mechanism by which tapentadol provides analgesia is similar to that of the current 
formulary alternative, tramado!. In contrast to tramadol, tapentadol is not believed to provide 
analgesic affects through the inhibition of serotonin reuptake; however, similar to tramadol, 
tapentadol does have the potential for serotonin syndrome when used in combination with 
other agents that increase serotonin levels. 

Tapentadol has been classified as a Schedule II controlled substance, and thus requires a 
hardcopy prescription for each order. Tapentadol also requires frequent daily dosing, similar 
to current formulary alternatives (NSAIDs, opioids, and non-opioids), resulting in no 
compliance benefit due to ease of administration. 

Five major randomized, controlled trials of tapentadol showed statistically significant efficacy 
for pain relief in a dose-related manner when compared to placebo. The trials evaluated 
tapentadol for acute moderate to severe pain including postoperative pain following 
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bunionectomy (3 trials with NNT -50s ranging from 2.5 to 6 for tapentadol 50 to 100 mg versus 
2.3 to 6 for oxycodone 10 to 15 mg); postsurgical pain following a dental procedure (NNT-50s 
ranging from 1.6 to 4.9 for tapentadol 50 to 200 mg versus 2.6 for morphine 60 mg and 2.0 
for ibuprofen 400 mg); and pain in patients awaiting jOint replacement surgery in end stage 
joint disease (NNT-50s of 7.1 and 7.7 for tapentadol 50 and 75 mg, respectively versus 8.3 
for oxycodone 10 mg). A sixth trial showed comparable analgesic efficacy and better 
gastrointestinal tolerability with scheduled doses of tapentadol50-100 mg relative to 
oxycodone 10-15 mg (each drug given every 4-6 hours), with tolerability as a primary 
endpoint and efficacy as a secondary endpoint in patients with lower back pain or 
osteoarthritis of the knee or hip over a 90-day period. 

Noninferiority comparisons in two of three trials showed that the analgesic effects of single 
doses of tapentadol IR 50-75 mg were not worse than those of oxycodone IR 10-15 mg in 
relieving moderate to severe end-stage joint disease pain or post-operative bunionectomy 
pain. Noninferiority comparisons in a third trial showed that tapentadol 75 mg was not 
noninferior (a prion) and that tapentadol 100 mg was noninferior (post hoc) to oxycodone 
15 mg in moderate to severe postoperative bunionectomy pain. Tapentadol100-200 mg and 
morphine lR 60 mg were comparable in analgesic efficacy in patients with moderate to 
severe postoperative dental pain. There were no head to head trials with current pain 
medications adequately powered to show superiority. 

Five trials showed that tapentadol 50 and 75 mg caused significantly or numerically less 
nausea and/or vomiting than oxycodone 10-15 mg (i.e., at noninferior analgesic doses), with 
two of these trials also showing significantly or numerically less constipation with tapentadol 
50, 75, or 100 mg. One of the five trials showed in post hoc comparisons of noninferior 
analgesic doses that tapentadol100 mg was not significantly different from oxycodone 15 mg 
in terms of the incidence of nausea and/or vomiting. Thus, overall, tapentadol may have an 
advantage of less gastrointestinal adverse events over oxycodone. At comparable analgesic 
doses, tapentadol100 and 200 mg had numerically less or similar incidences of nausea 
andlor vomiting and headache relative to morphine 60 mg. Tapentadol at these doses had 
numerically higher inCidences of nausea and/or vomiting and similar incidences of headache 
compared with ibuprofen 400 mg. 

Trial results had limited external validity to VA practice or older adults with co-existing 
medical conditions. All of the studies excluded patients with hepatic or renal insufficiency and 
one trial studied patients aged 18-45 years. The longest safety trial, in which efficacy was a 
secondary outcome, was 90 days and the longest efficacy trial was 10 days in duration. 
Long-term data is lacking for tapentadol. 

Tapentadol has a limited role in the treatment of acute pain in the VA as there are several 
formulary alternatives available. It may have lower gastrointestinal effects than oxycodone or 
morphine. In postoperative dental pain specifically, limited data suggests no apparent 
advantages over ibuprofen. 
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Appendix: Clinical Trials 

A literature search was performed on PubMed/Medline (1995 to January 2010) using the search 
terms <tapentadol> and <Nucynta>. The search was limited to studies performed in humans and 
published in English language. Reference lists of review articles and the manufacturer's package 
insert dossier were searched for relevant clinical trials. All randomized controlled trials published 
in peer-reviewed journals were included. FDA Medical Reviews were also reviewed for additional 
non published trial data. 

Abbreviations used in appendices: SPID=sum of pain intensity difference; TOTPAR=total pain 
relief; SPRID=sum of total pain relief and pain intensity difference; IR=immediate release; 
ER=extended release; PGIC=patient global impression of change; OA=osteoarthritis, 
SOWS=Subjective opioid withdrawal scale; COWS=clinical opioid withdrawal scale 
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Trial 1 
Citation 

Study Goals 

Methods 

Criteria 

Results 

J, Oh C, Upmalis D. Efficacy and Tolerability of Tapentadol 
HCL Immediate Release in Patients Awaiting Primary Joint 

Disease: A , Phase III, Randomized, Double-Blind, 
I 

were 
tapentadol 

• 
• 
Study Design 

20 day screening period, 7 day run~in period, 10 day double·blind treatment period and 5 day 
follow-up period. 
659 patients were included in the study after screening. Baseline characteristics were similar 
between groups. 
Patients were randomized 1:1 :1:1 to receive tapentadol IR 50 mg, tapentadollR 75 mg, 
oxycodone HCIIR 10 mg, or placebo. Randomization was balanced using permuted blocks of 
treatment and was stratified by study center. 
Study medication was provided in the form of a blister card and patients were instructed to take 
the medication every 4 to 6 hours while awake with a maximum of6 doses per day. Patients 
were instructed to return all unused medication after day 10 for compliance assessment and 
calculation of the mean daily dose. 
Efficacy was evaluated through pain assessments performed twice daily and at the end of the 
study. Endpoints included SPID, TOTPAR and SPRID. 

Data Analysis 
miTT for efficacy and safety analyses; LOCF, BOCF also done for primary efficacy measure (5-
d SPJD); pNalues adjusted for multiple comparisons using Hochberg's procedure 
156 patients per treatment group would provide 90% power to show a significant difference 
between at least one tapentadol dose group and the placebo group with a=0.05. 
SPID. TOTPAR, SPRID were analyzed using an analysis of covariance model with treatment 
and pooled center as factors and baseline pain intensity as covariate. 
Pairwise treatment differences were estimated based on the least squares mean difference from 
placebo 

Noninferiority ~ests for tapentad~1 50 and 75 vs. oxycodone 10 mg with margin of 10% 

Inclusion criteria 
Men and women aged 18 to 80 years old who were candidates for primary joint replacement 
surgery due to end stage joint disease requiring daily doses of analgesics 
Patients had to report a mean pain intensity score ~ 5 on an 11-point numerical rating scale 
over 3 days of pain measurements completed 

Exclusion criteria 
History of chronic hepatitis B or C infection, HIV infection, malignancy (within the last 2 years), 
history of alcohol or drug abuse, or suspected or apparent seizure disorders 
Concomitant autoimmune inflammatory conditions involving the target joint, acute crystal
induced arthropathy (within 6 months before screening) 
Moderate to severe renal insufficiency or hepatic impairment 
Patients who had received systemic steroid therapy or extended release opioids within 4 weeks 
before screening 
Patients taking IR opioids >4 days per week within 28 days of the screening period or ER 
opioids within 28 days of the screening period 
Patients receiving an experimental drug or used an experimental device within 28 days of study 
entry 

of sensitivity to tapentadol oxycodone, hydromorphone, morphine, fentanyl or their 
e"'tpten's were excluded. 
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50% reduction in pain 27 26 25 13 
intensit't b NNT7.1 NNT 7.7 NNT 8.3 

"mean 
b Percent of patients achieving reduction in pain intensity 
c 95% CI not reported 
() = Least squares mean difference vs placebo 
:j:: P<0.001 vs placebo 

Adverse events 
The majority of adverse events were mild to moderate. There was a statistically significant difference 
(nominal p < 0.001) between oxycodone and tapentadol showing that tapentadol had better GI 
tolerability. 
Odds ratios (95% CI) for tapentadol50 mg and 75 mg vs. oxycodone 10 mg: 

Nausea and/or vomiting: 0.21 (0.128-0.339) and 0.32 (0.204-0.501) 
Constipation: 0.13 (0.057-0.302) and 0.20 (0.098--0.398) 

Rates of treatment discontinuation were highest in the tapentadol 75 mg group and adverse effects 
were the primary reason for study discontinuation. 

Authors' · 80th doses of tapentadollR were superior to placebo and noninferior to oxycodone HCIIR10 
Conclusions mg in relieving moderate to severe pain caused by end~stage joint disease 

• A dose~response relationship in efficacy was not seen with the two doses of tapentadol. 

· Taoentadol had better aastrointestinal tolerabiHtyyersus oxycodone lR 

Critique Strengths 

· Study has external validity to the VA population given the age and disease state studied. 

• Study utilized previously validated efficacy analyses (SP1D, SPRID, and TOTPAR). 

Limitations 

• The study excluded patients with moderate to severe renal insufficiency and patients with 
hepatic dysfunction which limits its generalizability. Parameters for these exclusions were not 
defined. 

• Study was sponsored by makers oftapentadol; researchers were employees and stockholders 
at that company. 

• Study not adequately powered to detect differences between tapentadol and oxycodone. 

• Study lacks external validity and therefore does not have place in theraov. 
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Study Goals 

Methods 

Criteria 

Results 

A, Black P, Goldberg J, Desjardins P. Single Dose Analgesic Efficacy of 
I Dental Pain: The results of a Randomized Double-Blind, Placebo-Controlled 

2008 

standard dose of morphine with placebo in a 

Study Design 
Phase II, single-dose, double-dummy, randomized, double-blind, active- and placebo-controlled 
study conducted at 2 centers 
400 patients were randomly assigned to receive a single, oral dose of one of the following: 
tapentadol HCI 25, 50, 75, 100, or 200 mg; morphine sulfate 60 mg; ibuprofen 400 mg; or placebo. 
Ibuprofen was used as a control to show the sensitivity of the pain model used in this study. 

• Baseline characteristics were similar among groups 
• Primary efficacy end point was TOTPAR-8 

Patients recorded their pain intensity and relief at 15, 30 and 45 min and 1, 1.5, 2, 3, 4, 5, 6, 7, and 
8 h after study medication administration. 
Patients recorded time to use of rescue medication and time to perceptible pain relief 

Data Analysis 
A sample size of N = 50 for each group was needed to show the difference between tapentadol 
and placebo (90% power) 
Pairwise comparisons for study drugs versus placebo were peliormed using the Fischer least 
significant difference test 
Study not to detect differences between tapentadol and morphine 
miTT for safety analyses; linear interpolation for missing data within 2 hand LOCF for 

Inclusion criteria 
Men and women 1845 years undergoing mandibular third molar extraction with bone removal 

• Patients with moderate to severe pain within 6 hours post-surgery 
Women with a negative pregnancy test 
Negative urine test for drug abuse 

Exclusion criteria 
• Use of centrally acting substances during the study 

History of an upper Gl disorder within 6 months 
Contra indications to study medication or comparators 
Any bleeding disorder 
Dysphagia 
Serious complications after molar extraction 

I I 

in pain 
intenSity b.c 

32.7 46.0" 46.0** 64.6+ 87.8+ 

NNT-50 13.8 4.9 4.9 2.6 

a mean total pain relief over 8 hours 
b Percent of patients achieving reduction in pain intensity 
c 95% CI not reported 

1.6 

*P .:: 0.05 versus placebo using a post hoc non parametric analysis 
tP.:: 0.001 versus placebo using a post hoc nonparametr"lc analysis 
# P .:: 0.001 versus placebo using a parametric analysis 
**P<0.5 versus placebo 
+P<0.001 versus placebo 

64.7+ 76.5+ 25.5 

2.6 2.0 

Median time to peak pain reduction for tapentadol100 and 200 mg vs. morphine 60 mg: 1.9 and 2.0 
vs. 4.0 h, respectively (no statistics). 
Median time to perceptible relief: < 1 h for tapentadol ~75 mg and morphine 60 mg 
Median time to onset B.O h for tapentadol 25, 50, and 75 mg; 1.6 h for 100 mg; 0.7 h for 
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Adverse events 
Experienced at least 1 AE (from lowest to highest rates, no statistics): ibuprofen 400 mg 37%; placebo 
49%; tapentadol 25 mg 51 %; tapentdol 75 mg 60%; tapentadol100 mg 73%; tapentadol 50 mg 82%; 
morphine sulfate 60 mg 84%; tapentadol 200 mg 92% 

Compared with morphine, tapentadol was associated with a decreased incidence in nausea and 
vomiting and appeared more favorable although not statistically significant. No patients discontinued 
treatment due to adverse effects. 
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Conclusions 

Critique 

3 
Citation 

Study Goals 

Methods 

Criteria 

Results 

- ---------'---'-'~"',...~-" ..... "'"'--------'-,--- • 

• A single oral dose of tapentadol 75 mg, 100 mg or 200 mg provided significantly greater pain relief 
compared to the placebo based on the TOTPAR-8 

· Results depict analgesic efficacy with increased dose 

· Analgesic dose of tapentadol HCI 100 mg to 200 mg were comparable with morphine sulfate 60 
mg 

Strengths 

• Double-blind, placebo controlled trial 

· Study utilized previously validated efficacy analyses (TOTPAR). 

Limitations 

· Limited external validity to the VA population (for those undergoing dental procedures) 

· Age studied was 18-45 years old 

· Studied effects of a single dose of the medication 

• 
· · 

Excluded patients with chronic renal, hepatic or GI dysfunction which limits generalizability 
Not adequately powered to show differences between tapentadol and morphine 
Does not have a place in therapy as it did not show superiori!y.Jo formulary alternatives. 

To 11R and oxycodone IR for management of 

Study Design 
N=901 
Randomized, double-blind, placebo controlled, parallel group, multicenter study 
Patients assigned in 4:4:4:1 ration to receive tapentado! 50 mg, tapentadol75 mg, oxycodone 10 
mg, or placebo over a 72 h double blind period. 
Treated every 4-6 hours 
Could take up to 2 g of acetaminophen within first 12 hours after first dose of study medication 
Baseline characteristics were similar between groups 
Primary efficacy endpoint SPID over the first 48 hours 
Secondary efficacy endpoint: SPID over the first 12, 24, and 72 h, responder rates based on the 
reduction of pain intensity compared with baseline, SPRID over 72 hrs of treatment, responder 
rates at 48 h post baseline and PGIC. 

Data Analysis 
Non-inferiority analysis, 276 patients would provide 90% power to demonstrate noninferiority 
between oxycodone and tapentadol and superiority to placebo. 
Pailwise treatment differences were estimated based on the least squares mean difference 

. I 

Inclusion criteria 
Patients 18 to 80 years old who were scheduled to undergo a bunionectomy. 
Pain score of 4 or more on an 11-point numerical rating scale on first post-op day 
American Society of Anesthesiologists class II status or less 
Sexually active women were post menopausal or on birth control 

Exclusion criteria 
History of seizure or increased risk of seizure 
History of malignancy except for basal cell carcinoma within last 2 years 
History of drug or alcohol abuse 
Acute gout or pseudogout 
History of HIV 1 or 2 infection 
Active infection Severe renal insufficiency or hepatiC impairment 
Autoimmune disease 
Adverse effects with the potential to alter the efficacy or safety assessments 
Currently treated with MAOls, TCAs, neuroleptics, or SSRls 

a Patients on a stable dose of SSRls for 30 days prior to screening period were not 
excluded 
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",>11::(1 q"i,i ,!:,1!, 'F, N'~,2,791l!;i'illlJJj\mm~':;!:I,r ... '2llkhiLliIIH!1!mIiHij/<N '=i 27~,::!,L :Jiiil 
48 hr~SPIDa 62.4* 84.6" 81.5~ -
(95% Gil (39.01~85.73) (61.29~107.96) (58.13~104.79) 

30% reduction 
77.5* 78.3" 75.2* 

in pain NNT5 NNT5 NNT6 
58 

intensit~ b,c 

50% reduction 
64.T"~ 64** 64.4** 

in pain NNT6 NNT6 NNT8 
47.8 

intensit~ b,c 

a LSMD V placebo 
b Percent of patients achieving reduction in pain intensity 
c No 95% GI reported 
* P<0.001 
**p<0.05 
Adverse events 
Safety analyses showed that a significantly lower number of patients in the tapentadol 50 mg group 
experienced nausea or vomiting compared to the oxycodone 10 mg group (p<0.001). There was a 
nonstatistically significant difference in nausea and vomiting experienced between the tapentadol 75 
mg group and the oxycodone 10 mg group. Less than 3% of all patients discontinued the tria! due to 
adverse effects. 

Conclusions TapentadollR (50 mg and 100 mg) provides significant relief of acute pain after orthopedic surgery 
compared to placebo and was shown to be noninferior for pain relief compared to oxycodone 10 mg. 
Tapentadol 50 mg showed a significant decrease in the incidence of nausea and vomiting compared 
to oxycodone 10 mQ. 

Critique Strengths 

· Double blind, placebo controlled 

· Studied multiple doses of the study drug 

· Has extemal validity for the VA population 

Limitations 
I · Study was sponsored by makers of tapentadol 
I · Intense dose monitoring and thorough nursing care throughout the study were unlikely to 

represent actual situation 

I · Does not have a place in therapy as was not adequately powered to show superiority to 

~~~~~:%U~~:I~~~::r~d·toshow·differe-ncesbetween-tapentacfofand-oxy-codone--• 
t Formatted: Font: Bold 

Trial 4 
Citation Daniels S, Upmalis 0, Okamoto A, Lange C, Haeussler J. A randomized, double~blind, phase III study 

comparing multiple doses oftapentadol IR, oxycodone IR, and placebo for postoperative 
(bunionectomy) 'pain. Current Medical Research and Opinion 2009 Nov 2; 25(3):765-776. 

Study Goals To evaluate tapentadol IR for pain relief following orthopedic bunionectomy surgery. 
Methods Study Design 

• 603 patients were randomly assigned to 1 of 5 treatment groups: tapentadol IR 50 mg, tapentadol 
IR 75 mg, tapentadol IR 100 mg, oxycodone HCI IR 15 mg, or placebo 

· Baseline characteristics were similar between groups 

• Study included a screening period, surgical period, qualification period, and a double~b!ind 
inpatient treatment period of 72 hours 

· Postoperative anesthesia was terminated at 3am following surgery and patients were included or 
excluded based on criteria 

· Patients could take study medication every 4 hours but had to take it at least every 6 hours 

· During the double~blind treatment period, patients were withdrawn from the study if they took 
rescue medication 

• Primary efficacy endpoint: SPID over the first 48 hours 

• Secondary efficacy endpoint: SPIO over the first 12, 24, and 72 h, responder rates based on the 
reduction of pain intensity compared with baseline, TOTPAR and SPRID over the first 12, 24, 48, 
and 72 hours of treatment, time to first rescue medication and PGIC 

Data Analysis 

· 120 patients for each group would provide 90% power to demonstrate the effect of at least one 
tapentado] group compared to placebo 

· Pairwise treatment differences were estimated based on the least squares mean difference 

· Hochberg procedure was used to adjust p values to adjust for multiplicity 
• Noninferiority analysiS of tapentadol 75 mg vs. oxycodone 15 mg with 10% margin 

· miTT efficacy analyses; LOCF; linear interpolation for intermittent missino data 
Criteria Inclusion criteria 

• Patients 18 to 80 years old experiencing pain after the cessation of postoperative analgesia 
followino bunionectomv 
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i score of 4 or more on an i 
American Society of Anesthesiologists class III status or less 
Sexually active women were post menopausal or on birth control 

Exclusion criteria 
History of seizure or increased risk of seizure 

• History of malignancy except for basal cell carcinoma within last 2 years 
History of drug or alcohol abuse 
History of H1V 1 or 2 infection 
Active infection such as osteomyelitis or hepatitis B or C 
Severe renal insufficiency or hepatic impairment 
Active autoinflammatory conditions 
Adverse effects with the potential to alter the efficacy or safety assessments 
Currently treated with MAOls, TCAs, neuroleptics, or SSRls 

o patients on a stable dose of SSRls for 30 days prior to screening period were not 
excluded 

History of hypersensitivity or allergies to tapentadol, oxycodone, hydromorphone, morphine or 

reduction in 
pain 
intensity b,o 

50% 
reduction in 
pain 
intensity b.o 

64.7* 
NNT 4,0 

58.0* 
NNT 3.6 

68,3* 
NNT3.5 

56.7* 
NNT3.7 

78.8* 
NNT 2.6 

70.3* 
NNT 2.5 

78.4* 
NNT 2.6 

72.8* 
NNT 2.3 

40 

30 

abased on an analysis of covariance model with treatment and center as factors and baseline pain 
intensity as a covariate 
b Percent of patients achieving reduction in pain intensity 
o 95% CI not reported 
* P<0.001 
Comparison of Active Treatments: Tapentadol75 mg was NOT noninferior to oxycodone 15 mg based 
on SPID48 scores (139.1 vs. 172.3; prespecified analysis). The lower bound of the two-sided 95% CI (-
56) exceeded the specified noninferiority margin (--48); therefore, analgesic levels were different. Post 
hoc noninferiority analyses showed that tapentadol100 mg was noninferior to oxycodone 15 mg 
(SPID48 scores, 167.2 vs. 172.3). 
Adverse events 
Tapentadol 75 mg had a lower incidence of nausea and/or vomiting than oxycodone (41 % vs, 70%; 
nominal p<0.001); however, according to the authors, this comparison was not clinically meaningful 
because of the difference in analgesic levels established by the noninferiority analyses. At doses shown 
to be non inferior in post hoc analyses, tapentadol 100 mg had a significantly lower incidence of nausea 
and/or vomiting vs, oxycodone 15 mg (53% vs. 70%; P = 0.007) 
13 patients withdrew from the study due to adverse events -1 patient in the placebo group, 10 total in 
the tapentadol groups, and 2 in the oxycodone group. 7 of the 13 discontinuations were related to 

I i 
,100 

Double blind, placebo controlled 
Studied multiple doses of the study drug 
Has exiernal validity for the VA population 

Limitations 
Study was sponsored by makers of tapentadol 

surgery 

Intense dose monitoring and thorough nursing care throughout the study were unlikely to 
represent actual situation 
Does not have a place in therapy as was not adequately powered to show superiority to formulary 

I 
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____ " _____ ,~.~L _~~" • 

T' 15 ria 
Citation Hale M, Upmalis D, Okamoto A, Lange C, Rauschkolb C. Tolerability of tapentadol immediate release 

in patients with lower back pain or osteoarthritis of the hip or knee over 90 days: a randomized double-
blind study. Current Medical Research and Opinion 2009 May; 25(5):1095-1104. 

Study Goals Evaluate the tolerability of tapentadollR and oxycodone IR for low back pain or osteoarthritis pain 
(knee or hip) using flexible dosing over 90 days. 

Methods Study Design 

· Screening period (days -28 to -1) followed by double blind treatment period (days 1 to 91) and 3 
day follow up period (days 93-95). 

• Randomly assigned in 4:1 ratio to receive tapentadol or oxycodone 

· Patients in tapentadol group could take flexible oral dose of tapentadol 50 mg or 100 mg every 4-

I 
6 hours, max 600 mglday 

· Patients in oxycodone group could take flexible ora! dose of oxycodone 10 mg or 15 mg every 4-
6 hours, max 90 mg/day 

• Rescue medications (acetaminophen, ibuprofen) were allowed no more than 3 days/week 

• Primary endpoint: tolerability oftapentadol with longer-term exposure 

· Secondary endpoint: efficacy of tapentadol 

Data Analysis 
Efficacy assessed through pain intensity assessments using PGIC and NRS. No statistical analysis 
was used to assess efficacy. 

Criteria Inclusion criteria 

· Clinical diagnosis of low back pain or OA pain of the knee or hip for at least 3 months 

• Men and women 18 years or older 

· Pain intensity score> 4 on an 11 point NRS while taking non-opioid analgesics or following a 24-
hour washout of opioid analgesics 

· Women used acceptable method of birth control 

Exclusion criteria 

· Uncontrolled hypertension, uncontrolled or poorly controlled psychiatric disorders, or other 
medical conditions 

• Chronic hepatitis B or C or HIV 

· Malignancy in past 2 years 

· Seizure or epilepsy disorder 

• Alcohol or drug abuse 

• Autoimmune inflammatory conditions, acut!?crystal induce arthropathy 

· Moderate to severe hepatic or renal insufficiency 

• Systemic steroid therapy within 3 months of study screening 

· Patients taking MAO-Is, TCAs, SSRls, SNRIS, or neuroleptics 

· Use of experimental drug or device within 30 days 

· Hypersensitivity to tapentadol, oxycodone, hydromorphone, morphine, or fentanyl 

Results 
Tapentadol IR Oxycodone 

Safety Measure 50 mg or 100 mg 10 mg or 15 mg 
N=679 N=170 

WDAEs 20.8 30.6 
Gastrointestinal 8. 44.2 63.5 
Nervous System 8 36.7 37.1 
Skin and Tissue 8 8.5 15.9 
Withdrew from trial 42.4% 49.4% 
COWS· 17" 29" 
SOWS score 6.9 8.7 
Efficacy Measure 
Pain Intensity at end 4.9 5.2 ooint 
PGIC %) 66 62 

8incidence in % of adverse event 
b statistically significant less nausea and vomiting in patients in tapentadol group (p<O.001) 
c p<O.05 
Results not siQnificant unless noted above. 

Conclusions Authors concluded that tapentadol provides effective analgesia with improved gastrointestinal 
tolerability. 
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Critique 

Trial 6 

Strengths 
Double blind study 
Studied tolerability over longer-term - 90 days 
Has extemal validity for the VA population 

Limitations 
Study allowed for flexible dosing so amount of medication used was not standardized 
Did not perform statistical analysis on efficacy measures between oxycodone and tapentadol 
Trial was not nlacebo controlled 

iii 
i I 

• 269 patients randomly assigned to receive tapentadol50 mg, tapentadol100 mg, oxycodone 10 
mg or placebo. 
First dose of study medication was administered on study day 2 (post-op day 1) and ended on 
study day 5 at 8am. 
Patients could use acetaminophen 1 g for pain relief within 4 h after the second study drug dose 
as first line rescue, then 400 mg of ibuprofen or :;30 mg of ketorolac. If that was inadequate, 
5mg/500 mg hydrocodone/acetaminophen was given. 
Analgesic effectiveness was measured by pain intensity and pain relief 
Primary endpoint - SPI 24 hours on day 3 assessed by a 4 point verbal rating scale (VRS) 
Secondary endpOints were SPI 24h on days 2 and 4 assessed by a 4 point VRS, SPI 24 on days 
2,3,4, based on 11 point NRS, TOTPAR-24, time to perceptible pain relief, time to 50% pain 
relief, time to first dose of rescue medication, and patient global assessment of study medication. 

Data Analysis 
67 patients for each treatment group were selected to achieve 90% power (p=0.05) to compare 

to placebo based on the Dunnett's method. 
I I 

Patients 18 to 65 years old who underwent a unilateral first metatarsal bunionectomy with 
osteotomy 
Post operative pain score of 4 or more on an 11-point numerical rating scale 
Increase of pain> or = 1 on the 11 point NRS within 9 h after regional anesthesia on the first 
postoperative day 
Exclusion criteria 
History of seizure or increased fisk of seizure 
History of psychiatric illness, epilepsy, suicide risk, head trauma requiring hospitalization, 
unconsciousness of unknown origin, seizure disorder, diabetes mellitus, dysphagia, severe allergic 
diseases, known hypersensitivity or contraindications to oxycodone, acetaminophen or NSAIDS, 
any chronic diseases that might affect drug absorption, metabolism, or excretion. 
Any Significant medical disease or trauma that might confound the study results 
Paradoxical reactions after administration of benzodiazepines, tranquilizers, or antidepressants 

r"'iUliS~~ii~~A;n~t;~pa:rk~o~nSmo~nian drugs, neuroleptics, TeAs, barbiturates, SSRls, SNRls, MAO-Is within 30 days 

30% and 50% reduction in pain intensity not reported. 
Adverse events 
T apentadol 50 mg had a lower incidence of dizziness and similar incidence of somnolence compared to 
oxycodone. Tapentadol100 mg showed higher incidences of somnolence and dizziness compared to 

50 mg had reduced GI effects compared to oxycodone though it was not 

surgery 

blind, placebo controlled 
I I i 
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Limitations 
Intense dose monitoring and thorough nursing care throughout the study were unlikely to 
represent actual situation 

• Does not have a place in therapy as was not adequately powered to show superiority to formulary 
altematives. 
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Page(s) 000107 to\a 000130 

Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

20(1 )(b) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



____ Ilhltllil" L 

5.19(1) 

references 
Nathan J Isotalo to: Denis Arsenault 2010-06-0902:23 PM 

Hi Denis, 

A voice mail was left wi of Janssen-Ortho to obtain (via purolator) all references listed 
within their comprehensive abuse liability assessment on tapentadol. 

Nathan. 
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5.19(1) 

re: NOS progress 
Nathan J Isotalo to: Burt James 2010-06-0904:24 PM 

Hi Burt, 

We have an upcoming meeting on June 18th with Janssen-Ortho Inc. (JOI) on Tapentadol. It is my 
understanding that JOI had filed a New Drug Submission with TPD on December 11 th, 2009 and that the 
submission is in Review 1 with a target date of Dec. 2, 2010. The submission seeks market authorization 
for an extended-release formulation. 

Upon speaking with of Janssen-Ortho Inc., an update as to the progress of the review of 
their new drug submission is being sought. 

If you could please reaffirm the Dec 2nd target date or please provide a revised estimate, that would be 
appreciated. 

Nathan Isotalo 
Office of Controlled Substances 
HECS Health Canada 
613-946-4225. 
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[JOICA] to: Nathan J Isotalo 

Hello Nathan, 

s.19(1) 
s.20(1)(b) 

2010-06-1009:09 AM 

Thank you, it makes sense to have a TPD representative at the meeting as you 
suggested. I will contact Sonia Lindblad on this asap. 
Regards 

-----Original Message-----
From: Nathan J Isotalo [mailto:nathan.isotalo@hc-sc.gc.ca] 
Sent: Thursday, June 10, 2010 8:37 AM 
To: [JOICA] 
Subject: 

Good morning, 

Thank you, for your prompt reply. I noticed that ~~~~~~~~~~~~~~~~~~~~~~~~~~~~ 

I am not sure if any members of TPD will participate at the upcoming 
meeting on June 18th however, you may wish to consider communicating with 
Ms. Sabiston's office to request that representatives of TPD participate 

Regards, 

Nathan Isotalo. 
Senior Policy Analyst 
OCS-PRAD 
HECS Health Canada 
tel. 613-946-4225 

[JOICA] " 

2010-06-0905:18 
PM 

To 
<nathan.isotalo@hc-sc.gc.ca> 

cc 

Subject 
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Dear Nathan, 
This email is to establish a link with you. 
As discussed, we will provide the summary and references both as paper copy 
and e-copy on CD or flash disc by June 18th. 
Best regards 

JANSSEN-UKl'HU J..NC. 

19 Green Belt Drive, Toronto, Ontario, Canada 
M3C 1L9 
Tel: 
Fax: 
e -ma i 1. : i,!,i,i,i,i,i,i,i,i,\i,!,i,i,i,i,i,i,i,i,i,i,i,i,i,i,i,i,i,i,i,\i,!,i,i,i,i,i,i,i,i,i,i,i,i,i,i,i,i,i\\,i,\i,!,i,i,i,i,i,i,i,i,i,i,i,i,i,i,i,\' 

Confidentiality Notlce: ~nlS e-mail transmission may contain confidential 
or legally privileged information and is intended only for the individual 
or entity named in the e-mail address. Any disclosure, copying, 
distribution, or reliance upon the contents of this e-mail not otherwise 
authorized by the sender is strictly prohibited. If you have received this 
e-mail transmission in error, please immediately reply to the sender, so 
that proper delivery of the e-mail can be effected, and then please delete 
the message from your Inbox. Thank you. 
Avis de confidentialite : Ce courriel peut contenir des renseignements 
confidentiels qui ne s'adressent qu'a la personne ou a l'entite nommee dans 
l'adresse. Si vous n'etes pas Ie destinataire vise, no us vous informons par 
la presente qu'il est interdit de divulguer, reproduire, distribuer ou 
utiliser Ie contenu de ce courriel. Si vous avez re9U ce courriel par 
erreur, veuillez en aviser l'expediteur pour que l'on puisse l'envoyer a la 
bonne adresse, puis veuillez supprimer Ie message. Merci. 
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schedule F 
Nathan J Isotalo to: Daniel Galarneau 2010-06-10 10:06 AM 

Hi Daniel 

please find a MOU containing a description of the process of a streamlined amendment to Schedule F of 
FDA on page 3. 

Nathan. 

000135 



MEMORANDUM OF UNDERSTANDING 

BETWEEN 

Health Policy Branch, 
Health Products and Food Branch, and the 

Pest Management Regulatory Agency 
Health Canada 

and 

Department of International Trade 

and 

Regulatory Affairs and Orders-In-Council Secretariat 
Privy Council Office 

Concerning streamlined processes for regulatory amendments 
to Schedule F to the Food and Drug Regulations 

and. to Table II, Division 15, Part B, of the Food and Drug Regulations 
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PREAMBLE 

WHEREAS Schedule F of the Food and Drug Regulations (hereafter referred to as "Schedule 
F"), a list of drugs which may only be sold by prescription in Canada, and Table II, Division 15, 
Part B, ofthe Food and Drug Regulations (hereafter referred to as "Table IT'), a table which sets 
out the maximum residue limits for pesticides in food sold in Canada, may only be amended by a 
regulation made by the Governor in Council; 

WHEREAS consultation with Canadians and international trading partners is an integral part of 
the Government of Canada Regulatory Policy; 

WHEREAS the Government of Canada committed in the Speech from the Throne in September 
2002 to bring forward a Smart Regulation strategy ''to accelerate reforms in key areas to promote 
health and sustainability, to contribute to innovation and economic growth, and to reduce the 
administrative burden on business"; 

WHEREAS efforts are being made to simplify processes to the extent possible in order to 
reduce administrative burden and facilitate the adoption of innovative new products while 
maintaining mechanisms for meaningful consultation: 

,. 

WHEREAS the processes for regulatory amendments to Schedule F and Table II could be 
streamlined through implementation of the measures set out in this agreement; 

WHEREAS Health Canada is committed to examining its processes in the preparation and 
approval ofregulatorj submissions to amend Schedule F and Table II, and to evaluating its 
performance against benchmarks; 

And, W HEIU;AS the Government of Canada has international notification obligations that are 
outlined in the World Trade Organization (WTO) Agreement, specifically on notification, 
publication, provision of information, and treatment of comments under Article 2.9 of the 
Agreement on Technical Barriers to Trade (TBT Agreement) and Article 7 and Annex B oftbe 
Agreement on the Application of Sanitary and Phytosanitary Measures (SPS Agreement); and the 
North America Free Trade Agreement (NAFTA), specifically provisions under Article 909 on 
Standards-Related Measures and Article 718 on Sanitary and Phytosanitary Measures. 

THEREFORE, the Health Products and.Food Branch (HPFB), the Pest Management Regulatory 
Agency (PMRA) and the Health Policy Branch (HPB) of Health Canada, the Department of 
International Trade, and the Regulatory Affairs and Orders in Council Secretariat of the Privy 
Council Office (collectively known as the Participants) agree to the following modified 
processes for regulatory amendments to Schedule F and Table II. 

2 

000137 



A. AMENDMENTS TO SCHEDULE F TO THE FOOD AND DRUG REGULATIONS 

lJackground 

1. Schedule F is a list of medicinal ingredients which when present in a drug require the 
drug to be sold only on prescription in Canada. Two distinct processes must be 
completed to add or remove a medicinal ingredient from Schedule F. 

2. The first process is the scientific ryview of a drug submission by HPFB, in which the 
Branch evaluates the efficacy, safety and quality of a drug product containing one or 
more medicinal ingredients. A recommendation to amend Schedule F is then reviewed 
and approved by an internal drug scheduling committee with scientific expertise. 

3. The second process is the regulatory process to amend Schedule F. 

Modified Process for Amending Schedule F 

4. Once a decision has been made to proceed with an amendment to Schedule F, HPFB will 
consult with stakeholders by informing them of the proposed change and the 
Government's intent to amend Schedule F by removing or adding a medicinal ingredient. 
This will also allow Health Canada to meet the required 75 day comment period 
stipulated in the Government of Canada Regulatory Policy. 

5. Should the amendment involve adding a medicinal ingredient to Schedule F, HPFB will 
prepare a consultation document in both official languages. The .consultation document 
will address all of the elements required for preparation of the WTO notification as 
outlined in Appendix A and will be sent to HPFB stakeholders. The consultation 
document will also be posted in English and French on Health Canada's website at 
http://www.hc-sc.gc.ca!hpfb-dgpsaltpd-dpt(or as amended from time to time), and 
posted on the Consulting Canadians portal. The consultation document will be sent to 
the Enquiry Point (currently the Standards Council of Canada under contract to the 
Department of International Trade) and to the Department of International Trade at least 
two business days prior to posting on Health Canada's website and the Consulting 
Canadians portal, for the purposes of complying with Canada's obligations under Article 
2.9 of the TBT Agreement. 

6. Should the amendment involve removing a medicinal ingredient from Schedule F, HPFB 
will publish a Notice of Intent, containing the fuformation outlined in Appendix A, in the 
Canada Gazette, Part I. The Notice of Intent will also be posted in English and Prench on 
Health Canada's website at http://www.hc-sc.gc.ca!hpfb-dgpsaltpd-dpt (or as amended 
from time to time), posted on the Consulting Canadians portal and sent to HPFB 
stakeholders. The Notice of Intent will be signed by the Assistant Deputy Minister of 
HPFB, and will be sent in both official languages by HPFB to the Enquiry Point 
(currently the Standards Council of Canada under contract to the Department of 
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International Trade) and the Department of International Trade at least two business days 
prior to publication in Canada Gazette, Part 1. 

7. Following the comment period, the Minister of Health will prepare a regulatory 
submission and seek the support ofPCO in requesting Treasury Board's consideration for 
an exemption from pre-pUblication of the regulation in Canada Gazette, Part I, and 
approval to publish the amendment in Canada Gazette, Part IT. The submission will take 
into account comments received during the consultation period. 

8. When informing stakeholders of the publication of the final change to Schedule F in 
Canada Gazette, Part IT, HPFB will also inform the Department of International Trade, 
and the Enquiry Point, so that this information can be made available to international 
trading partners. 

9. The publication of the regulation in Canada Gazette, Part IT must contain references to 
the date of the original consultation letter or the date of the original Notice of Intent, and 
the date of the notification to Department of International Trade and to the Enquiry Point. 

H. AMRNDMRNTS TO T A HI ,F, IT, nTVTSION 15, PART R, OF THE FOOD AND 
DRUG REGULATIONS 

Background 

1. Before registering a pesticide under the Pest Control Products Act (pCP A) for use in 
Canada on crops or foqd-producing animals, the PMRA must determine that the amount 
of residue likely to remain in food when the pesticide is used according to label directions 
will not pose an unacceptable health risk to consumers. This amount is then legally 
established as a maximum residue limit (MRL) in Table IT. This applies whether or not 
the pesticide is already registered for other food or non-food uses. MRLs are also 
established for pesticides not registered in Canada that may be found as residues in 
imported food. If residues exceeding the MRLs remain in a food at the point of sale, the 
item is considered to be adulterated under the Food and Drugs Act and prohibited from 
sale in Canada. 

2. As part of ongoing work under the North American Free Trade Agreement Technical 
Working Group on Pesticides, the PMRA and the United States Environmental 
Protection Agency (EPA) have accelerated bilateral harmonization in the regulation of 
pesticides in order to provide faster and simultaneous access to a wider range of newer 
safer pest management tools in both countries. 

3. While pesticide registration decisions are often taken in both countries at the same time, 
the benefits to Canada of harmonization are being diminished because of the length of 
time it takes to establish an MRL in Canada, as compared to in the United States (U.S). 
In the U.S., a pesticide tolerance (as MRLs are called in the U.S.) can be establjshed 
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many months before a Canadian MRL; this puts Canadian growers at a competitive 
disadvantage and hinders the Canadian economy. It is also delaying replacement of older 
pesticides by newer,· safer ones and the resulting benefits to human health and the 
environment. 

4. The proposed modified process is based on the process used by the U.S. EPA to establish 
pesticide tolerances. 

Modified Process for Amending Table II 

5. Upon receipt of an application for registration or establishment of an import MRL, the 
PMRA will publish summary information about the proposed MRL, as outlined in 
Appendix B, in Canada Gazette, Part 1. The publication would appear as a Notice of 
Intent signed by the Chief Registrar, PMRA, and would clearly indicate the 
Government's intent to amend Table n, and establish an MRL, should the application be 
approved. The Notice of Intent would have a 75 day comment period, based on the day 
of publication, as required by the Government of Canada Regulatory Policy. The PMRA 
will also establish a link from its website to the Canada Gazette website and the Notice of 
Intent will also be posted on the Consulting Canadians portal. 

6. At least two days before the Notice of Intent is published in Canada Gazette, Part 1, the 
PMRA will send a completed WTO Notification Form (see Appendix C) in both official 
languages to the Department of International Trade and to the Enquiry Point (currently 
the Standards Council of Canada under contract by Department of International Trade), 
for the pmpose of complying with Canada's obligations under Article 7 and Annex B of 
the SPS agreement. . 

7. Once the PMRA has made a decision 011 the application, the Minister of Health will 
prepare a regulatory submission and seek the support ofPCO in requesting Treasury 
Board's consideration for an exemption from pre-publication of the regulation in Canada 
Gazette, Part 1, and tor approval to publish the final MRL in Canada Gazette, Part 11. 
The submission will take into account any comments received during the consultation 
period. When the final regulation is published in Canada Gazette Part n, the PMRA will 
send the Canada Gazette, Part n publication date to . the Enquiry Point with a reference to 
the date ofthe Canada Gazette, Part r Notice of Intent. 

8. Should the final MRL determined by PMRA be higher than that proposed in the Part r 
Notice of Intent, PMRA will publish a second Notice of Intent signed by the Chief 
Registrar, PMRA in Canuda Gazette, Part I at the time that preparation of the regulatory 
submission is initiated. This will afford an opportunity for the public to provide 
additional comments. The publication of the final MRL in Canada Gazette, Part n will 
reference the date of publication of the original Notice of Intent in Canada Gazette, Part r, 
and the original date of the notification to Department ofIntemational Trade and to the 
Enquiry Point (currently the Standards Council of Canada, under contract to the 
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Department ofIntemational Trade). 

c. EVALUATION 

1. The Participants agree that an evaluation ofthis agreement will examine the extent to 
which its objectives and tenns have been met, including: 

a) the effect of the modified processes on Canada's ability to comply with its 
international obligations, including those outlined in the WTO Agreement, Article 
2.9 of the TBT Agreement, Article 7 and Annex B of the SPS Agreement, and 
Artide 909 on Standanls-Relatoo Measures amI Article 718 on Sanitary and 
Phytosanitary Measures in NAFT.A; in all cases, this includes notifying Member 
Countries of intent to introduce a proposed technical regulation, providing a 60 
day comment period to Members, and taking comments into account whenever 
possible; 

b) the net gain in terms of the time required to complete these regulatory 
amendments, and 

c) . the impact of the modified processes on resources within both Health Canada and 
the Department of International Trade. 

2. The evaluation will be led by Health Policy Branch, Health Canada, in consultation with 
PMRA and HPFB, PCO and the Department of International Trade. 

D. DURATION 

1. For therapeutic products, the Participants agree to evaluate, per Part C of this agreement, 
the modified process as described in Part A of this agreement, 30 months from the date of 
commencement of this MOU. 

2. For pesticides, the Participants agree to evaluate, per Part C of this agreement, the 
modified process as described in Part B of this agreement, 30 months from the date of 
commencement of this MOU. 

E. COMMENCEMENT AND TERMINATION 

1. This MOU will commence on the day on which it is signed by the last Participant 

2. Any Participant may request that either Part A or Part B of the agreement, or the 
agreement in its entirety, be terminated ifit considers that the terms or objectives of the 
agreement are not being met, or the agreement is no longer necessary. Such a request to 
terminate must be effected in writing and must follow consultation with the other 
Participants. 
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F. PRIVY COUNCIL OFFICE UNDERTAKING 

1. The Privy Council Office (Regulatory Affairs and Orders in Council Secretariat) agrees 
to brief members of the Treasury Board on the terms ofthe proposed agreement. 

2. Implementation of the modified processes will be contingent on Treasury Board 
agreement in principle to exempt from pre-publication the types of regulatory 
submissions outlined above. 

3. Such agreement in principle will not preclude requiring the pre-pUblication of any 
spt::cific rt::gulatury submissiun in Canada Gazette, Pan I, if Iht:: Trt::asury Buard dt::t::IllS it 
necessary. 

7 
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Signed this day, on the 23rd day of February 2005. 

FOR THE PRIVY COUNCIL OFFICE 

9!!ff~ Jod f\.ylard 
Director of Operations, 
Office of Assistant Secretary 
Regulatory Affairs and Orders in C01p1cil Secretariat 

FORT 

Paul Martin 
Director, 
Technical Barriers and Regulations Division 

FOR HEAL TH CANADA 

Caroline Weber 
Director-General, 
Policy Planning and Priorities Directorate 
Health Policy Branch 

Date 

Date 

Trish MacQuarrie Date 
Director, 
Alternative Strategies and Regulatory Affairs Division 
Pest Management Regulatory Agency 

Robert Asare-Danso 
AI Director-General, 
Office of Regulatory and International Affairs 
Health Products and Food Branch 

Date 

l~ 
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APPENDIX A 

Health Canada Consultation Letter! Notice ofIntent for Schedule F Amendments 

The consultation letter is intended to outline the proposal to amend Schedule F by the addition of 
one or more medicinal ingredients. A Notice offutent will be prepared in cases when the 
proposal is to amend Schedule F by removing a medicinal ingredient. 

Consultatioll letters and Notices ofIntent will be prepared in both official languages. 

The consultation letter/ Notice ofIntent will contain the following information: 

• Brief description of Schedule F and the internal process leading to a recommendation for 
Schedule F status. 

-. Identification of the medicinal ingredient(s): 
• which are proposed to be added to or removed from Schedule F, and 
• listf'if as they are proposed to appear in the regulatory amendment: using the 

approved and translated International Nonproprietary Name and any phrases that 
would qualify the listing. -

• Description of each medicinal ingredient and rationale for the proposed amendment. 
• Statement regarding the proposed timing for coming into force of the amendment (i.e., 

whether immediately upon registration or with a delayed implementation) 
• Statement re the approximate timeframe from the date of the letter to publication in the 

Canada Gazette, Part II. 
• Outline of the rationale for this degree of regulatory control and any alternatives which 

were considered. 
• Description of prior consultation concerning these proposed amendments. 
• Outline of the costs and benefits to stakeholders. 
• Statement of the impact of the amendment on compliance mechanisms. 
• Identification of the responsible policy analyst /regulatory officer including mailing 

address, fax number and email address. 
• Invitation to comment. 
• Statement of the time period to submit comments: 

• in the case of an addition, the 75-day comment period will be linked to the date 
that the letter was signed, or 

• in the case of a removal, the 75-day comment period will be linked to the date of 
pUblication of the Notice of Intent in Canada Gazette Part I. 
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APPENDIXB 

Initial Notice oflntent for Pesticide MRLs to be Published in Canada Gazette, Part I 

The following summary information about proposed MRLs will be included in the Notice 
ofIntent (see Part B, Clause 5) published byPMRA: 

I. General Information 
• Purpose of docwnenL 
• Disclaimer with respect to government review of summary 
• Action to be taken by PMRA with respect to applicant's submission 
• How, when and to whom to submit comments 

n. Applicant's Summary of Application 
• Residue chemistry 
• Toxicological profile 
• Aggregate exposure 

• Cumulative effects 
• Safety determination 
• International tolerances 

10 
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APPENDIXC 

WORLD TRADE ORGANIZATION 
G/SPS/N/COUNTRYI 
date of distribution 
(##-####) 

Committee on Sanitary and Phytosanitary Measures Original: 

NOTIFICATION 

1. Member to Agreement notifying: 

If applicable, name of local government involved: 

2. Agency responsible: 

3. Products covered (provide tariff item number(s) as specified in national schedules deposited with 
tbe WIO; ICS numbers should be provided in addition, where applicable): 

4. Regions or countries likely to be affected, to the extent relevant or practicable: 

5. Title, lanluage and number ofpali!es of the notified documeut: 

6. Description of content: 

7. Objective and rationale: [ 1 food safety, [ J animal health, [ J plant protection, 

[ J protect humans from animal/plant pest or disease, 

[ ] protect territory from other damage from pests 

8. International standard, guideline or recommendation: 

[ I Codex AJimentarius Commission, [ I World Organization of Animal Health, 

[ ] International Plant Protection Convention, [ I None 

If an international dandard, guideline or recommendation eyjst~, give the appropriate referenl'.e 
and briefly identify deviations: 

9. Relevant documents and language(s) in which these are available: 

10. Proposed date of adoption: 

II. Proposed date of entry into force: 

12. Final date for comments: 

Agency or aut.hority designated t.o handle eomment~: [ I National notification authority, [ I 
National enquiry point, or address, fax number and E-mail address (if available) of other body: 

13. Texts available from: [ I National notification authority, [ I National enquiry point, or 
address, fax number and E-mail address (if available) of other body: 

11 
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.. 
s.19(1) 

s.20(1)(b) 

[JOICA] to: SoniaH Lindblad1 
Cc: "Nathan J Isotalo" 

2010-06-10 09:28 AM 

Hi Sonia, 

Please let me know if this will be possible. 

Best regards and thanks for your help on this. 

JANSSEN-ORTHO INC. 
19 Green Belt Drive, Toronto, Ontario, Canada 
M3C 1L9 
Tel: 
Fax: 
e-mail: 

Confidentiality Notice: This e-mail transmission may contain confidential or 
legally privileged information and is intended only for the individual or 
entity named in the e-mail address. Any disclosure, copying, distribution, or 
reliance upon the contents of this e-mail not otherwise authorized by the 
sender is strictly prohibited. If you have received this e-mail transmission 
in error, please immediately reply to the sender, so that proper delivery of 
the e-mail can be effected, and then please delete the message from your 
Inbox. Thank you. 

Avis de confidentialite : Ce courriel peut contenir des renseignements 
confidentiels qui ne s'adressent qu'a la personne ou a l'entite nommee dans 
l'adresse. Si vous n'etes pas Ie destinataire vise, nous vous informons par 1a 
presente qu'il est interdit de divulguer, reproduire, distribuer ou utiliser 
1e contenu de ce courriel. Si vous avez reQu ce courriel par erreur, veuillez 
en aviser l'expediteur pour que l'on puisse l'envoyer a la bonne adresse, puis 
veuillez supprimer Ie message. Merci. 

-----Original Message-----
From: [JOICA] 
Sent: Thursday, June 10, 2010 9:09 AM 
To: Nathan J Isotalo 
Subj ect: --

Hello Nathan, 
Thank you, it makes sense to have a TPD representative at the meeting as you 
suggested. I will contact Sonia Lindblad on this asap. 
Regards 
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Hello Nathan:. 

Fw: NOS progress 
Matthew Ryan to: Nathan J Isotalo 
Cc: Andy Hua, Burt James 

2010-06-10 12:03 PM 

That is correct, the submission is due Dec 2, 2010 and it is anticipated, at this time, that a decision will be 
rendered by Dec 2,2010. 

Best Regards, 
Matt 

Senior Regulatory Project Manager 
Bureau of Cardiology, Allergy & Neurological Sciences 
(613) 941-1049 
- Forwarded by Matthew Ryan/HC-SC/GC/CA on 2010-06-10 12:02 PM-

Burt JamesIHC-SC/GC/CA 

2010-06-10 11 :45 AM 

Good morning Nathan, 

To Nathan J Isotalo/HC-SC/GC/CA@HWC 

cc Andy HualHC-SC/GC/CA@HWC, Matthew 
Ryan/HC-SC/GC/CA@HWC 

Subject re: NOS progressl,i 

I can confirm that the target date of December 2nd, 2010 still applies. However, information beyond that I 
am unable to provide as I work within the Office of Clinical Trials. 

By way of this email, I am forwarding your enquiry to Andy Hua (Bureau of Pharmaceutical Sciences) and 
Matthew Ryan (Bureau of Cardiology, Allergy and Neurological Sciences) who may be able to provide you 
with some more salient information. 

Thank you, 

Burt James 
Manager, Submission Management Division 
Office of Clinical Trials 
Health Canada 
941-3070 

Nathan J Isotalo/HC-SC/GC/CA 

NathanJ 
IsotalolHC-SClGC/CA 

2010-06-0904:24 PM 
To Burt JameslHC-SC/GC/CA@HWC 

cc 

Subject re: NOS progress 

Hi Burt, 
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Meeting with 

2010-06-18 Frl1 :00 PM - 2:30 
PM 

Janssen Ortho 

Attendance is required for Nathan J Isotalo 
Chair: Cathy A SabistonlHC-SC/GC/CA 
Sent By: SoniaH Lindblad1/HC-SC/GC/CA 
Location: 9th floor Boardroom 
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Re: FYI [i 
Daniel Galarneau to: Nathan J Isotalo 
This message is digitally signed. 

2010-06-1001:54 PM 

No we will wait for the NAPRA issue. I want to see how we will deal with tapentadol. NAPRA would require 
more approval from senior management before we can initiate contact. 

1)~~ 
Head, Regulatory Affairs Section - Chef, Section de la reglementation 
Office of Controlled Substances - Bureau des substances controlees 
Controlled Substances and Tobacco Directorate - Direction des substances controlees et de la lutte au tabagisme 
Healthy Environments and Consumer Safety Branch - Direction Generale de la Sante Environnementale et de la 
Securite des Consommateurs 
Tel: (613) 946-6521 
Fax: (613) 946-4224 

Nathan J Isotalo/HC-SC/GC/CA 

Nathan J 
IsotalolHC-SC/GC/CA 

2010-06-10 01 :00 PM 

Thank you, Daniel. 

To Daniel Galameau/HC-SC/GC/CA@HWC 

cc 

Subject Re: FYI/i 

Yes, I have come across and used this site on several occassions nonetheless, it is appreciated. 

Would you prefer I solicit NAPRA's consideration of our intentions to Schedule tapentadol pre or post -
meeting next week? 

They will need to consult with their members and that might take some time to generate a response. 

I look forward to working with you in the coming years. Nathan. 

Daniel GalarneaulHC-SC/GC/CA 

Nathan, 

Daniel 
GalameaulHC-SC/GC/CA 

2010-06-1012:48 PM 
To Nathan J Isotalo/HC-SC/GC/CA@HWC 

cc 

Subject FYI 

I figure you must know this site already but just in case, (it is not easily accessible from the splash page of 
TBS) here is the site where they keep t~e most recent information regarding regulation making (with all 
the templates and guides). In the guidance and support there is a very good description of the different 

000150 



regulatory processes. 

http://www.tbs-sctgc.ca/ri-qr/index-eng.asp 

Sorry to bug you if you already have this info. 

7)~~ 
Head, Regulatory Affairs Section - Chef. Section de la reglementation 
Office of Controlled Substances - Bureau des substances contr61ees 
Controlled Substances and Tobacco Directorate - Direction des substances contr61ees et de la lutte au tabagisme 
Healthy Environments and Consumer Safety Branch - Direction Generale de 1a Sante Environnementale et de la 
Securite des Consommateurs 
Tel: (613) 946-6521 
Fax: (613) 946-4224 

000151 



5.19(1) 

Fw: NOS progress 
Matthew Ryan to: Nathan J Isotalo 2010-06-1002:42 PM 

Hi Nathan: 

Just a heads up that CNS won't be attending the meeting on the 18th. I don't believe 
informed yet, but we will be informing him very shortly. 

Regards, 
Matt 

Senior Regulatory Project Manager 
Bureau of Cardiology, Allergy & Neurological Sciences 
(613) 941-1049 
- FOlWarded by Matthew RyanlHC-SC/GC/CA on 2010-06-10 02:41 PM-

Nathan J 
IsotalolHC-5C1GClCA To Burt JameslHC-SC/GC/CA@HWC 

has been 

2010-06-10 11:55AM CC Andy Hua/HC-SC/GC/CA@HWC, Matthew 
Ryan/HC-SC/GC/CA@HWC, soniah.lindblad1 @hc-sc.gc.ca 

Subject re: NOS progressti 

Thank you, Burt, 

For your infonnation, JANSSEN-ORTHO Inc., has 
requested that the clinical reviewer from the CNS division at TPD participate in the June 18th meeting 
between OCS-CTSD and JOI. 

Nathan Isotalo. 

Burt JameslHC-SC/GC/CA 

Burt JamesIHC-5C/GClCA 

2010-06-1011:45 AM 

Good morning Nathan, 

To Nathan J Isolalo/HC-SC/GC/CA@HWC 

cc Andy HualHC-SC/GC/CA@HWC, Matthew 
RyanlHC-SC/GC/CA@HWC 

Subject re: NOS progressli 

I can confirm that the target date of December 2nd, 2010 still applies. However, information beyond that I 
am unable to provide as I work within the Office of Clinical Trials. 

By way of this email, I am forwarding your enquiry to Andy Hua (Bureau of Pharmaceutical Sciences) and 
Matthew Ryan (Bureau of Cardiology, Allergy and Neurological Sciences) who may be able to provide you 
with some more salient information. 

000152 



__ jJ",j,U, ,',' 

Protected B 
Draft 

Record of Discussion (ROD) 
Controlled Substances Scheduling (CSS) Working Group Meeting 

Wednesday, June 16th
, 2010, 10-11 :30am 

123 Slater Street, Rm 305A 

Present: 

• Suzanne Desjardins, Office of Drugs 
and Alcohol Research and 
Surveillance (ODARS), Controlled 
Substances and Tobacco Directorate 
(CSTD), Healthy Environments 
Consumer Safety Branch (HECSB) 
(Chair) 

• Robin Marles, Bureau of Clinical 
Trials and Health Sciences, Natural 
Health Products Directorate (NHPD), 
HPFB 

• Colette Strnad, Office of Science, 
Therapeutic Products Directorate, 
HPFB (alternate for Thea Mueller) 

• Tanja Kalajdzic, Marketed 
Pharmaceuticals & Medical Devices 
Division, Marketed Health Products 
Directorate, Health Products and 
Food Branch (HPFB) 

• Tiana Branch, OCS, CSTD, HECSB 

• Collin Pinto, Drug Compliance, 
Verification and Investigation Unit, 
Health Products and Food Branch 
Inspectorate (HPFBI) 

• Secretariat- Tiffany Thornton, 
ODARS,CSTD,HECSB 

Regrets: 

• Bruna Brands, ODARS, CSTD, 
HECSB via phone 

• Hanan Abromovici, ODARS, CSTD, 
HECBS 

• Jocelyn Kula, Office of Controlled 
Substances (OCS), CSTD, HECSB 

• Evelyn Soo, OCS, CSTD, HECSB 
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1. Welcome & Introductions 
Suzanne welcomed the working group members. 

2. Approval of Agenda Items 
Agenda approved with a minor amendment to item #7; discussion regarding tapentadol 
will take place in July. 
Actions: 

~ Tiffany to circulate documents from Jansen Ortho regarding tapentadol to CSS
WG for review prior to next meeting. 

3. Approval of ROD from May, 2010 
The ROD for the May meeting was approved, a minor change was noted. 

4. CDSA Scheduling Process - Update on ADM Briefing 
The deck on the draft policy (based heavily on content from past EAC deck) has gone to 
the Director, OCS for review. It is anticipated that the deck will be tabled at DMC within 
the next month. 
Actions: 

~ OCS to arrange for DMC discussion on draft policy in Summer 2010. 

5. Update on Scheduling of Benzylpiperazine (BZP) and TFMPP 

6. 2C Family Update 
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7. Roundtable 
Further to NHPD and MHPD work on an IAS on Salvia in 2004 and extensive inter
branch discussions in 2007-08 oes has been working on a scheduling lAS. Suzanne 
emphasized that new data regarding prevalence of salvia will be released via eADUMS 
on June 24th and should be incorporated into the IAS. 
oes and ODARS have been contributing to an "Its Your Health" document on salvia that 
is now in Departmental approvals 
Actions: 

>- Tiana to follow-up on salvia IAS with Jocelyn and arrange for draft 
~ IAS to be circulated prior to next meeting 
>- A ess-WG meeting in the Fall should be dedicated to reviewing salvia 
~ Tanja will have the information regarding the number of fatal cases reported due 

to Propofol. 

10. Next Steps 
Next meeting scheduled for Wednesday July 14th 2010 from 1O-11:30am in Rm 405A. 
Tiffany will send the invitation along with the agenda and the ROD for the next meeting. 
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History: 

Hi Cathy 

tapentadol 
Jocelyn Kula to: Cathy Petersen 
Cc: Matthew Ryan, Nathan J Isotalo 

This message has been forwarded. 

s.20(1)(b) 

2010-06-15 01 :44 PM 

Further to our recent discussion, I am writing to share a copy of the package of info Janssen Ortho sent to 
us some time ago, '. - . At the 
time, as I told you, we told the company there was no need to meet and the package was just added to our 
file. Now that our DG has agreed to a meeting (that you are now coming to on Friday), J-O has not 
submitted any new information beyond that what Daniel sent you in his email where he asked if you could 
attend, but I thought you should still know about the package. You may in fact, have a copy of it already 
as J-O may have copied you went they sent it to us originally. 

~.'J>... !~ 

Cover of J·O Package. pdf Abuse Liability Assessment from J-O. pdf US Federal Register I tern from J-O.pdf 

(Note there are three pieces because it was easier to scan the document in three pieces) 

FYI, HECSB attendees will be: 

-Cathy Sabiston (DG of CSTD) 
-Jodi Brown or Stephanie Szick (these are Cathy's advisors- not sure who will be attending yet) 
-myself 
-Diane Allan (Director, Office of Controlled Substances) 
-Nathan Isotalo (new analyst in my division and who will be doing the scheduling assessment on 
tapentadol) 

Regards 
Jocelyn 

PS Matthew, I know lowe you an email on scheduling status; hopefully this will at least tell you that we 
have not actively started our assessment. We are waiting for our Controlled Substances Scheduling 
Working Group discussion on this item before getting too far into things ..... BCANS will be invited. 

Jocelyn Kula 
Managerl Gestionnaire 
Policy and Regulatory Affairs Divisionl Division des politiques et affaires reglementaires 
Office of Controlled Substancesl Bureau des substances controlees 
Healthy Environments and Consumer Safety Branchl Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canadal Sante Canada 
Tel: (613) 946-0125 Fax: (613) 946-4224 
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Tapentadol Triage Statement 
Denis Arsenault to: Nathan J Isotalo 

History: This message has been replied to. 

Hi Nathan, 

2010-06-1812:56 PM 

As discussed, attached is a revised version of the Triage Statement. Once you have reviewed and 
adjusted as necessary (e.g. data on economic impact, feel free to share with Daniel). 

T apentadol Triage Statement (OA Revised). rtf 

Denis 

Denis Arsenault 
Policy and Regulatory Affairs Division I Division des politiques et affaires reglementaires, 
Office of Controlled Substances I Bureau des substances controlees, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax I Telecopieur: (613) 946-0125 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 
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.+. Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

Triage Statement Form 

Section I: Overview 

Date received by RAS: June 21, 2010 

III 

Security classification 

Protected B 

Title of the Regulatory Proposal: Addition of Tapentadol, its analogues to Schedule I of the 
Controlled Drugs and Substances Act and the Schedule of the Narcotic Control Regulations. 

Sponsoring Regulatory Organization(s): Health Canada 

Statutory Authority: Controlled Drugs and Substances Act (CDSA) 

Approximate date of submission of regulatory proposal to RAS: September 1, 2010 

Issue 

s.20(1)(b) 

....... -" ( Formatted 
\ 

----
Marketed intemationall~ under the ----- ~-----------., 

trade name ofNUCYNTA ®, two formulations oftapentadol have been developed in~i~di;;'g-~;;'-----------{ Deleted: !toperates 

immediate release OR) tablet for the relief of acute pain and 
In the United States, a New Drug Application for a prolonged release 

CPR) fonnulation of the NUCYNT A ® tablet was also recently submitted for approval to the 

Food and Drug Administration. Lm ___________________ m __ m ___ m ____________________ m mm ______________ m ________ // 

have a history of abusive use when found as components of over-the

counter prescription drugs. Tapentadol, including its isomers, esters, ethers, salts and salts of 

isomers, esters and ethers, whenever the existence of such isomers, esters, ethers and salts is 

Canad~ 
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.+. Treasury Board of Canada 
Secretariat 

possible, would classify into the c 

Secretariat du Conseil du Tresor 
du Canada 

While not yet approved for sale in Canada, 

Once scheduled, only licensed dealers oftapentadol or its analogues will be able to carry out the 
specific activities in their dealer's license for the specified tapentadol or analogue and only those 

s.20(1)(b) 

licensed deale~_l?:,!!,i11.g_~~~~~~~~,!ryJ~~Etpj~~_~<?_j~R<?E~_'!~<:IZ<?E_~~R<?~_tJ?-~~~~y:_~~_s~:_h!~~~!~~, __ _ 
handling by pharmacists and practitioners will be restricted to the conditions specified under the """,rF~;;;tt~d:F-;;~ti;~~--] 
l!p!:c()ti~_r:;;f!'!!!f!Z~eg'!:ZC!_~(C!!!~_f~<;:_~J., ______________ ______________ .. _ .. _______ .-.- ___________________________________________ ,_ "'{oel.d: " ) 

':,-<--{ Formatted: Font: Italic ) 

,,{ Deleted: CDSA. ) 

Canada 

000159 



.+. Treasury Board of Canada 
Secretariat 

Objectives 

Secretariat du Conseil du Tresor 
du Canada 

I .. 

Health Canada's objective is to ensure that tapentadol and any related analogues having potential 

s.20(1)(b) 

abuse potential are .jl<l<le<lJ~~<;h~t:l':l~~~<>.r~~(Ps.:4u~t:l~1?-~~<;h~t:l':lI~ (s~cti<>'1120 »)<>.K~t:.. .uuu' -- / ·-f ~~~~::! :~~~:!~~l~o~ter 
Narcotic Control Regulations (NCR). This will restrict the availability of therapeutic products lp'r."~:~~~O?.~.'.:':!!.s_~t~~~.~~~ .. t~~~ .. 
containing tapentadolJ:?_Jh~~~_p_<?~_s.{)~~_:l:~!1.I.{)!.i_~t:.t:l.~<>._~? __ s.?_:tI~~~!.~ht:._9.Ps.:!!_~l1<J_!,!9.!?::_Ih!~ ___ .. ________ ,------ Deltroetledl d: OPbi°taid related t' 
b ' , I' 'h h Offi f 11 d S b ' . , . , h "con e su s ncesornarco]cs o ~ectIve a IgnS WIt t e Ice 0 Contro e u stances ongomg actIvIties to ensure t at " ... { 

Deleted: only 
substances having a strong potential for diversion and.jl~~_~~_s.~~_~<?<lJ<>'~_ll:.s.~_j~_~~~_s.~_Jip_ti<>.~_~_g~ _________ >=D=e=le=t=ed=:=a=bu';;"s=e in=ov=e=r.t=he=-=~ 
only. This regulatory proposal. \Vill i111p~sc:rep()rtillg,security, sto!.age, licellse. ::tl1<lperrnit counter prescription drugs 
requirements for therapeutic products containing tapentadol and analogue medications. ". , r-D~I.d: -on1;-;ddr~;;es-;h~risk j 

I to Canadians oftapentadol over-
; the-counter prescription drugs and 

Description ' not any futureprescnpnve use of 
\.. tapentadol orits analogues 

.m __ .. __ m.m ________ ._ :l:~c!L. __ m_m __ m<:----{ Del~~; At' . ..m. 1 
consideration of the risks posed to Canadians as well aSlt:.g.llJ~!?l)'.:l:~.~i.<?~~_t~](,<?~_~_Y.<>.!h~!..m. ____ m_ .. ' .... { Deleted: upon 1 
countrie5.t.t:.·.g'Lmuuu. __ ,,,: .... { Deleted: and former 1 
Health Canada's intent is to include tapentadol and any of its related analogues on Schedule I of \<:'{ Deleted: Govemments 1 
the CDSA and the Schedule (section 2(1)) of the NCR. Health Canada has decided to expand the \:.{ Deleted:, 1 
scope to include any analogues to ensure that all related tapentadol analgesics are,,0l1lyfoul1clin \{ Deleted: (CSA) 1 
prescription drug~m ..... _ .... m. __ .. m_ .... m __ .. ______ m .. __ m ....... mm .... ---m-..... ---- ...... m ...... --m·----···.:'····'f ~~~~!~~;o:~~:;:;c~;::~~]~gS 'I 

••.• i and only in prescription drugs 
To schedule the following: '. / ' 

Tapentadol (Phenol, 3-[( 1 R,2R)-3-( dimethylamino )-I-ethyl-2-methylpropyl]-) 

Tapentadol HCL (Phenol hydrochloride, 3-[(IR,2R)-3-(dimethylamino)-I-ethyl-2-
methylpropyl]-) 

Tapentadol related analogues (its isomers, esters, ethers, salts and salts of isomers, esters and 
ethers, whenever the existence of such isomers, esters, ethers and salts is possible) 

Canada 
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.+. Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

Section II: Expected Levels of Impact 

(Maximum 1 pagefor each question) 

To rate the level of impact, check either No or N/A (no or not applicable), Low, Medium, or High. 

1) Health and Safety 

If a regulatory proposal is expected to have no impact on 
human, animal, or plant health or safety, or is not 

applicable, it receives a No or N/A rating. If a regulatory 
proposal is expected to have minimal impact, it receives a 

Low rating; if it is expected to have some impact, such as 

reducing the delay or the need for medical attention or 
hospitalization, it receives a Medium rating; and if it is 

expected to have a significant impact, such as mortality, it 
receives a High rating. 

No or Low Medium High 

N/A 

D D D 

If the rating is Low, Medium, or High, describe the expected level of impact: 

The impact of this regulatory proposal on human health and safety is medium as the scheduling 
of tapentadol, its analogues (isomers, esters, ethers, salts and salts of isomers, esters and ethers 

whenever the existence of such isomers, esters, ethers and salts is possible) will mitigate the 

street-abuse potential by ensuring that the these substances are only found in prescription 
drugs. Accessibility to j 

?ontaining prescriptions will only be allowed through prescription only, benefiting users 
from its more favorable GI tract tolerability. 

A notablefindingfrom the Canadian Alcohol and Drug Use Monitoring Survey (CADMUS) 

2008 is that more than Y4 Canadians (28.4%) aged 15 years and older indicated use of an opioid 
pain reliever, a stimulant, a sedative or tranquilizer in 2008, with 0.6% ofthese respondents 
indicating the use o(such pharmacological products to get a high. The latter is believed to be an 

underestimate. (Health Canada, 2008). 

Elsewhere, it was reported that out of these categories of pharmaceuticals, opioid pain relievers 

were the most commonly used. About one in five (2/.6~) or the;,~~pondent~ refort~~use, of 

~~l~Jt:LY!i;tt2 ml~r:~~~t;';I::~'0r~::··*~i'{'~ftWi~i 

Canada 
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.+. Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

2) Environment 

If a regulatory proposal is expected to have no impact on 
the environment, or is not applicable, it receives a No or 
N/A rating. If a regulatory proposal is expected to have 
minimal impact, it receives a Low rating; if it is expected 
to have some impact, it receives a Medium rating; and if 
it is expected to have a significant impact, such as 
damaging a sensitive ecosystem or protecting it from 
irreversible harm or damage, it receives a High rating. A 
preliminary review based on The Cabinet Directive on the 
Environmental Assessment of Policy, Plan and Program 

Proposals will assist in providing a basis for the rating. 

3) Society and Culture 

If a regulatory proposal is expected to have no social 
impact or implications for people's way of life, culture, 
community, political systems, well-being, personal and 
property rights, fears and aspirations, or ethical concerns, 
or is not applicable, it receives a No or NI A rating. If a 
regulatory proposal is expected to have minimal impact, it 
receives a Low rating; if it is expected to have some 
impact, it receives a Medium rating; if it is expected to 
have a significant impact, it receives a High rating. 
Special consideration should be given to vulnerable social 
and economic groups, such as Aboriginal peoples, official
language minorities, lower income Canadians, recent 
immigrants, and groups affected on the basis of age, 
gender, race, or culture. 

No or Low Medium High 
N/A 

C8J D D D 

No or Low Medium High 
N/A 

D C8J D D 

If the rating is Low, Medium, or High, describe the expected level of impact: The rating is low as 

those patients requiring mu-opioid analgesic medication with less severe adverse health effects 

I 
on the gastrointestinal tract will have access to NUCYNTA CR ™ via prescription once 

approved fOr marketi11g in Canada. As it is not yet approved fOr sale in Canada. impact of 
Scheduling will be low as it is believed that the existent current abuse levels in Canada related to 

tapentadol are low. 

Canad~ 
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.+. Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

4) Public Security 

If a regulatory proposal is expected to have no impact on 
public security or no implications for national safety and 

security, transportation and travel safety, criminal activity 

or policing, emergencies and disasters, family and home 

safety, financial safety, Internet safety, product or 
consumer protection, recreational safety, bullying, school 

safety, and workplace safety, or is not applicable, it 
receives a No or N/ A rating. If a regulatory proposal is 

expected to have minimal impact, it receives a Low 
rating; if it is expected to have some impact, it receives a 
Medium rating; and if it is expected to have a significant 

impact, it receives a High rating. 

No or Low Medium High 

N/A 

o 0 [gJ 0 

If the rating is Low, Medium, or High, describe the expected level of impact: The impact on 

I 
public security is medium as this proposal effectively ensures tapentadol and its analogues are 
available via prescription only due to its abuse potential. A key finding of the RCMP's 2007 

report on the drug situation in Canada, was that traffickers continue to practice diversion from 

domestic sources and international smuggling to acquire black market pharmaceutical products. 
Diverted pharmaceutical trafficking has remained constant for decades. In 2007, synthetic 
opiate prescription drugs continued to be readily available and sought after on the illicit market. 

Wide availability and abuse of oxycodone continued to be a prominent problem in Eastern 
Canada (RCMP, 2007). 
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III 

If a regulatory proposal is expected to have no economic 
impact or implications for business (including 
administrative burden and duplication), consumers, 
competition, jobs, and trade (international and 
interprovincial), or is not applicable, it receives a No or 
NI A rating. If a regulatory proposal is expected to have 
minimal economic impact, it receives a Low rating; if it is 
expected to have some impact, it receives a Medium 
rating; and if it is expected to have a significant impact, it 
receives a High rating. 

No or Low Medium High 
N/A 

o lZl 0 0 

If the rating is Low, Medium, or High, describe the expected level of impact: 

I 
In the United States, there has been some mention of the possibility of the cost of tapentadol 

increasing as a result of the _ 
and practitioners being reluctant to prescribe due 

to elevation in costs. Nevertheless. despite these concerns, ' 

Hence, the expected economic impact is expected to be low. 
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6) Costs and Savings of the Regnlatory Proposal 

Estimate the level of gross costs No or Low 

or savings to government, N/A 
industry, consumers, and 

Canadians as a result of the 

regulatory proposal in CAN 
$0 $0-$10 million 

dollars. Estimate costs or 
PV 

savings either in terms of 

present value (PV) based on a or 
minimum 10-year forecast and 

an 8% discount rate, or $0-$1 million 

III 

Medinm High 

$10-$100 ;::$100 million 

million PV PV 
, 

or or 

$lM-$lO ;::$10 million 

expressed annually. For annual million annual annual 

guidance see the Canadian 
0 0 rg] 0 Cost-Benefit Analysis Guide: 

Regulatory Proposals. Note: 

government costs do not include 

the cost of developing the 

regulatory proposal. 

If the level of impact is Low, Medium, or High, describe the expected level of costs and savings 

(include amounts if available): The level of impact is medium from potentially huge cost savings 
on Government spending on the treatment of addicts and law enforcement and compliance. Cost 

burden associated with illegal drugs in Canada in 2002 was $8.2 billion. Assuming a 

conservative 0.1 % cost of treatment and enforcement related to abuse of opioid pharmaceuticals 

would result in a conservative estimate of$82 million in potential cost savings. SOURCE? 
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7) Public Interest, Stakeholder Support, and Potential Controversy 

If a proposal is not controversial and is universally No or 
supported by all stakeholder groups, or this is not N/A 
applicable, it receives a No or N/A rating. If a regulatory 

[ZJ proposal is expected to cause minimal controversy but is 
generally supported by all key stakeholder groups, 
including lobby groups, it receives a Low rating; if it is 
expected to cause some controversy or is opposed by 
some key stakeholders, it receives a Medium rating; and 
if it is expected to cause significant controversy, is 
opposed by most stakeholders, or faces large opposition, 
it receives a High rating. 

8) Regulatory Coordination and Cooperation 

If a regulatory proposal is expected to have no impact on No or 
regulatory coordination or cooperation, including that N/A 
between federal departments, with other governments in 

[ZJ Canada, and internationally, or is not applicable, it 
receives a No or N/A rating. If a regulatory proposal is 
expected to have minimal impact on regulatory 
coordination or cooperation, it receives a Low rating; if it 
is expected to have some impact, it receives a Medium 
rating; and if it is expected to have a significant impact, it 
receives a High rating, for example, whenever specific 
Canadian requirements are proposed. 

III 

Low Medium High 

D D D 

Low Medium High 

D D D 
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9) International Trade Agreements or Obligations 

If a regulatory proposal is expected to have no impact on 
international trade agreements or obligations, or is not 
applicable, it receives a No or NI A rating. If a regulatory 
proposal is expected to have minimal impact on 
international trade agreements or obligations, it receives a 
Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected to have a 
significant impact, it receives a High rating. 

No or 
N/A 

o 

Low Medium High 

o [8J 0 

If the rating is Low, Medium, or High, describe the expected level of impact: This regulatory 

proposal will have a potential future medium impact on Health Canada meeting its current and 
future international obligations under the UN Single Convention on Narcotic Drugs 1961 as 

amended by the 1972 protocol amending the Single Convention on Narcotic Drugs 1961 only 

once tapentadol is added to the Schedules under the UN Convention. 

10) Legal, Policy or Government Priority, Miscellaneous Amendment Regulations (MARs), 

or other Impact 

If a regulatory proposal is expected to have no legal, No or Low Medium High 
policy, or other impact, or is not applicable, it receives a N/A 
No or N/A rating. If a regulatory proposal is expected to 

[8J 0 0 0 have minimal legal, policy, or other impact, it receives a 
Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected to have 
significant impact, it receives a High rating. MARs are 
usually rated as No or N/ A. 

This regulatory proposal is not a MAR. 

This regulatory amendment was not proposed by the Standing Committee for the Scrutiny of 
Regulations. 
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Section III: Overall Impact 

I .. 

The overall expected level of impact of the No orN/A Low Medium High 
regulatory proposal should be the highest level 

0 0 [8J 0 triggered by any of the questions in Section II. 

Section IV: Submissions Requirements 

Triage Statemeut Requirements 

Low-Impact RIAS Template 

A. If the answer to all Complete the Low-impact RIAS template 
10 questions is No or N/A 

0 or Low Consideration of recommendation for exemption from pre-
publication in Canada Gazette, Part I. 

MediumIHigh-Impact RIAS Template 

B. If the answer to one or Complete the Medium/high-impact RIAS template 
more of the 10 questions 

[8J is Medium or High Consult stakeholders before pre-publication in Canada 
Gazette, Part I. 

C. If all the answers to Qualitative analysis of costs and benefits for each stakeholder 
Questions 1 through 6 are 

0 
is required. 

No or N/A or Low 

D. If the answer to one or Estimate benefits and costs for each stakeholder through cost-
more of Questions 1 

[8J 
benefit analysis, risk assessments, and strategic environmental 

through 6 is Medium and assessment: 
there are no answers that 1. Quantitative costs; 
are High 2. Quantitative benefits if data is available (such as in 

literature reviews, departmental records, benefits 
transfer, consultation, and expert advice); or 

3. Qualitative costs or benefits when 1 or 2 above is not 
possible. 
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E. If the answer to one or 
more of questions I 

D through 6 is High 

F. If the answer to 
Question 8 is either 

D Medium or High 

G. Ifthe answer to 
Question 9 is either 

~ Medium or High 

H. Ifthe answer to one or 
more of Questions 1 

~ through 6 is either 
Medium or High 

Secretariat du Conseil du Tresor 
du Canada 

Estimate benefits and costs for each stakeholder through cost-
benefit analysis, risk assessments and strategic environmental 

assessment: 

1. Quantitative costs 
2. Quantitative benefits 
3. Qualitative costs or benefits when I or 2 is not possible 

Complete the Performance Measurement and Evaluation 
section of the RIAS template and a Performance Measurement 
and Evaluation Plan. 

Report on any cooperation and coordination efforts 
undertaken, including those between federal departments, with 
other governments in Canada, and internationally. When 
specific Canadian requirements are proposed, identify why 
they are warranted by specific Canadian circumstances and 
how they result in the greatest overall benefit to Canadians. 

Report on any efforts to ensure that Canada's international 
obligations are respected in such areas as human rights, health, 
safety, security, international trade, and the environment. 

Complete the Implementation, Enforcement and Service 
Standards section of the RIAS template. 
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The regulatory organization should provide a rationale in writing if the regulatory organization 
wishes to obtain an exemption from RAS on some of the requirements listed above: 

Not applicable - no exemption sought. 

RAS should list any additional requirements for this proposal, such as policy cover, program 

funding, or other information. 

In the case of a MAR, RAS approves the use of the MARs process: 

Yes D No D Not applicable. 

Departmental signoff (Director): Ms. Diane Allan, Director, Office of Controlled 
Substances, Controlled Substances and Tobacco Directorate, HECS Branch, Health 
Canada 

Name and title (print): Mr. Nathan Isotalo, Sr. Policy Analyst 

Date: June 15 th
, 2010 

Name and address of departmental contact person(s): Nathan Isotalo, 123 Slater St., B326 3rd 

Floor, Tel. 613-946-4225 

RAS signoff (analyst): 

Date: 

The regulatory organization should send two signed copies of the final Triage Statement to RAS. 
RAS will then sign the two Triage Statements and return one copy to the regulatory organization. 

Regulatory Affairs Sector 
Treasury Board of Canada Secretariat 
155 Queen Street 
Ottawa ON KIA OR5 
Canada 
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COMMENTARY 

The National Pharmaceuticals Strategy: Rest in peace, 
revive or renew? 

Neil J. MacKinnon PhD MSc, Ivan Ip MBA 

Published at www.cmaj.caon Feb. 3, 2009. 

The fact that one of the main treatment modalities in 
health care - prescription drugs used outside the hospi
tal setting - remains out,>ide the medicare envelope in 

2009 perplexes many clinicians, academics and the general pub
lic. Canada has an overall public health care system, but the lack 
of coverage for prescription drugs is a gaping hole in the system 
with adverse consequences for many Canadians. Moreover, 
Canada lags behind many comparator nations in issues related 
to prescription access and affordability, the quality and safety of 
medication use, and the use of technologies such as 
e-prescribing that would help to improve the system (Table 1 ).'-3 

The National Pharmaceuticals Strategy, part of the federal, 
provincial and tenitorial health accord signed in 2004: was an 
attempt by the participating governments to jointly develop and 
implement drug policy solutions. More specifically, the prime 
minister and premiers directed their health ministers to focus on 
9 specific action items that dealt with issues related to access 
and affordability of medications and the quality and safety of 
the medication-use system (Box 1). Although many solutions 
had been proposed previously, the National Pharmaceuticals 
Strategy - one of the critical social safety net'> - was hailed as 
an important milestone in public policy, which would address 
critical problems related to affordability of pharmacotherapy 
and safety of medication use to achieve good value for money 
and, most importantly, improved health. In 2005, the health 
ministers met, reaffirmed their commitment to the National 
Pharmaceuticals Strategy and added an action item related to 
coverage of expensive mugs for rare diseases. 

Four and a half years after its launch, many people are left 
wondering what happened to the National Pharmaceuticals 
Strategy. On Jan. 30, 2009, the Health Council of Canada, a 
not-for-profit and nongovemment agency funded by the federal 
government that aims to foster accountability and transparency 
of the health care system, relea'>ed 2 repOlts that answered this 
question and provided guidance for the next steps.5.6 The status 
report is a valuable read for those who wish to refresh them
selves on the original commitments and review the progress 
made in fulfilling the promises. The other report, a commentary 
on the National Pharmaceuticals Strategy, offers suggestions 
on how to achieve 4 key elements: catastrophic drug coverage, 
affordability of prescription drugs, patient safety issues related 

r; to better prescribing, and equal access to medications through a 
~ con1mon drug fonnulary. The Health Council of Canada argues 
c: 
.~ that while progress has been made on some of the commit-
-" ments, overall progress has been less than satisfactory and that 
8 
:::; it is time for all stakeholders to renew their cornmitment to the 
S realization of the principles of a national drug policy strategy. 
(3 
Q Limited pr.ogress has been made on a few of the action 

Key points 

• The Nationad>'harm~ceutic~'Is Strategy"is'acomprehensive 
and cOllaborative pan-Canadian approach to address prob-

. Jems relatedto affordability and safety. , .. 
-Two new reports by the Health Council of Canada provide 

insight into.the limited progress achieved to date and . 
offer suggestions on hoW the National PharmaceutiCclls .. 
Strategy may be renewed.... . .,;;';:11 
The original commitments in the National PharmaceutiCals: 
Strategy remain relevant today and the need for. imple-.· 
mentation has increased. 

- The recent announcement by the federal government of 
the creation of the Drug Safety and Effectiveness Network 
is encouraging; however, decentralized de\:ision-making of 
drug policy at the provincial and territorial level continues 
to dominate the drug policy landscape in Canada. 

items in the original National Pharmaceuticals Strategy docu
ment. Although the Cornmon Drug Review was established 
separately, it complements the National Pharmaceuticals 
Strategy's goal of a national common drug formulary. Some 
progress has been made on providing coverage for expensive 
drugs for a few rare diseases, including Fabry disease. Several 
provinces are contributing data to the National Prescription 
Drug Utilization Information System, although the action 
item of analysis of the cost-effectiveness and best practices in 
drug plans remains largely unfulfilled. 

The action item for which there appears to be renewed en
ergy and action is the evaluation of real-world drug safety and 
effectiveness. On Jan. 14, 2009, the federal government an
nounced a commitment of $32 million over 5 years, followed 
by an annual commitment of $10 million thereafter, to create 
the Drug Safety and Effectiveness Network.? The size of this 
commitment compares favourably, for example, with the an
nual budget of the Canadian Patient Safety Institute, which 
addresses all aspects of patient safety. Still, this announce
ment was made by the federal government and not by the 
structure of the National Pharmaceuticals Strategy. Moreover, 
it is odd that there is no mention of how this new network re
lates to Health Canada's proposed progressive licensing 
framework for newly approved pharmaceuticals. 

One could excuse those involved with the National Phar
maceuticals Strategy for not delivering on promises were they 
no longer needed or relevant. Clearly, that is not the case. In-
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deed, we could argue that the need for a national strategy is 
even greater in 2009 than it was in 2004. Total expenditures 
for prescription drugs have increased nearly 37% since 2004, 
from $21.8 billion in 2004 to $29.8 billion in 2008," further 
straining public and private payers. The affordability of pre
scription drugs continues to be a challenge for many Canad
ians. In terms of safety, the Canadian Adverse Events Studt 
was released just before the original National Pharmaceuticals 
Strategy report. Since then, the evidence showing that our 
medication-use system is unsafe has greatly increased. lO Drug
related morbidity is a major contributor to health care use,1l 
and the impact of existing drug policies on clinical and hu
manistic outcomes, such as health status and satisfaction, has 
been inadequately studied. 12 Unfortunately, in 2006, the Na
tional Pharmaceuticals Strategy task force decided that some 
of the action items would take priority over others, and they 
chose not to include 2 items (influencing prescribing behav
iour and e-prescribing) on the priority list. 

It would be incorrect to say that drug policy has been a 
barren wasteland in Canada since 2004. Rather, much has 
happened in recent years, but most of the activity has been at 
the provincial or territorial level, outside the structure of the 
National Pharmaceuticals Strategy. Indeed, legislation or re-

ports related to drug policy in Ontalio, Quebec, British Col
umbia and, most recently, Albelta are all examples of note
worthy initiatives. As a result, the drug policy landscape in 
Canada has been altered from a National Pharmaceuticals 
Strategy to provincial and territorial pharmaceuticals strate
gies. One could argue that this approach is acceptable, given 
that some of commitments of the strategy are being fulfilled, 
albeit on a province-by-province basis. However, the spirit 
and essence of a pan-Canadian approach is that improvements 
in affordability, safety and the overall quality should be avail
able to all Canadians through a nationwide coordinated effort. 

The prevailing approach of decentralized decision-making 
at the provincial and territorial level may tarnish national col
laborations. For exanlple, Ontario's Transparent Drug System 
for Patients Act, which ironically includes nontransparent 
pricing agreements between the province of Ontario and phar
maceutical manufacturers, could affect the credibility of the 
Common Drug Review process. While the Common Drug 
Review recommended that the provinces not provide cover
age for escitalopram (Cipralex) in November 2008, Ontario's 
Committee to Evaluate Drugs decided to provide coverage for 
this drug on the Ontario Drug Benefit Formulary as a general 
benefit based on a "subsequent pricing agreement."J3 

Table 1: International comparisons of pr~~criptl~n drug access, affordability, quality and safety , 

Perspective 

Health care overview' 

Comprehensive national minimum he'alth 
insurance benefits package 

Prescription drugs included as a core b~nent 
Perspective of primary care physidans,''ci/o 

Routinely use electronic prescribin'g of~<" . ,';, 
medications ' , 

Routinely receive alerts or prompts abbdt 
potential problems with drug doses or\;~.: ':~y~;; , 
interactions by use of a computerized sy~emi:, 
Easily generate a list of a patient's medicatioris; 
including prescriptions by other doctors 

Believe that their patients often experience 
difficulty paying for prescriptions 

Practice has a documented process for f6i1ow;Jp: 
and analysis of all adverse events (ihcluding 
adverse drug events) 

Perspective of adults,' % 
.1 ' 

Very confident of receiving the most effective 
drugs 

Perspective of adults With chroniC . 
conditions, % 

Spent $500 or more out of pocket for 5,., . , 
prescriptions in the past year (for those regUlarly 
taking prescriptions)' 

In the past 2 years, did notfill a presc}ipticfnor 
skipped doses because of cost' 

In the past 2 years, was given the'wrong 
medication or wrong dose' 

The New 
Canada Australia Germany Netherlands Zealand 
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United 
Kingdom 

9 

United 
States 

No 

23 

37 

14 
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Box 1: The 9 elements of the Nationilll Pha'rmace~ticcils . 
Strategy 

• Develop, assess and cost oPtionsfo~ cata'~trophj'C' 
pharmaceutical coverage . .: 

• Establish a common national drug'forrr1ulary 
for participating jurisdictions based on safety '" 
and cost-effectiveness ;);, < \~ 

• Accelerate access to breakthrocigh drugs f(jrunrri~t::' 
health needs through improvements to the drug;; , . 
approval process; 

• Strengthen the evaluation of real-)I\Iorld~rug safety 
and effectiveness . . 

• Pursue purchasing strategiesto o'btairi'{he best prices 
for Canadians for drugs and vaccines .• 

• Enhance action to influence thepres~ribing8ehaVioLlr: 
of health care professionals so that drugs are used !:,nly 
when needed and the right drug is used fortheright. 
problem 

• Broaden the practice of e-prescribingthrough .• ':' • 
accelerated development and deployment of ele~tronic 
health records 

• Accelerate access to generic d;'ugs\~nd athieve~ • 
international parity on prices of generic drugs'" 

• Enhance analysis of cost drivers and r .... '< ... _''' ...... ·I>r'ti\f,''n<>c< 

including best practices in drug plan policies 

Renewing the National Phannaceuticals Strategy with a new 
mandate and new structure is the right decision for all stake
holders, but especially for the Canadian public. Specifically, we 
suggest a more effective organizational structure of sufficient 
size, scale and stability. The current structure of a ministerial 
task force may be useful for final policy decision-making, but 
does not seem sufficient to ensure adequate fmancial and politi
cal stability for support staff to make decisions or to achieve 
timely action. Second, there should be a set of clear goals, ob
jectives and principles to guide priority-setting and decision
making. This is especially critical given that the priorities of the 
federal government may not be the same as the priorities of the 
provinces and territories, who are primarily concerned with con
trolling drug expenditures. Several active nationwide initiatives 
could serve as examples for structure and format, including the 
Canadian Strategy for Cancer Control and the Canadian Dia
betes Strategy. Finally, there should be a transparent process for 
monitoring and reporting progress, including tirnclines and on
line quarterly reports made available to all Canadians. 

What we have proposed is a formidable task, one that will 
require considerable political will. Moreover, the current de
centralized decision-making approach will not be easily 
reversed. Those involved in the National Pharmaceuticals 
Strategy deserve praise for the progress made and will require 
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support to see the remaining promises fulfilled. The total cost 
of the strategy has never been clearly defined and is undoubt
edly ma<;sive, an especially difficult barrier given current eco
nomic conditions. However, without such support, the National 
Pharmaceuticals Strategy will remain largely a prescription 
unfilled; yet it is a necessary prescription to achieve a stronger, 
sustainable and more equitable Canadian health system. 

This article has been peer reviewed. 
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Re: Fw: CSS-WG for Review: Tapentadol Doc !~ 
Nathan J Isotalo to: Jocelyn Kula 2010-06-2202:50 PM 
Cc: Denis Arsenault 

Not a problem. 

Jocelyn Kula/HC-SC/GC/CA 

Jocelyn KulalHC-SC/GC/CA 

2010-06-22 02:42 PM To Nathan J Isotalo/HC-SC/GC/CA@HWC 

cc Denis Arsenault 

Subject Fw: CSS-WG for Review: Tapentadol Doc 

Just to be clear, there is no need for you to have documentation prepared for this meeting. It is a 
preliminary discussion about the substance and perhaps where we can suggest the options we are 
considering. In this regard, if you want to share a draft triage questionnaire or a list of options you may 
have come up with for the scheduling lAS, that is fine, but I will want to review and approve BEFORE they 
are circulated (or table-dropped) to the WG. 

Happy to discuss 
Jocelyn 

Jocelyn Kula 
Managerl Gestionnaire 
Policy and Regulatory Affairs Divisionl Division des politiques et affaires reglementaires 
Office of Controlled Substancesl Bureau des substances contrOIE~es 
Healthy Environments and Consumer Safety Branchl Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canadal Sante Canada 
Tel: (613) 946-0125 Fax: (613) 946-4224 
-- Forwarded by Jocelyn Kula/HC-SC/GC/CA on Q01 0-06-22 02:40 PM -

Hi Tiffany 

Jocelyn Kula/HC-SC/GC/CA 
2010-06-2202:31 PM To Tiffany Thornton/HC-SC/GC/CA 

cc Nathan J Isotalo/HC-SC/GC/CA@HWC 

Subject Fw: CSS-WG for Review: Tapentadol Doc 

Can you pis invite Nathan J Isotalo (new analyst in my division and who is going to do the tapentadol 
scheduling assessment) and Dr Cathy Petersen and Kimby Barton from BCANSITPD to the next CSS WG 
meeting. Cathy is aware that an invite is on its way, unless of course you have decided that you want Eric 
Ormsby (as the permanent TPD rep) to nominate the TPD attendees? Just that Kimby is the director of 
BCANS and Cathy Petersen is the head of the division responsible for all CNS drugs and so logically, they 
are the two people from TPD most appropriate to attend. 
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Thx 
Jocelyn 

Jocelyn Kula 
Managerl Gestionnaire 
Policy and Regulatory Affairs Divisionl Division des politiques et affaires reglementaires 
Office of Controlled Substancesl Bureau des substances controlees 
Healthy Environments and Consumer Safety Branchl Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canadal Sante Canada 
Tel: (613) 946-0125 Fax: (613) 946-4224 
- Forwarded by Jocelyn Kula/HC-SC/GC/CA on 2010-06-22 02:27 PM--

Tiffany 
ThomtonIHC-SC/GC/CA 

2010-06-22 10:57 AM 
To Bruna Brands/HC-SC/GC/CA@HWC, Colette 

Strnad/HC-SC/GC/CA@HWC, Collin 
Pinto/HC-SC/GC/CA@HWC, Dina 
Aly/HC-SC/GC/CA@HWC, Hanan 
Abramovici/HC-SC/GC/CA@HWC, Jocelyn 
Kula/HC-SC/GC/CA@HWC, Robin 
Marles/HC-SC/GC/CA@HWC, Suzanne 
Desjardins/HC-SC/GC/CA@HWC, Tanja 
KalajdzidHC-SC/GC/CA@HWC, Tiana 
Branch/HC-SC/GC/CA@HWC 

cc Laura Cooney/HC-SC/GC/CA@HWC 

Subject CSS-WG for Review: Tapentadol Doc 

Please review the following documents on Tapentadol prior to the next CSS-WG meeting. 
Tiffany 

[attachment "Cover of J-O Package. pdf' deleted by Jocelyn Kula/HC-SC/GC/CAJ [attachment "Abuse 
Liability Assessment from J-O.pdf' deleted by Jocelyn Kula/HC-SC/GC/CAJ [attachment "US 
Federal Register Item from J-O.pdf' deleted by Jocelyn Kula/HC-SC/GC/CAJ 
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Record of Contact Janssen-Ortho Regulatory Affairs 

Date of Contact: 06 18/10 Date of Report: 06/23/10 

Health Authority/Division: Product: 

OCS,CSTD 

CNSD, BCANS, TPD 

Health Authority Contact: 
Name: Sonia Lindblad 

Health Authority Attendee(s): C)&C . 
CSTD: lJ 

Name: Ms. Cathy Sabiston tL.J-L u,,-cJ~ 
Title: Director General, CSTC[ __ .....:=--:::..:..:~_.f:-..:..-___ :..:........:-_________ "1 

Name: Ms. Diane Allen 
Title: Director, OCS 

Name: Ms. Jocelyn Kula ~ . ~ k-cld V~ i d\.,. ~ I 
Title: Manager, Policy and Regll-__ \....:..:,,~ ...... ,,;";':'1"::::: ,::::..:..(...:..: _. ~~ .l:O"'·-_l;..;:.-:~:-..:..._ . .:::. -:-At-A~ .~--;--/-'1 
Affairs Division v " \ LA. ~ -T't) ) ~ \. ~ _ _ 

C~ :fc {'~~. I Name: Mr. Nathan Isotalo 
Title: Senior Policy Analyst 

TPD: 
Name: Dr. Cathy Petersen 
Title: Manager, CNSD 

Name: Dr. Lisa Kelly 
Title: Assessment Officer, CNS:C 

Sub.iect: 

The meeting with Health Canada to 

Building, 123 Slater Street, Ottawa. 

l 
,-----

The following is a record of the meeting: 

( I 
? ! 't1 I 
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Record of Contact 

Date of Contact: 06 18/10 

Health AuthoritylDivision: 

OCS, CSTD 

CNSD, BCANS, TPD 

Health Authority Contact: 
Name: Sonia Lindblad 

Health Authority Attendee(s): 
CSTD: 
Name: Ms. Cathy Sabiston 
Title: Director General, CSTCD 

Name: Ms. Diane Allen 
Title: Director,OCS 

Name: Ms. Jocelyn Kula 
Title: Manager, Policy and Regulatory 
Affairs Division 

Name: Mr. Nathan Isotalo 
Title: Senior Policy Analyst 

TPD: 
Name: Dr. Cathy Petersen 
Title: Manager, CNSD 

Name: Dr. Lisa Kelly 
Title: Assessment Officer, CNSD 

Subject: 

-1I.111.l!llII ___ "_ 

Janssen-Ortho Regulatory Affairs 

Date of Report: 06/23/10 

Product: 

Prepared by: 
Name: 
Title: 
Company Attendee(s): 
Name: 
Title: 

Name: 
Title: 

Name: 
Title: 

Name: 
Title: 

--_ .. ----------============= 
The meeting with Health Canada took place on Friday, June18, 2010, 1-2 PM at MacDonald 
Building, 123 Slater Street, Ottawa. 

The following is a record of the meeting: 

• 

• 

\\JOICATOFPSO 1 \HomeH$\ewang\20 1 0 0618 ROC.doc 6/2412010 
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• 

• 

• 

• 

• 

• 
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Re: Tapentadol Triage Statement '} 
Nathan J Isotalo to: Denis Arsenault 

Hi Denis 

2010-06-2312:20 PM 

I reviewed, made some additions, accepted and rejected some of your comments and edits and have 
flipped to Daniel for his commentsl input prior to sending to Jocelyn. Nathan. 

Denis ArsenaultlHC-SC/GC/CA 

Denis 
ArsenaultlHC-SC/GC/CA 

2010-06-18 12:56 PM 

To Nathan J Isotalo/HC-SC/GC/CA@HWC 

cc 

Subject Tapentadol Triage Statement 

Hi Nathan, 

As discussed, attached is a revised version of the Triage Statement. Once you have reviewed and 
adjusted as necessary (e.g. data on economic impact, feel free to share with Daniel). 

Tapentadol Triage Statement (DA Revised).rtf 

Denis 

Denis Arsenault 
Policy and Regulatory Affairs Division I Division des politiques et affaires reglementaires, 
Office of Controlled Substances I Bureau des substances contr6lees, 
Health Canada I Sante Canada 
TelITel: (613) 957-6828 
Fax I Telecopieur: (613) 946-0125 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 
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Secretariat du Conseil du Tresor 
du Canada 

Triage Statement Form 

Section I: Overview 

Date received by RAS: June 21, 2010 

Security classification 

Protected B 

Title of the Regulatory Proposal: Addition of Tapentadol, its analogues to Schedule I of the 
Controlled Drugs and Substances Act and the Schedule of the Narcotic Control Regulations. 

Spousoriug Regulatory Organization(s): Health Canada 

Statutory Authority: Controlled Drugs and Substances Act (CDSA) 

Approximate date of submission of regulatory proposal to RAS: September 1,2010 

Issue 

... -{ Formatted 

,,/{ Deleted: , 

"-

Marketed intemationallx.-':l!1:9:~!.~~~m___ -''-
trade name of NUCYNTA ®, two formulations oftapentadol have been developed including an "",,

immediate release OR) tablet for the relief of acute pain and • 
In the United States, a New Drug Application for a prolonged release 

(PR) formulation of the NUCYNT A ® tablet was also recently submitted for approval to the _ 

Food and Drug Administration .• __ m __ m __________________ n ______ m ______ m _____________________________________________ // 

have a history of abusive use when found as components of over-the
counter prescription drugs. Tapentadol, including its isomers, esters, ethers, salts and salts of 

isomers, esters and ethers, whenever the existence of such isomers, esters, ethers and salts is 

Canada 

000215 

s.20(1)(b) 



.+. Treasury Board of Canada 
Secretariat 

possible, would classify into the 

Secretariat du Conseil du Tresor 
du Canada s.20(1)(b) 

, Deleted: results of a 2008 Phase 
/ 3 study identified 

In the United States, the results of a 2008 Phase 3 study of the U.S, Food and Drug /'/{ Deleted: as 

Administration (FDA) concluded that,J~1?~11~_~9:9}J~~-I~}}_~X~_~_c:~~~_R':l#~_~l?-_i}_~_9Xf~_r~l1_gn_n ________ mi~:----{>=D~e~let~ed=: ~in~g ====~ 
favourable gastrointestinal tolerability~~~~n~~9:~_~ff~_C:!~ __ ~~C:~_~~_l1.l!~~~~J_X~_~~~~Eg_':lE9: _____ . __ m __ ~------
constipation when compared to similar opioid.2rng~:_ mn~<:::,-

\<:, 

\ 
'I ",, 
\t 

While not yet approved for sale in Canada, \\ 

\\ ,,' 

\\ 
'" I 

,\.\\ \'.{ 
Once scheduled, only licensed dealers oftapentadol or its analogues will be able to carry out the \\\\, \ 
specific activities in their dealer's license for the specified tapentadol or analogue and only those\\,( 

licensed deale~_l?-_~X~l1_K !~e: E~c:~~~~ryJ~~E1.l~~~ _~~_ ~~R~t:1: _~~~ ~_~ _e~R9!1: :tJ?~l1l:~.l!Y: _~~ _~~: _l:!~~~~~~,_ __'-( 
handling by phannacists and practitioners will be restricted to the conditions specified under the """ f 

l!f!.rf:9.!!~_c.C!n!,:C!Z~~~~laH-,?!?~JJ;j~_I!·J:. ____________ m __ n _______________________ .. ______ n _________________________ .. ____ m_,_ ""t~el;ted:' ··l 
'<::,--{ Formatted: Font: Italic 1 

"f Deleted: CDSA. ) 

Canada 
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Objectives 

Secretariat du Conseil du Tresor 
du Canada 

I~ 

Health Canada's objective is to ensure that tapentadol and any related analogues having potential 

abuse potential are .flclclecl!~$c;he.c.ll:l~e.~gft1:J.e.(:P$4H<:l1lc.lthe.$c;he.cl\lle.(se.c;!~<?1l2(mH()fthe.HHH - - --1 ~~~~=! ?:~~:;~~~l~o~ter 
Narcotic Control Regulations (NCR). This will restrict the availability of therapeutic products L!'~~.s.~!'!~~:':_~~~?X~~~~.~t~:I? .... 
containing tapentadol~o_Jh<?~~j)_<?~_~()E~_~~!~()Jj_~e.c.l~<?_cl() __ ~()_~llcle.~~e._~Q~l_~cl_!!~!?::_Ih!~ ___________ <------ De:~! o~i:related ( 

objective aligns with the Office of Controlled Substances' ongoing activities to ensure that """'f ::Ieted:s:nl~ cesornarCOlCS 

substances having a strong potential for diversion and~~e._~e._~~c;_!e.cl.f~~_ll_~e._jE_R~e._~c;E~P_!(()ll_~_gs.__________ Deleted: abuse in over-the-

only. This regulatory proposal, 'Yill ill1p{)se!ep{)rtillg"sec.ll~ty, ~toEage, lic.e11s,e 11l1clpe1111it ' ___ ' ' (.':":'~t:~.~::~~~~~~~ .. ~'..":~~_ .. _ ...... __ , 
requirements for therapeutic products containing tapentadol and analogue medications. "I Deleted: only addresses the risk 

Description 

to Canadians oftapentadol over-
i the-counter prescription drugs and 
i not any future prescriptive use of 
I tapentadol or its analogues d \,. ............ _._-_. , ___ .H. H._.H •... H·_·H·H·H ....... _ .... _. 

~ __ -, ___ -,,- _______________ -------- __ -, ,~ll __ y- ------ ___________ -.c,- - - - -. 

consideration of the risks posed to Canadians as well aSlegulatory actions taken by other "-'" 
countrie~ __ m ___ m _________ mm _____ mm __ mm ___ mm_::::::: "'l Deleted: and former 

Health Canada's intent is to include tapentadol and any of its related analogues on Schedule I of ';-<,:,:,'~: 
the CDSA and the Schedule (section 2(1)) of the NCR. Health Canada has decided to expand the 

scope to include any analogues to ensure that all related tapentadol analgesics are., 0 l1ly founcl ill. 

prescription drugs"n __________ , ______________________________ m ____________________ n_m ______ mm _____ m _______ n ___________ _ 

To schedule the following: 

Tapentadol (Phenol, 3-[(1R,2R)-3-( dimethyl amino )-1-ethyl-2-methylpropyl]-) 

Tapentadol HCL (Phenol hydrochloride, 3-[(1R,2R)-3-(dimethylamino)-1-ethyl-2-
methylpropyl]-) 

Tapentadol related analogues (its isomers, esters, ethers, salts and salts of isomers, esters and 
ethers, whenever the existence of such isomers, esters, ethers and salts is possible) 

Canada 
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1+1 Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

Section II: Expected Levels of Impact 

(Maximum 1 pagefor each question) 

To rate the level of impact, check either No or N/A (no or not applicable), Low, Medium, or High. 

1) Health and Safety 

If a regulatory proposal is expected to have no impact on 
human, animal, or plant health or safety, or is not 
applicable, it receives a No or N/A rating. If a regulatory 
proposal is expected to have minimal impact, it receives a 
Low rating; ifit is expected to have some impact, such as 
reducing the delay or the need for medical attention or 
hospitalization, it receives a Medium rating; and if it is 
expected to have a significant impact, such as mortality, it 
receives a High rating. 

No or Low Medium High 
N/A 

o o o 

If the rating is Low, Medium, or High, describe the expected level of impact: 

The impact of this regulatory proposal on human health and safety is medium as the scheduling 

of tapentadol, its analogues (isomers, esters, ethers, salts and salts of isomers, esters and ethers 

whenever the existence of such isomers, esters, ethers and salts is possible) will mitigate the 
street-abuse potential by ensuring that the these substances are only found in prescription 

drugs. Accessibility to . 

containing prescriptions will only be allowed through prescription only, benefiting users 
from its more favorable GI tract tolerability. 

A notable finding from the Canadian Alcohol and Drug Use Monitoring Survey (CADMUS) 

2008 is that more than ~ Canadians (28.4%) aged 15 years and older indicated use of an opioid 
pain reliever, a stimulant, a sedative or tranquilizer in 2008, with 0.6% of these respondents 
indicating the use o(such pharmacological products to get a high. The latter is believed to be an 

underestimate. (Health Canada, 2008). 

Elsewhere, it was reported that out of these categories of pharmaceuticals, opioid pain relievers 

were the most commonly used. About one in five (21.6%) 0 the respondents reported use of 

opioid pain relievers in the 12 months precedin . ~~~1~s{r. 'ol~lfp' 
i!!~m~faol;.~ltfd9"i}t;~~t[ i~{~.6 Q~f~mondi~fLjX~~;o 
pop'liat{ait,r~por!~a us{Jg t .t~f:: I. 

Canada 
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Secretariat du Conseil du Tresor 
du Canada 

2) Environment 

If a regulatory proposal is expected to have no impact on 
the environment, or is not applicable, it receives a No or 
NI A rating. If a regulatory proposal is expected to have 
minimal impact, it receives a Low rating; if it is expected 
to have some impact, it receives a Medium rating; and if 
it is expected to have a significant impact, such as 
damaging a sensitive ecosystem or protecting it from 
irreversible harm or damage, it receives a High rating. A 
preliminary review based on The Cabinet Directive on the 

Environmental Assessment of Policy, Plan and Program 

Proposals will assist in providing a basis for the rating. 

3) Society and Culture 

If a regulatory proposal is expected to have no social 
impact or implications for people's way oflife, culture, 
community, political systems, well-being, personal and 
property rights, fears and aspirations, or ethical concerns, 
or is not applicable, it receives a No or N/A rating. If a 
regulatory proposal is expected to have minimal impact, it 
receives a Low rating; if it is expected to have some 
impact, it receives a Medium rating; if it is expected to 
have a significant impact, it receives a High rating. 
Special consideration should be given to vulnerable social 
and economic groups, such as Aboriginal peoples, official
language minorities, lower income Canadians, recent 
immigrants, and groups affected on the basis of age, 
gender, race, or culture. 

No or Low Medium High 
N/A 

[8J D D D 

No or Low Medium High 
N/A 

D [8J D D 

If the rating is Low, Medium, or High, describe the expected level of impact: The rating is low as 

those patients requiring mu-opioid analgesic medication with less severe adverse health effects 

I 
on the gastrointestinal tract will have access to NUCYNTA CR ™ via prescription once 
approved for marketi!Jg in Canada. As it is not yet ae,proved for sale in Canada, impact of 

Scheduling will be low as it is believed that the existent current abuse levels in Canada related to 
tapentadol are low. 

Canada 
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4) Public Security 

If a regulatory proposal is expected to have no impact on 
public security or no implications for national safety and 
security, transportation and travel safety, criminal activity 
or policing, emergencies and disasters, family and home 
safety, financial safety, Internet safety, product or 
consumer protection, recreational safety, bullying, school 
safety, and workplace safety, or is not applicable, it 
receives a No or N/A rating. Ifa regulatory proposal is 
expected to have minimal impact, it receives a Low 
rating; if it is expected to have some impact, it receives a 
Medium rating; and if it is expected to have a significant 
impact, it receives a High rating. 

No or Low Medium High 
N/A 

D D ~ D 

If the rating is Low, Medium, or High, describe the expected level of impact: The impact on 

I 
public security is medium as this proposal effectively ensures tapentadol and its analogues are 

available via prescription only due to its abuse potential. A key finding of the RCMP 's 2007 

report on the drug situation in Canada, was that traffickers continue to practice diversion from 

domestic sources and international smuggling to acquire black market pharmaceutical products. 

Diverted pharmaceutical trafficking has remained constant for decades. In 2007, synthetic 

opiate prescription drugs continued to be readily available and sought after on the illicit market. 
Wide availability and abuse of oxycodone continued to be a prominent problem in Eastern 
Canada (RCMP, 2007). 

Canada 
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5) Economy 

If a regulatory proposal is expected to have no economic 
impact or implications for business (including 
administrative burden and duplication), consumers, 
competition, jobs, and trade (international and 
interprovincial), or is not applicable, it receives a No or 
NI A rating. If a regulatory proposal is expected to have 
minimal economic impact, it receives a Low rating; if it is 
expected to have some impact, it receives a Medium 
rating; and if it is expected to have a significant impact, it 
receives a High rating. 

No or Low Medium High 
N/A 

o ~ 0 0 

If the rating is Low, Medium, or High, describe the expected level of impact: 

I 
In the United States, there has been some mention of the possibility of the cost of tapentadol 
increasing as a result of the 

III 

and practitioners being reluctant to prescribe due 
to elevation in costs. Nevertheless, despite these concerns, 

Hence, the expected economic impact is expected to be low. 

Canada 
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6) Costs and Savings of the Regulatory Proposal 

Estimate the level of gross costs No or Low 
or savings to government, N/A 

industry, consumers, and 
Canadians as a result of the 
regulatory proposal in CAN 

$0 $0-$10 million 
dollars. Estimate costs or 

PV 
savings either in terms of 

present value (PV) based on a or 
minimum lO-year forecast and 
an 8% discount rate, or $0-$1 million 

Medium High 

$10-$100 ;::$100 million 

million PV PV 

or or 

$ IM-$ 10 ;::$10 million 

expressed annually. For annual million annual annual 

guidance see the Canadian 
0 0 cg] 0 Cost-Benefit AnalysiS Guide: 

Regulatory Proposals. Note: 

government costs do not include 
the cost of develqping the 

regulatory proposal. 

if the level of impact is Low, Medium, or High, describe the expected level of costs and savings 

(include amounts if available): The level of impact is medium from potentially huge cost savings 
on Government spending on the treatment of addicts and law enforcement and compliance. Cost 
burden associated with illegal drugs in Canada in 2002 was $8.2 billion. Assuming a 

conservative 0.1 % cost of treatment and enforcement related to abuse of opioid pharmaceuticals 
would result in a conservative estimate of $82 million in potential cost savings. SOURCE? 

Canada 
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7) Public Interest, Stakeholder Support, and Potential Controversy 

If a proposal is not controversial and is universally No or 
supported by all stakeholder groups, or this is not N/A 
applicable, it receives a No or N/A rating. If a regulatory 

[g] proposal is expected to cause minimal controversy but is 
generally supported by all key stakeholder groups, 
including lobby groups, it receives a Low rating; if it is, 
expected to cause some controversy or is opposed by 
some key stakeholders, it receives a Medium rating; and 
if it is expected to cause significant controversy, is 
opposed by most stakeholders, or faces large opposition, 
it receives a High rating. 

8) Regulatory Coordination and Cooperation 

If a regulatory proposal is expected to have no impact on No or 
regulatory coordination or cooperation, including that N/A 
between federal departments, with other governments in 

[g] Canada, and internationally, or is not applicable, it 
receives a No or N/A rating. If a regulatory proposal is 
expected to have minimal impact on regulatory 
coordination or cooperation, it receives a Low rating; if it 
is expected to have some impact, it receives a Medium 
rating; and if it is expected to have a significant impact, it 
receives a High rating, for example, whenever specific 
Canadian requirements are proposed. 

Low Medium High 

0 0 0 

Low Medium High 

0 0 0 

Canada 
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9) International Trade Agreements or Obligations 

If a regulatory proposal is expected to have no impact on 
international trade agreements or obligations, or is not 
applicable, it receives a No or N/A rating. If a regulatory 
proposal is expected to have minimal impact on 
international trade agreements or obligations, it receives a 
Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected to have a 
significant impact, it receives a High rating. 

No or 
N/A 

o 

Low Medium High 

o !Sl 0 

If the rating is Low, Medium, or High, describe the expected level of impact: This regulatory 

proposal will have a potential future medium impact on Health Canada meeting its current and 

future international obligations under the UN Single Convention on Narcotic Drugs 1961 as 

amended by the 1972 protocol amending the Single Convention on Narcotic Drugs 1961 only 

once tapentadol is added to the Schedules under the UN Convention. 

10) Legal, Policy or Government Priority, Miscellaneous Amendment Regulations (MARs), 

or other Impact 

If a regulatory proposal is expected to have no legal, No or Low Medium High 
policy, or other impact, or is not applicable, it receives a N/A 
No or NI A rating. If a regulatory proposal is expected to 

!Sl 0 0 0 have minimal legal, policy, or other impact, it receives a 
Low rating; ifit is expected to have some impact, it 
receives a Medium rating; and if it is expected to have 
significant impact, it receives a High rating. MARs are 
usually rated as No or NI A. 

This regulatory proposal is not a MAR. 

This regulatory amendment was not proposed by the Standing Committee for the Scrutiny of 
Regulations. 

Canada 
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Section III: Overall Impact 

The overall expected level of impact of the NoorN/A Low Medium High 
regulatory proposal should be the highest level 

0 0 ~ 0 triggered by any of the questions in Section II. 

Section IV: Submissions Requirements 

Triage Statement Requirements 

Low-Impact RIAS Template 

A. If the answer to all Complete the Low-impact RIAS template 
10 questions is No or NI A 

0 
. 

or Low Consideration of recommendation for exemption from pre-
publication in Canada Gazette, Part I. 

MediumIHigh-Impact RIAS Template 

B. Ifthe answer to one or Complete the Medium/high-impact RIAS template 
more ofthe 10 questions 

~ is Medium or High Consult stakeholders before pre-publication in Canada 

Gazette, Part I. 

C. If all the answers to Qualitative analysis of costs and benefits for each stakeholder 
Questions 1 through 6 are 

0 
is required. 

No orN/A or Low 

D. If the answer to one or Estimate benefits and costs for each stakeholder through cost-
more of Questions 1 

~ 
benefit analysis, risk assessments, and strategic environmental 

through 6 is Medium and assessment: 
there are no answers that 1. Quantitative costs; 
are High 2. Quantitative benefits if data is available (such as in 

literature reviews, departmental records, benefits 
transfer, consultation, and expert advice); or 

3. Qualitative costs or benefits when 1 or 2 above is not 
possible. 

Canada 
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E. If the answer to one or 
more of questions 1 

D through 6 is High 

F. If the answer to 
Question 8 is either 

D Medium or High 

G. Ifthe answer to 
Question 9 is either 

~ Medium or High 

H. If the answer to one or 
more of Questions 1 

~ through 6 is either 
Medium or High 

Secretariat du Conseil du Tresor 
du Canada 

Estimate benefits and costs for each stakeholder through cost-
benefit analysis, risk assessments and strategic environmental 
assessment: 

1. Quantitative costs 
2. Quantitative benefits 
3. Qualitative costs or benefits when 1 or 2 is not possible 

Complete the Performance Measurement and Evaluation 
section of the RIAS template and a Performance Measurement 

and Evaluation Plan. 

Report on any cooperation and coordination efforts 
undertaken, including those between federal departments, with 
other governments in Canada, and internationally. When 
specific Canadian requirements are proposed, identify why 

they are warranted by specific Canadian circumstances and 
how they result in the greatest overall benefit to Canadians. 

Report on any efforts to ensure that Canada's international 
obligations are respected in such areas as human rights, health, 
safety, security, international trade, and the environment. 

Complete the Implementation, Enforcement and Service 
Standards section of the RIAS template. 

Canada 
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The regulatory organization should provide a rationale in writing if the regulatory organization 

wishes to obtain an exemption from RAS on some of the requirements listed above: 

Not applicable - no exemption sought. 

RAS should list any additional requirements for this proposal, such as policy cover, program 
funding, or other information. 

In the case of a MAR, RAS approves the use of the MARs process: 

Yes D No D Not applicable. 

Departmental signoff (Director): Ms. Diane Allan, Director, Office of Controlled 
Substances, Controlled Substances and Tobacco Directorate, HECS Branch, Health 
Canada . 
Name and title (print): Mr. Nathan Isotalo, Sr. Policy Analyst 

Date: June 15th
, 2010 

Name and address of departmental contact person(s): Nathan Isotalo, 123 Slater St., B326 3rd 
Floor, Tel. 613-946-4225 

RAS signoff (analyst): 

Date: 

The regulatory organization should send two signed copies of the final Triage Statement to RAS. 
RAS will then sign the two Triage Statements and return one copy to the regulatory organization. 

Regulatory Affairs Sector 
Treasury Board of Canada Secretariat 
155 Queen Street 
Ottawa ON KIA OR5 
Canada 

Canada 
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re: tapentadol triage 
Nathan J Isotalo to: Daniel Galarneau 2010-06-2311 :12 AM 

-~-----~--------- - -
Bonjour, Daniel; 

si vous pourriez lire et ajoutez vos commentaires et inclusions au triage au sujet de tapentadol, pour Ie fin 
du lundi pour que je puisse faire mes revisions a propos de vos inclusions commentaires avant que je 
I'envoie a Jocelyn ce sera bien apprecier. 

Tapentadot Triage Staternert 201().{}6-23.rtf 

Merci. 

Nathan Isotalo 
Senior analyst politiques 
Division des politiques et des affaires reglementaires 
Bureau des substances contr61ees 
Direction des substances contr61ees et de la lutte au tabagisme 
Direction generale, sante environnementale et securite des consommateurs 

B326, 123 Slater Street, AL3503A Ottawa ON K1A OK9 
Telephone: 613-946-4225 Telecopieur: 613-946-4224 
Courriel: nathan.j.isotalo@hc-sc.gc.ca 
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re: triage 
Nathan J Isotalo to: Daniel Galarneau 2010-06-23 02:35 PM 

HI Daniel, 

In regards to the triage, I have found another cohort study whose findings we may wish to add. I can share 
this data post your review. Nathan. 
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Record of Contact 

Date of Contact: 0618/10 

Health AuthoritylDivision: 

OCS, CSTD 

CNSD, BCANS, TPD 

Health Authority Contact: 
Name: Sonia Lindblad 

Health Authority Attendee(s): 
CSTD: 
Name: Ms. Cathy Sabiston 
Title: Director General, CSTCD 

Name: Ms. Diane AllWJ: 
Title: Director, OCS 

Name: Ms. Jocelyn Kula 
Title: Manager, Policy and Regulatory 
Affairs Division 

Name: Mr. Nathan Isotalo 
Title: Senior Policy Analyst 

TPD: 
Name: Dr. Cathy Petersen 
Title: Manager, CNSD 

Name: Dr. Lisa Kelly 
Title: Assessment Officer, CNSD 

Subject: 

Janssen-Ortho Regulatory Affairs 

Date of Report: 06/23/10 
..--=---

Product: 

Prepared by: 
Name: 
Title: 

Company Attendee(s): 
Name: 
Title: 

Name: 
·······TitIe: 

Name: 
Title: 

Name: 
Title: 

The meeting with Health Canada took place on Friday, June 18, 2010, 1-2 PM at MacDonald 

Building, 123 Slater Street, Ottawa. 

The following is a record of the meeting: 
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Record of Contact 

Date of Contact: 06 18/10 

Health Authority/Division: 

OCS, CSTD 

CNSD, BCANS, TPD 

Health Authority Contact: 
Name: Sonia Lindblad 

Health Authority Attendee(s): 
CSTD: 
Name: Ms. Cathy Sabiston 
Title: Director General, CSTCD 

Name: Ms. Diane Allen 
Title: Director, OCS 

Name: Ms. Jocelyn Kula 
Title: Manager, Policy and Regulatory 
Affairs Division 

Name: Mr. Nathan Isotalo 
Title: Senior Policy Analyst 

TPD: 
Name: Dr. Cathy Petersen 
Title: Manager, CNSD 

Name: Dr. Lisa Kelly 
Title: Assessment Officer, CNSD 

Subject: 

Janssen-Ortho Regulatory Affairs 

Date of Report: 06/23/10 

Product: 

Prepared by: 
Name: 
Title: 

Company Attendee(s): 
Name: 
Title: 

Name: 
Title: 

Name: 
Title: 

Name: 
Title: 

The meeting with Health Canada took place on Friday, June 18, 2010, 1-2 PM at MacDonald 

Building, 123 Slater Street, Ottawa. 

The following is a record of the meeting: 
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Record of Contact 

Date of Contact: 0618/10 

Health Authority/Division: 

OCS, CSTD 

CNSD, BCANS, TPD 

Health Authority Contact: 
Name: Sonia Lindblad 

Health Authority Attendee(s): 
CSTD: 
Name: Ms. Cathy Sabiston 
Title: Director General, CSTCD 

Name: Ms. Diane Allen 
Title: Director,OCS 

Name: Ms. Jocelyn Kula 
Title: Manager, Policy and Regulatory 
Affairs Division 

Name: Mr. Nathan 1sotalo 
Title: Senior Policy Analyst 

TPD: 
Name: Dr. Cathy Petersen 
Title: Manager, CNSD 

Name: Dr. Lisa Kelly 
Title: Assessment Officer, CNSD 

Subject: 

Janssen-Ortho Regulatory Affairs 

Date of Report: 06/23/10 

Product: 

Prepared by: 
Name: 
Title: 

Company Attendee(s): 
Name: 
Title: 

Name: 
Title: 

Name: 
Title: 

Name: 
Title: 

The meeting with Health Canada took place on Friday, June 18, 2010, 1-2 PM at MacDonald 

Building, 123 Slater Street, Ottawa. 

The following is a record of the meeting: 
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Record of Contact 

Date of Contact: 06 18/10 

Health Authority/Division: 

OCS,CSTD 

CNSD, BCANS, TPD 

Health Authority Contact: 
Name: Sonia Lindblad 

Health Authority Attendee(s): 
CSTD: 
Name: Ms. Cathy Sabiston 
Title: Director General, CSTCD 

Name: Ms. Diane Allan 
Title: Director, OCS 

Name: Ms. Jocelyn Kula 
Title: Manager, Policy and Regulatory 
Affairs Division 

Name: Mr. Nathan Isotalo 
Title: Senior Policy Analyst 

TPD: 
Name: Dr. Cathy Petersen 
Title: Manager, CNSD 

Name: Dr. Lisa Kelly 
Title: Assessment Officer, CNSD 

Subject: 

J anssen-Ortho Regulatory Affairs 

Date of Report: 06/23/10 

Product: 

Prepared bv: 
Name: 
Title: 

Company Attendee(s): 
Name: 
Title: 

Name: 
Title: 

Name: 
Title: 

Name: 
Title: 

The meeting with Health Canada took place on Friday, Iune18, 2010, 1-2 PM at MacDonald 

Building, 123 Slater Street, Ottawa. 

The following is a record of the meeting: 
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Record of Contact J anssen-Ortho Regulatory Affairs 

Date of Contact: 06 18/10 

Health Authority/Division: 

OCS, CSTD 

CNSD, BCANS, TPD 

Health Authority Contact: 
Name: Sonia Lindblad 

Health Authority Attendee(s): 
CSTD: 
Name: Ms. Cathy Sabiston 
Title: Director General, CSTCD 

Name: Ms. Diane All-Wl. 
Title: Director, OCS 

Name: Ms. Jocelyn Kula 

Date of Report: 06/23/10 

Product: 

Prepared by: 
Name: 
Title: 

Company Attendee(s): 
Name: 
Title: 

Name: 
················TitIe:· 

Title: Manager, Policy and Regulatory 
Affairs Division 

Name: 
Title: 

Name: Mr. Nathan Isotalo 
Title: Senior Policy Analyst 

TPD: 
Name: Dr. Cathy Petersen 
Title: Manager, CNSD 

Name: Dr. Lisa Kelly 
Title: Assessment Officer, CNSD 

Name: 
Title: 

Subject: Tapentadol scheduling under the CDSA 

The meeting with Health Canada took place on Friday, June18, 2010,1-2 PM at MacDonald 

Building, 123 Slater Street, Ottawa. 

The following is a record of the meeting: 
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Triage Statement Form 

Section I: Overview 

Date received by RAS: June 21, 2010 

s.20(1)(b) 

Security classification 

Protected B 

Title of the Regulatory Proposal: Addition of Tapentadol, its analogues to Schedule I of the 
Controlled Drugs and Substances Act and the Schedule of the Narcotic Control Regulations. 

Sponsoring Regulatory Organization(s): Health Canada 

Statutory Authority: Controlled Drugs and Substances Act (CDSA) 

Approximate date of submission of regulatory proposal to RAS: September 1, 2010 

Issue 

Marketed internationally under the 
trade name ofNUCYNTA ®, two formulations oftapentadol have been developed including an 
immediate release (IR) tablet for the relief of acute pain and 

In the United States, a New Drug Application for a prolonged release 
CPR) formulation of the NUCYNTA ® tablet was also recently submitted for approval to the 
Food and Drug Administration. 

have a history of abusive use when found as components of over-the
counter prescription drugs. Tapentadol, including its isomers, esters, ethers, salts and salts of 
isomers, esters and ethers, whenever the existence of such isomers, esters, ethers and salts is 

Canada 
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In the United States, the results of a 2008 Phase 3 study ofthe U.S. Food and Drug 
Administration (FDA) concluded that Tapentadol IR relieves acute pain while offering 
favourable gastrointestinal tolerability and less side effects such as nausea, vomiting and 

constipation when compared to similar opioid drugs. 

A new drug application was filed with the U.S. FDA on January 23rd
, 2008 to investigate 

Tapentadol IR to relieve moderate to severe pain. 

A recent study prepared by the International Narcotics Control Board, 2009, reported that a 
majority of the users of street drugs in most ofthe main cities in Canada, with the exception of 
Montreal and Vancouver, are non-medicinal users of prescription opioids. 

While not yet approved for sale in 

s.20(1)(b) 

Canada 
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Once scheduled, only licensed dealers oftapentadol or its analogues will be able to carry out the 
specific activities in their dealer's license for the specified tapentadol or analogue and only those 
licensed dealers having the necessary permits to import and/or export them may do so. Likewise, 

handling by pharmacists and practitioners will be restricted to the conditions specified under the 
Narcotic Control Regulations (NCR). 

Objectives 
Health Canada's objective is to ensure that tapentadol and any related analogues having potential 
abuse potential are added to Schedule I ofthe CDSA and the Schedule (section 2(1)) ofthe 
Narcotic Control Regulations (NCR). This will restrict the availability oftapentadol opioid 
related controlled substances or narcotics to only those persons authorized to do so under the 
CDSA and NCR. This objective aligns with the Office of Controlled Substances' ongoing 
activities to ensure that substances having a strong potential for diversion are restricted for use in 
prescription drugs only. This regulatory proposal will impose reporting, security, storage, 
license and permit requirements for medications containing tapentadol or its related analogues. 

Description 
and 

consideration of the risks posed to Canadians and existing regulatory actions taken by other 
countries, - - - - -- - - - - - - -- - - -

Health Canada's intent is to include tapentadol and any of its related analogues on 
Schedule I ofthe CDSA and the Schedule (section 2(1)) ofthe NCR. Health Canada has decided 
to expand the scope to include any analogues to ensure that all related tapentadol analgesics are 
only found in prescription drugs. 

To schedule the following: 

Tapentadol (Phenol, 3-[(1R,2R)-3-( dimethyl amino )-1-ethyl-2-methylpropyl]-) 

Tapentadol HCL (Phenol hydrochloride, 3-[(lR,2R)-3-( dimethyl amino )-1-ethyl-2-
methylpropyl]-) 

Tapentadol related analogues (its isomers, esters, ethers, salts and salts of isomers, esters and 
ethers, whenever the existence of such isomers, esters, ethers and salts is possible and they 
exhibit similar abuse potential as tapentadol) 

Canada 
000243 



III 

1+1 Treasury Board of Canada Secretariat du Conseil du Tresor 
Secretariat du Canada 

Section II: Expected Levels of Impact 

(Maximum 1 page for each question) 

To rate the level of impact, check either No or N/A (no or not applicable), Low, Medium, or High. 

Canada 
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1) Health and Safety 

Canada 
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human, animal, or plant health or safety, or is not 

applicable, it receives a No or NI A rating. If a regulatory 

proposal is expected to have minimal impact, it receives a 
Low rating; if it is expected to have some impact, such as 

reducing the delay or the need for medical attention or 

hospitalization, it receives a Medium rating; and if it is 
expected to have a significant impact, such as mortality, it 

receives a High rating. 

D D D 

s. O(1)(b) 

If the rating is Low, Medium, or High, describe the expected level of impact: 

The impact of this regulatory proposal on human health and safety is medium as the scheduling 

of tapentadol, its analogues (isomers, esters, ethers, salts and salts of isomers, esters and ethers 

whenever the existence of such isomers, esters, ethers and salts is possible) will mitigate the 

street-abuse potential by ensuring that the these substances are only found in prescription drugs 
and that they are subject to the controls authorized under the CDSA. Accessibility to 

';ontaining 

prescriptions will only be aLLowed through prescription only, benejiting users jrom its more 

favorable GI tract tolerability. 

The OPICAN cohort of 2001 hadformerly identified the problem of illicitly obtained medicinal 

prescription opioids (Fischer et al., 2006). 

A notable finding from the Canadian Alcohol and Drug Use Monitoring Survey (CAD UMS) 

2008 is that more than ~ Canadians (28.4%) aged 15 years and older indicated use of an opioid 

pain reliever, a stimulant, a sedative or tranquilizer in 2008, with 0.6% of these respondents 
indicating the use of suchyharmacological products to get a high (Health Canada, 2008). 

Elsewhere, it was reported that out of these categories of pharmaceuticals, opioid pain relievers 

were the most commonly used. About one in five (21.6%) of the respondents reported use of 
opioid pain relievers in the 12 months preceding CADUMS 2008. Amongst users of Percodan®, 

Demerol ® and OxyContin® opioid pain relievers, 1.5% corresponding to 0.3% of the total 
population, reported using them to get high. Among users, a statistically significant difference in 
use was found between those aged between 15-24 years of age, five times greater use, than those 

above 25 years of age (p<0.05). (Youth: 4.9% of users, 0.9% of population vs. Adults: 1.0% of 

users or 0.2% of the population). Population of N= 16640. Provinces with the highest levels of 

abuse of opioid prescription drugs were Alberta and British Columbia. 

In comparison to recently released CADUMS 2009 survey results, over the past-year, 

pharmaceutical use and abuse has remained comparable to that of 2008 (Health Canada, 2009). 
Twenty-five percent (25%) of responders (vs. 28.4% in 2008) indicated that they had used a 
psychoactive pharmaceutical drug in the past-year. 2.3 % vs 0.6% in 2008 rpoerted using such a 
drug to get high. Like in 2008, opioid pain relievers were most commonly used category of 
pharmaceuticals used to get high when compared with tranquilizers and sedatives. Among users 
of pain relievers such as Percodan®, Demerol ® and OxyContin®, 2.3% (vs.l.5%for 2008) 
corresponding to 0.4% (vs. 0.3%for 2008) of the total population, reported using them to get 
high. Prevalence of abuse was about six times greater in youth aged 15-24 years of age (8.5 % of 
users or 1.2% of the population vs. adults '?:.25 years of age or 1.4% ofuspr" nr n io/n nfthp 
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2) Environment 

If a regulatory proposal is expected to have no impact on 
the environment, or is not applicable, it receives a No or 
NI A rating. If a regulatory proposal is expected to have 
minimal impact, it receives a Low rating; if it is expected 
to have some impact, it receives a Medium rating; and if 
it is expected to have a significant impact, such as 
damaging a sensitive ecosystem or protecting it from 
irreversible harm or damage, it receives a High rating. A 
preliminary review based on The Cabinet Directive on the 

Environmental Assessment of Policy, Plan and Program 

Proposals will assist in providing a basis for the rating. 

3) Society and Culture 

If a regulatory proposal is expected to have no social 
impact or implications for people's way of life, culture, 
community, political systems, well-being, personal and 
property rights, fears and aspirations, or ethical concerns, 
or is not applicable, it receives a No or NI A rating. If a 
regulatory proposal is expected to have minimal impact, it 
receives a Low rating; if it is expected to have some 
impact, it receives a Medium rating; if it is expected to 
have a significant impact, it receives a High rating. 
Special consideration should be given to vulnerable social 
and economic groups, such as Aboriginal peoples, official
language minorities, lower income Canadians, recent 
immigrants, and groups affected on the basis of age, 
gender, race, or culture. 

No or Low Medium High 

N/A 

[8J D D D 

No or Low Medium High 
N/A 

D [8J D D 

If the rating is Low, Medium, or High, describe the expected level of impact: The rating is low as 
practitioners can currently prescribe other opioid analgesic medications for treatment and 

patient's well being will be improved somewhat from the reduced side effects of tapentadol 

related medications. Patients requiring mu-opioid analgesic medication with less severe adverse 
health effects on the gastrointestinal tract will have access to NUCYNTA CR ™ via prescription 
once approved for marketing in Canada. 
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000247 



1+1 Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

4) Public Security 

If a regulatory proposal is expected to have no impact on 
public security or no implications for national safety and 

security, transportation and travel safety, criminal activity 
or policing, emergencies and disasters, family and home 

safety, financial safety, Internet safety, product or 

consumer protection, recreational safety, bullying, school 
safety, and workplace safety, or is not applicable, it 
receives a No or N/A rating. Ifa regulatory proposal is 

expected to have minimal impact, it receives a Low 
rating; if it is expected to have some impact, it receives a 

Medium rating; and if it is expected to have a significant 

impact, it receives a High rating. 

No or Low Medium High 
N/A 

D D [8J D 

If the rating is Low, Medium, or High, describe the expected level of impact: The impact on 

public security is medium as the consequence of not scheduling tapentadol under the CDSA and 
NCR would lead to potential diversion and abusive use of this mu-opioid analgesic. This 

regulatory proposal effectively ensures that tapentadol and its analogues are adequately 
controlled under the CDSA and NCR. A key finding of the RCMP 's 2007 report on the drug 
situation in Canada, was that traffickers continue to practice diversion from domestic sources 

and international smuggling to acquire black market pharmaceutical products. Diverted 

pharmaceutical trafficking has remained constant for decades. In 2007, synthetic opiate 

prescription drugs continued to be readily available and sought after on the illicit market. Wide 

availability and abuse of oxycodone continued to be a prominent problem in Eastern Canada 
(RCMP, 2007). 

Canada 
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5) Economy 

If a regulatory proposal is expected to have no economic 
impact or implications for business (including 
administrative burden and duplication), consumers, 
competition, jobs, and trade (international and 
interprovincial), or is not applicable, it receives a No or 
N/A rating. If a regulatory proposal is expected to have 
minimal economic impact, it receives a Low rating; if it is 
expected to have some impact, it receives a Medium 
rating; and if it is expected to have a significant impact, it 
receives a High rating. 

s.20(1)(b) 

No or Low Medium High 
N/A 

D [g] D D 

If the rating is Low, Medium, or High, describe the expected level of impact: 

In the United States, there has been some mention of the possibility of the cost of tapentadol 

increasing as a result of the _ 
------------------------------------------------------------------------------

and practitioners being reluctant to prescribe due 

to elevation in costs. Nevertheless, despite these concerns, 

11111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111 

Hence, the expected economic 

impact is expected to be low. 
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6) Costs and Savings of the Regulatory Proposal 

Estimate the level of gross costs No or Low 
or savings to government, N/A 

industry, consumers, and 
Canadians as a result of the 
regulatory proposal in CAN 

$0 $0-$10 million 
dollars. Estimate costs or 

PV 
savings either in terms of 
present value (PV) based on a or 
minimum 10-year forecast and 
an 8% discount rate, or $0-$1 million 

III 

Medium High 

$10-$100 ~ 1 00 million 
million PV PV 

or or 

$lM-$10 ~10 million 
expressed annually. For annual million annual annual 
guidance see the Canadian 

D D ~ D Cost-Benefit Analysis Guide: 

Regulatory Proposals. Note: 
government costs do not include 
the cost of developing the 
regulatory proposal. 

If the level of impact is Low, Medium, or High, describe the expected level of costs and savings 

(include amounts if available): The level of impact is medium from potentially huge cost savings 

on Government spending on the treatment of addicts and law enforcement and compliance. Cost 

burden associated with illegal drugs in Canada in 2002 was $8.2 billion (Rehm et al., 2006). 

Assuming a conservative 0.1 % cost of treatment and enforcement related to abuse of opioid 
pharmaceuticals would result in a conservative estimate of $82 million in potential cost savings. 
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7) Public Interest, Stakeholder Support, and Potential Controversy 

If a proposal is not controversial and is universally No or 
supported by all stakeholder groups, or this is not N/A 

applicable, it receives a No or N/A rating. Ifa regulatory 
[g] proposal is expected to cause minimal controversy but is 

generally supported by all key stakeholder groups, 
including lobby groups, it receives a Low rating; if it is 
expected to cause some controversy or is opposed by 
some key stakeholders, it receives a Medium rating; and 
if it is expected to cause significant controversy, is 
opposed by most stakeholders, or faces large opposition, 
it receives a High rating. 

8) Regulatory Coordination and Cooperation 

If a regulatory proposal is expected to have no impact on No or 
regulatory coordination or cooperation, including that N/A 

between federal departments, with other governments in 
[g] Canada, and internationally, or is not applicable, it 

receives aN 0 or NI A rating. If a regulatory proposal is 
expected to have minimal impact on regulatory 
coordination or cooperation, it receives a Low rating; if it 
is expected to have some impact, it receives a Medium 
rating; and if it is expected to have a significant impact, it 
receives a High rating, for example, whenever specific 
Canadian requirements are proposed. 

Low Medium High 

D D D 

Low Medium High 

D D D 
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9) International Trade Agreements or Obligations 

If a regulatory proposal is expected to have no impact on 
international trade agreements or obligations, or is not 
applicable, it receives a No or N/A rating. If a regulatory 
proposal is expected to have minimal impact on 
international trade agreements or obligations, it receives a 
Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected to have a 
significant impact, it receives a High rating. 

No or 
N/A 

0 

Low Medium High 

0 ~ 0 

If the rating is Low, Medium, or High, describe the expected level of impact: This regulatory 

proposal will have a potential future medium impact on Health Canada meeting its current and 

future international obligations under the UN Single Convention on Narcotic Drugs 1961 as 

amended by the 1972 protocol amending the Single Convention on Narcotic Drugs 1961 only 

once tapentadol is added to the Schedules under the UN Convention. 

10) Legal, Policy or Government Priority, Miscellaneous Amendment Regulations (MARs), 

or other Impact 

If a regulatory proposal is expected to have no legal, No or Low Medium High 
policy, or other impact, or is not applicable, it receives a N/A 
No or NI A rating. If a regulatory proposal is expected to 

~ 0 0 0 have minimal legal, policy, or other impact, it receives a 
Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected to have 
significant impact, it receives a High rating. MARs are 
usually rated as No or N/A. 

This regulatory proposal is not a MAR. 

This regulatory amendment was not proposed by the Standing Committee for the Scrutiny of 
Regulations. 
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Section III: Overall Impact 

III 

The overall expected level of impact of the No or N/A Low Medium High 

regulatory proposal should be the highest level 
D D ~ D triggered by any of the questions in Section II. 

Section IV: Submissions Requirements 

I Triage Statement 
I 

I Requirements 

Low-Impact RIAS Template 

A. If the answer to all Complete the Low-impact RlAS template 

10 questions is No or N/A 
D or Low Consideration of recommendation for exemption from pre-

publication in Canada Gazette, Part I. 

Medium/High-Impact RIAS Template 

B. If the answer to one or Complete the Medium/high-impact RlAS template 
more of the 10 questions 

~ is Medium or High Consult stakeholders before pre-publication in Canada 

Gazette, Part I. 

C. If all the answers to Qualitative analysis of costs and benefits for each stakeholder 
Questions 1 through 6 are 

D 
is required. 

No or N/A or Low 

D. If the answer to one or Estimate benefits and costs for each stakeholder through cost-
more of Questions 1 

~ 
benefit analysis, risk assessments, and strategic environmental 

through 6 is Medium and assessment: 
there are no answers that 1. Quantitative costs; 
are High 2. Quantitative benefits if data is available (such as in 

literature reviews, departmental records, benefits 
transfer, consultation, and expert advice); or 

3. Qualitative costs or benefits when 1 or 2 above is not 
possible. 
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E. If the answer to one or 
more of questions 1 

0 through 6 is High 

F. If the answer to 
Question 8 is either 

0 Medium or High 

G. If the answer to 
Question 9 is either 

I:8J Medium or High 

H. If the answer to one or 

more of Questions 1 
I:8J through 6 is either 

Medium or High 

Secretariat du Conseil du Tresor 
du Canada 

Estimate benefits and costs for each stakeholder through cost-
benefit analysis, risk assessments and strategic environmental 

assessment: 

1. Quantitative costs 
2. Quantitative benefits 
3. Qualitative costs or benefits when 1 or 2 is not possible 

Complete the Performance Measurement and Evaluation 
section of the RIAS template and a Performance Measurement 

and Evaluation Plan. 

Report on any cooperation and coordination efforts 
undertaken, including those between federal departments, with 
other governments in Canada, and internationally. When 
specific Canadian requirements are proposed, identify why 
they are warranted by specific Canadian circumstances and 
how they result in the greatest overall benefit to Canadians. 

Report on any efforts to ensure that Canada's international 
obligations are respected in such areas as human rights, health, 
safety, security, international trade, and the environment. 

Complete the Implementation, Enforcement and Service 
Standards section of the RIAS template. 

Canada 
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The regulatory organization should provide a rationale in writing if the regulatory organization 

wishes to obtain an exemption from RAS on some of the requirements listed above: 

Not applicable - no exemption sought. 

RAS should list any additional requirements for this proposal, such as policy cover, program 
funding, or other information. 

In the case ofa MAR, RAS approves the use of the MARs process: 

Yes D No D Not applicable. 

Departmental signoff (Director): Ms. Diane Allan, Director, Office of Controlled 
Substances, Controlled Substances and Tobacco Directorate, HECS Branch, Health 
Canada 

Name and title (print): Mr. Nathan Isotalo, Sr. Policy Analyst 

Date: June 23, 2010 

Name and address of departmental contact person(s): Mr. Nathan Isotalo, 123 Slater St., B326 3rd 

Floor, Tel. 613-946-4225 

RAS sign off (analyst): 

Date: 

The regulatory organization should send two signed copies of the final Triage Statement to RAS. 

RAS will then sign the two Triage Statements and return one copy to the regulatory organization. 

Regulatory Affairs Sector 
Treasury Board of Canada Secretariat 
155 Queen Street 
Ottawa ON KIA OR5 
Canada 
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Cc: 

History: 

[JOICA]" 

cathy.a.sabiston, diane. allan, 
JOICA] to: jocelyn. kula, nathan.isotalo, 

cathy. petersen, lisa.kelly 
[OBICAl", [JOICA]", 

This message has been replied to and forwarded. 

Dear Ms. Sabiston, Ms. Allan, Ms. Kula, Mr. Isotalo, Dr. Petersen, and Dr. Kelly: 

s.19(1) 
s.20(1)(b) 

2010-06-2409:03 AM 

Janssen-Ortho would like to take this opportunity to thank you for the time, and guidance provided 
during last Friday's meeting Attached is a record of contact for the meeting. 

Sincerely, 

Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged infonnation and is intended only for 
the individual or entity named in the e-mail address. Any disclosure, copying, distribution, or reliance upon the contents of this 
e-mail not otherwise authorized by the sender is strictly prohibited. If you have received this e-mail transmission in error, please 

immediately reply to the sender, so that proper delivery of the e-mail can be effected, and please delete the message from your 
inbox. Thank you. 

20100618 ROC.doc 
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re tapentadol 
\fathan J lsotalo to: Denis Arsenault 2010-06-2809:06 AM 

Hi Denis, 

I found no deficiencies in Janssen-Ortho's comprehensive abuse liability study. 

You may wish to communicate this with TPD. 

If TPD have any serious objections to OCS PRAD HC moving forward on the scheduling of tapentadol, 
please have them communicate their concerns by end of business on July 5, 2010 so that we may 
reconsider our position, however, at this time, I am moving forward on getting the triage reviewed by 
Daniel, Jocelyn and sent out to RAS TB (hopefully by early next week) as RAS TB's review can take 
several weeks to complete. 

Nathan. 

000258 



re triage 
Nathan J Isotalo to: Denis Arsenault 2010-06-2810:07 AM 

Hi Denis, 

as mentioned, Daniel's comments / inputs to tapentadol's triage are expected by end of today. 

Here is the latest copy with some added refs to what was sent to Daniel including recently released 2009 
CADUMS data and 2001 OPICAN cohort study. 

Nathan. 

Tapentadot Triage StatE':l'lMri 2010-06-24.rif 
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Triage Statement Form 

Section I: Overview 

Date received by RAS: June 21, 2010 

Security classification 

Protected B 

Title of the Regulatory Proposal: Addition of Tapentadol, its analogues to Schedule I of the 
Controlled Drugs and Substances Act and the Schedule of the Narcotic Control Regulations. 

Sponsoring Regulatory Organization(s): Health Canada 

Statutory Authority: Controlled Drugs and Substances Act (CDSA) 

Approximate date of submission of regulatory proposal to RAS: September 1, 2010 

Issue 

Marketed internationally under the 

trade name ofNUCYNTA ®, two formulations oftapentadol have been developed including an 
immediate release (IR) tablet for the relief of acute pain and 

In the United States, a New Drug Application for a prolonged release 
(PR) formulation of the NUCYNTA ® tablet was also recently submitted for approval to the 
Food and Drug Administration. 

have a history of abusive use when found as components of over-the
counter prescription drugs. Tapentadol, including its isomers, esters, ethers, salts and salts of 
isomers, esters and ethers, whenever the existence of such isomers, esters, ethers and salts is 

Canada 
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possible, would classify into the 
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In the United States, the results ofa 2008 Phase 3 study of the U.S. Food and Drug 
Administration (FDA) concluded that Tapentadol IR relieves acute pain while offering 
favourable gastrointestinal tolerability and less side effects such as nausea, vomiting and 
constipation when compared to similar opioid drugs. 

s.20(1)(b) 

IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII11111111111111111111 

A new drug application was filed with the U.S. FDA on January 23rd
, 2008 to investigate 

Tapentadol IR to relieve moderate to severe pain. 

A recent study prepared by the International Narcotics Control Board, 2009, reported that a 
majority of the users of street drugs in most of the main cities in Canada, with the exception of 
Montreal and Vancouver, are non-medicinal users of prescription opioids. 

C d l •• ana. a. 
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Once scheduled, only licensed dealers oftapentadol or its analogues will be able to carry out the 
specific activities in their dealer's license for the specified tapentadol or analogue and only those 
licensed dealers having the necessary permits to import andlor export them may do so. Likewise, 

handling by pharmacists and practitioners will be restricted to the conditions specified under the 
Narcotic Control Regulations (NCR). 

Objectives 
Health Canada's objective is to ensure that tapentadol and any related analogues having potential 
abuse potential are added to Schedule I of the CDSA and the Schedule (section 2(1)) ofthe 

Narcotic Control Regulations (NCR). This will restrict the availability of tap entado I opioid 
related controlled substances or narcotics to only those persons authorized to do so under the 
CDSA and NCR. This objective aligns with the Office of Controlled Substances' ongoing 
activities to ensure that substances having a strong potential for diversion are restricted for use in 
prescription drugs only. This regulatory proposal will impose reporting, security, storage, 
license and permit requirements for medications containing tapentadol or its related analogues. 

Description 
and 

consideration of the risks posed to Canadians and existing regulatory actions taken by other 
countries, 

Health Canada's intent is to include tapentadol and any of its related analogues on 
Schedule I of the CDSA and the Schedule (section 2(1)) ofthe NCR. Health Canada has decided 
to expand the scope to include any analogues to ensure that all related tapentadol analgesics are 
only found in prescription drugs. 

To schedule the following: 

Tapentadol (Phenol, 3-[(1R,2R)-3-( dimethyl amino )-I-ethyl-2-methylpropyl]-) 

Tapentadol HCL (Phenol hydrochloride, 3-[(1R,2R)-3-(dimethylamino)-I-ethyl-2-
methylpropyl]-) 

Tapentadol related analogues (its isomers, esters, ethers, salts and salts of isomers, esters and 
ethers, whenever the existence of such isomers, esters, ethers and salts is possible and they 
exhibit similar abuse potential as tapentadol) 

Canada 
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Section II: Expected Levels of Impact 

(Maximum 1 page for each question) 

To rate the level of impact, check either No or N/ A (no or not applicable), Low, Medium, or High. 
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1) Health and Safety 
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human, animal, or plant health or safety, or is not 

applicable, it receives a No or Nt A rating. If a regulatory 
proposal is expected to have minimal impact, it receives a 

Low rating; if it is expected to have some impact, such as 

reducing the delay or the need for medical attention or 
hospitalization, it receives a Medium rating; and ifit is 

expected to have a significant impact, such as mortality, it 

receives a High rating. 

o 

I~ 

o 

If the rating is Low, Medium, or High, describe the expected level of impact: 

o 

5.20(1) llfhe impact of this regulatory proposal on human health and safety is medium as the scheduling 
of tapentadol, its analogues (isomers, esters, ethers, salts and salts of isomers, esters and ethers 

whenever the existence of such isomers, esters, ethers and salts is possible) will mitigate the 

street-abuse potential by ensuring that the these substances are only found in prescription drugs 

and that they are subject to the controls authorized under the CDSA. Accessibility to 
containing 

prescriptions will only be allowed through prescription only, benefiting users from its more 

favorable GI tract tolerability. 

The OPICAN cohort of2001 hadformerly identified the problem of illicitly obtained medicinal 

prescription opioids (Fischer et al., 2006). 

A notable finding from the Canadian Alcohol and Drug Use Monitoring Survey (CADUMS) 

2008 is that more than V4 Canadians (28.4%) aged 15 years and older indicated use of an opioid 

pain reliever, a stimulant, a sedative or tranquilizer in 2008, with 0.6% of these respondents 
indicating the use of such pharmacological products to get a high (Health Canada, 2008). 

Elsewhere, it was reported that out of these categories of pharmaceuticals, opioid pain relievers 

were the most commonly used. About one in five (21.6%) of the respondents reported use of 
opioid pain relievers in the 12 months preceding CADUMS 2008. Amongst users of Percodan®, 

Demerol ® and OxyContin® opioid pain relievers, 1.5% corresponding to 0.3% of the total 

population, reported using them to get high. Among users, a statistically significant difference in 
use was found between those aged between 15-24 years of age, five times greater use, than those 

above 25 years of age (p<0.05). (Youth: 4.9% of users, 0.9% of population vs. Adults: 1.0% of 
users or 0.2% of the population). Population of N= 16640. Provinces with the highest levels of 
abuse of opioid prescription drugs were Alberta and British Columbia. 

In comparison to recently released CADUMS 2009 survey results, over the past-year, 

pharmaceutical use and abuse has remained comparable to that of 2008 (Health Canada, 2009). 
Twenty-five percent (25%) of responders (vs. 28.4% in 2008) indicated that they had used a 
psychoactive pharmaceutical drug in the past-year. 2.3 % vs 0.6% in 2008 rpoerted using such a 
drug to get high. Like in 2008, opioid pain relievers were most commonly used category of 
pharmaceuticals used to get high when compared with tranquilizers and sedatives. Among users 
of pain relievers such as Percodan®, Demerol ® and OxyContin®, 2.3% (vs.1.5%for 2008) 
corresponding to 0.4% (vs. 0.3%for 2008) of the total population, reported using them to get 
high. Prevalence of abuse was about six times greater in youth aged 15-24 years of age (8.5 % of 
users or 1.2% of the population vs. adults ?:.25 years of age or 1.4% of users nr (1.3% nfthe 
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2) Environment 

If a regulatory proposal is expected to have no impact on 
the environment, or is not applicable, it receives a No or 
NI A rating. If a regulatory proposal is expected to have 
minimal impact, it receives a Low rating; if it is expected 

to have some impact, it receives a Medium rating; and if 

it is expected to have a significant impact, such as 
damaging a sensitive ecosystem or protecting it from 

irreversible harm or damage, it receives a High rating. A 

preliminary review based on The Cabinet Directive on the 

Environmental Assessment of Policy, Plan and Program 
Proposals will assist in providing a basis for the rating. 

3) Society and Culture 

If a regulatory proposal is expected to have no social 
impact or implications for people's way oflife, culture, 

community, political systems, well-being, personal and 
property rights, fears and aspirations, or ethical concerns, 

or is not applicable, it receives a No or N/A rating. If a 
regulatory proposal is expected to have minimal impact, it 

receives a Low rating; if it is expected to have some 

impact, it receives a Medium rating; if it is expected to 
have a significant impact, it receives a High rating. 

Special consideration should be given to vulnerable social 
and economic groups, such as Aboriginal peoples, official

language minorities, lower income Canadians, recent 
immigrants, and groups affected on the basis of age, 
gender, race, or culture. 

No or Low Medium High 

N/A 

~ 0 0 0 

No or Low Medium High 
N/A 

o ~ 0 0 

If the rating is Low, Medium, or High, describe the expected level of impact: The rating is low as 
practitioners can currently prescribe other opioid analgesic medications for treatment and 

patient's well being will be improved somewhat from the reduced side effects of tapentadol 
related medications. Patients requiring mu-opioid analgesic medication with less severe adverse 
,health effects on the gastrointestinal tract will have access to NUCYNTA CR ™ via prescription 
once approved for marketing in Canada. 
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4) Public Security 

If a regulatory proposal is expected to have no impact on 
public security or no implications for national safety and 
security, transportation and travel safety, criminal activity 
or policing, emergencies and disasters, family and home 
safety, financial safety, Internet safety, product or 
consumer protection, recreational safety, bullying, school 
safety, and workplace safety, or is not applicable, it 
receives a No or NI A rating. If a regulatory proposal is 
expected to have minimal impact, it receives a Low 
rating; if it is expected to have some impact, it receives a 
Medium rating; and if it is expected to have a significant 
impact, it receives a High rating. 

No or Low Medium High 
N/A 

o 0 ~ 0 

If the rating is Low, Medium, or High, describe the expected level of impact: The impact on 

public security is medium as the consequence of not scheduling tapentadol under the CDSA and 
NCR would lead to potential diversion and abusive use of this mu-opioid analgesic. This 

regulatory proposal effectively ensures that tapentadol and its analogues are adequately 

controlled under the CDSA and NCR. A key finding of the RCMP's 2007 report on the drug 
situation in Canada, was that traffickers continue to practice diversion from domestic sources 

and international smuggling to acquire black market pharmaceutical products. Diverted 
pharmaceutical trafficking has remained constant for decades. In 2007, synthetic opiate 

prescription drugs continued to be readily available and sought after on the illicit market. Wide 

availability and abuse ofoxycodone continued to be a prominent problem in Eastern Canada 
(RCMP, 2007). 
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If a regulatory proposal is expected to have no economic 
impact or implications for business (including 
administrative burden and duplication), consumers, 
competition, jobs, and trade (international and 
interprovincial), or is not applicable, it receives a No or 

No or Low Medium High 

NI A rating. If a regulatory proposal is expected to have 
minimal economic impact, it receives a Low rating; if it is 
expected to have some impact, it receives a Medium 
rating; and if it is expected to have a significant impact, it 
receives a High rating. 

N/A 

D ~ D D 

If the rating is Low, Medium, or High, describe the expected level of impact: 

In the United States, there has been some mention of the possibility of the cost of tapentadol 
increasing as a result of the 

and practitioners being reluctant to prescribe due 

II to elevation in costs. Nevertheless, despite these concerns, 

Hence, the expected economic 
impact is expected to be low. 
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6) Costs and Savings of the Regulatory Proposal 

Estimate the level of gross costs No or Low 

or savings to government, N/A 

industry, consumers, and 
Canadians as a result of the 
regulatory proposal in CAN 

$0 $0-$10 million 
dollars. Estimate costs or 

PV 
savings either in terms of 
present value (PV) based on a or 
minimum 10-year forecast and 
an 8% discount rate, or $0--$1 million 

l~ 

Medium High 

$10-$100 ;;:$100 million 

million PV PV 

or or 

$lM-$10 ;;:$10 million 

expressed annually. For annual million annual annual 

guidance see the Canadian 
D D cg] D Cost-Benefit Analysis Guide: 

Regulatory Proposals. Note: 
government costs do not include 
the cost of developing the 
regulatory proposal. 

If the level of impact is Low, Medium, or High, describe the expected level of costs and savings 
(include amounts if available): The level of impact is medium from potentially huge cost savings 
on Government spending on the treatment of addicts and law enforcement and compliance. Cost 
burden associated with illegal drugs in Canada in 2002 was $8.2 billion (Rehm et al., 2006). 

Assuming a conservative 0.1 % cost of treatment and enforcement related to abuse of opioid 
pharmaceuticals would result in a conservative estimate of $82 million in potential cost savings. 
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10 

7) Public Interest, Stakeholder Support, and Potential Controversy 

If a proposal is not controversial and is universally No or 

supported by all stakeholder groups, or this is not N/A 

applicable, it receives a No or NI A rating. If a regulatory 
~ proposal is expected to cause minimal controversy but is 

generally supported by all key stakeholder groups, 
including lobby groups, it receives a Low rating; if it is 
expected to cause some controversy or is opposed by 
some key stakeholders, it receives a Medium rating; and 
if it is expected to cause significant controversy, is 
opposed by most stakeholders, or faces large opposition, 
it receives a High rating. 

8) Regulatory Coordination and Cooperation 

If a regulatory proposal is expected to have no impact on No or 
regulatory coordination or cooperation, including that N/A 
between federal departments, with other governments in 

~ Canada, and internationally, or is not applicable, it 
receives a No or NI A rating. If a regulatory proposal is 
expected to have minimal impact on regulatory 
coordination or cooperation, it receives a Low rating; if it 
is expected to have some impact, it receives a Medium 
rating; and if it is expected to have a significant impact, it 
receives a High rating, for example, whenever specific 
Canadian requirements are proposed. 

Low Medium High 

0 0 0 

Low Medium High 

0 0 0 
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9) International Trade Agreements or Obligations 

If a regulatory proposal is expected to have no impact on 
international trade agreements or obligations, or is not 
applicable, it receives a No or N/A rating. If a regulatory 
proposal is expected to have minimal impact on 
international trade agreements or obligations, it receives a 
Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected to have a 
significant impact, it receives a High rating. 

No or 
N/A 

D 

.. 

Low Medium High 

o ~ 0 

If the rating is Low, Medium, or High, describe the expected level of impact: This regulatory 

proposal will have a potential future medium impact on Health Canada meeting its current and 
future international obligations under the UN Single Convention on Narcotic Drugs 1961 as 
amended by the 1972 protocol amending the Single Convention on Narcotic Drugs 1961 only 

once tapentadol is added to the Schedules under the UN Convention. 

10) Legal, Policy or Government Priority, Miscellaneous Amendment Regulations (MARs), 

or other Impact 

If a regulatory proposal is expected to have no legal, No or Low Medium High 
policy, or other impact, or is not applicable, it receives a N/A 
No or NI A rating. If a regulatory proposal is expected to 

~ D 0 0 have minimal legal, policy, or other impact, it receives a 
Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected to have 
significant impact, it receives a High rating. MARs are 
usually rated as No or NI A. 

This regulatory proposal is not a MAR. 

This regulatory amendment was not proposed by the Standing Committee for the Scrutiny of 
Regulations. 
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Section III: Overall Impact 

The overall expected level of impact of the NoorN/A Low Medium High 
regulatory proposal should be the highest level 

0 0 r8J 0 triggered by any of the questions in Section n. 

Section IV: Submissions Requirements 

Triage Statement Requirements 

Low-Impact RIAS Template 

A. If the answer to all Complete the Low-impact RIAS template 
10 questions is No or NI A 

0 or Low Consideration of recommendation for exemption from pre-
publication in Canada Gazette, Part 1. 

Medium/High-Impact RIAS Template 

B. If the answer to one or Complete the Medium/high-impact RIAS template 
more of the 10 questions 

r8J is Medium or High Consult stakeholders before pre-publication in Canada 

Gazette, Part 1. 

C. If all the answers to Qualitative analysis of costs and benefits for each stakeholder 
Questions 1 through 6 are 

0 
is required. 

No or N/A or Low 

D. If the answer to one or Estimate benefits and costs for each stakeholder through cost-
more of Questions 1 

r8J 
benefit analysis, risk assessments, and strategic environmental 

through 6 is Medium and assessment: 
there are no answers that 1. Quantitative costs; 
are High 2. Quantitative benefits if data is available (such as in 

literature reviews, departmental records, benefits 
transfer, consultation, and expert advice); or 

3. Qualitative costs or benefits when 1 or 2 above is not 
possible. 
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E. If the answer to one or 
more of questions 1 

0 through 6 is High 

F. If the answer to 
Question 8 is either 

0 Medium or High 

G. If the answer to 
Question 9 is either 

~ Medium or High 

H. If the answer to one or 
more of Questions 1 

~ through 6 is either 
Medium or High 

Secretariat du Conseil du Tresor 
du Canada 

III 

Estimate benefits and costs for each stakeholder through cost-
benefit analysis, risk assessments and strategic environmental 

assessment: 

1. Quantitative costs 
2. Quantitative benefits 
3. Qualitative costs or benefits when 1 or 2 is not possible 

Complete the Performance Measurement and Evaluation 
section of the RIAS template and a Performance Measurement 
and Evaluation Plan. 

Report on any cooperation and coordination efforts 
undertaken, including those between federal departments, with 
other governments in Canada, and internationally. When 
specific Canadian requirements are proposed, identify why 
they are warranted by specific Canadian circumstances and 
how they result in the greatest overall benefit to Canadians. 

Report on any efforts to ensure that Canada's international 
obligations are respected in such areas as human rights, health, 
safety, security, international trade, and the environment. 

Complete the Implementation, Enforcement and Service 
Standards section of the RIAS template. 
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The regulatory organization should provide a rationale in writing if the regulatory organization 
wishes to obtain an exemption from RAS on some of the requirements listed above: 

Not applicable - no exemption sought. 

RAS should list any additional requirements for this proposal, such as policy cover, program 

funding, or other information. 

In the case of a MAR, RAS approves the use of the MARs process: 

Yes 0 No 0 Not applicable. 

Departmental signoff (Director): Ms. Diane Allan, Director, Office of Controlled 
Substances, Controlled Substances and Tobacco Directorate, HEeS Branch, Health 
Canada 

Name and title (print): Mr. Nathan Isotalo, Sr. Policy Analyst 

Date: June 23,2010 

Name and address of departmental contact person(s): Mr. Nathan Isotalo, 123 Slater St., B326 3rd 

Floor, Tel. 6l3-946-4225 

RAS signoff (analyst): 

Date: 

The regulatory organization should send two signed copies of the final Triage Statement to RAS. 
RAS will then sign the two Triage Statements and return one copy to the regulatory organization. 

Regulatory Affairs Sector 
Treasury Board of Canada Secretariat 
155 Queen Street 
Ottawa ON KIA OR5 
Canada 
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Daniel Galarneau to: Natnan J Isotalo 
This message is digitally signed. 

2010-06-30 09:33 AM 

History: This message has been replied to. 

FYI and file 

7)~ 
---- Forwarded by Daniel Galarneau/HC-SC/GC/CA on 2010-06-30 09:33 AM-

Diane AllanlHC-SC/GC/CA 

2010-06-2411 :50 AM To Daniel Galarneau/HC-SC/GC/CA@HWC 

cc 

Subject 

FYI... 

Diane Allan 

Director I Directrice 
Office of Controlled Substances I Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch I Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada I Sante Canada 
Tel: 613-952-2177 
Fax: 613-946-4224 

-- Forwarded by Diane Allan/HC-SC/GC/CA on 2010-06-24 11 :50 AM -

JOICA)-
• 
2010-06-2409:03 AM 

To <cathy .a.sabiston@hc-sc.gc.ca>, 
<diane.allan@hc-sc.gc.ca>, <jocelyn.kula@hc-sc.gc.ca>, 
<nathan.isotalo@hc-sc.gc.ca>, 
<cathy.petersen@hc-sc.gc.ca>, <Iisa.kelly@hc-sc.gc.ca> 

cc [OBICA)" 

""""""""""""""",,'JOICAj'" """""""""""""""""""""""""""""""""""""""""""""""""""""""""tJOICA)" 

Subject 

Dear Ms. Sabiston, Ms. Allan, Ms. Kula, Mr. Isotalo, Dr. Petersen, and Dr. Kelly: 

Janssen-Ortho would like to take this opportunity to thank you for the time, and guidance provided 
during last Friday's meeting Attached is a record of contact for the meeting. 
As agreed, we will follow-up with the OCS around August 18, 2010. 
Sincerely, 
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re: tapentadol 
Nathan J Isotalo to: Denis Arsenault 2010-06-30 11 :24 AM 
Cc: Cathy Petersen, Lisa Kelly 

.".-- "'" . 

Hi Denis, 

Please find attached Janssen-Ortho Inc's latest version (June) of their comprehensive abuse liability 
study. TPD has been cc'd to ensure that Dr. Petersen and Dr. Kelly have this latest copy. 

Nathan Isotalo. 
Senior Policy Analyst 
OCS-PRAD 
HECS Health Canada 
tel. 613-946-4225 
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Re: RESCHEDULE: CSS-WG Meeting July 14th) 
Nathan J Isotalo to: Tiffany Thornton 2010~06~30 12:00 PM 
Cc: Isabel Shanahan 

Hi Tiffany, 

Yes, I am available on Thursday. 

Nathan Isotalo 
Sr. Policy Analyst 
HECS OCS PRAD 
613-946-4225 

Tiffany Thornton/HC-SC/GC/CA 

~ ~, 24," +:~rOnlHC-SClGC/CA 
• • . 2010~6-30 11:54 AM 

.1I 

,. 

Hi everyone, 

To Bruna BrandslHC-SC/GC/CA@HWC, Colette 
Strnad/HC-SC/GC/CA@HWC, Collin 
Pinto/HC-SC/GC/CA@HWC, Dina 
Aly/HC-SC/GCfCA@HWC, Evelyn 
Soo/HC-SC/GC/CA@HWC, Hanan 
AbramovicilHC-SC/GC/CA@HWC, Jocelyn 
Kula/HC-SC/GC/CA@HWC, Robin 
Marles/HC-SC/GC/CA@HWC, Tanja 
KalajdziclHC-SC/GC/CA@HWC, Tiana 
BranchlHC-SCfGCfCA@HWC, Cathy 
Petersen/HC-SC/GC/CA@HWC, Kimby 
Barton/HC-SC/GC/CA@HWC, Nathan J 
Isotalo/HC-SC/GC/CA@HWC 

cc Isabel Shanahan/HC-SC/GC/CA@HWC, Laura 
Cooney/HC-SC/GC/CA@HWC, Suzanne 
Desjardins/HC-SC/GC/CA@HWC 

Subject RESCHEDULE: CSS-WG Meeting July 14th(iJ 

Due to unavoidable circumstances Suzanne is unable to attend the scheduled CSS-WG meeting on July 
14th from 10-11 :30. 

Prior to rescheduling the meeting, I would like to know who would be available for the meeting on 
Thursday July 15th from 10-11 :30? Can you please let me know at your earliest convinience. 

Thank you, 
Tiffany 
946-3590 

I I I: II "Ilfl 

000278 



Required: 

Optional: 

Descrir;dio~ 

,~ II''''~'' I 

CSS-WG Meeting 
2010-07-15 Thu 10:00 AM - 11 :00 
AM 
Attendance is required for Nathan J Isotalo 
Chair: Tiffany Thornton/HC-SC/GC/CA 
Location: 123 Slater, Rm405A 

Bruna BrandslHC-SC/GC/CA@HWC, Cathy PetersenlHC-SC/GC/CA@HWC, Colette 
StmadIHC-SC/GC/CA@HWC, Collin Pinto/HC-SC/GC/CA@HWC, Dina 
AIy/HC-SC/GC/CA@HWC, Evelyn Soo/HC-SC/GC/CA@HWC, Jocelyn 
Isabel ShanahanIHC.SC/GC/CA@HWC. Laura Cooney!HC-SC/GC/CA@HWC 

We will be holding the CSS-WG the 2nd week of July (Wednesday July 14th from 10-11:30am) to avoid potential 
conflict with upcoming holidays. Please confirm your participation at the next CSS-WG meeting. An agenda as 
well as the ROD from June 16th will be circulated prior to the meeting. Should you need to participate via 
teleconference please notify me atleast 2 days in advance of the meeting. 

Thank you, 
Tiffany 
946-3590 

persona!~~ 
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lilt I'"'''' I 

CSS-WG July 15th, 2010 
Tiana Branch, Bruna Brands, Jocelyn Kula, 

Tiffany Thornton to: Collin Pinto, Suzanne Desjardins, Colette 
Strnad, Tanja Kalajdzic, Nathan J Isotalo, 

Cc: Isabel Shanahan 

2010-06-3001:46 PM 

Due to some confusion in the calendar system, this is confirm that the next CSS-WG meeting will be held 
on Thursday July 15th from 10-11 ;30 in Rm 505A. 123 Slater Street. Rather than sending another 
invitation, if you do not have it in your calendar I would ask that you kindly put it in. 

The ROD and agenda will be sent prior to the meeting. If you have any items for inclusion please let me 
know. If you have any further questions, please do not hesitate to contact me. 

Have a nice holiday. 

Tiffany 

II I''T !'''n'''r'''''!'TIII''1' 
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Ilo ",,", , ,," ".,j" " ...... , ... _,._ 

Re: Triage) 
Nathan J Isotalo to: Daniel Galarneau 2010-06-3001 :50 PM 

Thank you, Daniel, for your comments. 

I initially considered your verbal opinion that tapentadol's triage would be low however, despite not being 
marketed yet in Canada, the potential impact of scheduling is substantial to public security, I believe 
atleast a medium, even if we are just adding tapentadol to an existing Scheduled list. 

The public will greatly benefit from having tapentadol scheduled as if it is not, 
This is supported by Canada's high rate of 

abuse of pharmaceutical opioid analgesics amongst youth and adults. 

In this regard, I will consider your comments prior to revising for Jocelyn's review. 

I understand that the regulatory process may be expedited by requesting to treasury board for an 
exemption from prepublication in CGI if the triage is identified as a low priority however, in this case I 
believe that this will not be possible and that adequate consultation will be necessary. 

Nathan. 

Daniel Galarneau/HC-SC/GC/CA 

Nathan, 

Daniel 
GalameaulHC-SC/GC/CA 

2010-06-3012:45 PM 
To Nathan J IsotalolHC-SC/GC/CA@HWC 

cc 

Subject Triage 

I have left the triage questionnaire on your desk with my comments and suggestions. Please read all and 
feel free to come see me to discuss. This should be a learning experience for you and I. 

Thanks 

Head, Regulatory Affairs Section - Chef, Section de la reglementation 
Office of Controlled Substances -- Bureau des substances controlees 
Controlled Substances and Tobacco Directorate - Direction des substances controlees et de la lutte au tabagisme 
Healthy Environments and Consumer Safety Branch -- Direction Generale de la Sante Environnementale et de la 
Securite des Consommateurs 
Tel: (613) 946-6521 
Fax: (613) 946-4224 

II 
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re: downgrade priority from medium to low ~ 
Nathan J Isolalo to: Denis Arsenault 2010-07-0510:04 AM 

Hi Denis, I foresee a problem. 

At our meeting with Janssen-Ortho Inc, on June 18, 2010, the record of the meeting indicates that the risk 
associated with non-scheduled tapentadol is medium. Jocelyn's response was that the timeline for 
medium risk projects may take up to 12-18 months. Do you still wish to go with a low priority designation? 
Nathan. . 

Denis ArsenaultlHC-SC/GC/CA 

Denis 
ArsenaultlHC-SC/GC/CA 

2010-07-0509:57 AM 

To Nathan J Isotalo/HC-SC/GC/CA@HWC 

cc 

Subject re: downgrade priority from medium to lowfEll 

Yes, please proceed as Daniel has advised. 

Thanks 

Denis 

Denis Arsenault 
Policy and Regulatory Affairs Division I Division des politiques .et affaires reglementaires, 
Office of Controlled Substances I Bureau des substances controlees, 
Health Canada I Sante Canada 
TelfTel: (613) 957-6828 
Fax I Telecopieur: (613) 946-0125 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 

Nathan J Isotalo/HC-SC/GC/CA 

Nathan J 
Isotalo/HC-SC/GC/CA 

2010"(}7-05 09:45 AM 
To Denis ArsenaultlHC-SC/GC/CA@HWC 

cc 

Subject re: downgrade priority from medium to low 

Hi Denis, 

I received comments from Daniel on the Tapentadol triage. Daniel's preference is that the tapentadol be a 
low priority. This will allow exemption from prepublication in Canada Gazette Part I. He feels that it has 
low impact on health and public safety I security as it is not currently marketed in Canada. 

Based on the known proposed use of tapentadol, abuse liability study results and potential for 
abuse/diversion, I believe that the impact is atleast a medium as the future impact of not having tapentadol 
scheduled should it become marketable in Canada is medium. 

-- - 1 
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I propose we downgrade the triage 
from meolum to lOw PriOrity SO that we can propose to r BS to have an exemption from CGI publication. 

Do I have your approval to do so? 

Nathan. 
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re: Tapentadol 
Nathan J Isotalo to: Daniel Galarneau 2010-07-0510:20 AM ---_. _. --.----~-----.-.------------------.-~.-.. ----

Hi Daniel 

I presented tapentadol's medium risk/priority justification to Denis on tapentadol. 

He has decided to downplay the medium risk I priority to a low, so that we can expedite tapentadol's 
scheduling and not have to publish in CGI. 

I will revise the triage accordingly. 

Nathan. 
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du Canada 

Triage Statement Form 

Section I: Overview 

Date received by RAS: June 21, 2010 

Security classification 

Protected B 

Title of the Regulatory Proposal: Addition of Tapentadol, its analogues to Schedule I of the 
Controlled Drugs and Substances Act and the Schedule of the Narcotic Control Regulations. 

Sponsoring Regulatory Organization(s): Health Canada 

Statutory Authority: Controlled Drugs and Substances Act (CDSA) 

Approximate date of submission of regulatory proposal to RAS: July 8, 2010 

Issue 

It is also controlled in Europe. 

While not yet approved for sale in Canada 

For these reasons, there is a need for Canada, to control tapentadol as other foreign countries do. 

Canada 

000285 
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.+. Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

Objectives Health Canada's objective is to apply appropriate controls on tapentadol by adding it 
to Schedule I of the CDSA and the Schedule (section 2(1)) of the Narcotic Control Regulations 
(NCR). This will restrict the availability oftapentadol opioid related controlled substances or 
narcotics to only those persons authorized to do so under the CDSA and NCR and will prevent 
abuse and diversion. 

Description 

have a history of abusive use when found as components of over-the
counter prescription drugs. Tapentadol, including its isomers, esters, ethers, salts and salts of 
isomers, esters and ethers, whenever the existence of such isomers, esters, ethers and salts is 
possible, 

................................................................................................................................................... 

n.U",,""'''''''' internationally under the 
trade name of NUCYNTA ®, two formulations oftapentadol have been developed including an 
immediate release (IR) tablet for the relief of acute pain and 

In the United States, a New Drug Application for a prolonged release 
(PR) formulation of the NUCYNT A ® tablet was also recently submitted for approval to the 
Food and Drug Administration. 

In the United States, the results of a 2008 Phase 3 study of the U.S. Food and Drug 
Administration (FDA) concluded that Tapentadol IR relieves acute pain while offering 
favourable gastrointestinal tolerability and less side effects such as nausea, vomiting and 
constipation when compared to similar opioid drugs. 

~~~~~~~~~~~~~~~~~~~~~~~~~~ 

Tapentadol IR for relief of acute pain was approved by the FDA for marketing in the U.S. as a 
prescription drug on November 20th

, 2008. Since then, 
..................................................................................................................................................................... 

Canada 
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••• Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

,~ 

A new drug application was filed with the U.S. FDA on January 23 rd
, 2008 to investigate 

Tapentadol IR to relieve moderate to severe pain. 

A recent study prepared by the International Narcotics Control Board, 2009, reported that a 
majority of the users of street drugs in most of the main cities in Canada, with the exception of 
Montreal and Vancouver, are non-medicinal users of prescription opioids. 

Once scheduled, only licensed dealers oftapentadol will be able to carry out the specific 
activities in their dealer's license for the specified tapentadol and only those licensed dealers 
having the necessary permits to import and/or export them may do so. Likewise, handling by 
pharmacists and practitioners will be restricted to the conditions specified under the Narcotic 

Control Regulations (NCR). 

Objective 
Health Canada's objective is to ensure that tapentadol and any related analogues having potential 
abuse potential are added to Schedule I of the CDSA and the Schedule (section 2(1)) of the 
Narcotic Control Regulations (NCR). This will restrict the availability oftapentadol opioid 
related controlled substances or narcotics to only those persons authorized to do so under the 
CDSA and NCR. This objective aligns with the Office of Controlled Substances' ongoing 
activities to ensure that substances having a strong potential for diversion are restricted for use in 
prescription drugs only. This regulatory proposal will impose reporting, security, storage, 
license and permit requirements for medications containing tapentadol or its related analogues. 

Canada 
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.+. Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

Section II: Expected Levels of Impact 

(Maximum 1 pagefor each question) 

To rate the level of impact, check either No or N/A (no or not applicable), Low, Medium, or High. 

1) Health and Safety 

If a regulatory proposal is expected to have no impact on 
human, animal, or plant health or safety, or is not 
applicable, it receives a No or N/A rating. Ifa regulatory 
proposal is expected to have minimal impact, it receives a 
Low rating; if it is expected to have some impact, such as 
reducing the delay or the need for medical attention or 
hospitalization, it receives a Medium rating; and if it is 
expected to have a significant impact, such as mortality, it 
receives a High rating. 

No or Low Medinm High 
N/A 

o ~ 0 0 

If the rating is Low, Medium, or High, describe the expected level of impact: 

The impact of this regulatory proposal on human health and safety is low as the tapentadol is not 
currently marketed in Canada. For this reason, upon market approval the impact of this 

regulatory proposal on human health and safety is low. The scheduling of tapentadol will 
provide additional controls to mitigate the street-abuse and diversion potential while allowing 

access to this drug by prescription only. 

2) Environment 

If a regulatory proposal is expected to have no impact on No or Low Medium High 
the environment, or is not applicable, it receives a No or NtA 
Nt A rating. If a regulatory proposal is expected to have 

~ 0 0 0 minimal impact, it receives a Low rating; if it is expected 
to have some impact, it receives a Medium rating; and if 
it is expected to have a significant impact, such as 
damaging a sensitive ecosystem or protecting it from 
irreversible harm or damage, it receives a High rating. A 
preliminary review based on The Cabinet Directive on the 
Environmental Assessment of Policy, Plan and Program 

Proposals will assist in providing a basis for the rating. 

Canada 
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••• Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

3) Society and Culture 

If a regulatory proposal is expected to have no social No or 
impact or implications for people's way oflife, culture, N/A 
community, political systems, well-being, personal and 

C8J property rights, fears and aspirations, or ethical concerns, 
or is not applicable, it receives a No or N/A rating. If a 
regulatory proposal is expected to have minimal impact, it 
receives a Low rating; if it is expected to have some 
impact, it receives a Medium rating; if it is expected to 
have a significant impact, it receives a High rating. 
Special consideration should be given to vulnerable social 
and economic groups, such as Aboriginal peoples, official-
language minorities, lower income Canadians, recent 
immigrants, and groups affected on the basis of age, 
gender, race, or culture. 

Low Medium High 

0 0 0 

If the rating is Low, Medium, or High, describe the expected level a/impact: The rating is na 

impact, as it is not currently marketed in Canada. 

Canada 
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.+. Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

4) Public Security 

If a regulatory proposal is expected to have no impact on 
public security or no implications for national safety and 
security, transportation and travel safety, criminal activity 
or policing, emergencies and disasters, family and home 
safety, fmancial safety, Internet safety, product or 
consumer protection, recreational safety, bullying, school 
safety, and workplace safety, or is not applicable, it 
receives a No or Nt A rating. If a regulatory proposal is 
expected to have minimal impact, it receives a Low 
rating; if it is expected to have some impact, it receives a 
Medium rating; and if it is expected to have a significant 
impact, it receives a High rating. 

No or Low Medium High 
NtA 

o ~ 0 0 

If the rating is Low, Medium, or High, describe the expected level of impact: The impact on 
public security is low as tapentadol is not currently marketed in Canada. The scheduling of 

tapentadol will add controls similar to those for morphine, ones that are already in place in the 

Us. and Europe. This will ensure that adequate control measures are in place if and when 
tapentadol is approved for marketable use in Canada. 

Canada 
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••• Treasury Board of Canada Secretariat du Conseil du Tresor 
Secretariat du Canada 

5) Economy 

If a regulatory proposal is expected to have no economic No or Low Medinm High 
impact or implications for business (including N/A 
administrative burden and duplication), consumers, 

t:8J D D D competition, jobs, and trade (international and 
interprovincial), or is not applicable, it receives a No or 
NI A rating. If a regulatory proposal is expected to have 
minimal economic impact, it receives a Low rating; if it is 
expected to have some impact, it receives a Medium 
rating; and if it is expected to have a significant impact, it 
receives a High rating. 

If the rating is Low, Medium, or High, describe the expected level of impact: 

Canaaa 
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Secretariat du Conseil du Tresor 
du Canada 

6) Costs and Savings of the Regnlatory Proposal 

Estimate the level of gross costs No or Low 
or savings to government, N/A 
industry, consumers, and 
Canadians as a result of the 
regulatory proposal in CAN 

$0 $0-$10 million 
dollars. Estimate costs or 

PV 
savings either in terms of 
present value (PV) based on a or 
minimum 1O-year forecast and 
an 8% discount rate, or $0-$1 million 

Medium High 

$10-$100 ;:$100 million 
million PV PV 

or or 

$IM-$1O ;:$10 million 
expressed annually. For annual million annual annual 
guidance see the Canadian 

0 [SJ 0 0 Cost-Benefit Analysis Guide: 

Regulatory Proposals. Note: 
government costs do not include 
the cost of developing the 
regulatory proposal. 

if the level of impact is Low, Medium, or High, describe the expected level of costs and savings 

(include amounts if available): Costs are minimal as there will be no impact on the existing 
marketplace with no impact to government or industry. 

Canaaa 
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Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

7) Public Interest, Stakeholder Support, and Potential Controversy 

If a proposal is not controversial and is universally No or 
supported by all stakeholder groups, or this is not N/A 
applicable, it receives a No or N/A rating. If a regulatory 

~ proposal is expected to cause minimal controversy but is 
generally supported by all key stakeholder groups, 
including lobby groups, it receives a Low rating; if it is 
expected to cause some controversy or is opposed by 
some key stakeholders, it receives a Medium rating; and 
if it is expected to cause significant controversy, is 
opposed by most stakeholders, or faces large opposition, 
it receives a High rating. 

8) Regulatory Coordination and Cooperation 

If a regulatory proposal is expected to have no impact on No or 
regulatory coordination or cooperation, including that N/A 
between federal departments, with other governments in 

~ Canada, and internationally, or is not applicable, it 
receives a No or N/A rating. If a regulatory proposal is 
expected to have minimal impact on regulatory 
coordination or cooperation, it receives a Low rating; if it 
is expected to have some impact, it receives a Medium 
rating; and if it is expected to have a significant impact, it 
receives a High rating, for example, whenever specific 
Canadian requirements are proposed. 

Low Medium High 

0 0 0 

Low Medium High 

0 0 0 

Canada 
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9) International Trade Agreements or Obligations 

If a regulatory proposal is expected to have no impact on 
international trade agreements or obligations, or is not 
applicable, it receives a No or N/A rating. If a regulatory 
proposal is expected to have minimal impact on 
international trade agreements or obligations, it receives a 
Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected to have a 
significant impact, it receives a Higb rating. 

No or 
N/A 

o 

"" 

Low Medinm Higb 

[SI 0 0 

if the rating is Low, Medium, or High, describe the expected level of impact: This regulatory 

proposal will have a low impact on Health Canada meeting its current and future international 

obligations under the UN Conventions. From an International perspective, the U.S. and some 
European Countries have already placed tapentadol under similar controls. 

10) Legal, Policy or Government Priority, Miscellaneous Amendment Regulations (MARs), 

or other Impact 

If a regulatory proposal is expected to have no legal, No or Low Medium High 
policy, or other impact, or is not applicable, it receives a N/A 
No or NI A rating. If a regulatory proposal is expected to 

[SI 0 0 0 have minimal legal, policy, or other impact, it receives a 
Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected to have 
significant impact, it receives a High rating. MARs are 
usually rated as No or N/ A. 

Canada 
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Section III: Overall Impact 

.. 

The overall expected level of impact of the NoorN/A Low Medium High 
regulatory proposal should be the highest level 

0 I2$J 0 0 triggered by any of the questions in Section II. 

Section IV: Submissions Requirements 

Triage Statement Requirements 

Low-Impact RIAS Template 

A. If the answer to all Complete the Low-impact RIAS template 
10 questions is No or NI A 

I2$J or Low Consideration of recommendation for exemption from pre-
publication in Canada Gazette, Part I. 

Medium/High-Impact RIAS Template 

B. If the answer to one or Complete the Medium/high-impact RlAS template 
more of the 10 questions 

~ is Medium or High Consult stakeholders before pre-publication in Canada 
Gazette, Part I. 

C. If all the answers to Qualitative analysis of costs and benefits for each stakeholder 
Questions 1 through 6 are 

~ 
is required. 

No orN/A or Low 

D. If the answer to one or Estimate benefits and costs for each stakeholder through cost-

more of Questions 1 
0 

benefit analysis, risk assessments, and strategic environmental 
through 6 is Medium and assessment: 
there are no answers that 1. Quantitative costs; 
are High 2. Quantitative benefits if data is available (such as in 

literature reviews, departmental records, benefits 
transfer, consultation, and expert advice); or 

3. Qualitative costs or benefits when 1 or 2 above is not 
possible. 

Canada 
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E. If the answer to one or 
more of questions 1 

0 through 6 is High 

F. If the answer to 
Question 8 is either 

0 Medium or High 

G. If the answer to 
Question 9 is either 

0 Medium or High 

H. If the answer to one or 
more of Questions 1 

0 through 6 is either 
Medium or High 

Secretariat du Conseil du Tresor 
du Canada 

Estimate benefits and costs for each stakeholder through cost-
benefit analysis, risk assessments and strategic environmental 
assessment: 

1. Quantitative costs 
2. Quantitative benefits 
3. Qualitative costs or benefits when 1 or 2 is not possible 

Complete the Performance Measurement and Evaluation 
section of the RIAS template and a Performance Measurement 
and Evaluation Plan. 

Report on any cooperation and coordination efforts 
undertaken, including those between federal departments, with 
other governments in Canada, and internationally. When 
specific Canadian requirements are proposed, identify why 
they are warranted by specific Canadian circumstances and 
how they result in the greatest overall benefit to Canadians. 

Report on any efforts to ensure that Canada's international 
obligations are respected in such areas as human rights, health, 
safety, security, international trade, and the environment. 

Complete the Implementation, Enforcement and Service 
Standards section of the RIAS template. 

Canada 

000296 



.+. Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

The regulatory organization should provide a rationale in writing if the regulatory organization 
wishes to obtain an exemption from RAS on some of the requirements listed above: 

Health Canada recommends exemption from pre-publication in Canada Gazette Part I as Health 
Canada is acting on the wishes of the sponsor, to expedite the addition of tapentadol to the 
schedules of the Controlled Drugs and Substances Act (CDSA) and the Narcotic Control 
Regulations (NCR). This will ensure that adequate controls are in place in Canada prior to any 
market approval being granted. This will align Canada's controls on tapentadol with other 
existing controls on tapentadol in the U.S. and some European countries. 

RAS should list any additional requirements for this proposal, such as policy cover, program 
funding, or other information. 

In the case of a MAR, RAS approves the use of the MARs process: 

Yes 0 No 0 Not applicable. 

Departmental sign off (Director): Ms. Diane Allan, Director, Office of Controlled 
Substances, Controlled Substances and Tobacco Directorate, HECS Branch, Health 
Canada 

Name and title (print): Mr. Nathan Isotalo, Sr. Policy Analyst 

Date: July 5, 2010 

Name and address of departmental contact person(s): Mr. Nathan Isotalo, 123 Slater St., B326 3Td 

Floor, Tel. 613-946-4225 

RAS signoff (analyst): 

Date: 

The regulatory organization should send two signed copies of the fmal Triage Statement to RAS. 
RAS will then sign the two Triage Statements and return one copy to the regulatory organization. 

Regulatory Affairs Sector 
Treasury Board of Canada Secretariat 
155 Queen Street 
Ottawa ON KIA OR5 
Canada 

Canadri 
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re: Janssen Ortho Inc's ROC [] 
Nathan J Isotalo to: Jocelyn Kula 
Cc: Denis Arsenault 

2010-07-05 11 :20 AM 

.~~~-----.. ------------
Hi Jocelyn, 

Denis will be forwarding a copy of the revised low triage to you shortly. The triage has been changed from 
medium to low based on discussions with Daniel. 

Nathan. 
Jocelyn Kula/HC-SC/GC/CA 

Thanks 

Jocelyn KulalHC-SC/GC/CA 

2010-07-0510:43 AM To Nathan J Isotalo/HC-SC/GC/CA@HWC 

cc Denis ArsenaultlHC-SC/GC/CA@HWC 

Subject re: Janssen Ortho Inc's ROci~ 

I don't think we should change our assessment of the risk that we gave at the meeting in any way. Esp 
since I have yet to see a draft triage doc. In addition, while the triage assessment does have an impact on 
the type of analysis required to support a reg proposal! type of RIAS that needs to be done, I am not sure 
how changing the risk from medium to low will actually expedite the scheduling or reg process per se? 

JK 

Jocelyn Kula 
Manager/ Gestionnaire 
Policy and Regulatory Affairs Division/ Division des politiques et affaires reglementaires 
Office of Controlled Substances/ Bureau des substances contr61ees 
Healthy Environments and Consumer Safety Branchl Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canadal Sante Canada 
Tel: (613) 946-0125 Fax: (613) 946-4224 

Nathan J Isotalo/HC-SC/GC/CA 

Hi Jocelyn, 

Nathan J 
Isotalo/HC-SC/GCICA 

2010-07-0510:14 AM 

To Jocelyn Kula/HC-SC/GC/CA@HWC 

cc Denis ArsenaultlHC-SC/GC/CA@HWC 

Subject re: Janssen Ortho Inc's ROC 

please find attached a revised ROC for our latest meeting with Janssen-Ortho Inc. on tapentadol. 
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As we are recently considering changing the triage from a medium to a low priority to expedite scheduling, 
I've indicated the risk as "low or medium". 

All other revisions were made as you've suggested. 

Nathan. 

2010 06 18 ROC ~sed).doc 
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~~JbU.II __ ~_ 

Re: Fw: Tepantadol Scheduling ~ 
Diane Allan to: Jocelyn Kula 2010-07-0810:25 AM 
Cc: Denis Arsenault, Nathan J Isotalo, CSTD-OCS-DO, Jeannine Ritchot 

" -.---------------
Here is my suggested changes .... and a comment that needs to be reworked. 

Please route to DO for Jeannine's signature and then DO to route to DGO for sign-off. 

This may become a public document in JO so, we need to ensure some accuracy here, so if there is 
anything else you think should be calrified and less commital, feel free to change it.. 

20100618 ROC changes· DA.doc 

Diane Allan 

Director / Directrice 
Office of Controlled Substances / Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch! Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada! Sante Canada 
Tel: 613-952-2177 
Fax: 613-946-4224 

Jocelyn Kula!HC-SC/GC/CA 

Jocelyn KulalHC-SC/GC/CA 

2010-07-0711:56 AM. To Diane Allan 

cc Nathan J Isotalo/HC-SC/GC/CA@HWC, Denis Arsenault 

Subject Fw: Tepantadol Scheduling 

We have reviewed the short summary and have a few suggested changes to the text; there were a few 
bullets that did not accurately reflect the discussion. Can you advise whether Cathy will want to review or 
whether, once you are OK, I could just send back to Elizabeth Wang with a cc to all that partiCipated? 

[attachment "201006 18 ROC changes .doc" deleted by Diane Allan/HC-SC/GC/CA] 

Jocelyn 

Jocelyn Kula 
Manager/ Gestionnaire 
Policy and Regulatory Affairs Division! Division des politiques et affaires reglementaires 
Office of Controlled Substances! Bureau des substances contr61ees 
Healthy Environments and Consumer Safety Branch! Direction genera Ie de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 946-0125 Fax: (613) 946-4224 
--- Forwarded by Jocelyn Kula/HC-SC/GC/CA on 2010-07-07 11 :50 AM --
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5.19(1) 

re: meeting wi TPD c:t 
Nathan J Isotalo to: Denis Arsenault 2010-07-09 09:21 AM 

Hi Denis, 

As you wish. 

As you know, Daniel was not on the invite list to the June 18th meeting and consequently, Daniel did not
participate at the meeting with Jansse-Ortho Inc. 

Daniel will be returning on July 19th. 

As we are due to updatel meet with JO on or around August 18th, how about I set a meeting for the week 
of July 19th with Jocelyn, Daniel, yourself and myself to discuss our approach? 

Nathan. 

Denis ArsenaultlHC-SC/GC/CA 

Hi Nathan, 

Denis 
ArsenaultJHC-SC/GC/CA 

2010-07-0909:01 AM 
To Nathan J Isotalo/HC-SC/GC/CA@HWC 

cc 

Subject re: meeting wi TPD@) 

As Daniel is guiding the regulatory process, we should not schedule a meeting before we discuss our 
appraoch on tapentadol with him (and Jocelyn). 

Denis 

Denis Arsenault 
Policy and Regulatory Affairs Division I Division des politiques et affaires reglementaires, 
Office of Controlled Substances I Bureau des substances controlees, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax I Telecopieur: (613) 946-0125 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 

Nathan J Isotalo/HC-SC/GC/CA 

Nathan J 
Isotalo/HC-SC/GC/CA 

2010-07-0908:58 AM 
To Denis ArsenaultlHC-SC/GC/CA@HWC 

cc 

Subject re: meeting wi TPD 

000301 



Hi Denis, 

please let me know when you would like to set up a meeting wi TPD on tapentadol over the next week or 
so and I will arrange. As some of their staff may be taking vacation, it is best is we communicate our 
request a.s.a.p. 

Nathan. 
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-.. - ~~ Tiana Branch/HC-SC/GC/CA 

..... 2010-07-1202:57 PM 

To Nathan J Isotalo/HC-SC/GC/CA@HWC 

cc 

bcc 

Subject CSS-WG - Terms of Reference 
,. ,,,,," ~,.~~,--:--------~,---"""",,~---,. 

History: ~ This message has been replied td. . 

Hi Nathan, 
Great chatting about the CSS-WG. Here is the most recent Terms of Reference do,?ument. 

Final Draft CSS WG ToR 2()()9....04..02. wpd 

If you have any other questions, just ask ... 
Thanks I Merci, 
Tiana 
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FINAL DRAFT 

~ 
HEALTHY ENVIRONMENTS AND CONSUMER SAFETY BRANCH and 

HEALTH PRODUCTS AND FOOD BRANCH 
CONTROLLED SUBSTANCES SCHEDULING WORKING GROUP (CSS-WG) 

TERMS OF REFERENCE 

The Healthy Environments and Consumer Safety Branch (HECSB) and Health Products and Food 
Branch (HPFB) Controlled Substances Scheduling Working (CSS-WG) is the key body responsible 
for identifying and reviewing substances, with the exception of precursor chemicals, that are being 
considered for addition to one ofthe Schedules to the Controlled Drugs and Substances Act (CDSA). 
For more information on the process by which substances are added to one of the Schedules to the 
CDSA, please refer to the < <To Insert Final Policy Title Hete». 

1. MANDATE 

The CSS-WG is responsible for making recommendations on the need for domestic 
regulatory control of a substance under the CD SA. In order to fulfill this responsibility, WG 
members undertake the following activities: 
• assessment of preliminary reviews done on substances, and determination of whether 

a substance should be further assessed for CDSA scheduling purposes; 
• contribution to the establishment of appropriate action plans for CDSA scheduling 

assessments; 
• preparation and review of related documents; and 

• determination of whether and when the Expert Advisory Committee (EAC) on 
CDSA Scheduling should be involved in the scheduling process. 

2. REPORTING STRUCTURE 

The CSS-WG reports and makes recommendations, through its Chair, to the Director 
General of the Tobacco and Drugs Directorate (TDD). The DG of TDD will share 
information! involve appropriate DGs from HPFB as required. 

3. MEMBERSHIP 

The membership of the CSS-WG includes at least one representative and an alternate from 
each of the following: 

• 
• 
• 
• 
• 
• 
• 

Office of Research and Surveillance (ORS), TDD, HECSB (Chair); 
Office of Controlled Substances (OCS), TDD, HECSB; 
Therapeutic Products Directorate, HPFB; 
Marketed Health Products Directorate, HPFB; 
Natural Health Products Directorate, HPFB; 
Health Products and Food Branch Inspectorate, HPFB; and 
Veterinary Drugs Directorate, HPFB. 

1 
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FINAL DRAFT 

Guest representatives from other areas within Health Canada and/or representatives of the 
Royal Canadian Mounted Police and the Canada Border Services Agency may be requested 
to attend CSS-WG meetings as required. 

All CSS-WG members are required to possess Enhanced security clearance. All members 
are expected to protect and maintain as confidential any protected information divulged 
during the work of the CSS-WG. 

4. PROPOSED TENURE/LIFE CYCLE OF MEMBERS 

The CSS-WG is intended to be a standing body and as such, members will not be required 
to serve specific terms. 

5. MANAGEMENT AND ADMINISTRATION 

Secretariat 
Secretariat support to the CSS-WG will be provided by the DRS, including organizing and 
sending out invitations for Committee meetings, disseminating information to be discussed 
at the meeting, developing meeting agendas and generating Records of Discussion for each 
meeting. The contents of each Record of Discussion will be kept to a minimum, i.e., 
attendance, documents reviewed, key discussion points, action plans and recommendations. 

Meetings 
The CSS-WG will meet on a monthly basis, usually the third Wednesday of every month. 
Additional meetings may be held at the call of the Chair. 

Members will receive an agenda, briefing materials and other documentation as far in 
advance as possible but at least five (5) working days prior to the meeting. The Records of 
Discussion will be approved by the Chair in consultation with members. 

Decision-Making 
Decisions will be made by consensus. 
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... 

.. .,.. ... -. Tiffany 
_ .... ~~j Thornton/HC-SC/GC/CA 
~ .. ~~ 

... ~ .. ~ 2010-07-1202:05 PM 

To Bruna Brands/HC-SC/GC/CA@HWC, Cathy 
Petersen/HC-SC/GC/CA@HWC, Colette 
Strnad/HC-SC/GC/CA@HWC, Collin 

cc Isabel Shanahan/HC-SC/GC/CA@HWC, Laura 
Cooney/HC-SC/GC/CA@HWC 

bcc 

Subject CSS-WG Meeting June 15h: Draft Agenda~ 

Please find attached the draft agenda for the meeting on Thursday July 15th 10-11 am in Room 505A, 
123 Slater Street (note the room change). I have also attached the draft ROD from the last meeting for 
your review & feedback. 

Draft Agenda: 
1- Members' introduction 
2- Approval of Agenda 
3 - Approval of ROD from June 16th 
4- Discussion on Tapentadol (Jocelyn/all) 
5- Next steps i.e next meeting scheduled August 18th 

tif 
CSS-WG June 2010 Meeting ROD .doc 

Thank you, 
Tiffany Thornton 
Senior Research Analyst / Analyste de Recherche 
Office of Drugs and Alcohol Research and Surveillance 
Controlled Substances and Tobacco Directorate 
Health Canada 

123 Slater Street, I.A 35058 
Ottawa, ON K1A 189 
613-946-3590(t) 613-952-5188(fax) 
tiffany-thornton@hc-sc.gc.ca 
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ProtectedB 
Draft '~J 

Record of Discussion (ROD) 
Controlled Substances Schedulin~ (CSS) Working Group Meeting 

Wednesday, June 16t ,2010, 10·11:30am 
123 Slater Street, Rm 305A 

Present: 

• Suzanne Desjardins, Office of Drugs 
and Alcohol Research and 
Surveillance (ODARS), Controlled 
Substances and Tobacco Directorate 
(CSTD), Healthy Environments 
Consumer Safety Branch (HECSB) 
(Chair) 

• Robin MarIes, Bureau of Clinical 
Trials and Health Sciences, Natural 
Health Products Directorate (NHPD), 
HPFB 

• Colette Strnad, Office of Science, 
Therapeutic Products Directorate, 
HPFB (alternate for Thea..MJJeller) 

------~ 

• Tanja Kalajdzic, Marketed 
Pharmaceuticals & Medical Devices 
Division, Marketed Health Products 
Directorate, Health Products and 
Food Branch (Hj>FB) 

• Tiana Branch, OCS, CSTD, HECSB 

• Collin Pinto, Drug Compliance, 
Verification and Investigation Unit, 
Health Products and Food Branch 
Inspectorate (HPFBI) 

• Secretariat- TifIap.y Thornton, 
ODARS,CSTD,HECSB 

Regrets: 

• Bruna Brands, OI)ARS, CSTD, HECSB 
via phone ~ 

• Hanan Abromovici, ODARS, CSTD, 
HECBS ~---

• Jocelyn Kula, Office of Controlled 
Substances (OCS), CSTD, HECSB 

• Evelyn Soo, OCS, CSTD, HECSB 
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1. Welcome & Introductions 
Suzanne welcomed the working group members. 

2. Approval of Agenda Items 
Agenda approved with a minor amendment to item #7; discussion regarding tapentadol 
will take place in July. 
Actions: 

~ Tiffany to circulate documents from Jansen Ortho regarding tapentadol to CSS
WG for review prior to next meeting. 

3. Approval of ROD from May, 2010 
The ROD for the May meeting was approved, a minor change was noted. 

4. CDSA Scheduling Process - Update on ADM Briefing 
The deck on the draft policy (based heavily on content from past EAC deck) has gone to 
the Director, OCS for review. It is anticipated that the deck will be tabled at DMC within 
the next month. 
Actions: 

>- OCS to arrange for DMC discussion on draft policy in Summer 2010. 

5. Update on Scheduling of Benzylpiperazine (BZP) and TFMPP 

6. 2C Family Update 

000308 
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7. Roundtable 
Further to NHPD and MHPD work on an IAS on Salvia in 2004 and extensive inter
branch discussions in 2007-08 oes has been working on a scheduling lAS. Suzanne 
emphasized that new data regarding prevalence of salvia will be released via eADUMS 
on June 24th and should be incorporated into the lAS. 
oes and ODARS have been contributing to an "Its Your Health" document on salvia 
that is now in Departmental approvals 
Actions: 

~ Tiana to follow-up on salvia IAS with Jocelyn and arrange for draft 
~ IAS to be circulated prior to next meeting 
~ A ess-WG meeting in the Fall should be dedicated to reviewing salvia 
~ Tanja will have the information regarding the number of fatal cases reported due 

to Propofol. 

10. Next Steps 
Next meeting scheduled for Wednesday July 14th 2010 from 1O-11:30am in Rm 405A. 
Tiffany will send the invitation along with the agenda and the ROD for the next meeting. 
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Record of Contact 

Date of Contact: 06 18/10 

Health Authority/Division: 

OCS, CSTD 

CNSD, BCANS, TPD 

Health Authority Contact: 
Name: Sonia Lindblad 

Health Authority Attendee(s): 
CSTD: 
Name: Ms. Cathy Sabiston 
Title: Director General, CSTCD 

Name: Ms. Diane All~en 
Title: Director, OCS 

Name: Ms. Jocelyn Kula 
Title: Manager, Policy and Regulatory 
Affairs Division 

Name: Mr. Nathan Isotalo 
Title: Senior Policy Analyst 

TPD: 
Name: Dr. Cathy Petersen 
Title: Manager, CNSD 

Name: Dr. Lisa Kelly 
Title: Assessment Officer, CNSD 

Subject: 

Janssen-Ortho Regulatory Affairs 

Date of Report: 06/23/10 

Product: 

Prepared by: 
Name: 
Title: 

Company Attendee(s): 
Name: 
Title: 

Name: 
Title: 

Name: 
Title: 

Name: 
Title: 

The meeting with Health Canada took place on Friday, Junel8, 2010, 1-2 PM at MacDonald 

Building, 123 Slater Street, Ottawa. 

The following is a record of the meeting: 
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Record of Contact Janssen-Ortho Regulatory Affairs 

2 

000312 



~ 

J. ....... '1' ":alth Canada 
T' . Sante Canada . , 

For Signature of 
Pour la signature du 

Prepared by / Prepare par 
T elephone/T elephone 

Verified by / Veri fie par 
Telephone/Telephone 

Approval Slip / Bordereau d'approbation MECS/SGCHD 
10-115428-79 

For Departmental Secretariat use only I 
Director General A I'usage du Secretariat du ministere 

J.Kula J \~ Ministerial Briefing Unit 

946-0125 3J\v1 ~ \ \ oUnite d'information ministerielle 

Deputy Minister's Office 
J. Ritchot for D. All~ Bureau du Sous-ministre -.,. 

952-2177~ C' ') ~ \'C:...\. \.~ 
Director General / Directeur general C. Sabiston 

l\I,elephone/Telephone 941-1977 
.".. 

q~~.,.' tion 
" 

It portfolio (Including: Branches. Regions. Agencies. Legal) 

Portefeuille de sante (Compris: Directions gemfrales, regions. agences. 
Services juridiques) 

acronymlacronyme 

acronymlacronyme 

acronymlacronyme 

acronyml acronyme 

acronymlacronyme 

Other Government Departments 
Exigence d' autres ministeres 

Final Approval 

Signature (as required / au besoin) 

name printed and signature I nom imprime et signature 

name printed and signature I nom imprime et signature 

name printed and signature I nom imprime et signature 

name printed and signature I nom imprime et signature 

name printed and signature I nom imprime et signature 

name printed and signature I nom imprime et signature 

Signature of Branch! Agency Head 
Signature du responsable de la DG/Agence 

Branch! Agency Date 
Acronyme de la DGI Agence 

Remarks - Remarques: 

~ Copied to 
Liste de diffusion 
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Record of Contact 

Date of Contact: 0618110 

Health Authority/Division: 

OCS,CSTD 

CNSD, BCANS, TPD 

Health Authority Contact: 
Name: Sonia Lindblad 

Health Authority Attendee(s): 
CSTD: 
Name: Ms. Cathy Sabiston 
Title: Director General, CSTCD 

Name: Ms. Diane AIIWI 
Title: Director, OCS 

Name: Ms. Jocelyn Kula 
Title: Manager, Policy and Regulatory 
Affairs Division 

Name: Mr. Nathan lsotalo 
Title: Senior Policy Analyst 

TPD: 
Name: Dr. Cathy Petersen 
Title: Manager, CNSD 

Name: Dr. Lisa Kelly 
Title: Assessment Officer, CNSD 

Subject: 

Janssen-Ortho Regulatory Affairs 

Date of Report: 06/23/10 

Product: 

Prepared by: 
Name: 
Title: 

Company Attendee(s): 
Name: 
Title: 

Name: 
Title: 

Name: 
Title: 

Name: 
Title: 

The meeting with Health Canada took place on Friday, June 18,2010, 1-2 PM at MacDonald 

Building, 123 Slater Street, Ottawa. 

The following is a record of the meeting: 
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Record of Contact Janssen-Ortho Regulatory Affairs 

000315 



Hi to you both, 

Comments on J-O Meeting Summary 
Jocelyn Kula to: Cathy Petersen, Lisa Kelly 
Cc: Nathan J Isotalo, Denis Arsenault 

5.19(1) 

2010-07-1409:05 AM 

I assume you were copied on . 
summary of our meeting on tapentadol. 

message from a few weeks ago attaching a short 

In any case, we have reviewed and would like to suggest a few changes to J-O. Thought we would run 
through you just to make sure you don't have anything else to add before we send. 

If you could please get back to me before Friday. July 16 at noon, it would be much appreciated. The 
summary is very short. 

JOI Meeting Record + OCS Comments July 8 2010.doc 

Thanks in advance 

Jocelyn 

Jocelyn Kula 
Managerl Gestionnaire 
Policy and Regulatory Affairs Divisionl Division des politiques et affaires reglementaires 
Office of Controlled Substances! Bureau des substances contr61ees 
Healthy Environments and Consumer Safety Branchl Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canadal Sante Canada 
Tel: (613) 946-0125 Fax: (613) 946-4224 
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Record of Contact 

Date of Contact: 06 18/10 

Health Authority/Division: 

OCS, CSTD 

CNSD, BCANS, TPD 

Health Authority Contact: 
Name: Sonia Lindblad 

Health Authority Attendee(s): 
CSTD: 
Name: Ms. Cathy Sabiston 
Title: Director General, CSTCD 

Name: Ms. Diane AII-W1. 
Title: Director, OCS 

Name: Ms. Jocelyn Kula 
Title: Manager, Policy and Regulatory 
Affairs Division 

Name: Mr. Nathan Isotalo 
Title: Senior Policy Analyst 

TPD: 
Name: Dr. Cathy Petersen 
Title: Manager, CNSD 

Name: Dr. Lisa KeIly 
Title: Assessment Officer, CNSD 

Subject: 

J anssen-Ortho Regulatory Affairs 

Date of Report: 06/23/10 

Product: 

Prepared by: 
Name: 
Title: 

Company Attendee(s): 
Name: 
Title: 

Name: 
TitIe:-

Name: 
Title: 

Name: 
Title: 

The meeting with Health Canada took place on Friday, Junel8, 2010,1-2 PM at MacDonald 

Building, 123 Slater Street, Ottawa. 

The foIIowing is a record of the meeting: 
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Record of Contact J anssen-Ortho Regulatory Affairs 

000318 



-{;jJf?C ~/~..<-c...e .. __ ' __ '~_' ___ ~ 
I C5 <7 -wG:~,,'. ->< ,.,~' ""-,, 

\~~~!-t-X~~~~ ___ --
,; . ..:-- "'2<:/'" f(S-./rz..~ .di!d 

-r~ ~~n~ 
1)~0l A-r ~~,-,,-t~ 
;h,~ c/tv~& 
%~""c.. ;1 ~"c4.... 
",' 

>~"~~ / ~ , 

/ ~ '7,''-'l#fL ~~-c1/~tZ4 , 

I (~ /4:-&-;::..",,,

Ctilk 5-f/Yi~~( -?crh c:~ 
Cd4 'f?-7-£ 

;!u.ylC1..I'1 A bl0 t~<,) /.{~C ( 

Btr~ "1. I~/~ -0 ',.. ~ ~ c.~~ 

000319 

;z/~~ __ ! 

Ie c/ ):J I 71 )?Pt~ t~ 
(<-; ~ dJ/:-(7 . 

s.20(1)(b) 



Required: 

Cancelled: Tapentadol 
2010-07-19 Mon 1:00 PM - 2:00 
PM 

_.JklJl 

Attendance is required for Nathan J Isotalo 
Chair: Denis ArsenaultlHC-SC/GC/CA 
Location: 0389 

Daniel GalameaulHC-SC/GC/CA@HWC, NathanJ IsotaloJHC-SCJGC1CA@HWC: 
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· _ •. ~J./I, 

lAS tapentadol 
Nathan J Isotalo to: Denis Arsenault 2010-07-2605:10 PM ., _____________ . _ ,."u. __ w ___ • _____ • ______________ • ____________ _ 

Good afternoon, Denis, 

you may find the lAS for tapentadol on the L drive it contains CSI and protected B content from abuse 
liability study and is not for distribution outside the Department. Nathan. 

000321 



Tapentadol Triage Document - Revised 
Denis Arsenault to: Daniel Galarneau 
Cc: Nathan J Isotalo 

Hi Daniel, 

-elI.JJL 

2010-07-28 04:55 PM 

Attached for your review is a revised version of the tapentadol triage document based on our meeting last 
week. 

T apentadol Triage 5 tatement 201 0·07·28. rtf 

Denis 

Denis Arsenault 
Regulatory Policy Division / 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances contr6lees, 
Health Canada / Sante Canada 
TellTel: (613) 957-6828 
Fax / Telecopieur: (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 
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1+1 Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

Triage Statement Form 

Section I: Overview 

Date received by RAS: 

Security classification 

Protected B 

s.20(1)(b) 

Title of the Regulatory Proposal: Addition of Tapentadol, its analogues to Schedule I of the 
Controlled Drugs and Substances Act and the Schedule of the Narcotic Control Regulations. 

Sponsoring Regulatory Organization(s): Health Canada 

Statutory Authority: Controlled Drugs and Substances Act (CDSA) 
~",.*' 

Approximate date of submission of regulatory prop~sil:'~:~ RAS: September 1, 2010 

;: " 

Issue 

«' 

that has been market-approved in the United 

States, with similar approvalEi;G~Frent1~pelilg sought in Canada and several European countries 

by its sponsor lanssen-Ortho In~:::;;;~::,; :f: 

In addition, the United Nations (UN) has 

launched a process to have tapentadol included in Schedule I of the UN List on Narcotic Drugs. 

Tapentadol's sponsor, lanssen-Ortho Inc. is supportive of similar controls in Canada. 

Given that it is already marketed in the United States, 

To address these risks, there is a necessity for Health Canada to 

control tapentadol as done abroad.""""""""""""""""""""""","""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""", 

Objective 

Canada 
000323 



1+1 Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

To add tapentadol and any related analogues having abuse potential to Schedule I of the 
Controlled Drugs and Substances Act (CDSA) and the Schedule of the Narcotic Control 

Regulations (NCR). Tapentadol will be available to only those persons authorized to do so under 
the CDSA and the NCR. This objective aligns with the Office of Controlled Substances' ongoing 
activities to safeguard the public from drugs that may be potentially diverted and abused. 

If approved for sale in Canada, scheduling under the NCR would impose reporting, security, 
storage, and license and permit requirements for medications containing tapentadol or its related 
analogues. Once scheduled, only licensed dealers oftapentadol or its analogues will be able to 
carry out the specific activities (including import and "export) in their dealer's license for the 
specified tapentadol or analogue. Likewise, handling by pharmacists and practitioners will be 
restricted to the conditions specified under the NCR. 

Description 

,~~~~>"'< '~;~ '~;<!~" 

Marketed internationally undef~Re traj~n~fi)~ ofNUCYNTA ®, two formulations oftapentadol 
have been developed including afI~idiate release (IR) tablet for the relief of acute pain and a 

Tapentadol IR for relief of acute 
pain was approved by the FDA for marketing in the U.S. as a prescription drug on November 20, 
2008. 

is available for sale in the U.S. and 
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not yet scheduled under the Controlled Drugs and Substances Act (CDSA) in Canada. As the 
diversion and abuse of prescription drugs is of increasing concern (with a majority of drug users 
in many large urban centres in Canada being non-medicinal users of prescription opioids), 

government intervention is required given that 

regulatory 

actions taken by other countries, and the risks of the diversion and abuse of tapentadol, Health 
Canada proposes to include tapentadol and any of its related analogues on Schedule I of the 
CDSA and the Schedule (section 2(1)) ofthe NCR. Moreover, Health Canada has decided to 
expand the scope to include all related analogues with similar abuse potential as the parent 
substance to ensure that all related tapentadol analgesics are only found in prescription drugs. 

To schedule the following: 

Tapentadol (Phenol, 3-[ (lR,2R)-3-( dimethyl amino )-I-ethyl-2-methylpropyl]-) 

Tapentadol HCL (Phenol hydrochloride, 3-[(lR,2R)-3-(dimethylamino)-I-ethyl-2-
methylpropyl]-) 

Tapentadol related analogues (its isomers, esters, ethers, salts and salts of isomers, esters and 
ethers, whenever the existence of such isomers, esters, ethers and salts is possible and they 

exhibit similar abuse potential a~~g~~tadol) 
~<> 
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Section II: Expected Levels of Impact 

(Maximum 1 page for each question) 

To rate the level of impact, check either No or NI A (no or not applicable), Low, Medium, or High. 

1) Health and Safety 

s.20(1)(b) 

If a regulatory proposal is expected to have no impact on 
human, animal, or plant health or safety, or is not 
applicable, it receives a No or NI A rating. If a regulatory 
proposal is expected to have minimal impact, it receives a 
Low rating; if it is expected to have some impact, such as 
reducing the delay or the need for medical attention or 
hospitalization, it receives a Medium rating; and if it is 
expected to have a significant impact, such as mortality, it 

receives a High rating. 

No or Low Medium High 
N/A 

o ~ 0 0 

If the rating is Low, Medium, or High, describe the expected level of impact: 

While there are no reported cases of tapentadol abuse in Canada, 
as it is available for sale in the United States. The impact of 

this regulatory proposal on human health and safety is therefore low as the only current risk to 

public health and safety arises from potential cross-border trafficking. The scheduling of 

tapentadol will provide added controls to prevent and mitigate diversion and abuse. 

2) Environment 

If a regulatory proposal is expected to have no impact on No or Low Medium High 
the environment, or is not applicable, it receives a No or N/A 
NI A rating. If a regulatory proposal is expected to have 

~ 0 0 0 minimal impact, it receives a Low rating; if it is expected 
to have some impact, it receives a Medium rating; and if 
it is expected to have a significant impact, such as 
damaging a sensitive ecosystem or protecting it from 
irreversible harm or damage, it receives a High rating. A 
preliminary review based on The Cabinet Directive on the 
Environmental Assessment of Policy, Plan and Program 
Proposals will assist in providing a basis for the rating. 
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3) Society and Culture 

If a regulatory proposal is expected to have no social 
impact or implications for people's way oflife, culture, 
community, political systems, well-being, personal and 
property rights, fears and aspirations, or ethical concerns, 
or is not applicable, it receives a No or NI A rating. If a 
regulatory proposal is expected to have minimal impact, it 
receives a Low rating; if it is expected to have some 
impact, it receives a Medium rating; ifit is expected to 
have a significant impact, it receives a High rating .. 
Special consideration should be given to vulnerable social 
and economic groups, such as Aboriginal peoples, official
language minorities, lower income Canadians, recent 
immigrants, and groups affected on the basis of age, 
gender, race, or culture. 

No or Low Medium High 
N/A 

o [8J 0 0 

If the rating is Low, Medium, or High, describe the expected level of impact: The rating is low as 
the scheduling of tapentadol will mitigate the potential for its diversion and abuse while not 
preventing its availability by prescription if approved in the future for sale in Canada. 
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4) Public Security 

If a regulatory proposal is expected to have no impact on 
public security or no implications for national safety and 
security, transportation and travel safety, criminal activity 
or policing, emergencies and disasters, family and home 
safety, financial safety, Internet safety, product or 
consumer protection, recreational safety, bullying, school 
safety, and workplace safety, or is not applicable, it 
receives a No or Nt A rating. If a regulatory proposal is 
expected to have minimal impact, it receives a Low 
rating; if it is expected to have some impact, it receives a 
Medium rating; and if it is expected to have a significant 
impact, it receives a High rating. 

No or Low Medium High 
NtA 

D D [8] D 

If the rating is Low, Medium, or High, describe the expected level of impact: 

The impact on public security is medium as the consequence of not scheduling tapentadol under 

the CDSA and NCR could lead to possible higher rate of diversion and abusive use of this mu

opioid analgesic than what may currently exist. This regulatory proposal will impose reporting, 

security, storage and license and permit requirements for medications containing tapentadol or 

its related analogues. Once scheduled, only licensed dealers of tapentadol or its analogues will 

be able to carry out the specific activities in their dealer's license for the specified tapentadol or 

analogue and only those licensed dealers having the necessary permits to import and/or export 

them may do so. Likewise, handling by pharmacists and practitioners (if approved for sale in 

Canada in the future) will be restricted to the conditions specified under the Narcotic Control 
Regulations (NCR). Patient accessibility would only be allowed through a doctor's prescription. 
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s.20(1)(b) 

If a regulatory proposal is expected to have no economic 
impact or implications for business (including 
administrative burden and duplication), consumers, 
competition, jobs, and trade (international and 
interprovincial), or is not applicable, it receives a No or 
NI A rating. If a regulatory proposal is expected to have 
minimal economic impact, it receives a Low rating; if it is 
expected to have some impact, it receives a Medium 
rating; and if it is expected to have a significant impact, it 
receives a High rating. 

No or Low Medium High 
N/A 

D [g] D D 

If the rating is Low, Medium, or High, describe the expected level of impact: 

In the United States, there has been some mention of the possibility of the cost of tapentadol 
increasing as a result of the 

00000000000000000000000000000000000000000000000000000000000000000000000000000000000 

and practitioners being reluctant to prescribe due 
to elevation in costs. Nevertheless, despite these concerns, . 

Hence, the expected 
economic impact is expected to be marginally low. 
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6) Costs and Savings of the Regulatory Proposal 

Estimate the level of gross costs No or Low Medium High 

or savings to government, N/A 

industry, consumers, and 
Canadians as a result of the 
regulatory proposal in CAN 

$0 $0-$10 million $10-$100 ;:s 1 00 million 
dollars. Estimate costs or 

PV million PV PV 
savings either in terms of 
present value (PV) based on a or or or 
minimum 10-year forecast and 
an 8% discount rate, or $0-$1 million $IM-$lO ;:s 1 0 million 

expressed annually. For annual million annual annual 

guidance see the Canadian 
D C8J D D Cost-Benefit Analysis Guide: 

Regulatory Proposals. Note: 
government costs do not include 
the cost of developing the 
regulatory proposal. 

If the level of impact is Low, Medium, or High, describe the expected level of costs and savings 

(include amounts if available): The level of impact is low as the only costs to be incurred by this 

regulatory proposal are costs associated with product labeling and the addition of an "N" to 
designate tapentadol medications as narcotics. 

~::::~ ... ~. 
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7) Public Interest, Stakeholder Support, and Potential Controversy 

If a proposal is not controversial and is universally No or 
supported by all stakeholder groups, or this is not N/A 
applicable, it receives a No or NI A rating. If a regulatory 

~ proposal is expected to cause minimal controversy but is 
generally supported by all key stakeholder groups, 
including lobby groups, it receives a Low rating; if it is 
expected to cause some controversy or is opposed by 
some key stakeholders, it receives a Medium rating; and 
if it is expected to cause significant controversy, is 
opposed by most stakeholders, or faces large opposition, 
it receives a High rating. 

8) Regulatory Coordination and Cooperation 

If a regulatory proposal is expected to have no impact on No or 
regulatory coordination or cooperation, including that N/A 
between federal departments, with other governments in 

~ Canada, and internationally, or is not applicable, it 
receives a No or NI A rating. If a regulatory proposal is 
expected to have minimal impact on regulatory 
coordination or cooperation, it receives a Low rating; if it 
is expected to have some impact, it receives a Medium 
rating; and if it is expected to have a significant impact, it 
receives a High rating, for example, whenever specific 
Canadian requirements are proposed. 

Low Medium High 

D D D 

Low Medium High 

D D D 
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9) International Trade Agreements or Obligations 

If a regulatory proposal is expected to have no impact on 
international trade agreements or obligations, or is not 
applicable, it receives a No or NI A rating. If a regulatory 
proposal is expected to have minimal impact on 
international trade agreements or obligations, it receives a 
Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected to have a 
significant impact, it receives a High rating. 

No or 
N/A 

D 

Low Medium High 

[8J D D 

If the rating is Low, Medium, or High, describe the expected level of impact: This regulatory 
proposal will have a low impact on Health Canada meeting its current and future international 

obligations under the UN Single Convention on Narcotic Drugs 1961 as amended by the 1972 
protocol amending the Single Convention on Narcotic Drugs 1961 as tapentadol has yet to be 

added to the Schedules under the UN Convention. 

- ,"" 

10) Legal, Policy or Government Priority, Misc~il!l:~eous Amendment Regulations (MARs), 

or other Impact 
" 

If a regulatory proposal is expected to have no legal, No or Low Medium High 
policy, or other impact, or is not applicable, it receives a N/A 

No or N/A rating. If a regulatory proposal is expected to 
[8J D D D have minimal legal, policy, or other impact, it receives a 

Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected to have 
significant impact, it receives a High rating. MARs are 
usually rated as No or NI A. 

This regulatory proposal is not a MAR. 

This regulatory amendment was not proposed by the Standing Committee for the Scrutiny of 
Regulations. 
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Section III: Overall Impact 

The overall expected level of i,mpact of the No orN/A Low Medium High 

regulatory proposal should be the highest level 
D D ~ D triggered by any of the questions in Section II. 

Section IV: Submissions Requirements 

Triage Statement Requirements 

Low-Impact RIAS Template 

A. If the answer to all Complete the Low-impact RIAS template 
10 questions is No or N/A 

0 or Low Consideration of recommendation for exemption from pre-
publication in Canada Gazette, Part I. 

.';' ". "C;::>. 

C.'.::, ••. ' 

MediumIHigh-Impact RIAS Template 

B. If the answer to one or Complete the Medium/high-impact RIAS template 
more of the 10 questions 

~ is Medium or High Consult stakeholders before pre-publication in Canada 

Gazette, Part I. 

C. If all the answers to Qualitative analysis of costs and benefits for each stakeholder 
Questions 1 through 6 are 

D 
is required. 

No or N/A or Low 

D. If the answer to one or Estimate benefits and costs for each stakeholder through cost-
more of Questions 1 

~ 
benefit analysis, risk assessments, and strategic environmental 

through 6 is Medium and assessment: 
there are no answers that 1. Quantitative costs; 
are High 2. Quantitative benefits if data is available (such as in 

literature reviews, departmental records, benefits 
transfer, consultation, and expert advice); or 

3. Qualitative costs or benefits when 1 or 2 above is not 
possible. 
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E. If the answer to one or 
more of questions 1 

0 through 6 is High 

F. lithe answer to 
Question 8 is either 

0 Medium or High 

G. If the answer to 
Question 9 is either 

~ Medium or High 

H. If the answer to one or 
more of Questions 1 

~ through 6 is either 
Medium or High 

Secretariat du Conseil du Tresor 
du Canada 

Estimate benefits and costs for each stakeholder through cost-
benefit analysis, risk assessments and strategic environmental 
assessment: 

1. Quantitative costs 
2. Quantitative benefits 
3. Qualitative costs or benefits when 1 or 2 is not possible 

Complete the Performance Measurement and Evaluation 
section ofthe RIAS template and a Performance Measurement 
and Evaluation Plan. 

Report on any cooperation and coordination efforts 
undertaken, including those between federal departments, with 
other governments in Canada, and internationally. When 
specific Canadian requirements are proposed, identify why 
they are warranted by specific Canadian circumstances and 
how they result in the greatest overall benefit to Canadians. 

Report on any efforts to ensure that Canada's international 
obligations are respected in such areas as human rights, health, 
safety, security, international trade, and the environment. 

Complete the Implementation, Enforcement and Service 
Standards section ofthe RIAS template. 
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The regulatory organization should provide a rationale in writing if the regulatory organization 

wishes to obtain an exemption from RAS on some of the requirements listed above: 

Not applicable - no exemption sought. 

RAS should list any additional requirements for this proposal, such as policy cover, program 

funding, or other information. 

In the case of a MAR, RAS approves the use ofthe MARs process: 

Yes D No D Not applicable. 

Departmental signoff (Director): Ms. Diane Allan, Dir~Ftor, Office of Controlled 
Substances, Controlled Substances and Tobacco Dir~'i.~t~!lte, HECS Branch, Health 
Canada'"····· 

"<d"'''O, 

Name and title (print): Mr. Nathan Isotalo, sr:;~~;~;i;~~~~~lyst 
Date: July 26,2010 

Name and address of departmental c~~~ac,J~ers~)lf(s): Mr. Nathan Isotalo, 123 Slater St., B326 3rd 

Floor, Tel. 613-946-4225 

RAS signoff (analyst): 

Date: 

The regulatory organization should send two signed copies ofthe final Triage Statement to RAS. 
RAS will then sign the two Triage Statements and return one copy to the regulatory organization. 

Regulatory Affairs Sector 
Treasury Board of Canada Secretariat 
155 Queen Street 
Ottawa ON KIA OR5 
Canada 
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Hi Daniel, 

Denis 
ArsenaultlHC-SC/GC/CA 

2010-07-2804:55 PM 

To Daniel Galarneau/HC-SC/GC/CA@HWC 

ee Nathan J Isotalo/HC-SC/GC/CA@HWC 

bec 

Subject Tapentadol Triage Document - Revised 

Attached for your review is a revised version of the tapentadol triage document based on our meeting last 
week. 

T apentadoJ Triage Statement 201 0·07-28. rtf 

Denis 

Denis Arsenault 
Regulatory Policy Division / 
Division des politiques H3glementaires, 
Office of Controlled Substances / 
Bureau des substances controlees, 
Health Canada / Sante Canada 
TelfTel: (613) 957-6828 
Fax / Telecopieur : (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 

Nathan J 
Isotalo/HC·SC/GC/CA 

2010-08-03 04:30 PM 

To Denis ArsenaultlHC-SC/GC/CA@HWC 

cc 

bcc 

Subject re: tapentadoJ reg package 

Hi Denis, 

please find attached preliminary draft docs for the tapentadol reg. package for prepublication CGI. 

T """"odoI RIAS., 3 2!Jl0.wpd T _ DIafting , Pug 3 2!Jl0wpd T_ Memo to .... Pug 3 2!JlO.wpd 

Tapertadol Com-Plan ,Aug 3201O:wpd Tapentadol Routing Slip docket no ,Aug 32010wpd 

i1 
Tapentadol Notice of Intent Aug J 2010_'NPd 

Nathan. 
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Health Canada 
Sante Canada 

Routin Sli / Bordereau D'envoi 

Numero du dossier 

For Signature of Assistant Deputy Minister F~rIi~patbll~nutISeeretari1lt ~seonlij;,':: 
Pour la signature de I A:J'usa~ du ~r~~riat du lIIinistere'>2,:,<;'::.':':" 

11---------------------;· §~~ial,~;;~~t;~f!:~j;;f}:~:·, ... .x( .···r!, •. ';::'.,; .•••.• , .• ::f; 

Originator I ~:~~;:tl:~:alo Tel: 946-4225 ~dj~i~~;~;,S~i~l~:~~)!":;'; •. ', ;;;',;> ../.:{,;;:/\J::': 'it 
.-.' .. " . , .. " , .. ' ,~'.;~>~;:~;~>'"i;~' ,- ",:; c • ,.<,,/;<_;.;~~ ,);<~,:', 

II------------------------t Sel1ioi'Advi~¥:'~"\: .. ·· '.'. . ..•.. ........ •... i '<> 

Prepared by I Prepare par 
Nathan Isotalo 

Verified by / Verifie par 
Diane Allan 

Tel: 946-4225 

Director General I Directeur general 

Cathy Sabiston 

Cleared With - Avec l'accord de 

Legal Services 
Services juridiques 

Others 
Autres 

ApprovedlNoted - ApprouvelNote 

ConseiUer(ere);'ptineipal(e)'>:'; .. : .i·.··.· ..... ""'1';".;" 
··.'··.;)\'~<;iV::~~t~~:·~,~:~",·" :~';>L3(~;~j~j~:~' ,"'~ ., .... ).;'. ~ ':, -:;~:'/ ":,," >;t;::~· '.;,'.:=:, 

:,r-~<~:':::">~~; ; :,.':- " ', .. ' ,';::.~~ ,;~:.: "", ;,~;>::)_ ;.~. . ,~:/~. '. 
'<' >:';~'-", ."', ." y-

Date Tel: 952-2177 

Date Tel: 941-1977 

Date: 

Branch HeadlRDG :::--____________ Branch AcronymlRDG ______ _ 
Responsable de la DG/DGR Acronyme de la DG IDGR 

Assistant Deputy Minister - Sous-ministre adjoint 

Remarks - Remarques 

.~ Copied to 
Liste de diffusion 

Date 

000338 



SUPPLEMENTARY NOTE 

SECRET 
NOT FOR PUBLICATION 

Re: The Addition ofTapentadol and Its Analogues of Similar Abuse Potential to the 
Schedules of the Controlled Drugs and Substances Act and the Narcotic Control 
Regulations 

The objective of this regulatory proposal is to ensure that adequate controls are in place in 
Canada prior to any Canadian market approval of this 

Currently, the UN is 

conducting scheduling activities to have tapentadol included in Schedule I of the UN List on 
Narcotic Drugs. 

This regulatory proposal is not expected to have much opposition given the low costs and 
economic impact, the existence of the aforementioned legislative controls in foreign countries 
and the benefits to Canadian public health and safety from the scheduling oftapentadol and its 
analogues of similar abuse potential. 
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DRAFTING INSTRUCTIONS 

TITLE 
Addition of tapentadol and its analogues of similar abuse potential to the Schedules of the 
Controlled Drugs and Substances Act(CDSA) and the Narcotic Control Regulations(NCR). 

TYPE OF REGULATIONS 
Schedule amendment 

STATUATORY AUTHORITY 
Controlled Drugs and Substances Act, 1996, c. 19, subsection 55(1) 

SCOPE OF THE REGULATIONS 

Canadian public safety and health are at risk from the abuse, diversion and trafficking of 
tapentadol (and from any of its analogues having similar abuse potential) as they are not 
listed on the Schedules to the Controlled Drugs and Substances Act or the Narcotic 
Control Regulations. Currently, tapentadol is not yet marketed in Canada. 

To ensure that adequate controls are in place prior to any market approval, this regulatory 
proposal will introduce controls on all activities with products containing tapentadol and 
any of its analogues having similar abuse potential including controls on their production, 
importation, exportation, sale, provision, possession, transportation and disposal, and; 
will also minimize the opportunity for diversion and trafficking for illicit purposes. 

A Notice of Intent (NOl) will be published in Canada Gazette, Part I. 

This regulatory proposal will be prepublished in Canada Gazette, Part I. 

Post comment period, comments are to be considered and the final regulatory proposal amended 
and published in Canada Gazette, Part II. 

INSTRUCTIONS 

I. Amendment to the Controlled Drugs and Substances Act (CDSA) 

1. Add the following substances to Schedule I of the CDSA after item (37) Poppy seed: 

(38) Tapentadol (Phenol, 3-[(IR,2R)-3-(dimethylamino)-I-ethyl-2-methylpropyl]-) 
Tapentadol HCL (Phenol hydrochloride, 3-[(IR,2R)-3-(dimethylamino)-I-ethyl-2-
methylpropyl]-) and; 

Page 1 of 2 
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Tapentadol related analogues (its isomers, esters, ethers, salts and salts of isomers, esters 
and ethers, whenever the existence of such isomers, esters, ethers and salts is possible and 
they exhibit similar abuse potential as tapentadol) 

II. Amendment to the Narcotic Control Regulations (NCR) 

1. Add the following substances under Schedule (Section 2) 1. Opium Poppy (Papaver 
sominiferum), its preparations, derivatives, alkaloids and salts after item (37): 

(38) Tapentadol (Phenol, 3-[(lR,2R)-3-(dimethylamino)-1-ethyl-2-methylpropyl]-) 
Tapentadol HCL (Phenol hydrochloride, 3-[(lR,2R)-3-(dimethylamino)-1-ethyl-2-
methylpropyl]-) and; 
Tapentadol related analogues (its isomers, esters, ethers, salts and salts of isomers, esters 
and ethers, whenever the existence of such isomers, esters, ethers and salts is possible and 
they exhibit similar abuse potential as tapentadol) 

Page 2 of 2 
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Mr. Jurica Capkun 
Assistant Clerk of the Privy Council 
Office of the Assistant Clerk of the Privy Council 
(Orders in Council) 
Blackburn - Room:414 
85 Sparks Street 
Ottawa, Ontario 
KIAOA3 

Docket no. 

SUBJECT: The Addition of Tapentadol and Its Analogues of Similar Abuse Potential to the 
Schedules of the Controlled Drugs and Substances Act and the Narcotic Control Regulations 

Dear Mr. Capkun: 

Please find attached, in both official languages, a regulatory submission to the Governor in 
Council and the Regulatory Impact Analysis Statement (RIAS) for the addition oftapentadol and 
its analogues of similar abuse potential to the Schedules of the Controlled Drugs and Substances 
Act and the Narcotic Control Regulations. 

I am requesting that the proposed amendments be submitted for consideration at the next meeting 
of the Treasury Board for publication in Part I of the Canada Gazette. 

Should you have any questions please contact Daniel Galarneau who can be reached at (613) 
946-6521. The departmental legal contact is who can be reached at (613) __ _ 

Yours Sincerely, 

Paul Glover 
Assistant Deputy Minister 

Enclosures 

c.c.: Director, Cabinet Committee Operations 
Regulatory Affairs Directorate, Treasury Board 
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s.20(1)(b) 

FOR SIGNATURE 

Docket no. 
MEMORANDUM TO THE MINISTER 

SUBJECT: Addition of tapentadol and its analogues of similar abuse potential to the 
Schedules of the Controlled Drugs and Substances Act(CDSA) and the 
Narcotic Control Regulations(NCR) 

SUMMARY: 

This memorandum is to obtain your approval to submit the attached regulatory 
submission to the Privy Council Office (PCO) for consideration by the Special 
Committee of Council (SCC) and pre-publication in Canada Gazette, Part I (CGI). 

This regulatory proposal is to 

IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII11111111111111111111111 

This initiative aligns with Health 
Canada's ongoing activities to safeguard the public from drugs that may be potentially 
abused, diverted or trafficked within or into Canada. 

000343 



RECOMMENDATION: 

CONSULTATION: 

Health Canada: Legal Services, Departmental Regulatory Affairs Secretariat, 

DEC-L&RA 

Signed off by: Legal Services 

Copied to: NI A 

Other Government Departments: PCO 

Deputy Minister 

Attachments 

-2-
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BACKGROUND: 

1111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111 

have a history of abusive use when found as components of over-

the-counter prescription drugs. 

Marketed internationally under the 
trade name ofNUCYNTA ®, two formulations oftapentadol have been developed including an 
immediate release (lR) tablet for the relief of acute pain and 

In the United States, tapentadol IR for relief of acute pain was approved by the FDA for 
marketing as a prescription drug on November 20th

, 2008. 

a Notice of Compliance subsequent to 
successful reviews and approvals. While not yet approved for sale in Canada, 

is it is not yet scheduled under 
the CDSA in Canada. 

there· 
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_J_'·L_.illc.,uol.iJ.jllJ,l!iB, 

s.20(1)(b) 

and 

consideration of the risks posed to Canadians and existing regulatory actions taken by other 

countries, 
Health Canada's intent is to include tapentadol and any of its related analogues on 

Schedule I of the CDSA and the Schedule (section 2(1)) ofthe NCR. 

CONSIDERATIONS: 

Health Canada has decided to expand the scope to include all related analogues with similar 
abuse potential as the parent substance to ensure that all related tapentadol analgesics are only 

found in prescription drugs. 

To schedule the following: 

Tapentadol (Phenol, 3-[(lR,2R)-3-(dimethylamino)-1-ethyl-2-methylpropyl]-) 

Tapentadol HCL (Phenol hydrochloride, 3-[( 1 R,2R)-3-( dimethylamino )-1-ethyl-2-

methylpropyl]-) 

Tapentadol related analogues (its isomers, esters, ethers, salts and salts of isomers, esters and 
ethers, whenever the existence of such isomers, esters, ethers and salts is possible and they 
exhibit similar abuse potential as tapentadol) 

Lead Branch Head: Paul Glover 

Legal Services: <yet to be detennined> 

Originator: Nathan Isotalo 
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Address Locator: 3503D 
Ottawa ON KIA OK9 

J osee Boisvert 
Manager, Editing Services 
Canada Gazette Directorate 
Public Works and Government Services Canada 
Canada Gazette 
350 Albert Street 
Ottawa, Ontario KIA OS5 

Dear Ms. Boisvert: 

Docket no. 

Re: Notice of Intent to Interested Parties - Proposal for the Regulation of Tapentadol 
and its related analogues having similar abuse potential under the Controlled Drugs 
and Substances Act (CDSA) and the Narcotic Control Regulations(NCR). 

Please find enclosed, in both official languages, the following documeents: 

• two hard copies ofa Notice of Intent regarding tapentadol; 
• electronic copies of the notice, English and French versions in two separate files; 

and 
• a signed and completed "Request for Insertion in the Canada Gazette" form. 

We ask that the notice be published in Canada Gazette, Part I, on . The 
deparmental contact for this notice is Mr. Nathan Isotalo, who can be reached at 613-946-4225. 

Attachments 

Yours truly, 

Mrs. Cathy Sabiston 
Director General 
Drug Strategy and Controlled Substances Programme 
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DEPARTMENT OF HEALTH 

CONTROLLED DRUGS AND SUBSTANCES ACT 

NOTICE TO INTERESTED PARTIES - Proposal regarding the regulation oftapentadol and its 
related analogues having similar abuse potential under the Controlled Drugs and Substances 
Act(CDSA} and the Narcotic Control Regulations(NCR). 

On , Health Canada published the aforementioned proposal regarding the addition of 
tapentadol and its related analogues to the Schedules of the Controlled Drugs and Substances 
Act(CDSA} and the Narcotic Control Regulations(NCR}. The 3D-day comment period ended 

and stakeholder submissions were received. ------

Comments on the proposal were .... 

Upon consideration, Health Canada has concluded that the regulation of tapentadol and its 
analogues having similar abuse potential will proceed as follows ... 

Mrs. Cathy Sabiston 
Director General 
Drug Strategy and Controlled Substances Programme 
Healthy Environments and Consumer Safety Branch 
Health Canada 
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DRAFT- 04 Aug 2010 

Regulatory Impact Analysis Statement 
Resume de l'etude d'impact de la reglementation 

Department or Agency 

Health Canada 

Title of Proposal 

The Addition of Tapentadol and Its 
Analogues of Similar Abuse Potential to the 
Schedules of the Controlled Drugs and 
Substances Act and the Narcotic Control 
Regulations 

Statuatory Authority 

The Controlled Drugs and Substances Act, 
1996 c.19, subsection 55(1) 

Submitted for Consideration for 

Pre-publication in Canada Gazette Part I 

Ministere ou organisme 

Sante Canada 

Titre du projet 

L'addition de tapentadol et ses analogues qui 
ont une potential d' abus comparable sur les 
annexs de la loi reglementant certaines 
drogues et autres substances et Ie reglement 
des stupefiants 

Fondement legislatif 

La loi reglementant certaines drogues et 
autres substances, 1996 c.19, paragraphe 
55(1) 

Soumis en vue d'obtenir 

Publication prealable en Canada Gazette 
Partie I 

Minister's signature 
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REGULATORY IMPACT ANALYSIS STATEMENT 

Executive Summary 

Issue: 
Canadian public safety and health are at risk from the abuse, diversion and trafficking of 
tapentadol (and from any of its analogues having similar abuse potential) as they are not 
listed on the Schedules to the Controlled Drugs and Substances Act or the Narcotic 
Control Regulations. Currently, tapentadol is not yet marketed in Canada. To ensure that 
adequate controls are in place prior to any market approval, this proposal will introduce 
controls on all activities with products containing tapentadol and any of its analogues 
having similar abuse potential including controls on their production, importation, 
exportation, sale, provision, possession, transportation and disposal, and; will also 
minimize the opportunity for diversion and trafficking for illicit purposes. 

Description: 
This regulatory proposal is to 

This initiative aligns with 
Health Canada's ongoing activities to safeguard the public from drugs that may be 
potentially abused, diverted or trafficked within or into Canada. 

Cost-benefit statement: 
Minimal cost burden will be incurred by the sponsor to amend prescription labelling. The 
sponsor is prepared to incur these costs of amending prescription drug labels to have them 
designated as narcotics through the addition of the printed "N" symbol. 

Business and consumer impacts: 
The ecomomic impact of this Scheduling regulatory proposal is low as there exists a 
small possibility that the cost of tapentadol may slightly increase given additional 
controls similar to an occurrence in the United States(U.S.) and reluctance by 
practitioners to prescribe. 

000350 

s.20(1)(b) 



Domestic and international coordination and cooperation: 

In the United States, tapentadol IR for acute pain management has been market-approved 
and is controlled under 

Internationally, it is marketed under the trade name ofNUCYNTA ®. Two formulations 
have been developed including an immediate release (IR)tablet for the relief of acute pain 
and a 

The United Nations(UN) is considering to have tapentadol included in Schedule I of the 
UN List on Narcotic Drugs while in _________________ _ 

making it 
I illegal to sell, distribute, possess, traffic, import, export and produce except as authorized 

.. b their res ective laws. 

Issue 

Canadian public safety and health are at risk from the abuse, diversion and trafficking of 
tapentadol (and from any of its analogues having similar abuse potential) as they are not listed on 
the Schedules to the Controlled Drugs and Substances Act or the Narcotic Control Ref,!ulations. 
Currently, tapentadol is not yet marketed in Canada 

To ensure that adequate controls are in place prior to any 
market approval, this proposal will introduce controls on all activities with products containing 
tapentadol and any of its analogues having similar abuse potential including controls on their 
production, importation, exportation, sale, provision, possession, transportation and disposal, 
and; will also minimize the opportunity for diversion and trafficking for illicit purposes. 

Objectives 

To address any trafficking, diversion and abuse-potential oftapentadol, Health Canada is 
proposing to add tapentadol, and any of its related analogues with similar abuse-potential onto 
the Schedules of the Controlled Drugs and Substances Act (CDSA) and the Narcotic Control 
Regulations (NCR). 

This will ensure that tapentadol and any of its related analogues having similar abuse potential 
will be available to only those persons authorized to do so under the CDSA and the NCR. 

Description 
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Currently, the United Nations(UN) is conducting scheduling activities to have tapentadol 
included in Schedule I of the UN List on Narcotic Drugs. 

Regulatory and non-regulatory options considered 

s.20(1)(b) 

Non-regulatory options are not feasible given the hazards and risks associated with tapentadol's 
abuse liability. 

In Canada, drugs can be sold as non-prescription products or as prescription drugs. If at the time 
of approval, Health Canada determines that the medicinal ingredient should be dispensed by 
prescription, it must develop a regulatory proposal to add that ingredient to Schedule F of the 
Food and Drug Regulations (FDR). If the substance or medicinal ingredient demonstrates abuse 
potential, dependence potential and or there is already evidence of abuse in Canada or elsewhere, 
Health Canada may elect to add the substance or medicinal ingredient to one of the Schedules to 
the Controlled Drugs and Substances Act (CDSA) and any applicable set of RegUlations. 

In order to effectively mitigate the risks posed by tapentadol and its analogues of similar abuse
potential, a regulatory proposal to add tapentadol to the Schedules of the CDSA and NCR is the 
only option available. 

Currently, 
morphine, oxycodone and hyrdomorphone are listed in Schedule I to the CDSA and regulated 
under the NCR. The NCR require that persons be licensed before they can produce, make, 
assemble, import, export, sell, provide, send, deliver, transport or destroy substances listed in its 
Schedule. In addition, the NCR regulates the activities of practitioners, pharmacists and lice sed 
dealers. The following provides a short summary of the requirements imposed on these groups. 

Practitioners 
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Practitioners are required to provide patients with written prescriptions and no verbal 
prescriptions are permitted unless the substance meets the definition of a verbal prescription 
narcotic under the NCR. Practitioners are not permitted to provide refills, however written 
prescriptions may be prescribed to be dispensed in divided portions or in partial fills. 

Practitioners may be required to provide information to the Minister regarding the use of 
narcotics received, including the administering, selling or providing of them to a person, or 
prescriptions for narcotics issued, among other things. In addition, practitioners may be required 
to produce any records that are required to be kept under the NCR to an inspector, and losses or 
thefts must be reported within 10 days after the date that it was discovered. 

If a practitioner wishes to provide drug samples to patients, he or she must make a written order 
to a licensed dealer in order to have the product delivered to his or her medical clinic. 

Pharmacists 

Pharmacists are permitted to issue partial fill prescriptions as per the practitioner's instructions 
however, refills are not permitted. Furthermore, no transfers of prescriptions are permitted and 
pharmacists must report any loss or theft within 10 days after the date it was discovered. 

Pharmacists are required to record and retain for auditing purposes, all documents relating to all 
transactions for a period of at least 2 years. 

Licensed Dealers 

A licensed dealer is a person who has obtained a licence from Health Canada to carry out 
activities such as production, making, assembling, importing, exporting, selling, providing, 
transporting, sending or delivering controlled drugs and substances. 

Licensed dealers are required to report any loss or theft within 10 days after the date it was 
discovered and record detailed transaction and manufacturing information. They must also 
record and retain, in a manner that enables audit, all documents pertaining to all transactions for a 
period of at least 2 years. In addition, there is a general requirement for substances and some 
finished products to be stored in a vault as detailed in the Directive on Physical Security 
Requirements for Controlled Substances. All persons interested in conducting activities with 
controlled substances must comply with the Directive in order to obtain a dealer's license. 

Licensed dealers are not permitted to distribute any product to practitioners to be dispensed 
unless a written order has been received by the licensed dealer as per the NCR. In addition, no 
narcotic or controlled substance as defined in 0.01.001(1) of the Food and Drugs 
Regulations(FDR) may not be forwarded as a sample between physicians, dentists, veterinary 
surgeons or pharmacists upon receipt of an order as per C.01.048(1). 
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Benefits and costs 

Tapentadol will be available to only those persons authorized to do so under the CDSA and the 
NCR. This will benefit Canadians by safeguarding the Canadian public from drugs that may be 
trafficked, diverted or abused. 

This regulatory proposal will tighten the security requirements surrounding the handling, storage 
and issuance oftapentadol medications. Once scheduled only licensed dealers oftapentadol or its 
analogues will be able to perform specific activities specified in their dealer's licence and only 
those licensed dealers having the necessary permits to import and export them may do so. 

Likewise, handling by pharmacists and practitioners will be restricted to the conditions as set out 
in the NCR. 

The only cost burden to be incurred will be those of the sponsor to amend prescription labelling. 
The sponsor is prepared to incur the costs of amending prescription drug labels to have them 
designated as narcotics through the addition of the printed "N" symbol. 

In the United States, there has been some mention of the possibility of the cost oftapentadol 
increasing as a result of the 

- . and practitioners being reluctant to prescribe de to the elevation in costs. 
Nevertheless, despite these concerns, 

Hence, the expected economic 
impact is expected to be marginally low. 

Rationale 

Tapentadol and its analogues having similar abuse potential are proposed to be scheduled to 
protect the health and safety of Canadians from any potential abuse, diversion or trafficking of 
the marketed prescription drug, once authorization has been granted through issuance of a notice 
of compliance (NOC) on the sponsor's New Drug submission. This submission is currently 
being reviewed concurrently by the Therapeutic Products Directorate, Health Products and Food 
Branch, Health Canada. 

Consultation 

was consulted on this 
regulatory proposal. 

Implementation, enforcement and service standards 
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• 

Upon coming into force, tapentadol and its analogues having similar abuse potential will be on 
the Schedules of the CDSA and NCR and the provisions outlined in the CDSA and NCR are 
enforceable and persons committing offences are subject their associated penalties including 
criminal prosecution. 

Peiformance measurement and evaluation 

Currently, as there is no prior history or evidence of trafficking, diversion or abuse of this drug in 
Canada, it is not readily possible to measure and evaluate the effectiveness of the Scheduling of 
tapentadol and its analogues having similar abuse potential at this time. The regulatory proposal 
will have met its initial objectives upon coming into force. 

Contact 

Mr. Nathan Isotalo 
Senior Policy Analyst 
Office of Controlled Substances 
Controlled Substances and Tobacco Directorate 
Healthy Environments and Consumer Safety Branch 
Health Canada 

B326, 123 Slater St., A.L. 3503D, Ottawa ON, KIA OK9 
Tel.: (613) 946-4225 Fax: (613) 946-4224 
E-mail: nathan.j.isotalo@hc-sc.gc.ca 
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SECRET 
NOT FOR PUBLICATION 

COMMUNICATION PLAN 

Title of regulatory initiative: 

Scheduling of tapentadol and its analogues having similar abuse potential. 

Results of the consultation process: 

This scheduling regulatory proposal was subject to consultation with the main 
stakeholder, 

---------------------------------------
A notice of intent of this regulatory proposal will be made. 

Future communication strategy: 

In view of the foregoing, no objections to this regulatory proposal are anticipated. 
A 30-day comment period will follow the publication in Canada Gazette, Part I. 
All comments received will be taken into consideration in the preparation of the final 
proposal. 
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Address Locator: 3503D 
Ottawa ON KIA OK9 

losee Boisvert 
Manager, Editing Services 
Canada Gazette Directorate 
Public Works and Government Services Canada 
Canada Gazette 
350 Albert Street 
Ottawa, Ontario KIA OS5 

Dear Ms. Boisvert: 

Docket no. 

Re: Notice of Intent to Interested Parties - Proposal for the Regulation of Tapentadol 
and its related analogues having similar abuse potential under the Controlled Drugs 
and Substances Act (CDSA) and the Narcotic Control Regulations(NCR). 

Please find enclosed, in both official languages, the following documeents: 

• two hard copies of a Notice of mtent regarding tapentadol; 
• electronIc copies of the notice, English and French versions in two separate files; 

and 
• a signed and completed "Request for msertion in the Canada Gazette" form. 

We ask that the notice be published in Canada Gazette, Part I, on . The 
deparmental contact for this notice is Mr. Nathan Isotalo, who can be reached at 613-946-4225. 

Attachments 

Yours truly, 

Mrs. Cathy Sabiston 
Director General 
Drug Strategy and Controlled Substances Programme 
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DEPARTMENT OF HEALTH 

CONTROLLED DRUGS AND SUBSTANCES ACT 

NOTICE TO INTERESTED PARTIES - Proposal regarding the regulation oftapentadol and its 
related analogues having similar abuse potential under the Controlled Drugs and Substances 
Act(CDSA) and the Narcotic Control Regulations(NCR). 

Tapentadol, a novel centrally active mU(IJ)-opioid analgesic with a dual-mode of action, 
both as a potent mU(IJ)-opioid receptor agonist and, as an inhibitor of norepinephrine 
uptake. 

Market approval is currently being sought in Canada for NUCYNTA * CR a 
controlled-release formulation .. 

Canadian public safety and health are at risk from the abuse, diversion and trafficking of 
tapentadol (and from any of its analogues having similar abuse potential) as they are not 
listed on the Schedules to the Controlled Drugs and Substances Act or the Narcotic 
Control Regulations. 

To ensure that adequate controls are in place prior to any market approval, this proposal 
will introduce controls on all activities with products containing tapentadol and any of its 
analogues having similar abuse potential including controls on their production, 
importation, exportation, sale, provision, possession, transportation and disposal, and; 
will also minimize the opportunity for diversion and trafficking for illicit purposes. 

On , Health Canada published the aforementioned proposal regarding the addition of 
tapentadol and its related analogues to the Schedules ofthe Controlled Drugs and Substances 
Act(CDSA) and the Narcotic Control Regulations(NCR). The 30-day comment period ended 
______ and stakeholder submissions were received. 

Comments on the proposal were .... 

Upon consideration, Health Canada has concluded that the regulation of tap entado I and its 
analogues having similar abuse potential will proceed as follows ... 

Mrs. Cathy Sabiston 
Director General 
Drug Strategy and Controlled Substances Programme 
Healthy Environments and Consumer Safety Branch 
Health Canada 
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s.20(1)(b) FOR SIGNATURE 

Docket no. 
MEMORANDUM TO THE MINISTER 

SUBJECT: Addition of tapentadol and its analogues of similar abuse potential to the 
Schedules of the Controlled Drugs and Substances Act(CDSA) and the Narcotic 
Control Regulations(NCR) 

SUMMARY: 

This memorandum is to obtain your approval to submit the attached regulatory 
submission to the Privy Council Office (PCO) for consideration by the Special 
Committee of Council (SCC) and pre-publication in Canada Gazette, Part I (CGI). 

This regulatory proposal is to : 

This initiative aligns with Health Canada's 
ongoing activities to safeguard the public from drugs that may be potentially abused, 
diverted or trafficked within or into Canada. 
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RECOMMENDATION: 

CONSULTATION: 

Health Canada: Legal Services, Departmental Regulatory Affairs Secretariat, 

DEC-L&RA 

Signed offby: Legal Services 

Copied to: NI A 

Other Government Departments: PCO 

Deputy Minister 

Attachments 

BACKGROUND: 

Marketed internationally under the 
trade name ofNUCYNTA ®, two formulations oftapentadol have been developed including an 

2 
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immediate release (IR) tablet for the relief of acute pain and a 

IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII111 

pending issuance of a Notice of Compliance subsequent to 
successful reviews and approvals. While not yet approved for sale in Canada, 

000000000000000000000000000000000000000000000000000000000000000000000000 

As the diversion and abuse of prescription is of increasing concern (with a 
majority of drug users in many large urban centres in Canada being non-medicinal users of 
prescription opioids, government intervention is required given that the abuse potential of 
NUCYNTA ®, NUCYNTA CR ™ is significantly enhanced when tapentadol or any analogue 
thereof are not scheduled. 

is it is not yet scheduled under the CDSA. Currently, there 
are no reported cases of abuse in Canada mostly due to the fact that tapentadol is not yet 
marketed in Canada. 

and 
consideration of the risks posed to Canadians and existing regulatory actions taken by other 
countries, - - - - -- - - -

Health Canada's intent is to include tapentadol and any of its related analogues on 
Schedule I of the CDSA and the Schedule (section 2(1)) of the NCR. 

CONSIDERATIONS: 

Health Canada has decided to expand the scope to include all related analogues with similar 
abuse potential as the parent substance to ensure that all related tapentadol analgesics are only 
found in prescription drugs. ' 

To schedule the following: 

3 
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Tapentadol (Phenol, 3 -[ (1 R,2R)-3-( dimethylamino )-l-ethyl-2-methylpropyl] -) 

Tapentadol HCL (Phenol hydrochloride, 
3-[(1R,2R)-3-( dimethyl amino )-1-ethyl-2-methylpropyl]-) 

Tapentadol related analogues (its isomers, esters, ethers, salts and salts of isomers, esters and 

ethers, whenever the existence of such isomers, esters, ethers and salts is possible and they 
exhibit similar abuse potential as tapentadol) 

Lead Branch Head: Paul Glover 

Legal Services: <yet to be determined> 

Originator: Nathan Isotalo 

4 
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Mr. Jurica Capkun 
Assistant Clerk of the Privy Council 
Office of the Assistant Clerk of the Privy Council 
(Orders in Council) 
Blackburn - Room:4l4 
85 Sparks Street 
Ottawa, Ontario 
KIAOA3 

Docket no. 

SUBJECT: The Addition of Tapentadol and Its Analogues of Similar Abuse Potential to the 
Schedules ofthe Controlled Drugs and Substances Act and the Narcotic Control Regulations 

Dear Mr. Capkun: 

Please find attached, in both official languages, a regulatory submission to the Governor in 
Council and the Regulatory Impact Analysis Statement (RIAS) for the addition oftapentadol and 
its analogues of similar abuse potential to the Schedules of the Controlled Drugs and Substances 
Act and the Narcotic Control Regulations. 

I am requesting that the proposed amendments be submitted for consideration at the next meeting 
ofthe Treasury Board for pUblication in Part I of the Canada Gazette. 

Should you have any questions please contact Daniel Galarneau who can be reached at (613) 
946-652l. The departmental legal contact is who can be reached at (613) ___ _ 

Yours Sincerely, 

Paul Glover 
Assistant Deputy Minister 

Enclosures 

c.c.: Director, Cabinet Committee Operations 
Regulatory Affairs Directorate, Treasury Board 
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DRAFTING INSTRUCTIONS 

TITLE 
Addition of tapentadol and its analogues of similar abuse potential to the Schedules of the 
Controlled Drugs and Substances Act(CDSA) and the Narcotic Control Regulations(NCR). 

TYPE OF REGULATIONS 
Schedule amendment 

STATUATORY AUTHORITY 
Controlled Drugs and Substances Act, 1996, c. 19, subsection 55(1) 

SCOPE OF THE REGULATIONS 

Canadian public safety and health are at risk from the abuse, diversion and trafficking of 
tapentadol (and from any of its analogues having similar abuse potential) as they are not 
listed on the Schedules to the Controlled Drugs and Substances Act or the Narcotic 
Control Regulations. Currently, tapentadol is not yet marketed in Canada. 

To ensure that adequate controls are in place prior to any market approval, this regulatory 
proposal will introduce controls on all activities with products containing tapentadol and 
any of its analogues having similar abuse potential including controls on their production, 
importation, exportation, sale, provision, possession, transportation and disposal, and; 
will also minimize the opportunity for diversion and trafficking for illicit purposes. 

A Notice of Intent (NOI) will be published in Canada Gazette, Part I. 

This regulatory proposal will be prepublished in Canada Gazette, Part I. 

Post comment period, comments are to be considered and the final regulatory proposal amended 
and published in Canada Gazette, Part II. 

INSTRUCTIONS 

I. Amendment to the Controlled Drugs and Substances Act (CDSA) 

1. Add the following substances to Schedule I of the CDSA after item (37) Poppy seed: 

(38) Tapentadol (Phenol, 3-[(1R,2R)-3-(dimethylamino)-I-ethyl-2-methylpropyl]-) 
Tapentadol HCL (Phenol hydrochloride, 3-[(IR,2R)-3-(dimethylamino)-I-ethyl-2-
methylpropyl]-) and; 

000364 



Tapentadol related analogues (its isomers, esters, ethers, salts and salts of isomers, esters 
and ethers, whenever the existence of such isomers, esters, ethers and salts is possible and 
they exhibit similar abuse potential as tapentadol) 

II. Amendment to the Narcotic Control Regulations (NCR) 

I. Add the following substances under Schedule (Section 2) I. Opium Poppy (Papaver 
sominiferum), its preparations, derivatives, alkaloids and salts after item (37): 

(38) Tapentadol (Phenol, 3-[(1R,2R)-3-( dimethyl amino )-I-ethyl-2-methylpropyl]-) 
Tapentadol HCL (Phenol hydrochloride, 3-[(1R,2R)-3-( dimethyl amino )-1-ethyl-2-
methylpropyl]-) and; 
Tapentadol related analogues (its isomers, esters, ethers, salts and salts of isomers, esters 
and ethers, whenever the existence of such isomers, esters, ethers and salts is possible and 
they exhibit similar abuse potential as tapentadol) 
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COMMUNICATION PLAN 

Title of regulatory initiative: 

SECRET 
NOT FOR PUBLICATION 

Scheduling oftapentadol andits analogues having similar abuse potential. 

Results of the consultation process: 

This scheduling regulatory proposal was subject to consultation with the main 
stakeholder, 

A notice of intent ofthis regulatory proposal will be made. 

Future communication strategy: 

In view of the foregoing, no objections to this regulatory proposal are anticipated. 
A 30-day comment period will follow the publication in Canada Gazette, Part I. 
All comments received will be taken into consideration in the preparation of the final 
proposal. 

000366 



1+1 Government 
of Canada 

Gouvernement 
du Canada 

REQUEST FOR INSERTION FORM 
FEDERAL DEPARTMENTS AND AGENCIES 

FORMULAIRE DE DEMANDE D'INSERTION 
MINISTERES ET ORGANISMES FEDERAUX 

Sections 1, 2 and 3 are mandatory. Missing information might delay the publication of your notice. 
Les renseignements des sections 1, 2 et 3 sont obligatoires. Un formulaire incomplet pourrait retarder la publication de votre avis. 

To Canada Gazette Directorate Destinataire Direction de la Gazette du Canada 
Public Works and Government Services Canada Travaux publics et Services gouvernementaux Canada 
350 Albert Street, 5th Floor 350, rue Albert, 5e etage 
Ottawa, Ontario K1A OS5 Ottawa (Ontario) K1A OS5 
Telephone: 1-866-429-3885 Telephone: 1-866-429-3885 
Web Site: www.gazette.gc.ca Site web: www.gazette.gc.ca 

Date Submitted - Date de la demande D Part I 
Partie I D Part II 

Partie II 

Requesting Organization's Name - Nom de I'organisme demandeur I Address - Adresse 

Contact Name - Nom de la personne-ressource I Telephone No. - N° de telephone I Email - Courriel 

Consignee Code 
Code de destinataire 

Department Number 
Numero du ministere 

IS Organization Code 
Code d'organisme 

IS Reference Code 
Code de reference 

Title of Document Submitted - Titre du document presente 

Published under the authority of (section of Act, Regulations, etc.) - Publie sous Ie regime de (article de la Loi, du Reglement, etc.) 

If you wish hot links to appear in the electronic versions of your notice, please give us specific instructions. 
Si vous desirez des liaisons interactives dans les versions electroniques de votre avis, veuillez nous fournir des indications precises. 

Extracts D Part I 
Extra its ~ Pa rtie I 

Date of Publication Expected 
Date de publication anticipee 

D Part II 
Partie II 

Number of Copies (Minimum of 100) 
Nombre d'exemplaires (Minimum de 100) 

Text Provided - Texte joint 

Englis,h ~ D Original 
Anglals D Copy 

Co pie 
French. ~ D Original 
Franc;als D Copy 

Copie 

Note If you have not received a call from us confirming receipt of your notice and its publication date by Monday, 12 p.m. (Eastern 
standard time) of the week of the expected publication date, please contact us. 

Nota Veuillez communiquer avec no us si vous n'avez pas re!;u d'appel de notre part pour confirmer la reception et la date de publication 
de votre avis au plus tard ill midi (heure normale de l'Est), Ie lundi de la semaine de la publication anticipee de votre avis. 

,.SI:Cn:ON.3.i1~ ;i··.~!ilV,g~QI~~~(:~~of4Ja(i~~Nt!';'11Hd~~I:(:~:,~!il;I'~ji;"iJ;i;::;:l;1~7~11!:m'f"::;;~'~I:,!!mptliii'~:;:~l'li'~i!l(f':fIJ,ji!;~i:;; ill ~:I':il:i",f 111:;!:II!]!I:;t!~il:j!l;iir!:I~:fi'i '~~;;,:j:;'!.: jUlu', "h,lt" 

The invoice will be sent to the contact and email address indicated below. 
La facture sera envoyee ill la personne-ressource et ill I'adresse courriel inscrites ci-dessous. 

Organization's Name - Nom de I'organisme Address - Adresse 

Contact Name - Nom de la personne-ressource Telephone No. - N° de telephone Email - Courriel 

Are you submitting a CD-ROM or a diskette with your text? 
Soumettez-vous un cederom ou une disquette avec votre texte? D Yes 

Oui D No 
Non 

Estimated Cost - CoOt estimatif 

Note If you publish a notice in the Canada Gazette, Part I, a free copy will be sent to the address indicated in section 3. 
Nota 5i vous publiez un avis dans la Partie I de la Gazette du Canada, un exemplaire gratuit sera envoye ill I'adresse inscrite ill la section 3. 

If required - Pursuant to section 32 of the Financial Administration Act, funds are available. 
Si requis - Conformement a I'article 32 de la Loi sur la gestion des finances publiques, des fonds sont disponibles. 

Signature. ... . .' I • .' ." '. • '. .' •• 1 Date 

SECTION 4j·!;·~J,FO~.:t.isEI.BYi,ijEJi(j~~~PAl'G,~~Ett~I!PIi!flijfti~~~j.uW.MQ$t4'(iijl'pE i~~!plii:(~1?t,l6~ ;.~~:'I:tA'I·G~zEfII!!:I'Q:~~:f;~I'I:4QA 
Date of Publication - Date de publication Issue Number - Numero de fascicule Number of Pages - Nombre de pages 

SIGMA Invoice Number - Numero de facture SIGMA Cost - CoOt 

PWGSC-TPSGC 489 (04/2010) 
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SUPPLEMENTARY NOTE 

SECRET 
NOT FOR PUBLICATION 

Re: The Addition of Tapentadol and Its Analogues of Similar Abuse Potential to the 
Schedules of the Controlled Drugs and Substances Act and the Narcotic Control 
Regulations 

The obj ective of this regulatory proposal is to ensure that adequate controls are in place in 

Canada prior to any Canadian market approval of this 

Currently, the UN is 

conducting scheduling activities to have tapentadol included in Schedule I ofthe UN List on 

Narcotic Drugs. 

This regulatory proposal is not expected to have much opposition given the low costs and 
economic impact, the existence of the aforementioned legislative controls in foreign countries 
and the benefits to Canadian public health and safety from the scheduling oftapentadol and its 

analogues of similar abuse potential. 
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DRAFT- 04 Aug 2010 

Regulatory Impact Analysis Statement 
Resume de l'etude d'impact de la reglementation 

Department or Agency 

Health Canada 

Title of Proposal 

The Addition of Tapentadol and Its 
Analogues of Similar Abuse Potential to the 
Schedules of the Controlled Drugs and 
Substances Act and the Narcotic Control 
Regulations 

Statuatory Authority 

The Controlled Drugs and Substances Act, 
1996 c.19, subsection 55(1) 

Submitted for Consideration for 

Pre-publication in Canada Gazette Part I 

Ministere ou organisme 

Sante Canada 

Titre du projet 

L'addition de tapentadol et ses analogues qui 
ont une potential d'abus comparable sur les 
annexs de la loi reglementant certaines 
drogues et autres substances et Ie reglement 
des stupejiants 

Fondement legislatif 

La Ioi reglementant certaines drogues et 
autres substances, 1996 c.19, paragraphe 
55(1) 

Soumis en vue d'obtenir 

Publication prealable en Canada Gazette 
Partie I 

Minister's signature 
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s.20(1)(b) 

REGULATORY IMPACT ANALYSIS STATEMENT 

Executive Summary 

Issue: 
Canadian public safety and health are at risk from the abuse, diversion and trafficking of 
tapentadol (and from any of its analogues having similar abuse potential) as they are not 
listed on the Schedules to the Controlled Drugs and Substances Act or the Narcotic 
Control Regulations. Currently, tapentadol is not yet marketed in Canada. To ensure that 
adequate controls are in place prior to any market approval, this proposal will introduce 
controls on all activities with products containing tapentadol and any of its analogues 
having similar abuse potential including controls on their production, importation, 
exportation, sale, provision, possession, transportation and disposal, and; will also 
minimize the opportunity for diversion and trafficking for illicit purposes. 

Description: 
This regulatory proposal is to 

This initiative aligns with 
Health Canada's ongoing activities to safeguard the public from drugs that may be 
potentially abused, diverted or trafficked within or into Canada. 

Cost-benefit statement: 
Minimal cost burden will be incurred by the sponsor to amend prescription labelling. The 
sponsor is prepared to incur these costs of amending prescription drug labels to have them 
designated as narcotics through the addition of the printed "N" symbol. 

Business and consumer impacts: 
The ecomomic impact of this Scheduling regulatory proposal is low as there exists a 
small possibility that the cost oftapentadol may slightly increase given additional 
controls similar to an occurrence in the United States(U.S.) and reluctance by 
practitioners to prescribe. 
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Domestic and international coordination and cooperation: 

In the United States, tapentadol IR for acute pain management has been market-approved 
and is controlled under 

Internationally, it is marketed under the trade name ofNUCYNTA ®. Two formulations 
have been developed including an immediate release (IR)tablet for the relief of acute pain 
and a 

The United Nations(UN) is considering to have tapentadol included in Schedule I of the 
UN List on Narcotic Drugs while in 

~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ 

making it 
illegal to sell, distribute, possess, traffic, import, export and produce except as authorized 
b their res ective laws. 

Issue 

Canadian public safety and health are at risk from the abuse, diversion and trafficking of 
tapentadol (and from any of its analogues having similar abuse potential) as they are not listed on 
the Schedules to the Controlled Drugs and Substances Act or the Narcotic Control Regulations. 
Currently, tapentadol is not yet marketed in Canada 

. To ensure that adequate controls are in place prior to any 
market approval, this proposal will introduce controls on all activities with products containing 
tapentadol and any of its analogues having similar abuse potential including controls on their 
production, importation, exportation, sale, provision, possession, transportation and disposal, 
and; will also minimize the opportunity for diversion and trafficking for illicit purposes. 

Objectives 

To address any trafficking, diversion and abuse-potential oftapentadol, Health Canada is 
proposing to add tapentadol, and any of its related analogues with similar abuse-potential onto 
the Schedules of the Controlled Drugs and Substances Act (CDSA) and the Narcotic Control 
Regulations (NCR). 

This will ensure that tapentadol and any of its related analogues having similar abuse potential 
will be available to only those persons authorized to do so under the CDSA and the NCR. 

Description 
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Currently, the United Nations(UN) is conducting scheduling activities to have tapentadol 
included in Schedule I of the UN List on Narcotic Drugs. 

Regulatory and non-regulatory options considered 

Non-regulatory options are not feasible given the hazards and risks associated with tapentadol's 
abuse liability. 

In Canada, drugs can be sold as non-prescription products or as prescription drugs. If at the time 
of approval, Health Canada determines that the medicinal ingredient should be dispensed by 
prescription, it must develop a regulatory proposal to add that ingredient to Schedule F of the 
Food and Drug Regulations (FDR). Ifthe substance or medicinal ingredient demonstrates abuse 
potential, dependence potential and or there is already evidence of abuse in Canada or elsewhere, 
Health Canada may elect to add the substance or medicinal ingredient to one of the Schedules to 
the Controlled Drugs and Substances Act (CDSA) and any applicable set of Regulations. 

In order to effectively mitigate the risks posed by tapentadol and its analogues of similar abuse
potential, a regulatory proposal to add tapentadol to the Schedules of the CDSA and NCR is the 
only option available. 

IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII11111 

Currently, 
morphine, oxycodone and hyrdomorphone are listed in Schedule I to the CDSA and regulated 
under the NCR. The NCR require that persons be licensed before they can produce, make, 
assemble, import, export, sell, provide, send, deliver, transport or destroy substances listed in its 
Schedule. In addition, the NCR regulates the activities of practitioners, pharmacists and licesed 
dealers. The following provides a short summary ofthe requirements imposed on these groups. 

Practitioners 
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Practitioners are required to provide patients with written prescriptions and no verbal 
prescriptions are permitted unless the substance meets the definition of a verbal prescription 
narcotic under the NCR. Practitioners are not permitted to provide refills, however written 
prescriptions may be prescribed to be dispensed in divided portions or in partial fills. 

Practitioners may be required to provide information to the Minister regarding the use of 
narcotics received, including the administering, selling or providing ofthem to a person, or 
prescriptions for narcotics issued, among other things. In addition, practitioners may be required 
to produce any records that are required to be kept under the NCR to an inspector, and losses or 
thefts must be reported within 10 days after the date that it was discovered. 

If a practitioner wishes to provide drug samples to patients, he or she must make a written order 
to a licensed dealer in order to have the product delivered to his or her medical clinic. 

Pharmacists 

Pharmacists are permitted to issue partial fill prescriptions as per the practitioner's instructions 
however, refills are not permitted. Furthermore, no transfers of prescriptions are permitted and 
pharmacists must report any loss or theft within 10 days after the date it was discovered. 

Pharmacists are required to record and retain for auditing purposes, all documents relating to all 
transactions for a period of at least 2 years. 

Licensed Dealers 

A licensed dealer is a person who has obtained a licence from Health Canada to carry out 
activities such as production, making, assembling, importing, exporting, selling, providing, 
transporting, sending or delivering controlled drugs and substances. 

Licensed dealers are required to report any loss or theft within 10 days after the date it was 
discovered and record detailed transaction and manufacturing information. They must also 
record and retain, in a manner that enables audit, all documents pertaining to all transactions for a 
period of at least 2 years. In addition, there is a general requirement for substances and some 
finished products to be stored in a vault as detailed in the Directive on Physical Security 
Requirements for Controlled Substances. All persons interested in conducting activities with 
controlled substances must comply with the Directive in order to obtain a dealer's license. 

Licensed dealers are not permitted to distribute any product to practitioners to be dispensed 
unless a written order has been received by the licensed dealer as per the NCR. In addition, no 
narcotic or controlled substance as defined in G.01.001(1) of the Food and Drugs 
Regulations(FDR) may not be forwarded as a sample between physicians, dentists, veterinary 
surgeons or pharmacists upon receipt of an order as per e.0 1.048(1). 
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Benefits and costs 

Tapentadol will be available to only those persons authorized to do so under the CDSA and the 
NCR. This will benefit Canadians by safeguarding the Canadian public from drugs that may be 
trafficked, diverted or abused. 

This regulatory proposal will tighten the security requirements surrounding the handling, storage 
and issuance oftapentadol medications. Once scheduled only licensed dealers oftapentadol or its 
analogues will be able to perform specific activities specified in their dealer's licence and only 
those licensed dealers having the necessary permits to import and export them may do so. 

Likewise, handling by pharmacists and practitioners will be restricted to the conditions as set out 
in the NCR. 

The only cost burden to be incurred will be those of the sponsor to amend prescription labelling. 
The sponsor is prepared to incur the costs of amending prescription drug labels to have them 
designated as narcotics through the addition of the printed "N" symbol. 

In the United States, there has been some mention of the possibility of the cost oftapentadol 
increasing as a result of the 

and practitioners being reluctant to prescribe de to the elevation in costs. 
Nevertheless, despite these concerns, 

----------------- Hence, the expected economIC 
impact is expected to be marginally low. 

Rationale 

Tapentadol and its analogues having similar abuse potential are proposed to be scheduled to 
protect the health and safety of Canadians from any potential abuse, diversion or trafficking of 
the marketed prescription drug, once authorization has been granted through issuance of a notice 
of compliance (NOC) on the sponsor's New Drug submission. This submission is currently 
being reviewed concurrently by the Therapeutic Products Directorate, Health Products and Food 
Branch, Health Canada. 

Consultation 

was consulted on this 
regulatory proposal. 

Implementation, enforcement and service standards 
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Upon coming into force, tapentadol and its analogues having similar abuse potential will be on 
the Schedules of the CDSA and NCR and the provisions outlined in the CDSA and NCR are 
enforceable and persons committing offences are subject their associated penalties including 
criminal prosecution. 

Performance measurement and evaluation 

Currently, as there is no prior history or evidence of trafficking, diversion or abuse of this drug in 
Canada, it is not readily possible to measure and evaluate the effectiveness of the Scheduling of 
tapentadol and its analogues having similar abuse potential at this time. The regulatory proposal 
will have met its initial objectives upon coming into force. 

Contact 

Mr. Nathan Isotalo 
Senior Policy Analyst 
Office of Controlled Substances 
Controlled Substances and Tobacco Directorate 
Healthy Environments and Consumer Safety Branch 
Health Canada 

B326, 123 Slater St., A.L. 3503D, Ottawa ON, KIA OK9 
Tel.: (613) 946-4225 Fax: (613) 946-4224 
E-mail: nathan.j.isotalo@hc-sc.gc.ca 
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Scheduling of Tapentadol 

Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances and Tobacco Directorate 
Healthy Environments and Consumer Safety Branch 
Health Canada 
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1. APPROVALS 

This Issue Summary is approved. 

Diane Allan, Director. 
Office of Controlled S'ubsfances 
Controlled Substances and Tobacco Directorate 

2. ISSUE 

:;0 that adequate control measures for ittieK diversion, trafficking, 1 
sales, production or possesSion, are in place prior to any marketing of this 
drug in Canada. ' 

(I:?+<-t;::s c->fkrl- u.. ... <.l ~ he i'A ()..pr MJil7'\ 
The scheduling of tapentadol will also harmonize Canada INith similar . ,tlA ) 
controls alrepdy in place in the United States(U.S.), Europe and I (A... • , 

i elsewhere. I ' ~ ~\.;~ S~,,,,) 
~I' 'II" 
- 111111111111111111111111111111111111111111111111111111IIII 4.;'ot~i&J(l'\''' "'r 

I :The W is performing sched\Jling activities to have tapentadol f'" J 
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( .\.J~ 
\ --?~" J';;~~ ( For this reason, it is preferable that adequate control measures are ~ 
\ f -';V:~\{..t ~ 9--,,\. place prior to any marketing of this drug in Canada. '" 

~' ~~~ \ 
" ( ';(:., ) ~ \).J .7 . Abuse, diversion and trafficking of tapentadol into 

. Canada is possible trom its prescription availability in the U.S. To address 
these risks of abuse potential, diversion and trafficking, there is a " 
necessity for Health Canada to control tapentadol as done so abroad. 

Tt1peRtaeiel has been market-approved ill tile Uliited States. (6.\~~) 
Market approvals are currently being performed in Canada and in several \ 5 \0- J 

European countries. L~ 7t,uJ,J r{ -e.."'v1 [(,A/, 

I' 

~ t. 
~, ~ .. .v'\~ ( d; .~ 
e~·~,;,tl... \-1 ~I countries who have $;~ ~. 

'0 k~'\~;il(\ I~ 'implemented scheduling contro'~onJapenta661 have scheduled it as a -:::- ~./ ~:' . 
. j" S J, .A controlled substance and placed:: /~" ~) 

( JI"' .~l""· J~ l/ J v ~IJ'-
'-'l~;0. "\ #0 </ll 

1V- . J If \ ~ \. 11--~ 
3. PURPOSE --------. -~---- ) .:r\.x 

r fo o~t;ine the ~mest~ a~d International context surrounding·:pe~tad~ ,<J' 'Cf" 
{/ summari~o( the cGfRprenensi'v'e abuse liability study on tapentadol, 

\: \ ( ineI\Jding its abuse and toleranGe potential and next steps towards ',,, \ 

\
" rr)i \ \\ addressing' J' 

) J'>::- ':;" .................................................................................................................................................................................................... ./ 

~ 1 ~". _ 
.\/\s<l 

,\ ~"~l- . {ap;;;;tadol will be a:;able to only those persons authorized to do so 
'-, \. l , under the CDSA and the NCR. The CDSA sets out penalties for illegal 

) ~I'-l ~ Ii' activities involving substances listed in its Schedules. The scheduling of 
~ x (i' tapentadol will enable law enforcement agencies to address illegal 

J . ~,," . activities. Likewise, tapentadol scheduling under the CDSA aligns with the 
l "\ \ if Office of Controlled Substances' ongoing activities to safeguard the public 
/:,} ) t from drugs that may be potentially abused, diverted or trafficked into 

"\ 

.('\ Canada. 

\ 

, ' 
,~-./ I 7 t 
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This regulatory proposal will impose reporting, security, storage and 
license and permit requirements for medications containing tapentadol or 
its related analogues. Once scheduled, only licensed dealers of tapentadol 
or its analogues will be able to carry out the specific activities in their 
dealer's license for the specified tapentadol or analogue and only those 
licensed dealers having the necessary permits to import and/or export 
them may do so. Likewise, handling by pharmacists and practitioners will 
be restricted to the conditions specified under the Narcotic Control 
Regulations (NCR). 

Likewise, handling by pharmacists and practitioners will be restricted to 
the conditions specified under the Narcotic Control Regulations (NCR). 
Patient accessibility to 

containing prescriptions will only be 
allowed through a doctor's prescription only. 

This objective aligns with the Office of Controlled Substances' ongoing 
activities to safeguard the public from drug~that may be potentially 
abused or diverted. , ,~ 

4. DOMESTIC CONTEXT 

United States 

Marketed 
internationally under the trade name of NUCYNTA ®, two formulations of 
tapentadol have been developed including an immediate release (IR) 
tablet for the relief of acute pain and a 

TapentadollR for relief of acute pain was 
approved by the FDA for marketing in the U.S. as a prescription drug on 
November 20 th

, 2008. ' ------------------------------------

as it is not yet 
scheduled under the CDSA in Canada. In the United States, a New Drug 
Application for a prolonged release (PR) formulation of the NUCYNTA ® 
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tablet was also recently submitted for approval to the Food and Drug 
Administration. 

Canada 

Currently, there are no 
reported cases of tapentadol related abuse or fatalities in Canada 
primarily since, it is not yet marketed in Canada. 

"""""""'"'''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''' 

No border 
seizures have been reported by Canadian Border Services Agency. 

1111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111. f N 
pendln9::issuance 0 a otice of 

Compliance subsequent to successful:revieWs and approvals. 
It anticipated that a Notice of Compl!Can~e (NOC) may be issued by the 
Therapeutic Products Directorate of He.alth Canada post December 2, 
2010. - . 

As the diversion and abuse of prescription drugs is of increasing concern 
(with a majority of drug users in many large urban centres in Canada 
being non-medicinal users of prescription opioids), government 
intervention is required given that the abuse potential of NUCYNT A ®, 
NUCYNT A CR ™ is significantly enhanced when tapentadol or any 
analogue thereof are not scheduled. 

Health Canada's objective is to ensure that tapentadol and any related 
analogues having potential abuse potential are added to Schedule I of the 
CDS and the Schedule section 2(1) of the Narcotic Control Regulations 
(NCR). This will restrict the availability of tapentadol opioid related 
controlled substances or nacotics to only those persons authorized to do 
so under the CDSA and NCR. 
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s.20(1)(b) 

Survey Findings on Opioid Drug Abuse in Canada 

A key finding of the RCMP's 2007 report on the drug situation in Canada, 
was that traffickers continue to practice diversion from domestic sources 
and international smuggling to acquire black market pharmaceutical 
products. Diverted pharmaceutical trafficking has remained constant for 
decades. In 2007, synthetic opiate prescription drugs continued to be 
readily available and sought after on the illicit market. Wide availability and 
abuse of oxycodone continued to be a prominent problem in Eastern 
Canada (RCMP, 2007). 

The OPICAN cohort of 2001 had formerly identified the problem of illicitly 
obtained medicinal prescription opioids (Fischer et aI., 2006). 
A notable finding from the Canadian~Alc9-hol and Drug Use Monitoring 
Survey (CADUMS) 2008 is that morecthan 1f4 Canadians (28.4%) aged 15 
years and older indicated use ofanopioid pain reliever, a stimulant, a 
sedative or tranquilizer in 20Q8, witrr 0.6% of these respondents indicating 
the use of such pharmag>logical products to get a high (Health Canada, 
2008). .-

Elsewhere, it was reported that out of these categories of 
pharmaceuticals, opieid pain relievers were the most commonly used. 
About one in five (21.6%) of the respondents reported use of opioid pain 
relievers in the 12 months preceeding CADUMS 2008. Amongst users of 
Percodan®, Demerol ® and OxyContin® opioid pain relievers, 1.5% 
corresponding to 0.3% of the total population, reported using them to get 
high. Among users, a statistically significant difference in use was found 
between those aged between 15-24 years of age, five times greater use, 
than those above 25 years of age (p<0.05). (Youth: 4.9% of users, 0.9% 
of population vs. Adults: 1.0% of users or 0.2% of the population). 
Population of N=16640. Provinces with the highest levels of abuse of 
opioid prescription drugs were Alberta and British Columbia. 

In comparison to recently released CADUMS 2009 survey results, over 
the past-year, pharmaceutical use and abuse has remained comparable to 
that of 2008 (Health Canada, 2009). Twenty-five percent (25%) of 
responders (vs. 28.4% in 2008) indicated that they had used a 
psychoactive pharmaceutical drug in the past-year. 2.3 % vs 0.6% in 2008 
rpoerted using such a drug to get high. like in 2008, opioid pain relievers 
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were most commonly used category of pharmaceuticals used to get high 
when compared with tranquilizers and sedatives. Among users of pain 
relievers such as Percodan®, Demerol ® and OxyContin®, 2.3% (vs.1.5% 
for 2008) corresponding to 0.4% (vs. 0.3% for 2008) of the total 
population, reported using them to get high. Prevalence of abuse was 
about six times greater in youth aged 15-24 years of age (8.5 % of users 
or 1.2% of the population vs. adults ~25 years of age or 1.4% of users or 
0.3% of the population. 

Dhalla et al. 2009, reported increased trends in mortality related to 
prescription opioid analgesics in Canada. Opioid-related deaths doubled, 
from 13.7 per million in 1991 to 27.2 per million in 2004. This increase 
corresponded with increased prescribing of opioid analgesics (Fischer et 
al. 2009). A comparison of the rate of overdoses related to prescription 
opioid use in Ontario and the United States in 2002 showed that the 
overall death rates adjusted to the rates of per capita prescription-opioid 
use in these jurisdications were similar. This further demonstrates the 
need to implement controls on novel opioiq:analgesics entering the 
Canadian marketplace such as tapentado[especially when North America 
has the world's highest consumption~medi~1 prescription opioids. 

--
These findings demonstrate that the)x!ssibility of abuse potential with 
tapentadol as a result of' 

."~' - .. """ 

5. INTERNATIONAL CONIE)(~(Ja~~Sen-Ortho Inc. 2010). 
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e. 
'Tapentadol has yelto be added to the Lists/Schedules under the 
UN Conventjons~ 
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6. CURRENT STATUS I NEXT STEPS 

1. OCS to propose to CSS WG via lAS to schedule Tapentadol and is 
related analogues, those having similar potential for abuse. 

• Tapentadol (Phenol, 3-[(1 R,2R)-3-(dimethylamino)-1-ethyl-2-
methylpropyl]-) 

• Tapentadol HCL (Phenol hydrochloride, 3-[(1 R,2R)-3-
(dimethylamino )-1-ethyl-2-methylpropyl]-) 

• Tapentadol related analogues (its isomers, esters, ethers, salts and 
salts of isomers, esters and ethers, whenever the existence of such 
isomers, esters, ethers and salts is possible and they exhibit similar 
abuse potential as tapentadol) 

2. CSS-WG to comment on thi~!As:;and infernal approvals obtained. 

3. The decision for Schedulilfg·taQ~ntadol and any analogues of 
similar abuse potentja{~ rests'wiffi the Office of Controlled 
Substances, ControlleEj Substances and Tobacco Directorate, 
HECS Branch, Heal~C-aRada upon receipt of a response from the 
CNS-Therapel.lti(i~rooucts Directorate, HPFB, Health Canada on 
the comprehensivEiabuse liability study submitted by Janssen
Ortho Inc .. OCSJefrnake formal declaration of scheduling decision. 

4. Once a decision to Schedule has been made, the Office of 
Controlled Substances will proceed to prepare and submit the 
regulatory proposal and package for internal approvals and 
submission to the Treasury Board of Canada, Privy Council Office 
and Regulations Section Justice to pre-publish the regulatory 
proposal, Governor General Orders in Council (GOC) in Canada 
Gazette Part I followed by a 30-day comment period. 

5 Subsequently, comments from interested stakeholders will be 
considered and any required revisions made prior to the 
preparation of the final regulatory package for publication in 
Canada Gazette, Part II. 
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1. APPROVALS 

This Issue Analysis Summary is considered approved. 

Diane Allan 
Office of Controlled Substances 
Controlled Substances and Tobacco Directorate 

[DD/MM/YYYY] 

2. ISSUE 

Canadian public health and safety are at risk from the abuse, diversion and trafficking of 
tapentadol (and from any of its analogues having similar abuse potential) as they are not listed on 
the Schedules to the Controlled Drugs and Substances Act or the Narcotic Control Regulations. 
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Currently, tapentadol is not yet marketed in Canada. To ensure that adequate controls to prevent 
abuse, diversion and trafficking are in place prior to any market approval, this proposal will 
introduce existing controls for controlled substances and narcotics on tapentadol by scheduling 
tapentadol as a controlled substance and a narcotic on the Schedules to the Controlled Drugs and 
Substances Act or the Narcotic Control Regulations respectively. These controls govern the 
production, importation, exportation, sale, provision, possession, transportation and disposal of 
tapentadol containing medications and will reduce opportunities for abuse, diversion and 
trafficking for illicit purposes. 

3. PURPOSE 

To assess tapentadol against the factors considered by the Office of Controlled Substances(OCS) 
when deciding to add substances to one of the Schedules to the CDSA, and examine possible 
options for the regulation of these substances. 

4. CONTEXT 

4.1 Legislative Frameworks 

Controlled Drugs and Substances Act and its Regulations 

The Controlled Drugs and Substances Act (CDSA) provides a legislative framework for the 
control of substances that can alter mental processes and may produce harm to the health of an 
individual or to society when diverted or misused. Except as authorized under regulation, 
activities such as possession, trafficking, importation, exportation, possession for the purpose of 
traffickinglimportationiexportation and the production of controlled substances are prohibited 
under the CDSA. 

The CDSA and its regulations seek to support the legal manufacture, trade and possession of 
controlled substances for medical and scientific purposes while minimizing diversion for illicit 
purposes. Controlled substances are captured under Schedules I to V of the CDSA. Schedule VI 
lists class A and B precursor chemical substances. Schedules VIT and Vill specify threshold 
quantities for the possession and trafficking of cannabis and cannabis resin. 

Drug offence contraventions under the CDSA carry penalties of varying severity described in 
Part I of the CDSA. Offences associated with Schedule IV are similar to those associated with 
substances in Schedules I, IT and ill except that there is no offence for simple possession. 

4.2 Background 
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Recent therapeutic drug design has focused on "novel" drugs having two mechanisms of 
analgesia. The first attempt was tramadol which acts as a weak opioid with effects on the uptake 
of norepinephrine and serotonin. Concerns with this drug include its dependence on P450 
cytochrome system and CYP 2D6 enzyme metabolism which may lead to increased risk of drug 
interaction and the potential for seratonin syndrome. Recent research has recognized the 
importance of norpeinephrine blockade for more effective pain management. This led to the 
development of tapentadol. 

pending issuance of a Notice of Compliance subsequent to 
successful reviews and approvals. It anticipated that a Notice of Compliance (NOC) may be 
issued by the Therapeutic Products Directorate of Health Canada post December 2,2010. 

Health Canada's objective is to ensure that tapentadol and any related analogues having potential 
abuse potential are added to Schedule I of the CDS and the Schedule section 2(1) ofthe Narcotic 
Control Regulations (NCR). This will restrict the availability oftapentadol opioid related 
controlled substances or narcotics to only those persons authorized to do so under the CDSA and 
NCR. This objective aligns with the Office of Controlled Substances' ongoing activities to 
safeguard the public from drugs that may be potentially abused or diverted. 

5. ASSESSMENT OF TAPE NT ADOL FOR SCHEDULING PURPOSES 

The following factors! are assessed when substances are being considered for scheduling under 
the CDSA: 

• International requirements and trends in control andlor scheduling; 
• Chemical and/or pharmacological similarity to substances listed in the Schedules to the 

CDSA; 
• Legitimate use of the substance, including therapeutic, scientific, industrial and 

1 Controlled Substance Scheduling Working Group, Controlled Substances and Tobacco Directorate, 
Health Canada, Draft document "Factors Considered When Assessing a Substance To Determine Whether To 
Schedule It Under The CDSA", 16 April 2010. 
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• Evidence of extent of actual abuse in Canada and internationally; and, 
• Risk to personal and public health and safety. 

5.1 International Requirements and Trends in Control and/or Scheduling 

5.1.1 International Control 

The UN is performing scheduling activities to have tapentadol included in Schedule I of the U.N. 
List on Narcotic Drugs. 

5.1.2 European Union 

4 
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5.1.3 United States of America 

Marketed 
internationally under the trade name ofNUCYNTA ®, two formulations oftapentadol have been 
developed including an immediate release (IR) tablet for the relief of acute pain and 

Tapentadol IR for relief of acute pain was 
approved by the FDA for marketing in the U.S. as a prescription drug on November 20th, 2008. 

After having received 
approval from the U.S. FDA and U.S. DEA, tapentadol IR was available for the prescription 
market in the U.S. on June 23, 2009 to patients 18 years or older. Tapentadol IR is available in 
the U.S. in formulations off 50, 75 and 100 mg. 

In 
the United States, on December 1,2009, J&JPRD had submitted its New Drug 
Application(NDA) to the U.S. Food and Drug Administration for tapentadol extended release 
(ER) oral analgesic tablets for the management of moderate to severe chronic pain in patients 18 
years of age or older. The ER formulation is designed to provide a higher degree of mechanical 
resistance such as to crushing and chewing. The NDA filing is an ongoing commitment to 
J&JPRD and PriCara® to bring new and innovative products to patients and physicians for the 
treatment and management of pain. 

Furthermore, a NDA for a prolonged release (PR) formulation ofthe NUCYNTA ® tablet was 
also recently submitted for approval to the Food and Drug Administration. 

5.1.4 South America 

5.2 Chemical and Pharmacological Similarity to Substances Listed in the Schedules to 
the CDSA 

000393 
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Chemical Name: 
CAS RN. 175591-23-8 

August 2010 

PROTECTEDB 
Contains CBI 

Synonyms: BN-200, CG-5503, R-331333, Tapentadol, UNII-H8A007M585 

s.20(1)(a) 
s.20(1)(b) 

CAS RN. 175591-09-0 
Synonym: Nucynta, Tapentadol hydrochloride 
Chemical Structure: 

. HCL 
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A recent novel unified theory on the structure activity relationship of opioids and opioid peptides 
has been published (Goldberg, 2010) however, this theory failed to examine tapentadol and may 
have possible flaws as it does not consider energy minimization, molecular or quantum 
mechanics, overly simplistic and not representative of present mainstream investigations in 
medicinal chemistry. 

Tapentadol has a low potential for pharmacokinetic drug interactions as it does not undergo 
metabolism by cytochrome P-450. Tapentadol may inhibit CYP2D6 enzyme to a very limited 
extent, not to any clinically significant leve1. 

Administration with acetaminophen, acetyl salicylic acid and naproxen has not resulted in 
clinically relevant changes in serum concentration. Co-administration with opioid analgesics, 
general anesthetics, phenothiazines, other tranquilizers, sedatives, hypnotics or other CNS 
depressants may result in additive CNS depression. Administering tapentadol with serotonergic 
drugs such as selective serotonin reuptake inhibitors (SSRIs), selective norepinephrine reuptake 
inhibitors (SNRIs), tricyclic antidepressants (TCAs), MAO inhibitors and triptans may result in 
serotonin syndrome. 

Tapentadol is rapidly absorbed at reaches maximum concentrations readily (Cmax in 1.25-1.5 
hrs)and excreted via the renal system (99%) as inactive metabolites (69% conjugates; 27% as 
other metabolites; 2% as unchanged drug)(Fidman et a1., 2010). Linear pharmacokinetics were 
observed as dose-proportional increased in the Cmax and area-under-the curve (AVC) values of 
tapentadol have been observed above the 50 to 150 mg dose range. Tapentadol's AVC and Cmax 
increased by 25% and 16% following a high-calorie mea1. Mean absolute bioavailability is 32% 
after a single dose as a result oftapentadol's extensive first-pass metabolism. It is widely 
distributed throughout the body with a distribution volume of 540 L with low plasma binding of 
20%. 

The apparent half-life(t1/2) oftapentadol post oral administration is 3.93 hours and over 95% is 
excreted within 24 hours of dosing. Clearance is 1530 +/- 177 ml/minute. 

Tapentadol's pharmacokinetic properties are not impeded by renal impairment. Moderate hepatic 
impairment decreases its metabolism leading to higher exposures and serum levels. PK 
parameters oftapentadol have not been evaluated in patients with severe hepatic impairment 
(Fidman et a1., 2010). 

5.3 Legitimate Use, Including Therapeutic, Scientific, Industrial and Commercial Uses. 
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s.20(1)(a) 
s.20(1)(b) 

Pain is a symptom of many medical conditions and can sifnificantly interfere with a person's 
quality of life and general functioning. Opioids are safe and effective in some patients however, 
can cause dependence, abuse and addiction. All patients treated with opioids need to be carefully 
monitored by their health care professional for signs of abuse and addiction and to determine 
when such medications are no longer necessary. 

9 
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Survey Findings on Opioid Drug Abuse in Canada 

A key finding of the RCMP's 2007 report on the drug situation in Canada, was that traffickers 
continue to practice diversion from domestic sources and international smuggling to acquire 
black market pharmaceutical products. Diverted pharmaceutical trafficking has remained 
constant for decades. In 2007, synthetic opiate prescription drugs continued to be readily 
available and sought after on the illicit market. Wide availability and abuse of oxycodone 
continued to be a prominent problem in Eastern Canada (RCMP, 2007). 

The OPICAN cohort of2001 had formerly identified the problem of illicitly obtained medicinal 
prescription opioids (Fischer et aI., 2006). A notable finding from the Canadian Alcohol and 
Drug Use Monitoring Survey (CADUMS) 2008 is that more than 'i4 Canadians (28.4%) aged 15 
years and older indicated use of an opioid pain reliever, a stimulant, a sedative or tranquilizer in 
2008, with 0.6% of these respondents indicating the use of such pharmacological products to get 
a high (Health Canada, 2008). 

Elsewhere, it was reported that out of these categories of pharmaceuticals, opioid pain relievers 
were the most commonly used. About one in five (21.6%) of the respondents reported use of 
opioid pain relievers in the 12 months preceding CADUMS 2008. Amongst users ofPercodan®, 
Demerol ® and OxyContin® opioid pain relievers, 1.5% corresponding to 0.3% of the total 
population, reported using them to get high. Among users, a statistically significant difference in 
use was found between those aged between 15-24 years of age, five times greater use, than those 
above 25 years of age (p <0.05). (Youth: 4.9% of users, 0.9% of population vs. Adults: 1.0% of 
users or 0.2% of the population). Population ofN=16640. Provinces with the highest levels of 
abuse of opioid prescription drugs were Alberta and British Columbia. 

In comparison to recently released CADUMS 2009 survey results, over the past-year, 
phannaceutical use and abuse has remained comparable to that of 2008 (Health Canada, 2009). 
Twenty-five percent (25%) of responders (vs. 28.4% in 2008) indicated that they had used a 
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psychoactive phannaceutical drug in the past-year. 2.3 % vs 0.6% in 2008 reported using such a 
drug to get high. Like in 2008, opioid pain relievers were most commonly used category of 
phannaceuticals used to get high when compared with tranquilizers and sedatives. Among users 
of pain relievers such as Percodan®, Demerol ® and OxyContin®, 2.3% (vs.1.5% for 2008) 
corresponding to 0.4% (vs. 0.3% for 2008) ofthe total population, reported using them to get 
high. Prevalence of abuse was about six times greater in youth aged 15-24 years of age (8.5 % of 
users or 1.2% of the popUlation vs. adults 25 years of age or 1.4% of users or 0.3% ofthe 
popUlation. 

Dhalla et al. 2009, reported increased trends in mortality related to prescription opioid analgesics 
in Canada. Opioid-related deaths doubled, from 13.7 per million in 1991 to 27.2 per million in 
2004. This increase corresponded with increased prescribing of opioid analgesics (Fischer et al. 
2009). A comparison of the rate of overdoses related to prescription opioid use in Ontario and the 
United States in 2002 showed that the overall death rates adjusted to the rates of per capita 
prescription-opioid use in these jurisdictions were similar. This further demonstrates the need to 
implement controls on novel opioid analgesics entering the Canadian marketplace such as 
tapentadol especially when North America has the world's highest consumption of medical 
prescription opioids. 

5.4.1 Potential for Abuse of Tapentadol 

Accessability 

Currently, tapentadol is only available to Canadians from any diverted or trafficked tapentadol 
medications that may be trafficked into Canada. Once approvals to market the III 

Canada have been given, tapentadol will become accessible to patients via prescription. 

Precursors and clandestine synthesis 

-
No precursors oftapentadol are listed on the Schedules ofthe CDSA. 

Abuse potential 
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5.4.2. 

Currently, there are no reported cases oftapentadol related abuse or fatalities in Canada 
primarily since, it is not yet marketed in Canada. The potential for abuse still exists from 
diversion and trafficking from the United States. No border seizures have been reported by 
Canadian Border Services Agency. 

As the diversion and abuse of prescription drugs is of increasing concern (with a majority of 
drug users in many large urban centres in Canada being non-medicinal users of prescription 
opioids), government intervention is required given that the abuse potential ofNUCYNTA ®, 

NUCYNT A CR ™ is significantly enhanced when tapentadol or any analogue thereof are not 
scheduled. 

5.4.2 Abuse Liability 

5.5 Evidence of Extent of Actual Abuse in Canada and Internationally 

Currently, there are no reported cases of tapentadol related abuse or fatalities in Canada 
primarily since, it is not yet marketed in Canada. The potential for abuse still exists from 
diversion and trafficking from the United States. No border seizures have been reported by 
Canadian Border Services Agency. 

No evidence of actual abuse of tapentadol is known or available from foreign countries. 
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The co-administration oftapentadol with opioid analgesics, general anesthetics, phenothiazines, 
other tranquilizers, sedatives, hypnotics or other eNS depressants may result in additive eNS 
depression. 

Furthermore, the administration of tapentadol with serotonergic drugs e.g selective serotonin 
reuptake inhibitors (SSRIs), selective nor-epinephrine reputake inhibitors(SNRIs), tricyclic 
antidepressants (TeAs), MAO inhibitors and triptans may result in serotonin syndrome (Fidman 
et aI., 2010). 

Tapentadol is contraindicated in patients having impaired pulmonary function and parlytic ileus. 
This medication should not be used in combination with monoamine oxidase (MAO) inhibitors 
or within 14 days of discontinuation of MAO inhibitors. Also, tapentadol should be used with 
caution in patients with asthma, chronic obstructive pulmonary disease, co pulmonale, severe 
obesity, sleep apnea, myxedema, kyphoscoliosis, eNS depression, seizures or coma. 

Tapentadol is not recommended in patients with severe renal or hepatic impairment and should 
be used with caution in patients with moderate hepatic impairment. 

Tapentadol may cause spasm of the sphincter ofOddi and should be used with caution in 
patients with-bilary tract disease, including acute pancreatitis (Ortho-McNeil
Janssen-Pharmaceuticals Inc. 2010). 

As there are no well controlled studies oftapentadol in pregnant women, tapentadol should be 
used during pregnancy only if the potential benefit justifies the potential risk to the fetus. It is not 
recommended for use in women during and immediately prioir to labor and delivery. Neonates 
whose mothers have been taking tapentadol should be monitored for respiratory depression. 
Tapentadol should not be taken during breast feeding (Ortho-McNeil- Janssen-Pharmaceuticals 
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Inc. 2010). 

Tapentadol should not be prescribed for patients with head injury or increased intracranial 
pressure as opioid analgesics can raise cerebrospinal fluid pressure as a result of respiratory 
depression coupled with carbon dioxide retention. 

Tapentadol may be abused by crushing, chewing, snorting or injecting the product and pose 
significant risks to the abuser that could potentially result in overdose and death. Experience with 
tapentadol overdose is very limited. Management of overdose should be focused on treating 
symptoms of 

6. ASSESSMENT OF RISKS AND BENEFITS 

Risks of product misuse may exist with the potential for diversion and trafficking to illicit 
markets including misadministration leading to potential harm and illness. 

Tapentadol is contraindicated in patients having impaired pulmonary function and parlytic ileus. 
This medication should not be used in combination with monoamine oxidase (MAO) inhibitors 
or within 14 days of discontinuation of MAO inhibitors. Al~o, tapentadol shoudl be used with 
caution in patients with astma, chronic obstructive pulmonary disease, co pulmonale, severe 
obesity, sleep apnea, myxedema, kyphoscoliosis, eNS depression, seizures or coma. 

Tapentadol should not be prescribed for patients with head injury or increased intracranial 
pressure. 

Prescribing or dispensing tapentadol in situations where the practitioner or pharmacist may be 
concerned about an increased risk of misuse or abuse, require caution, control and attention on 
the part ofthe practitioner and pharmacist. 
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Administration with acetaminophen, acetyl salicylic acid and naproxen has not resulted in 
clinically relevant changes in serum concentration. Co-administration with opioid analgesics, 
general anesthetics, phenothiazines, other tranquilizers, sedatives, hypnotics or other CNS 
depressants may result in additive CNS depression. Administering tapentadol with serotonergic 
drugs such as selective serotonin reuptake inhibitors (SSRIs), selective norepinephrine reuptake 
inhibitors (SNRIs), tricyclic antidepressants (TCAs), MAO inhibitors and triptans may result in 
serotonin syndrome. 

Patients should be cautioned that tapentadol may impair the mental or physcial abilities required 
for the performance of potentially hazardous tasks such as driving a car or operating machinery. 
This can be expected at the beginning of treatment, at any change of dosage as well as in 
cominbnation with alcohol or tranquilizers. 

Tapentadol may be abused by crushing, chewing, snorting or injecting the product and pose 
significant risks to the abuser that could potentially result in overdose and death. Experience with 
tapentadol overdose is very limited. Management of overdose should be focused on treating 
symptoms of 

Tapentadollikely shares the same risks of abuse and diversion as currently marketed, controlled 
prescription opioids. 

Tapentadol will be available to only those persons authorized to do so under the CDSA and the 
NCR. This will benefit Canadians by safeguarding the Canadian public from drugs that may be 
trafficked, diverted or abused. 

This regulatory proposal will tighten the security requirements surrounding the handling, storage 
and issuance of tapentadol medications. Once scheduled only licensed dealers oftapentadol or its 
analogues will be able to perform specific activities specified in their dealer's licence and only 
those licensed dealers having the necessary permits to import and export them may do so. 
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Likewise, handling by phannacists and practitioners will be restricted to the conditions as set out 
in the NCR. 

The only cost burden to be incurred will be those of the sponsor to amend prescription labelling. 
The sponsor is prepared to incur the costs of amending prescription drug labels to have them 
designated as narcotics through the addition ofthe printed "N" symbol. 

In the United States, there has been some mention of the possibility ofthe cost oftapentadol 
increasing as a result of the 

and practitioners being reluctant to prescribe de to the elevation in costs. 
Nevertheless, despite these concerns, ----------------- the expected economic 
impact is expected to be marginally low. 

7. IDENTIFICATION AND ANALYSIS OF OPTIONS 

Non-regulatory options are not feasible given the hazards and risks associated with tapentadol's 
abuse liability. 

In Canada, drugs can be sold as non-prescription products or as prescription drugs. If at the time 
of approval, Health Canada detennines that the medicinal ingredient should be dispensed by 
prescription, it must develop a regulatory proposal to add that ingredient to Schedule F of the 
Food and Drug Regulations (FDR). If the substance or medicinal ingredient demonstrates abuse 
potential, dependence potential and or there is already evidence of abuse in Canada or elsewhere, 
Health Canada may elect to add the substance or medicinal ingredient to one of the Schedules to 
the Controlled Drugs and Substances Act (CDSA) and any applicable set of Regulations. 

In order to effectively mitigate the risks posed by tapentadol and its analogues of similar abuse
potential, a regulatory proposal to add tapentadol to the Schedules of the CDSA and NCR is the 
only option available. 

you it would be expected that similar controls that exist for the 
morphine, hydromorphone and oxycodone would be adopted for tapentadol. Currently, 
morphine, oxycodone and hyrdomorphone are listed in Schedule I to the CDSA and regulated 
under the NCR. The NCR require that persons be licensed before they can produce, make, 
assemble, import, export, sell, provide, send, deliver, transport or destroy substances listed in its 
Schedule. In addition, the NCR regulates the activities of practitioners, phannacists and licesed 
dealers. The following provides a short summary of the requirements imposed on these groups. 

Practitioners 
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Practitioners are required to provide patients with written prescriptions and no verbal 
prescriptions are permitted unless the substance meets the definition of a verbal prescription 
narcotic under the NCR. Practitioners are not permitted to provide refills, however written 
prescriptions may be prescribed to be dispensed in divided portions or in partial fills. 

Practitioners may be required to provide information to the Minister regarding the use of 
narcotics received, including the administering, selling or providing of them to a person, or 
prescriptions for narcotics issued, among other things. In addition, practitioners may be required 
to produce any records that are required to be kept under the NCR to an inspector, and losses or 
thefts must be reported within 10 days after the date that it was discovered. 

If a practitioner wishes to provide drug samples to patients, he or she must make a written order 
to a licensed dealer in order to have the product delivered to his or her medical clinic. 

Pharmacists 

Pharmacists are permitted to issue partial fill prescriptions as per the practitioner's instructions 
however, refills are not permitted. Furthermore, no transfers of prescriptions are permitted and 
pharmacists must report any loss or theft within 10 days after the date it was discovered. 

Pharmacists are required to record and retain for auditing purposes, all documents relating to all 
transactions for a period of at least 2 years. 

Licensed Dealers 

A licensed dealer is a person who has obtained a licence from Health Canada to carry out 
activities such as production, making, assembling, importing, exporting, selling, providing, 
transporting, sending or delivering controlled drugs and substances. 

Licensed dealers are required to report any loss or theft within 10 days after the date it was 
discovered and record detailed transaction and manufacturing information. They must also 
record and retain, in a manner that enables audit, all documents pertaining to all transactions for a 
period of at least 2 years. In addition, there is a general requirement for substances and some 
finished products to be stored in a vault as detailed in the Directive on Physical Security 
Requirements for Controlled Substances. All persons interested in conducting activities with 
controlled substances must comply with the Directive in order to obtain a dealer's license. 

Licensed dealers are not permitted to distribute any product to practitioners to be dispensed 
unless a written order has been received by the licensed dealer as per the NCR. In addition, no 
narcotic or controlled substance as defined in G.01.001(1) ofthe Food and Drugs 
Regulations(FDR) may not be forwarded as a sample between physicians, dentists, veterinary 
surgeons or pharmacists upon receipt of an order as per C.01.048(1). 
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This regulatory proposal will impose reporting, security, storage and license and permit 
requirements for medications containing tapentadol or its related analogues. Once scheduled, 
only licensed dealers oftapentadol or its analogues will be able to carry out the specific activities 
in their dealer's license for the specified tapentadol or analogue and only those licensed dealers 
having the necessary permits to import andlor export them may do so. Likewise, handling by 
pharmacists and practitioners will be restricted to the conditions specified under the Narcotic 
Control Regulations (NCR). Patient accessibility to . 

containing prescriptions will only be allowed 
through a doctor's prescription only. 

8. CONSULTATIONS 

This regulatory proposal has undergone direct consultations with the sponsor upon publication in 
the Canada Gazette. A 30-day comment period following pre-pUblication in Canada Gazette Part 
I will afford an opportunity to address any stakeholder comments on this regulatory proposal and 
will be addressed upon this regulatory proposal's publication in Canada Gazette Part ll. 

9. CONSIDERATIONS 

This issue analysis summary will require to be endorsed by the CSS-WG and Health Canada 
management. 

10. RECOMMENDATION 

The Office of Controlled Substances(OCS) recommends the addition oftapentadol and its 
related analogues (those having any similar potential for abuse) to the schedules ofthe CDSA 
and NCR. 

Tapentadol (Phenol, 3 -[ (1 R,2R)-3 -( dimethylamino )-l-ethyl-2-methylpropyl]-) 

. 
Tapentadol HCL (Phenol hydrochloride, 3-[(lR,2R)-3-(dimethylamino)-1-ethyl-2-
methylpropyl]-) 

Tapentadol related analogues (e.g. esters, ethers, salts and the analogues exhibit similar abuse 
potential as tapentadol) 
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CSS-WG to comment on this lAS and internal approvals obtained. 

The decision for Scheduling tapentadol and any analogues of similar abuse potential, rests with 
the Office of Controlled Substances, Controlled Substances and Tobacco Directorate, HECS 
Branch, Health Canada upon receipt of a response from the CNS-Therapeutic Products 
Directorate, HPFB, Health Canada on the, 

OCS to make formal declaration of scheduling decision. 

Once a decision to Schedule has been made, the Office of Controlled Substances will proceed to 
prepare and submit the regulatory proposal and package for internal approvals and submission to 
the Treasury Board of Canada, Privy Council Office and Regulations Section Justice to pre
publish the regulatory proposal, Governor General Orders in Council (GO C) in Canada Gazette 
Part I followed by a 30-day comment period. 

Subsequently, comments from interested stakeholders will be considered and any required 
revisions made prior to the preparation of the final regulatory package for pUblication in Canada 
Gazette, Part II. 

11. IMPLEMENTATION AND EVALUATION 

This regulatory proposal will come into force on the day it is published in Canada Gazette Part 
II. This scheduling amendment can only be evaluated post scheduling oftapentadol on the 
Schedules ofthe Controlled Drugs and Substances Act and the Narcotic Control Regulations. 
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s.20(1)(b) 

re: tapentadol scheduling package 
Nathan J Isotalo to: Denis Arsenault 2010-08-0610:35 AM 

.. _. ... ------------------
Hi Denis, 

as a "heads-up", earlier this morning, further to Dr. Lisa Kelly's email of July 21, 2010, I have examined 
the size of the documentation submitted by Janssen-Ortho Inc. it is 
quite extensive. 

As you mentioned, a contract will likely be developed if OCS-CSTD is indeed found responsible for 
assessing the e.g. clinical study data, as RAD-OCS has not assessed abuse liability in the past nor does it 
currently have the capacity to do so. Any contract witllikely be over 25K and I suspect that any successful 
contractor bidder will need atleast one or more months to do a thorough review as the studies are many, 
many thousands of pages long. 

It is also likely, that if TPD is to assess the abuse liability data, it may take several months before they 
come to a conclusion. 

It is recommended that the process between OCS and TPD be clarified, and if needed, defined in a MOU 
or defined in writing at the earliest possible date. 

Resource expenditure in terms of human and time resources may possibly delay any future advancement 
and processing of the regulatory proposal on tapentadol. 

Nathan Isotalo 
Senior Policy Analyst 
OCS CSTD HECS 
Health Canada 
613-946-4225 
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Return Receipt 
Your message: re: tapentadol scheduling package 
was received by: Denis ArsenaultlHC-SC/GC/CA 
at: 2010-08-0610:59:08 AM 
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5.19(1) 

Audit Trail 
Document Number: 10-117766 - 73 File Number: 

Name: 

From 
HECSB-CSTD-OCS-DO 
Approvall Approbation 

To 
HECS8-CSTD-DGO 

HECS8-CSTD 

Sent 
2010-08-1216:42 

BF Action 

Comments: Docket routed to DGO for Cathy s review and approval. I will bring it up shortly. Thank you! Arafo 
HECS8-CSTD HECSB-CSTD-OCS 2010-08-1712:38 2010-08-17 See Note 

HECSB-CSTD-DGO 
Comments: Arafo - DG Approved. Thanks (cyndi) 
HECS8-CSTD-OCS-DO HECS8-CSTD-OCS-RPD 2010-08-20 13:54 
Comments/Commentaires 
Comments: FYI. Direct reply done. Email sent, Scanned and attached in MECS. Docket closed. Thank you! 

No Action Request. 
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Jocelyn Kula 

5.19(1) 
5.20(1)(b) 

Managerl Gestionnaire . 
Policy and Regulatory Affairs Divisionl Division des politiques et affaires reglementalres 
Office of Controlled Substancesl Bureau des substances controlees 
Healthy Environments and Consumer Safety Branchl Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 946-0125 Fax: (613) 946-4224 
Diane Allan/HC-SC/GC/CA 

Diane Allan/HC-SC/GC/CA 

2010-08-0904:49 PM To Jocelyn Kula/HC-SC/GC/CA@HWC 

cc 

Subject 

Why is Nathan conversing with JOJ? J need more details as to what was done and what level of 
inetraction was permitted. 

Thanks, 
Diane 

Diane Allan 

Director I Directrice 
Office of Controlled Substances I Bureau des substances controh~es 
Healthy Environments and Consumer Safety Branch / Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada I Sante Canada 
Tel: 613-952-2177 
Fax: 613-946-4224 

- Forwarded by Diane Allan/HC-SC/GC/CA on 2010-08-09 04:49 PM

~J~ICA]a 

2010-08-0904:47 PM 

Dear Ms. Allan~ 

To <diane.allan@hc-sc.gc.ca>, "Nathan J Isotalo" 
<nathan.isotalo@hc-sc.gc.ca>. <jocelyn.kula@hc-sc.gc.ca> 

cc <Cathy .a.sabiston®hc-sc.ac.ca>. [JOICA]" 

"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""",JO~Jg~~]" 
. [JOICA]" 

Subject RE: Tapentadol Scheduling 

As agreed at our meeting of June 18th. Janssen-Ortho (J01) would lik~ to 
follow up on activities • A 
copy of the J01~s record OT contact of the June 18 meeting is attached. 
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s.20(1)(b) 

]01 i~ committed to ensure the safe use of its products. 
IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII111 

We would appreciate an opportunity to discuss the above with the OC5. If a 
teleconference (TC) is preferredJ we would be very happy to provide the OC5 
with our dial in information and look forward to hearing from you. 

SincerelYJ 

JANSSEN-ORTHO INC. 
19 Green Belt Drive, Toronto, Ontario, canada 
M3C lL9 
Tel: 
Fax: 
e-mail: 
Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged information and is intended only for 
the individual or entity named in the e-mail address. Any disclosure, copying, distribution, or reliance upon the contents of this 
e-mail not otherwise authorized by the sender is stricUy prohibited. If you have received this e-mail transmission In error, please 
immediately reply to the sender, so that proper delivery of the e-mail can be effected, and then please delete the message from 
your Inbox. Thank you. 
Avis de confidentlalite : Ce courriel peut contenir des renseignements confidentiels qui ne s'adressent qu'a la personne ou a 
I'entite nommee dans I'adresse. 51 vous n'~tes pas Ie destinataire vise, nous vous informons par la presente qu'il est interdit de 
divulguer, reproduire, distribuer ou utiliser Ie contenu de ce courriel. 51 vous avez reyu ce courriel par erreur, veuillez en aviser 
I'expediteur pour que I'on puisse I'envoyer a la bonne adresse, puis veuillez supprlmer Ie message. Merci. 

-----Original Message-----
From: Nathan J Isotalo [mailto:nathan.isotalo@hc-sc,gc.ca] 
Sent: ThursdaYJ June 24J 2010 11:01 AM 
To: [JOICA]; [OBICA]; 

[JOIeA] 
Subject: Re: ' 

Dear 

[JOICA]; 
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I look forward to working with you all in the coming months. 

Nathan Isotalo~ Senior Policy Analyst 
Policy and Regulatory Affairs Division 
Office of Controlled Substances 
Controlled Substances and Tobacco Directorate Healthy Environments and 
Consumer Safety Branch 

B326~ 123 Slater Street~ AL3503D Ottawa ON KiA 0K9 
Telephone: 613-946-4225 Facsimile: 613-946-4224 
E-Mail: nathan.j.isotalo@hc-sc.gc.ca 

[JOICA]" 

2010-06-24 09:03 
AM 

<cathy.a.sabiston@hc-sc.gc.ca>~ 

<diane.allan@hc-sc.gc.ca>~ 
<jocelyn.kula@hc-sc.gc.ca>~ 
<nathan.isotalo@hc-sc.gc.ca>~ 
<cathy.petersen@hc-sc.gc.ca>~ 

<lisa.kelly@hc-sc.gc.ca> 

" 

[JOICA] .. -------

To 

cc 

Subject 
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5.19(1) 
5.20(1)(b) 

Dear Ms. Sabiston~ Ms. Allan~ Ms. Kula~ Mr. Isotalo~ Dr. Petersen~ and Dr. 
Kelly: 

Janssen-Ortho would like to take this opportunity to thank you for the time, 
and guidance provided during last Friday's meeting 

Attached is a record of contact for the meeting. 

Sincerely~ 

Janssen-Ortho Inc. 
IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111 

Confidentiality Notice: This e-mail transmission may contain confidential or 
legally privileged information and is intended only for the individual or 
entity named in the e-mail address. Any disclosure, copying, distribution~ 
or reliance upon the contents of this e-mail not otherwise authorized by the 
sender is strictly prohibited. If you have received this e-mail transmission 
in error, please immediately reply to the sender~ so that proper delivery of 
the e-mail can be effected, and please delete the message from your inbox. 
Thank you. 

(See attached file: 2010 06 18 ROC.doc) 
[attachment "201006 18 ROC.DOC" deleted by Jocelyn Kula/HC-SC/GC/CA] 
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Denis Arsenault to: Nathan J Isotalo 

s.19(1) 
s.20(1)(b) 

2010-08-1009:16 AM 

History: This message has been replied to. 

Hi Nathan, 

Could you prepare for my review a short response e-mail by noon tomorrow? The response should be 
both high-level and non-committal. 

We can discuss later this morning. 

Thanks 

Denis 

Denis Arsenault 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances contrOlees, 
Health Canada I Sante Canada 
TelfTel: (613) 957-6828 
Fax I Telecopieur : (613) 946-4224 
E~MaiIlCourriel: denis_arsenault@hc-sc.gc.ca 
- Forwarded by Denis ArsenauIUHC-SC/GC/CA on 2010-08-10 09: 11 AM -

Nathan J 
IsotalolHC-SC/GC/CA To Denis ArsenauIUHC-SC/GC/CA@HWC 
2010-08-1006:50 AM cc 

Subject 

fyi- Nathan. 
--- Forwarded by Nathan J Isotalo/HC-SC/GC/CA on 2010-08-10 06:48 AM -

2010-08-0904:47 PM 

Dear Ms. Allan, 

To <diane.allan@hc-sc.gc.ca>, "Nathan J Isotalo" 
<nathan.isotalo@hc-sc.gc.ca>, <jocelyn.kula@hc-sc.gc.ca> 

cc <Cathy.a.sabiston@hc-sc.Qc.ca> [JOICAI" 
[OBICA]" 

JJOICA)" 
[JOICA)" 

As agreed at our meeting of June 18th, Janssen-Ortho (JOI) would like to 
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Jocelyn Kula to: --lJOICA1 2010-08-1005:57 PM 
[JOICA]" 

C~ , 
. Arsenault, Nathan J Isotalo 

[OSICA)", Denis 

Hi 

I apologize for the great delay in sending you these suggested revisions to your summary of our meeting 
on June 24,2010. As I will be out of the office for the next two weeks, please do not hesitate Denis 
Arsenault if you have any questions regarding our comments. Denis can be reached at 613-957-6828. 

JOI Meeting Record + OCS Comments July 8 2010.doc 

Kind regards 
Jocelyn 

PS we got your message to Diane and are in the process of preparing a response. 

Jocelyn Kula 
Manager! Gestionnaire 
Policy and Regulatory Affairs Division! Division des politiques et affaires reglementaires 
Office of Controlled Substances! Bureau des substances contr6h~es 
Healthy Environments and Consumer Safety Branch! Direction gemerale de la sante environnementale et 
de la securite des consommateurs 
Health Canada! Sante Canada 
Tel: (613) 946-0125 Fax: (613) 946-4224 

""""""",,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,JOICAr 

2010-06-2409:03 AM 
To <cathy.a.sabiston@hc-sc.gc.ca>, 

<diane.allan@hc-sc.gc.ca>, <jocelyn.kula@hc-sc.gc.ca>, 
<nathan.isotalo@hc-sc.gc.ca>, 
<cathy.petersen@hc-sc.gc.ca>, <Iisa.kelly@hc-sc.gc.ca> 

cc [OSICA]" 
:JOICA]" [JOICA]" 

Subject 
IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111 

Dear Ms. Sabiston, Ms. Allan, Ms. Kula, Mr. Isotalo, Dr. Petersen, and Dr. Kelly: 

Janssen-Ortho would like to take this opportunity to thank you for the time, 

Attached is a record of contact for the meeting. 
As agreed, we will follow-up with the Des around August 18, 2010. 
Sincerely, 
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209 PAIN 1769 

. dllpalcarbidopa 2511 ()() mg po at bed
.",.olide 0.1 mg po once/day, titrated 
• retO.25 to 1.0 mg tid, may be tried to 
. 'fJdity and other parkinsonian symp
",these drugs are usually ineffective. 
I' Incontinence secondary to detrusor 
lfitJda may be treated with oxybuty-

.. 141t 5 mg po tid or tolterodine 2 mg 
• ,."y patients must self-catheterize 
~ idder. Constipation can be treated 

: '''ab·liber diet and stool softeners; for 
.", cases, enemas may be necessary. 
" dysfunction can be treated with 

.1fI bassildenafil50mgpoprnand with 
;". physical means (see p. 1949). 

~tlAUTONOMIC FAILURE 
t IIItOnomJc failure results from neu
it "- In autonomic ganglia, causing 
;: .... hypotension and other auto
:'Iii~Ptoms. 

~.'lIIlonomic failure. previously called id
~orthostatic hypotension or Bradbury-

09i
, 

~N , '.: 
'.entries under Pain in the Index.} 

' .. It the most common reason patients ! i ..:.Ileal care. It has sensory and emo
M ~ponents and is often classified as 
~ ... mo) or chronic. Acute pain is fre-
iIlIl ... ociated with anxiety and hyperae-
, n;rlhe sympathetic nervous system (eg. 

S. . a, increased respiratory rate and 
; resis. dilated pupils). Chronic pain 

[

E' 'involve sympathetic hyperactivit)l 
, .be associated with vegetative signs ':f,ue, loss of libido, loss of appetite) 

" ~sed mood. People vary consider-
dleir tolerance for pain. 

,. ~A., . 

f.." and Pathophysiology 
~ :i;_pain, which occurs in response to tis
,. "'JU'Y.resultsfromactivationofperipheral 
f ,·~I(\ptors (nociceptors) and their specific 
it-"'t nerve fibers (A delta fibers and C fi
t,·"Oironicpain(seep.I776)relatedtoon
hfUl8ue injury is presumably caused by 

Eggleston syndrome. denotes generalized 
autonomic failure without CNS involve
ment. This disorder differs from multiple sys
tem atrophy because it lacks central or 
preganglionic involvement. Pure autonomic 
failure affects more women, tends to begin in 
a person's 40s or 50s, and does not progress 
to death . 

Etiology is usually unknown; some cases 
are due to an autoimmune autonomic neur
opathy. 

The main symptom is orthostatic hypoten
sion; there may be other autonomic symptoms 
(eg, decreased sweating, heat intolerance, uri
nary retention, erectile dysfunction. fecal in
continence or constipation, pupillary abnor
malities). Diagnosis is by exclusion. The 
norepinephrine level is usually < I ()() pglrnL 
supine and does not increase with standing. 

Treatment is symptomatic: vasopressors 
and support hose for orthostatic hypotension, 
a high-fiber diet and stool softeners for con
stipation, bladder antispasmodics for urinary 
problems, and avoidance of hot conditions 
for sweating abnormalities. 

persistent activation of these fibers. Chronic 
pain may also result from neuropathic pain. 

. Neuropathic pain (see p. 1779) is caused by 
; damage or dysfunction of the peripheral or 
~entraI nervous system. rather than stimula-

~
oo..of.painrecep~F&.---" =---- _._-- ....... 

Nociceptive pain resultS from ordinary in- ~
. ury or illness; it may be somatic or viscera •. 

~
somatic pain receptors are located in skin, 
subcutaneous tissues, fascia. other connec
tive tissues. ~osteJJm. eJ!liQ~teum,.-and-
. oint capsule1- Stimulation of these receptors 
p1'OdtJeen1farp or dull localized pain. Vis
ceral pain receptors are located in most vis
cera and the surrounding connective tissue. 
Visceral pain due to injury of a hollow organ 
is a poorly localized, deep aching or cramp
ing, which may be referred to remote cutane
ous sites. Visceral pain due to injury of organ 
capsules or other deep connective tissues 
may be more localized and sharp. 

Although pain of purely psychologic ori
gin. a form of somatic delusion. is rare, psy
chologic factors commonly contribute to 
chronic pain and may predominate in some 
patients. Pain that is understood to be caused 



7& __ ~ _____ SECTION 16 NEUROLOGIC OISOROER=S __ _ 

'mme and dose monitorinl? are neces
I', The dose for acute opioid overdosage is 
mg lV q 2 to 3 min pm. For patients re
,ing long-term opioid therapy, naloxone 
IIld be used only to reverse respiratory de
"ion and must be given more cautiously 
lvoid precipitating withdrawal or recur
I pain. A reasonable regimen is I mL of a 
lie solution (0.4 mg in 10 mL saline) IV q 
I ~ min, titrated to adequate respirations 
I alertness). 
hltrexone. an orally bioavailable opioid 
l~()nist. is given as an adjunct in opioid 
alcohol addiction. It is long-ading and 

crally well tolerated. 

juvant Drugs 
Idjuvantanalgesicdmgs include anticon
'.Ints, antidepressants (eg, tricyclics, ven
~ine, bupropion), oral local anesthetics, 
corticosteroids (see TABLE 209--4). These 
,!S have many uses, most notably to relieve 
I \, I lh a neuropathic component. Gabapentin 
c most widely used drug for such purposes. 
,:ose often ileeds to be high, up to 1200 

lid or sometimes higher. 
, 'pical drugs are also widely used. Cap-
111 cream, other compounded creams (eg, I 

: [ cmesrhetic and NSAIDs), and a lidocaine 
patch have little risk of adverse effects; 

I should be considered for many types of 
1. 

lIral Blockade 
Ilterrupting nerve transmission in pe
leral or central pain pathways by drugs 
hysical methods provides short-term and 
Ictimes long-term relief. Pathway destruc-
(neuroablation) is used rarely, typically 

wed forpatients with advanced disorders 
a short life expectancy. 

.,)cal anesthetic drugs (eg, lidocaine) can 
given IV, intrathecally, intrapleurally, 
soermally, sc, or epiduraJ\y. Epidural an
'sia using local anesthetics or opioids is 
icularly useful for some types of postop
ive pain. Long-termepidural drug admin
Ilion is occasionally used for patients 
I localized pain and a short life expect
y. For long-term neuraxial drug adminis
on, an intrathecal route via an implanted 
Ip is preferred. 
kuroablation involves interrupting a no
ptive pathway surgically or with a radio
jllcncy lesion. The procedure is used 
Illy for cancer pain. Somatic pain is more 
It lIIsive than visceral pain. Neuroablation 

of the ascending spinothalamic tract (CDr
dotomy) is usually used; it provides relief for 
several years, although numbness and dyse,
thesias develop. Neuroablation of the dorsal 
roots (rhizotomy) is used when a specific dcr 
matome can be identified. 

Nerve Stimulation 
Nerve stimulation (neuroaugmentatiolll 

may decrease pain. presumably by activatinl( 
endogenous pain modulatory pathways. Th~ 
most common method is transcutaneou, 
electrical nerve stimulation (TENS), whid\ 
appl ies a small current to the skin. Also. elel:
trolles may be implanted along peripheral 
nerves or along the dorsal columns in the epI
dural space. Stimulation of brain structures 
(deep brain stimulation and motor cortcll 
,timulation) has also been used, but evidence 
of benefit is slight. 

CHRONIC PAIN 
(See also Fibromyalgia on p. 321.) 

Chronic pain is pain that persists or recun 
for> 3 mo, persists> 1 mo after resolution 
of an acute tissue injury, or accompanies a 
nonhealing lesion. Causes include chronic 
disorders (eg. cancer, arthritis, diabetes) 
and injuries (eg, herniated disk. tom liga
ment). Various drugs and psychologic treat· 
ments are used_ 

Unresolved, long-lasting disorders (eg. 
cancer, RA, herniated disk) that produce 
ongoing nociceptive or neuropathic stimuli 
may account completely for chronic pain. 
However, chronic pain stimuli sensitize and 
remodel the nervous system-rrom periph
eral receptors to the cerebral cortex. With sen
sitization. discomfort that is due to a nearly 
resolved disorder and might otherwise be 
perceived as mild or trivial is instead per
ceived as significant pain. Psychologic fac
tors may also amplify persistent pain. Thus. 
chronic pain commonly appears out of pro
portion to identifiable physical processes. In 
some cases (eg, chronic back pain after in
jury), the original precipitant of pain is obvi
ous; in others (eg. chronic headache, atypical 
fadal pain. chronic abdominal pain), the pre
cipitant is remote or occult. 

In most patients. physical processes are 
undeniably involved in sustaining chronic 
pai n and are someti mes (eg. in cancer pain) the 
main factor. However. even in these patients, 

209 PAIN 

TABLE 209-4. DRUGS FOR NEUROPATHIC 

CLASS/DRUG 

Anticonvulsantst 
Carbamazepine 

Gabapentin 

Phenytoin 

Pregabalin 

Valproate 

Antidepressants 
Amitriptyline 

Desipramine 

Paroxetine 

DOSE· 

200-400 mg bid 

JOO mg bid to 1200 
mgtid 

300 mg once/day 

75-300 mg bid 

250-500 mg bid 

10 .... 25 mg at bedtime 

10-25 mg at bedtime 

20 mg once/day 

Central a-2 adrenergic agonists 
Clonidine 0.1 mg once/day 

Tizanidine 

Corticosteroids 
Dexamethasone 

2-20 mg bid 

0.5--4 mg 'lid 

Prednisone 5-60 mg once/day 

NMDA-receptor antagonists 
Amantadine 100 mg bid 

Dcxtromethorphan 30-120 mg qid 

Oral local anesthetic 

COM. 

Monitor WBCs when stal 

Preferred drug in this c1a~ 
300 mg once/day 

Limited data; second-line 

Mechanism similar to gat 
pharmacokinctics 

Limited data, but strong s 
headache 

May increase dose to 75-
licularly if significant de 
not need high doses: not 
Jerly or patients with a h 
has strong anticholinergi, 

Better tolerated than amitr 
Jose to 150 mg or somet] 

Better toleratcd than tricy, 
increase dose to 60 mg c 

Also can be used transderr 

Less likely to cause hypote 

Used only for pain with an i 

Used only for pain with an i 

Limited evidence of efticac 

Usually considered second· 

Mexiletine 150 mg once/day to Consider cardiac evaluatior 
300 mg 'I 8 h heart disease 

Topical 
Capsaicin 0.02.5-{).075% lid 

EMLA® 

Lidocaine 5% 

Other 
Badofen 

Pamidronate 

tid, under occlusive 
dressing if possible 

Daily 

20--60 mg bid 

1>0-90 mg/mo 

• All oral unless otherwise indicated. 

Some evidence of efficacy i 
arthritis 

Usually considered for a tri, 
incffective; expensive 

Available as patch 

May act via GABAB receptc 
neuralgia: used in other typ 

E vidence of efficacy in compl. 

., Newer anticonvulsanls have fewer adverse ctrects. 

NMDA = N-methyl-D-a,partate: EMLA = eutectic mixture of local anesthetics; GA 
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Iggest that coxibs can be prothrombotic, 
<.:reasing the risk of MI, stroke, and clau
<.:ation. This effect appears to be dose- and 
.Iration-related. One study suggests risk 
ith some nonselective COX-l and COX
inhibitors. All the data are limited and often 
Inflicting. 
Some clinicians continue to use coxibs 

rst; others limit use to patients predisposed 
) GI toxicity (eg, the elderly, those on corti
()steroids, those withahistory of peptic ulcer 
isease or GI distress due to other NSAIDs) 
nd those who are not doing well with or who 
ave a history of intolerance to nonselective 
~SAlDs. Long-term use of any NSAlD, par
i<.:ularly a coxib, should be approached cau
iously in patients with cardiovascular risk 
,lCtors. All NSAlDs ~hould be used cau
iously in patients with renal insufficiency; 
·ox.ibs are not renal-sparing. 

If initial recommended doses provide in
lllequate anal gesia, a higher dose is given, up 
o the conventional safe maximum dose. If an
dgesiaremains inadequate, thedrugshould be 
,topped. If pain is not severe, another NSAID 
,nay be tried because response varies from 
.frug to drug. Long-term use of NSAIDs re
'Iuires monitoring for occult blood in stool 
;md changes in CBC. electrolytes, and he
patic and renal function. 

Opioid Analgesics 
"Opioid" is a generic term for natural or 

synthetic substances that bind to specific opi
oid receptors in the eNS, producing an ago
nist action. Opioids are also called narcotics. 
Some opioids used for analgesia have both 
agonist and antagonist actions; potential for 
,louse is slightly less with them than with pure 
I,-,om~ts, but antagonist activity may induce 

,( ·.vithdrawal syndrome in patients already 
"l1y ~i<.:ally dependent on opioids. In general. 
(cute pain is best treated with short-acting 
,Jru gs,chronic pain is best treated with longer- .. 
.,(ting drugs (see TABLES 209-2 and 209-3). ) 

Opioi&analgesicsare-usefulinmanaging~, 
.. c:vere acute ()f chronic paill ., Tbey are often 
underused. resultingin needless pain and suf
fering. because dinicians often underesti
mate the required dosage. overestimate the 
duration of action and risks of adverse effects. 
and have unreasonable concerns about addic
lion (see p. 1696). Physical dependence (de-
. dopment of withdrawal symptoms when a 
IrII~ is stopped) should be assumed to exist 
'I all patients treated with opioids for more 

1:111 a few days. However, addiction (com-

pulsive use of a substance, with <':I:I~ 
psychologic dependence) is very r:". 
tients with no history of substall~c 
Careful assessment before initialion 
oidsshouldenableaphysiciantoinfcr 
risk of abuse is relatively high. If il 
ment may still be appropriate, bUI 
trois (eg. small prescriptions. 
no refills for "lost" prescriptions) 

Route of administration: AI 
route can be used. The oral or tnn 
route is preferred for long-term usc; 
effective and provide stable blo()(1 
Modified-release oral and transdcfIll.,1 
allow less frequent dosing. which i\ I 
larJy important for providing OVCfl1, 

lief. Fentanyl lozenges deliver I 

through the oral mucosa; they are u,,,, 
dation in children and as treatment (>, 

through pain. 
The IV route provides most rapid ( 

hence easiest titration. but duration ,,' 
gesia is short. A bolus effect (toxicilY ,II 
levels early in the dosing interval or 
breakthrough pain at trough levels) , 
prominent. Continuous IV infusion. 
times with patient-controlled ~U'JII"""'_ 
doses. eliminates this effect but 
expensive pump; this approach i, , 
used for postoperative pain. 

The 1M route provides analgesia 
than IV but is painful. and absorption, 
erratic; it is not recommended. 

Intraspinal opioids (eg, "'V"P"'''''' 
mg epidUf"dlly or 0.5 to I mg ,m,',,,,,_ 
can provide relief up to 24 h; they 
used postoperativel y. Implanted i 
vices can provide long-term neurUltllU 
sion. These devices can also be u."·U 
other drugs (eg, local anesthetics, dOl 

Dosing and titration: Initial dose 
ified according to the patient's rf''';nlln ..... 

increased incrementally until 
adverse effects are balanced '"';';\'I1""""1I 
dation. respiratory rate, and BP must 
itored; they are monitored frequent 
opioids are given parenterally to 
opioid-naive patients. The elderly, 
sensitive to opioids and are /Jlt;U"S/J""~"" 
verse etfects; they require lower J",CJi 
younger patients. Newborns, especiaJlv 
premature. are also sensitive to oph 
<.:ause they lack adequate metabolic 
to eliminate them. 

For moderate, transient pain, all 

may be given pm. For severe or onglll II 
doses should be given regularly. \. 

TABLE 209-2. OPIOID ANALGESICS 

PEDIATRIC 
DOSEt DOSE· 

agonists:j: for mild-to-moderate pain 
Parenteral and oral: 0.5-1 mg/k 
3(k,() mg q 4 h g 

Oral: 5-10 mg q 4 h 0.135 mg/kg 

Oral: Propoxyphene 
hydrochloride 65 mg 
q 4 h or propoxyphene 
napsylate 100 mg q 4 h 

agonists for moderate-to-severe pain 
Transdermal: 25 Ilg/h Transmucosal: 
q 3 days 5-15 Ilglkg 

Oral: 2-4 mg q 4-{, h 
Parenteral: 1-2 mg 
q 4-{, h 

Rectal: 3 mg q 6-8 h 

Oral: 4 mg q 6-8 h 
Parenteral: 2 mg q 6-8 h 

Oral: 50--300 mg q 4 h 
Parenteral: I mg/kg q 4 h 

Oral: 10 mg q 6-8 h 
Parenteral: 5 mg q 6-8 h 

1.1-/.75 mg/kg 

Not recom
mended 
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'IItjUCS. hypnosis, biofeedback) m~y be u.se
fIll. Patients may be taught to use dIstractIOn 
Ity guided imagery (organi~ed f~n.tasy ev?k
tn, ~'alm and comfort; eg, Imagmmg restmg 
tift a beach or lying in a hammock). Other 
\'''/lnitive-behavioral techniques (eg, self
hypnosis) may require training by special
I\I~. Behavior of family members or fellow 
workers that reinforces pain behavior (eg, 
,'1m stant inquiries about the patient's health 
•• r insistence that the patient perform no 
I hores) should be discouraged. The physi
dan should avoid reinforcing pain behavior. 
djsapprove of maladaptive behaviors, ap
plaud progress, and provide pain treatment 
while emphasizing return of function. 

NEUROPATHIC PAIN 
Neuropathic pain results from damage to or 

, dysfunction of the peripheral or central ner
vous system, rather than stimulation of pain 
receptors., OfagnosiS Is'suggested by pain 
out of proportion to tissue injury, dysesthe
~ia (eg, burning, tingUng), and signs of nerve 
injury detected durlngneurologlc examina
tion; A1thougfineuropathlc pain respon'dr 
to opioids, treatment Is often with adjuvant 
drugs (eg, antidepressants, anticonvuisants, 
bac1ofen, topical drugs). 

Pain can develop after injury to any level 
of the nervous system, peripheral or central, 
;md may involve the sympathetic nervous 
system (sympathetically maintained pain). 
Specific syndromes include ~stherpe.tic 
neuralgia (see p. 1609), root avulslOns, paID
ful traumatic mononeuropathy, painful poly
neuropathy (particularly due to diabetes), 
central pain syndromes (potentially caused 
by virtually any lesion at any level of the ner
vous system), postsurgical pain syndromes 
(eg. postmastectomy syndrome, postthora
cotomy syndrome, phantom pain), and com
plex regional pain syndrome (reflex sympa
thetic dystrophy and causalgia-see p. 1780). 

Etiology and Pathophysiology 
Peripheral nerve injury or dysfunction can 

result in neuropathic pain. Typical causes in
el ude nerve compression (eg, by neuroma, tu
mor. or herniated disc) and various metabo
lic neuropathies (see Table 223-1 onp.1892). 
Mechanisms presumably vary and may in
volveanincreasednumberofNachannelson 
regenerating nerves. 

Central neuropathic pain syndromes ap
pear to involve reorganization of central so
matosensory processing; the main categories 
are deafferentation pain and sympathetically 
maintained pain. Both are complex and, al
though presumably related, differ substantially. 

Deafferentation pain is due to partial or 
complete interruption of peripheral or central 
afferent neural activity. Examples are posther
petic neuralgia, central pain (pain after CNS 
injury), and phantom pain (pain telt in the re
gion of an amputated body part). Mechanisms 
are unknown but may involve sensitization of 
central neurons, with lower activation thresh
olds and expansion of receptive fields. 

Sympathetically maintained pain depends 
on efferent sympathetic activity. Complex re
gional pain syndrome sometimes involves 
sympathetically maintained pain. Othertypes 
of neuropathic pain may have a 'iympatheti
cally maintained component. \lechanisms 
probably involve abnormal sympathetic
somatic nerve connections I ephapses). local 
inflammatory changes, and changes in the 
spinal cord. 

Symptoms and Diagnosis 
Dysesthesias (spontaneous or evoked bum

ing pain, often with a superimposed lancinat
ing component) are typical, but pain may also 
be deep and aching. Other sensations--eg, 
hyperesthesia, hyperalgesia, allodynia (pain 
from a nonnoxious stimulus). hyperpathia 
(particularly unpleasant, exaggerated pain 
response)-may also occur. Symptoms are 
long-lasting, typically persisting after resolu
tion of the primary cause (if one was present), 
because the CNS has been sensitized and re
modeled. 

Neuropathic pain is suggested by its typi
cal symptoms when nerve injury is known or 
suspected; the cause (eg, amputation. diabe
tes) may be readily apparent. If not. the di
agnosis often can be assumed based on the 
description. Pain that is ameliorated by sym
pathetic nerve block is sympathetically main
tained pain. 

Treatment 
Without concern for diagnosis, rehabilita

tion. and psychosocial issues, treatment has 
a limited chance of success. For peripheral 
nerve lesions. mobilization is needed to pre
vent trophic changes, disuse atrophy, and 
joint ankylosis. Surgery may be needed to al
leviate compression. Psychologic factors 
must be constantly considered from the start 
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that the company's registration is 
consistent with the public interest. The 
investigation has included inspection 
and testing of the company's physical 
security systems, verification of the 
company's compliance with state and 
local laws, and a review of the 
company's background and history. 
Therefore, pursuant to 21 U.S.C. 823, 
and in accordance with 21 CFR 1301.33, 
the above named company is granted 
registration as a bulk manufacturer of 
the basic classes of controlled 
substances listed. 

Dated: February 26, 2010. 
Joseph T. Rannazzisi, 
Deputy Assistant Administrator, Office of 
Diversion Control, Drug Enforcement 
Administration. 
[FR Doc. 2010-4728 Filed 3-4-10: 8:45 ami 

BILLING CODE 441G-09-P 

DEPARTMENT OF JUSTICE 

Drug Enforcement Administration 

Manufacturer of Controlled 
Substances; Notice of Registration 

By Notice dated October 20, 2009, and 
published in the Federal Register on 
October 28,2009, (74 FR 55588), 
Aldrich Chemical Company, Inc., DBA 
Isotec, 3858 Benner Road, Miamisburg, 
Ohio 45342-4304, made application by 
renewal to the Drug Enforcement 
Administration (DEA) to be registered as 
a bulk manufacturer of the basic classes 
of controlled substances listed in 
schedules I and II: 

Drug 

Gamma Hydroxybutyric Acid 
(2010). 

Methaqualone (2565) ................. .. 
Ibogaine (7260) ......................... .. 
Tetrahydrocannabinols (7370) .... . 
2,5-Dimethoxyamphetamine 

(7396). 
Psilocyn (7438) ............................ . 
Normorphine (9313) .......... : ........ .. 
Acetylmethadol (9601) ................ . 
Alphacetylmethadol except levo-

alphacetylmethadol (9603). 
Normethadone (9635) ................. . 
Norpipanone (9636) ................... .. 
3-Methylfentanyl (9813) ............... . 
Amphetamine (1100) ................... . 
Methamphetamine (1105) .......... .. 
Methylphenidate (1724) ............... . 
Amobarbital (2125) ..................... .. 
Pentobarbital (2270) .................... . 
Secobarbital (2315) .................... .. 
1-Phenylcyclohexylamine (7460) 
Phencyclidine (7471) .................. .. 
Phenyl acetone (8501) ................. . 
1-

Piperidinocyclohexanecarbonitr
ile (8603). 

Schedule 

Cocaine (9041) ............................. II 

Drug 

Codeine (9050) ............................ . 
Oxycodone (9143) ...................... .. 
Hydromorphone (9150) ............... . 
Benzoylecgonine (9180) .............. . 
Ethylmorphine (9190) ................. .. 
Hydrocodone (9193) .................... . 
Isomethadone (9226) .................. . 
Meperidine (9230) ...................... .. 
Meperidine intermediate-A (9232) 
Meperidine intermediate-B (9233) 
Methadone (9250) ....................... . 
Methadone intermediate (9254) .. . 
Dextropropoxyphene, bulk, (non-

dosage forms) (9273). 

Schedule 

Morphine (9300) ........ ................... II 
Thebaine (9333) .................. ......... II 
Levo-alphacetylmethadol (9648).. II 
Oxymorphone (9652) ................... II 

The company plans to manufacture 
small quantities of the listed controlled 
substances to produce isotope labeled 
standards for drug testing and analysis. 

No comments or objections have been 
received. DEA has considered the 
factors in 21 U.S.C. 823(a) and 
determined that the registration of 
Aldrich Chemical Company Inc., to 
manufacture the listed basic classes of 
controlled substances is consistent with 
the public interest at this time. DEA has 
investigated Aldrich Chemical Company 
Inc., to ensure that the company's 
registration is consistent with the public 
interest. The investigation has included 
inspection and testing of the company's 
physical security systems, verification 
of the company's compliance with state 
and local laws, and a review of the 
company's background and history. 
Therefore, pursuant to 21 U.S.c. 823, 
and in accordance with 21 CFR 1301.33, 
the above named company is granted 
registration as a bulk manufacturer of 
the basic classes of controlled 
substances listed. 

Dated: February 26, 2010. 
Joseph T, Rannazzisi, 
Deputy Assistant Administrator, Office of 
Diversion Control, Drug Enforcement 
Administration. 
[FR Doc. 2010-4723 Filed 3-4-10; 8:45 ami 

BILLING CODE 441G-09-P 

DEPARTMENT OF JUSTICE 

Drug Enforcement Administration 

Manufacturer of Controlled 
Substances; Notice of Registration 

By Notice dated October 16, 2009, and 
published in the Federal Register on 
October 28, 2009, (74 FR 55586), Lin 
Zhi International Inc., 687 North 
Pastoria Avenue, Sunnyvale, California 
94085, made application by renewal to 
the Drug Enforcement Administration 

(DEA) to be registered as a bulk 
manufacturer of the basic classes of 
controlled substances listed in 
schedules I and II: 

Drug 

Tetrahydrocannabinols (7370) 
3,4-

Methylenedioxymethamphetam
ine (MDMA) (7405). 

Schedule 

Cocaine (9041) .................. ........... II 
Oxycodone (9143) .......... .............. II 
Hydrocodone (9193) ..................... II 
Methadone (9250) ...... .................. II 
Dextropropoxyphene, bulk (non- II 

dosage forms) (9273). 
Morphine (9300) ....... ........... ......... II 

The company plans to manufacture 
the listed controlled substances as bulk 
reagents for use in drug abuse testing. 

No comments or objections have been 
received. DEA has considered the 
factors in 21 USC 823(a) and determined 
that the registration of Lin Zhi 
International Inc., to manufacture the 
listed basic classes of controlled 
substances is consistent with the public 
interest at this time. DEA has 
investigated Lin Zhi International Inc., 
to ensure that the company's 
registration is consistent with the public 
interest. The investigation has included 
inspection and testing of the company's 
physical security systems, verification 
of the company's compliance with state 
and local laws, and a review of the 
company's background and history. 
Therefore, pursuant to 21 USC 823, and 
in accordance with 21 CFR 1301.33, the 
above named company is granted 
registration as a bulk manufacturer of 
the basic classes of controlled 
substances listed. 

Dated: February 26, 2010. 
Joseph T. Rannazzisi, 
Deputy Assistant Administrator, Office of 
Diversion Control, Drug Enforcement 
Administration. 
[FR Doc. 2010-471 9 Filed 3-4-10; 8:45 ami 

BILLING CODE 4410~9-P 

DEPARTMENT OF JUSTICE 

Drug Enforcement Administration 

Manufacturer of Controlled 
Substances; Notice of Registration 

By Notice dated September 17, 2009, 
and published in the Federal Register 
on September 25, 2009, (74 FR 49020), 
Cerilliant Corporation, 811 Paloma 
Drive, Suite A, Round Rock, Texas 
78665-2402, made application by 
renewal to the Drug Enforcement 
Administration (DEA) to be registered as 
a bulk manufacturer of the basic classes 
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Drug Schedule 

Lisdexamfetamine (1205) ........................................................................................................................................................................... . 
Phenmetrazine (1631) ................................................................................................................................................................................ . 
Methylphenidate (1724) .............................................................................................................................................................................. . 
Amobarbital (2125) ..................................................................................................................................................................................... . 
Pentobarbital (2270) ................................................................................................................................................................................... . 
Secobarbital (2315) .................................................................................................................................................................................... . 
Glutethimide (2550) .................................................................................................................................................................................... . 
Nabilone (7379) .......................................................................................................................................................................................... . 
1-Phenylcyclohexylamine (7460) ................................................................................................................................................................ . 
Phencyclidine (7471) .................................................................................................................................................................................. . 
1-Piperidinocyclohexanecarbonitrile (8603) ............................................................................................................................................... . 
Alphaprodine (9010) .................................................................................................................................................................................... I 
Cocaine (9041) ........................................................................ .... ...................... .............................................. ................................ ............ " 
Codeine (9050) ............................................................................................................................................................................................ II 
Dihydrocodeine (9120) ..................... ........................ ....... .................................. .......................................................... ....... .............. ........... " 
Oxycodone (9143) ....................................................................................................................................................................................... II 
Hydromorphone (9150) ............................................................................................................................................................................... II 
Diphenoxylate (9170) .................................................................................................................................................................................. II 
Benzoylecgonine (9180) ................................................... ............ ....... ........................ ....... ................................ ..... ................ .................... " 
Ethylmorphine (9190) ..................... .......... ..... ..... ...... ..... ............ ........ ...... ..... ............................... ....... ........................................ .......... ....... I 
Hydrocodone (9193) .................................................................................................................................................................................. .. 
Levomethorphan (9210) ............................................................................................................................................................................. . 
Levorphanol (9220) .................................................................................................................................................................................... . 
Isomethadone (9226) ................................................................................................................................................................................. . 
Meperidine (9230) ...................................................................................................................................................................................... . 
Meperidine Intermediate-A (9232) .............................................................................................................................................................. . 
Meperidine Intermediate-B (9233) .............................................................................................................................................................. . 
Meperidine Intermediate-C (9234) .............................................................................................................................................................. II 
Methadone (9250) ....................................................................................................................................................................................... II 
Methadone Intermediate (9254) .................................................................................................................................................................. II 
Dextropropoxyphene, bulk (non-dosage forms) (9273) .............................................................................................................................. II 
Morphine (9300) ......................................................................................................................................................................................... . 
Thebaine (9333) ., ....................................................................................................................................................................................... . 
Levo-alphacetylmethadol (9648) ................................................................................................................................................................ . 
Oxymorphone (9652) .................................................................................................................................................................................. . 
Noroxymorphone (9668) ............................................................................................................................................................................. . 
Racemethorphan (9732) ............................................................................................................................................................................. . 
Alfentanil (9737) ......................................................................................................................................................................................... . 
Sufentanil (9740) ........................................................................................................................................................................................ . 
Tapentadol (9780) ...................................................................................................................................................................................... . 
Fentanyl (9801) ..................................... '" .................................................................................................................................................. . 

The company plans to manufacture 
small quantities of the above listed 
controlled substances to make reference 
standards which will be distributed to 
their customers. 

No comments or objections have been 
received. DEA has considered the 
factors in 21 U.S.C. 823(a) and 
determined that the registration of 
Cerilliant Corporation to manufacture 
the listed basic classes of controlled 
substances is consistent with the public 
interest at this time. DEA has 
investigated Cerilliant Corporation to 
ensure that the company's registration is 
consistent with the public interest. The 
investigation has included inspection 
and testing of the company's physical 
security systems, verification of the 
company's compliance with state and 
local laws, and a review of the 
company's background and history. 
Therefore, pursuant to 21 U.S.C. 823, 
and in accordance with 21 CFR 1301.33, 
the above named company is granted 
registration as a bulk manufacturer of 

the basic classes of controlled 
substances listed. 

Dated: February 26, 2010. 
Joseph T. Rannazzisi, 
Deputy Assistant Administrator, Office of 
Diversion Control, Drug Enforcement 
Administration. 
[FR Doc. 2010-4729 Filed 3-4-10: 8:45 aml 

BILLING CODE 441D-OS-P 

DEPARTMENT OF LABOR 

Office of the Secretary 

Submission for OMB Review: 
Comment Request 

March 1, 2010. 
The Department of Labor (DOL) 

hereby announces the submission of the 
following public information collection 
request (ICR) to the Office of 
Management and Budget (OMB) for 
review and approval in accordance with 
the Paperwork Reduction Act of 1995 
(Pub. L. 104-13,44 U.S.c. chapter 35). 

A copy of this ICR, with applicable 
supporting documentation, including 
among other things a description of the 
likely respondents, proposed frequency 
of response, and estimated total burden 
may be obtained from the RegInfo.gov 
Web site at http://www.reginfo.gov/ 
publicidolPRAMain or by contacting 
Darrin King on 202-693-4129 (this is 
not a toll-free numher)/E-mail: 
DOL ]RA ]UBLIC@dol.gov. 

Interested parties are encouraged to 
send comments to the Office of 
Information and Regulatory Affairs, 
Attn: OMB Desk Officer for the 
Department of Labor-Bureau of Lahor 
Statistics (BLS), Office of Management 
and Budget, Room 10235, Washington, 
DC 20503, Telephone: 202-395-7316/ 
Fax: 202-395-5806 (these are not toll
free numbers), E-mail: 
OIRA _ submission@omb.eop.govwithin 
30 days from the date of this publication 
in the Federal Register. In order to 
ensure the appropriate consideration, 
comments should reference the OMB 
Control Number (see below). 
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196 
TAPENTADOL, A NOVEL CENTRALLY ACTING ANALGESIC: 
PRECLINICAL EVIDENCE FOR A DUAL MODE OF ACTION 
UNDERLYING ITS BROAD EFFICACY PROFILE 

TM. Tzschentke 1 " J. De Vry 1, T Christoph 1, B. Kogell, K. Schiene 1, 
H.H. Hennies 1, W. Englberger1, U. Jahnell, TI.F.H. Cremers2 , 

E. Friderichs 1 . I Preclinical Research and Development, Griinenthal 
GmbH, Aachen, Germany, 2 Brains-on-Line, Groningen, The Netherlands 

Background and Aims: Tapentadol [( - )-( I R,2R)-3-(3-Dimethylamino-l
ethyl-2-methyl-propyl)-phenol] is a novel analgesic with a dual mode of 
action, [t opioid receptor (MOR) agonism and noradrenaline (NA) reuptake 
inhibition, and a broad analgesic efficacy. 
Methods: Tapentadol was tested in a range of in vitro and in vivo 
experiments to characterize its dual mode of action. 
Results: Tapentadol binds to MOR with a Ki = 0.1 [.tM, and has an efficacy 
of 88% in a [35S]GTPgammaS binding assay, relative to morphine. In 
addition, it has a Ki = 0,5 [1M for synaptosomal NA reuptake inhibition. 
The functional relevance of NA reuptake inhibition was supported by in 
VIVO brain microdialysis studies showing that tapentadol, in contrast to 
morphine, produces dose-dependent increases in extracellular levels of 
NA in the analgesic dose range (up to 450% at 10mgikg). A pronounced 
noradrenergic contribution to the analgesic efficacy was demonstrated in 
a rat neuropathic pain model, where the analgesic effect of tapentadol 
(10 mg/kg) was strongly antagonized by the a2-NA receptor antagonist 
yohimbine (2.15 mg/kg), but was only weakly affected by the MOR 
antagonist naloxone (0.3 mg/kg), whereas the opposite was the case for 
morphine (6.81 mg/kg). In the mouse writhing model, the analgesic effect 
of morphine (0.681 mg/kg) was much more susceptible to antagonism by 
naloxone (0.001-1 mg/kg) than that of an equipotent dose of tapentadol 
(3.16mg/kg). 
Conclusions: Tapentadol's dual mode of action is based on MOR agonism 
and NA reuptake inhibition. There is clear evidence that both mechanisms 
of action contribute to its analgesic effects. 

197 
IN VITRO STUDY FOR THE POSSIBLE NEUROTOXIC 
EFFECT OF CLONIDINE IN NEURONAL CELLS FROM RAT 
NEUROBLASTOMA CELL LINE 

E. Guner 1, E.A. Yentur 1 ., I. Tuglu2 . J Anaesthesiology Dept, 2 Histology 
Dept., Cdel Bayar University, Manisa, Turkey 

In this study, Cells difierentiated by 24 hours treatment with I mM 
dbcAMP, which induces outgrow1h of axonal neurites. Cell viability was 
measured by MTT and neurite inhibition was calculate by neurotoxicity 
screen test. 
We treated NB2a neuroblastoma cells with c10nidine which were diluted 
to I: I, 1:5 and I :25 concentration. There was no obvious but slight 
toxic effect at all selected time intervals during culture period. In the 
presence of any concentration of clonidine, toxic effect did not significantly 
inhibite the outgrowth ofneurites from differentiating NB2a neuroblastoma 
cells. However, there was dose dependent cell death according to MTT 
measurements and neurite inhibition according to neurotoxicity screen 
test measurements before and after differentiation of the cells in culture. 
Moreover, high density cultures were more protective this slight but not 
significant toxic effect. 
In this study, we used neurotoxicity screen test to understand the neurotoxic 
effect of c10nidine without any complication of in vivo condition. The 
slight effect of neurotoxicity may originate from preservation agents 
in the drug even c10nidine may show neuroptotective effect for them. 
Investigating the toxic effects on the neurons that are deprived from the 
protection of their environment in vivo conditions by using this method, 
can be important to show both the acute and late effects. As the result of 
this study, the administration of new compounds to neuron life must be 
supported by data of neurotoxicity screen test and the lack of neurotoxicity 
must have been previously checked before clinical administration. 

Topic B: SYSTEMS (PHYSIOLOGY, ANATOMY, 
ANIMAL MODELS) 

801 ANIMALS MODELS OF CHRONiC PAiN 

198 
HYPERTENSIVE MONOARTHRITIC RATS EXHIBIT LOWER 
INFLAMMATION AND HYPERALGESIA THAN THEIR 
NORMOTENSIVE CONTROLS 

D. Pinho 1 , M. Morato 1,3, J. Marques-Lopes 1 , T. Sousa 1, I. Tavares2 , 

A. Albino-Teixeira 1 '. J Institute of Pharmacology and Therapeutics, 
21nstitute of Histology and Embryology, Faculty of Medicine & i8MC, 
Porto, 3 Pharmacology Department, Faculty of Pharmacy, Porto, Portugal 

Background/aims: Hypertension is associated with decreased responses 
to acute pain. Although chronic pain is highly prevalent in hypertensive 
humans, it remains to be evaluated whether hypertension-induced hypoal
gesia also occurs in that pain condition. Here we evaluated this issue, using 
a chronic inflammatory pain model (monoarthritis) in and 1,3-dipropyl-
8-disulfophenylxanthine (DPSPX)-induced and spontaneous hypertension 
(SHR). 
Methods: Complete Freund's adjuvant (CFA) was injected in left tibio
tarsal joint of male Wistar rats infused for 7 days with DPSPX or 
saline, and SHR or Wistar-Kyoto controls. Before CFA injection, and on 
days 2, 4, 7, 10, and 14, von Frey thresholds and ankle-bend responses 
were determined and the progression of monoarthritis was evaluated by 
measuring joint diameter and inflammation score. On day 16, anaesthetised 
animals were subjected to noxious mechanical stimulation of the ipsilateral 
hindlimb skin and spinal dorsal horn Fos-expression was quantified. 
Results: Before CFA injection, all hypertensive rats exhibited higher 
von Frey thresholds than normotensives. On day 2, von Frey thresholds 
decreased in al\ groups, and ankle-bend and inflammation scores were 
maximal. From day 7 onwards, ankle-bend and inflammation scores, and 
joint diameter of hypertensives started to decrease, while inflammation 
continued to increase in normotensives. Von Frey thresholds remained 
consistently lower in normotensives. Fos-expression was lower in deep 
dorsal horn laminae of hypertensives. 
Conclusions: During chronic inflammatory pain, hypertensives exhibit 
lower hyperalgesia and decreased activation of deep dorsal horn neurones. 
It is important to ascertain if that lower hyperalgesia is due to the lower 
inflammation observed. 
POCTI/NSE/45409/2oo2 and POCT/INSE/38952/2001 of FCT/FEDER. 

199 
THALAMOCORTICAL PAIN PROCESSING IN FREELY 
BEHAVING RATS: A STUDY BASED ON CHRONIC 
EXTRACELLULAR MULTICHANNEL RECORDINGS 

H. Cardoso-Cruz1 ., D. Lima1,3, V Galhardo1.2. IMorphophysiology 
of the Somatosensory System Dept., institute jar Molecular and Cell 
Biology, University of Porto 2 Institute of Histology and Embryology, 
Faculty of Medicine, University of Porto, 3 Laboratory of Molecular and 
Cell Biology, Faculty of Medicine, University of Porto, Portugal 

Thalamocortical (TC) loop between VPL nuclei and Sl cortex of the rat 
somatosensory system has been proposed to be involved in the sensory
discriminative processing of pain. This study aims at the description of TC 
neuronal dynamics during pain processing induced by peripheral formalin 
injection. Eleven male Sprague-Dawley rats were used in this study. 
Chronic implantation of matrices of 4x2 isonel-tungsten microelectrodes 
was used to record multi-neuron activity and local-field-potentials (LFPs). 
We have recorded 179 neurons (84-VPL, 95-SJ). During experiments, ani
mals were awake and allowed to move freely in a recording chamber. One 
hour after the beginning of recording a subcutaneous injection of formalin 
was done in the dorsal surface of the contra- or ipsilateral hindpaw and 
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Introduction 

Appropriate management of postoperative pain has a 
significant impact on patient outcomes. Unmanaged 
acute pain may delay patient recovery, increase the 
risk of life-threatening events, such as deep vein 
thrombosis or myocardial infarction, and/or lead to 
the development of chronic pain 1,2. Despite the avail

ability of numerous treatment options, acute pain 
following surgery continues to be undertreated. 
A 200 I surve/ of 191 surgical patients found that 
76°;\) of them experienced moderate-to-severe acute 
pain. Although the factors contributing to the sub
optimal management of pain are complex, adverse 
effects associated with pharmacologic treatment may 
play a significant role. A 2004 study4 of 50 patients 
undergoing major abdominal surgery found that many 
patients were willing to sacrifice adequate pain relief 
for less severe adverse effects. Opioids, which are the 
current standard for the treatment of moderate
to-severe postoperative pain, are associated with an 
array of gastrointestinal and central nervous system 
adverse effects. A comparably effective analgesic 
with an improved adverse event profile would be an 
important addition to the armamentarium for the 
treatment of acute pain. 

Tapentadol is a novel, centrally acting analgesic with 
two mechanisms of action, mu-opioid receptor agon
ism and norepinephrine reuptake inhibition5

,6; the 
immediate-release formulation is approved in the 
United States for the relief of moderate-to-severe 
acute pain in patients 18 years or older. A phase 2 
stud/ showed that tapentadol immediate release (IR; 
50 or 100 mg) is effective for the relief of acute pain and 
may be associated with a lower incidence of gastroin
testinal-related adverse effects than oxycodone HCl IR 
(10 mg), possibly because of an opioid-sparing effect 
related to its norepinephrine reuptake inhibitor activ
ity. In addition, a previous phase 3 studl evaluated the 
efficacy of three doses of tapentadol IR (50, 75, or 
100 mg) compared with oxycodone HCI IR (IS mg) 
and placebo for treatment of postoperative pain after 
bunionectomy. Post hoc analyses of sum of pain inten
sity difference at 48 h (SPID48) data from that study 
showed that the analgesic effect of tapentadol IR 
100 mg was non-inferior (based on a non-inferiority 
margin of 48) to oxycodone HCI IR IS mg, yet tap en
tadol IR 100 mg was associated with a statistically sig
nificantly lower incidence of nausea and/or vomiting 
(53 vs. 70%, respectively; nominal p = 0.007)8. The 
bunionectomy pain model is well suited for the evalu
ation of analgesic efficacy and safety because the sur
gery typically involves healthy patients and causes 
moderate-to-severe acute pain that is predictable in 
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character, intensity, and duration and can last for sev
eral days after surgery9. 

The current phase 3 study used the bunionectomy 
model to evaluate the efficacy and safety of two doses 
of tapentadol IR (50 and 75 mg) for the treatment of 
acute pain follOWing surgery. Patients received 
scheduled oral doses of tapentadol IR 50 or 75 mg, 
oxycodone HCI IR 10 mg, or placebo over a 72-h 
period following surgery. This study differs from the 
preViously conducted phase 3 study in the administered 
doses of tapentadol lR and oxycodone IR (the current 
study reflects the most commonly used dose), the 
allowance of up to two doses of acetaminophen I g in 
the first 12 h after the first intake of study medication, 
and the inclusion of prespecified comparisons 
(tapentadol IR vs. oxycodone IR) of the primary effi
cacy measurement and of the relative incidence of 
nausea and/or vomiting. 

Patients and methods 
Ethical practices 

The study protocol and associated materials were 
approved by the independent ethics committee or insti
tutional review board at each site. All participating 
patients provided informed written consent prior to 
study enrollment. The study was conducted according 
to the protocol, Good Clinical Practice guidelines, and 
the Declaration of Helsinki. 

Trial Registry Information: NCT00613938 

Inclusion criteria 

Patients between the ages of 18 and 80 years, inclusive, 
who were scheduled to undergo primary unilateral first 
metatarsal bunionectomy were eligible for enrollment 
in this study. Within 9 h of discontinuation of anesthe
sia (the day after surgery), patients were required to 
have a baseline pain rating of at least 4 on an II-point 
numerical rating scale (NRS) for pain intensity. Patients 
were also required to have an American Society of 
Anesthesiologists physical status rating of 2 or less for 
study participation. Sexually active women with child
bearing potential were required to use an acceptable 
method of birth control and have negative pregnancy 
tests at screening and immediately prior to surgery. 

Exclusion criteria 

Patients with a history of epilepsy or seizure disorders, 
malignancy (with the exception of basal cell carcinoma) 
within the previous 2 years, human immunodeficiency 
virus, acute gout or pseudogout, substance abuse, or 
allergic reactions to acetaminophen or opioid analgesics 

',2009)nfOrmaUKLtd.currMeli .'a H"T'S t. iN rU> 
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were excluded from study participation. Patients who 
participated in an earlier clinical trial of tapentadol 
were also excluded from study participation. Patients 
with current active infection, impaired renal or hepatic 
function, autoimmune disease, or any other clinically 
relevant disease that might affect patient safety or study 
assessments were also excluded. Patients who were 
pregnant or breastfeeding or those who were scheduled 
to undergo additional surgical procedures along with 
primary bunionectomy were excluded. Use of anticon
vulsants, monoamine oxidase inhibitors, tricyclic anti
depressants, or neuroleptics within 2 weeks prior to 
randomization was prohibited. Consistent with all 
other phase 3 trials evaluating the efficacy of tapentadol 
IR 8,10, use of serotonin norepinephrine reuptake inhi
bitors (SNRls) within 2 weeks prior to randomization 
was prohibited, as SNRI use could confound the effi
cacy results of the tria1. Patients treated with stable 
doses of selective serotonin reuptake inhibitors for at 
least 30 days prior to screening were permitted to par
ticipate in the study. Systemic steroid therapy, with the 
exception of inhalers or topical agents, was prohibited 
within 4 weeks prior to screening. 

Study design 

This was a phase 3, randomized, double-blind, active
and placebo-controlled, parallel group, multicenter 
study designed to evaluate the safety and efficacy of 
tapentadol IR for postoperative analgesia. Patients 
were randomly assigned in a 4 : 4 : 4 : ] ratio to receive 
tapentadol IR 50 mg, tapentadol IR 75 mg, oxycodone 
HCI IR 10 mg, or placebo over a 72-h double-blind 
treatment period follOWing surgery. 

Continuous popliteal sciatic block and supplemental 
systemic analgesia (if needed) were administered to 
control postoperative pain until the catheter was 
removed at approximately 3 a.m. the morning after sur
gery. Patients were then assessed for pain intensity at 
regular intervals and were randomized for treatment 
if they met the inclusion criteria outlined previously. 
Following randomization, patients were treated with 
tapentadol, oxycodone, or placebo every 4-6 h for up 
to 72 h. Patients could take a dose of study medication 
as early as 4 h after the previous dose (as needed for 
pain relief) and were required to take a dose of study 
medication no later than 6 h after the previous dose. 
Patients were permitted to take the second dose of 
study medication on day ] within ] -6 h and were 
allowed up to 2 g of acetaminophen (:s 2 doses of I g, 
::: 4 h apart) within the first 12 h after receipt of the first 
dose of study medication. Acetaminophen could only 
be administered if the patient was not yet permitted to 
receive the next dose of study medication. Patients 
requiring additional rescue medication beyond the 

allowed doses of acetaminophen were withdrawn 

from the study. 

Efficacy evaluations 

Patients rated their pain intensity on an II-point NRS 
(0 = 'no pain' to 10= 'worst pain imaginable') and pain 
relief on as-point NRS (0 = 'none' to 4 = 'complete') 
at 12, 24, 48, and 72h after the first dose of the study 
drug. Pain intensity and pain relief ratings were also 
collected prior to (pain intensity only) and 0.5, ], 2, 
and 4 h after administration of the initial dose of the 
study drug and prior to and 2 and 4 h after administra
tion of every subsequent dose of study drug. For 
patients taking allowed acetaminophen, pain intensity 
and pain relief ratings were collected before the patient 
received acetaminophen. Patients were asked at the end 
of the double-blind treatment period or at early discon
tinuation to rate their overall status (since beginning 
study medication) using a 7-point patient global 
impression of change (PGIC) numerical rating scale 
(1 = 'very much improved' to 7 = 'very much worse'). 

The primary efficacy endpoint was the SPID over the 
first 48 h of treatment (SPID48), which was calculated 
as LPID t x [hours since previous observation] where 
PIDt is the difference in pain intensity at time point 't' 
and baseline. Secondary endpoints included the follow
ing: SPID over the first] 2, 24, and 72 h of treatment, 
total effect on pain relief and pain intensity (SPRID) 
over 72 h of treatment (SPRIDn ), responder rates at 
48 h based on the reduction of pain intensity compared 
with baseline, and PGIC. SPRIDn was calculated as the 
sum of SPIDn and the weighted sum of all pain relief 
measurements from 0.5 to 72 h. The percent reduction 
from baseline in pain intensity at 48 h was calculated as 
a continuous variable, and responder rates were calcu
lated for predefined reductions in pain intensity 
(at least 30% and 50% reductions in pain intensity). 
In the responder rate analysis, it was assumed that no 
reduction in pain intensity was observed for patients 
who discontinued the study for any reason prior to 
the specified 48-h time point. 

Safety evaluations 

The primary safety analysis was the incidence of treat
ment-emergent adverse events (TEAEs) of nausea and! 
or vomiting. Adverse events were recorded as they 
occurred throughout the study. Serious adverse 
events were monitored for 30 days after the final dose 
of study medication. Standard safety analyses (labora
tory tests, electrocardiograms, and vital signs) were 
conducted during the study but results are not pre
sented here. 

F 2009 Informa UK Ltd - CUrT Med Res Opin 2009; 25(6) Efficacy, safety of tapentadollR for acute pain after bunionectomy 
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Statistical analyses 

All efficacy analyses, except the primary analyses of 
non-inferiority comparison, were performed using the 
intent-to-treat (ITT) population, which included all 
randomized patients who had taken at least one dose 
of study medication and had a baseline pain assessment. 
Non-inferiority analyses comparing the efficacy of each 
tapentadol IR dose with oxycodone IR 10 mg were 
performed using the per-protocol population and 
were supported by analyses of the ITT population. 
The per-protocol population included all randomized 
patients who had taken at least one dose of study med
ication and did not have any major protocol deviations 
that may have impacted efficacy results. Safety analyses 
were conducted for all patients who took at least one 
dose of study medication from the initiation of the 
study to 48 h after the final dose of study medication. 
A sample size of 276 patients in each of the tapentadol 
and oxycodone treatment groups was required to pro
vide 90% power with a. = 0.025 (two-sided) to detect 
a difference in the incidences of the composite of the 
TEAEs of nausea and/or vomiting, based on the 
assumption that the incidence for oxycodone would 
be 60 lJ6 and that an incidence of 45% for tapentadol 
would be clinically significant. This sample size also 
provides more than 90% power for non-inferiority 
comparisons between each of the tapentadol IR doses 
and oxycodone IR 10 mg, assuming the common stan
dard deviation of 108 and a non-inferiority margin of 
10% of the entire SPID48 score. For SPID calculations, 
if patients discontinued prior to the assessment time 
point, all pain scores beyond discontinuation were 
imputed using a last observation carried forward 
(LOCF) approach. Intermittent missing data were 
imputed using linear interpolation. Statistical analyses 
of the SPID values were performed using an analysis of 
covariance (ANCOVA) model with treatment and 
study center as factors and baseline pain intensity 
score as a covariate. Pairwise comparisons of each 
dose of tapentadol or oxycodone against placebo and 
between tapentadol and oxycodone were estimated 
based on the least-squares mean difference between 
treatments. The Hochberg procedure was applied to 
adjust p-values for multiple comparisons of SPID4tl 

values for the tapentadol IR groups and placebo group. 
Tapentadol IR 50- and 75-mg doses were evaluated 

for superiority to placebo, non-inferiority to oxycodone 
HCl IR lOmg, and the relative incidence of the com
posite of nausea and/or vomiting compared with oxy
codone IR in a prespecified sequential manner. For the 
tapentadol IR doses that were statistically superior to 
placebo, non-inferiority to oxycodone IR 10 mg, based 
on SPID4H , was evaluated. A tapentadol IR dose was 
determined to be non-inferior if the lower bound of 
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the two-sided 97.5% confidence interval (CI) for the 
mean difference in SPID48 values was above the non
inferiority margin, which was 10% of the total primary 
endpoint range (i.e., 48 out of a total score of 480). 
Based on this non-inferiority margin, treatment differ
ences within the lower bound were not clinically rele
vant. A non-inferiority margin of 10% was selected 
based on previous non-inferiority studies of analge
SiCS 11

,12 and is similar to 50% retention of the effect 
of oxyc~done HCl IR 10 mg compared with placebo 
observed in a previous phase 2b study 13 . For the 
doses of tapentadol IR that were established as non
inferior to oxycodone IR, the incidence rate for the 
composite of nausea and/or vomiting was compared. 
Active treatment incidence rates for the composite of 
nausea and/or vomiting were compared using the 
Cochran-Mantel-Haenszel test, controlling for study 
center. The Hochberg procedure was applied to 
adjust p-values for multiple comparisons of the inci
dence of the composite of nausea and/or vomiting for 
the non-inferior tapentadol IR groups and the oxyco
done IR group. Treatment group comparisons of the 
distribution of responder rates were performed using 
the Gehen Wilcoxon test controlling for study center. 
Odds ratios of the incidence rates of nausea and/or 
vomiting were calculated for each non-inferior tapen
tadol IR dose group versus the oxycodone HCl IR 
10-mg dose group. 

A sensitivity analysis of the primary endpoint 
(SPID4tl) was also performed using the baseline obser
vation carried forward (BOCF) and worst observation 
carried forward (WOCF) methods for imputation. 
For the responder rates (minimum of 30% and 50% 
improvement in pain intensity at 48h) and the PGIC, 
active treatments were compared with placebo using 
the Cochran-Mantel-Haenszel test, controlling for 
study center. 

With the exception of the p-values calculated to 
compare the tapentadol IR dose groups with placebo 
for SPID48 and those calculated for the analysis of the 
incidence of the composite of nausea and/or vomiting 
in the tapentadol IR dose groups compared with oxy
codone IR, nominal p-values are presented. 

Results 
Patients 

A total of 1421 patients were screened, and of these 
patients, 901 were randomly assigned to one of the four 
treatment groups: 69 patients in the placebo group, 275 
patients in the tapentadol IR 50-mg group, 278 patients 
in the tapentadol IR 75-mg group, and 279 patients in 
the oxycodone HCI IR 10-mg group (Figure 1). 
All randomly assigned patients receiving study 
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I 
Oxycodone HCI I 

69 50mg 75 mg IR 10mg 

275 278 279 

Withdrawn 20 Withdrawn 28 Withdrawn 23 Withdrawn 26 
Patient choice 2 PatierH choice 4 Palic1l1 choice 9 Patient choice 9 r- Adverse ('~Ie'" I '-- Adverse event 4 - Adverse e\'el1l 8 r- Adverse event 5 
Lack q{ e.llic(/cy I~ Lack of eJJicac)' 18 Lack of (/jicac), 5 Lack of efficacy 9 
(Jlher I Other 2 Other I Olher 3 

49 
I Completed ""dy I 247 

I Completed study I 
255 

I Completed SlUdy1 
251 

I Completed study I 

Patient choice = withdrawal of consent 

Figure 1. Patient disposition (CONSORT diagram). Patient choice = withdrawal of consent 

treatments were evaluable for safety. One patient in the 
oxycodone HCI I O-mg group did not have a valid base
line pain score and was not included in the intent
to-treat population (n=900 patients). A total of 867 
patients were included in the per-protocol population. 
A total of 86% of patients were female, 46% were 
white, and 96% were less than 65 years of age (Table 
I). The mean (standard deviation [SO]) age of patients 
was 43.1 (13.05) years and the mean (SO) baseline pain 
intensity was 7.1 (1.86), indicating severe pain k6 on 
an II-point NRS) across the four treatment arms. As 
would be expected for a randomized, double-blind 
study, demographic and baseline characteristics were 
similar across the treatment groups, although by 
random chance, a larger percentage of patients in the 
placebo group were Hispanic or Latino (38%) versus 
the active-treatment groups (23-30%; Table 1). The 
overall rate of study discontinuation was 29% in the 
placebo group, 10°/c) in the tapentadol IR 50-mg 
group, 8% in the tapentadol IR 75-mg group, and 9% 
in the oxycodone IR IO-mg group (Figure 1). 

Primary efficacy analyses 

Patients receiving tapentadol IR 50 and 75 mg reported 
statistically significant reductions in pain intensity com
pared with placebo (p < 0.001 for both comparisons) 
based on analyses of the primary efficacy endpoint 
(SPI04R) using the LOCF method of imputation. The 
least-squares mean differences from placebo were 62.4 
(95% CI, 39.01-85.73) and 84.6 (95% CI, 
61.29-107.96) for tapentadol IR 50 and 75mg, 

respectively (Figure 2). Patients receiving oxycodone 
HCl IR 10 mg also reported statistically significant 
reductions in pain intensity versus placebo (p < 0.00 I) 
with a least-squares mean difference of 81.5 (95% Cl, 
58.13-104.79; Figure 2). An increased level of pain 
relief was associated with the higher dose of tapentadol 
IR, based on the increase in mean (SO) SPl048 values of 
122.2 (98.66) and 143.7 (96.52) for the tapentadol IR 
50- and 75-mg doses, respectively; mean SPI048 for 
tapentadol IR 75 mg was similar to oxycodone HCl IR 
IOmg (140.3 [99.52]), and mean SPID48 values for all 
active-treatment groups were greater than placebo 
(54.1 [105.74]). 

Tapentadol lR 50 and 75 mg were indiVidually com
pared with oxycodone HCl IR 10 mg for non-inferior 
efficacy and the relative incidence rate for the compos
ite of nausea and/or vomiting. The lower bounds of 
two-sided 97.5% CIs for the difference in mean 
SPI048 values between both tapentadol IR doses 
(50 and 75 mg) and oxycodone HCl lR 10 mg were 
-36.05 and -12.91, respectively, which were within 
the prespecified non-inferiority margin of -48 (10% of 
the total possible value). These prespecified analyses 
demonstrated that both doses of tapentadol IR 
(50 and 75 mg) provided analgesic efficacy that was 
non-inferior to that of oxycodone HCI IR IOmg 
based on SPI04s. 

Secondary efficacy analyses 

The sensitivity analyses of the primary endpoint using 
the BOCF and WOCF methods for imputation were 
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ABSTRACT 

Objective: To evaluate the relative efficacy and tolerability 
of tapentadol immediate release (IR) and oxycodone IR for 
management of moderate to severe pain following ortho
pedic surgery (bunionectomy). 

Methods: Randomized patients (N = 901) received oral 
tapentadol IR 50 or 75 mg, oxycodone HCI IR 10 mg, or 
placebo every 4--6 h over a 72-h period following surgery. 
Acetaminophen (::;2 g) was allowed in the first 12 h after 
the first dose of study drug. In the primary analysis, 
tapentadol IR (50 and 75 mg) was evaluated for effi-
cacy superior to placebo and non-inferior to oxycodone 
HCI IR 10 mg (using sum of pain intensity difference 
[SPID] over 48 h), and tolerability superior to oxycodone 
IR (using incidence of treatment-emergent adverse events 
[TEAEs] of nausea and/or vomiting). 

Results: Statistically significantly higher mean SPID48 

values were observed with tapentadol IR (50 and 75 mg) 
and oxycodone HCIIR 10 mg than placebo (all p<O.OOl). 
The efficacy of tapentadol IR 50 mg and 75 mg was 
non-inferior to oxycodone HCI IR 10 mg. The incidence 
of TEAEs 

of nausea and/or vomiting was statistically significantly 
lower with tapentadol IR 50 mg versus oxycodone IR 
10 mg (35 vs. 59%; p< 0.001). No statistically significant 
difference in the incidence of nausea andlor vomiting 
was observed between tapentadollR 75 mg and oxycodone 
IR 10 mg (51 vs. 59%; P = 0.057). A possible limitation of 
this study was that the intense dose and patient monitoring 
may not represent real-world situations and may result in 
higher incidences of TEAEs than expected in a practice 
setting; this bias would be similar for all treatment groups. 

Conclusions: Clinically meaningful and statistically sig
nificant improvements were observed with tapentadol IR 
50 mg and 75 mg compared with placebo for the relief of 
moderate-to-severe acute pain after orthopediC surgery. 
TapentadollR 50 mg and 75 mg were non-inferior to oxy
codone HCI IR 10 mg for the treatment of acute pain based 
on the primary efficacy endpoint of SPID48 and the pre
specified margin of 48 pOints. The incidence of nausea 
and/or vomiting was statistically significantly lower for 
tapentadol IR 50 mg and numerically lower for tapentadol 
IR 75 mg than for oxycodone HCI IR 10 mg. 
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Table 1. Demographic and baseline characteristics (intent-to-treat population) 

Characteristic Placebo Tapentadol IR 

(n = 69) 50mg 

(n=275) 

Sex, n (%) 

Male 5 (7) 43 (16) 

Female 64 (93) 232 (84) 

Age 

<65 years, n (%) 68 (99) 265 (96) 

::: 65 years, II (%) I (I) lO (4) 

Mean (SD), years 42.8 (13.65) 42.4 (13.23) 

Race, It (%) 

White 27 (39) 129 (47) 

Black' 12 (17) 67 (24) 

Hispanict 26 (38) 68 (25) 

Other:;: 4 (6) II (4) 
BMI, kg/mZ 

Mean (SD) 27.8 (5.75) 27.5 (5.75) 

Baseline pain intensity score 

Moderate,~ It ('Yo) 21 (30) 60 (22) 

Severe:' Il (Ofo) 48 (70) 215 (78) 

Mean (SD) 6.8 (1.90) 7.1 (1.87) 

JR, immediate release; SD, standard deviation; BMI, body mass index 
'Black includes patipnts who are black or of African descent 
tHispanic includes patients who are Hispanic or Latino 
tOther includes patients of all other racial and ethnic groups 

Tapentadol IR 

75mg 

(n=278) 

30 (II) 

248 (89) 

268 (96) 

lO (4) 

43.5 (12.57) 

126 (45) 

54 (19) 

83 (30) 

15 (5) 

28.4 (6.32) 

74 (27) 

204 (73) 

7.1 (1.88) 

O:l.:ycodone HCI IR 

lOmg 

(n=278) 

45 (16) 

233 (84) 

265 (95) 

13 (5) 

43.4 (13.25) 

131 (47) 

67 (24) 

64 (23) 

16 (6) 

28.4 (6.23) 

66 (24) 

212 (76) 

7.1 (1.84) 

Total 

(N=900) 

123 (14) 

777 (86) 

866 (96) 

34 (4) 

43.1 (13.05) 

413 (46) 

200 (22) 

241 (27) 

46 (5) 

28.1 (6.08) 

221 (25) 

679 (75) 

7.1 (1.86) 

~A numerical rating scale value of:::,4 and <6 indicates moderate pain intensity 
,. A numerical rating scale value of :::6 indicates severe pain intensity 
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Figure 2. Differences in the SPID at 48 h versus placebo 

(intent-to-treat population). SPID48, sum of pain intensity 

difference at 48 hours; LS mean, least squares mean; Cl, 
confidence interval; lR, immediate release. aSignificantly 

different from placebo based on analysis of covariance model 
with factors of treatment, study center, and baseline pain 

intensity as a covariate (p < 0.001 for both comparisons); 
p-values adjusted using Hochberg procedure. bSignificantly 

different from placebo based on analysis of covariance model 
with factors of treatment, study center, and baseline pain 

intensity as a cOllariate (unadjusted p < O. 00 1) 

1556 Efficacy, safety of tapentadollR for acute pain after bunionectomy 

consistent with the findings using the LOCF approach 
for imputation (p < 0.001 for all comparisons with pla
cebo). In addition to the results of the primary analysis 
using SPID48, all of the active-treatment groups 
demonstrated statistically significant reductions in 
pain intensity over 12, 24, and 72 h compared with 
placebo, as indicated by the SPID 12, SPIDz4, and 
SPID72 values (p<0.001 for all comparisons; 
Table 2). When compared with placebo, all active
treatment groups also demonstrated statistically signif· 
icant increases in pain relief and reductions in pain 
intensity over 72h (all p<O.OOI). The mean (SD) 
SPRIDn scores were as follows: tapentadol IR 50 mg, 
379.0 (201.48); tapentadol IR 75mg, 424.7 (190.63); 
oxycodone HCl IR 10 mg, 421.6 (191.39); and placebo, 
237.4 (237.33). 

Analyses of the distribution of responder rates based 
on pain intensity at 48 h showed statistically significant 
differences between both tapentadol IR dose groups 
and placebo (p< 0.001 for both; Figure 3), and between 
oxycodone HCl IR 10mg and placebo (p<0.001; 
Figure 3). A statistically significantly greater percentage 
of patients reported at least a 30% reduction in pain 
intensity at 48 h with tapentadol IR 50 mg (77.5%; 
p=O.OOI), tapentadol IR 75mg (76.3°/\!; p=0.002), 
and oxycodone HCl IR lOmg (75.2%; p=0.004) 
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Table 2. SPlD over 12, 24, 48, and 72 h (intent-to-treat population) 

Tapentadol IR Tapentadol IR Oxycodone HCl IR 
IOmg 50mg 75mg 

(n =275) (n= 278) (n= 279) 

SPID l2 

LS mean difference from placebo 12.5 17.5 
95% CI 6.90-18.13 11.88-23.09 

16.5 
10.89-22.11 

<0.001 p-value vs. placebo' <0.001 <0.001 
SPIDz4 

LS mean difference from placebo 30.9 43.9 
95% CI 19.66-42.05 32.67-55.04 

39.7 
28.4 7-50.84 

<0.001 p-value vs. placebo' <0.001 <0.001 
SPID4R 

LS mean difference from placebo 62.4 84.6 
95% CI 39.01-85.73 61.29-107.96 

81.5 
58.13-104.79 

<0.001 p-value vs. placebo' <0.001 <0.001 
SPID72 

LS mean difference from placebo 89.3 120.0 
95')6 CI 52.93-125.70 83.64-156.33 

119.9 
83.52-156.21 

<0.001 p-value vs. placebo' <0.001 <0.001 

SPID, sum of pain intensity difference; IR, immediate release; LS, least squares; CI, confidence interval 
*Based on an analysis of covariance model with factors of treatment and study center, and baseline pain intensity as a covariate. 
Nominal p-values are presented 
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Figure 3. Distribution of responder rates based on pain intensity at 48 h (intent-to-treat population) 

versus placebo (58.0%). The proportion of patients 
who reported at least a 50% reduction in pain intensity 
at 48 h was statistically significantly greater with 
tapentadol IR 50mg (64.7%; p=0.009), tapentadol 
IR 75 mg (64.0%; p = 0.012), and oxycodone HCI IR 
lOmg (64.4°;iJ; p=O.OlO) compared with placebo 
(47.8°lh). 

Patients were allowed to take up to two doses of 
acetaminophen 1 g during the first 12 h of the double
blind treatment period. A total of 55.1 % of patients 
who received placebo took one or two doses of allowed 

acetaminophen, whereas a markedly lower number of 
patients in the active-treatment groups received one or 
two doses of allowed acetaminophen (tapentadol IR 
50mg, 36.4%; tapentadol IR 75 mg, 27.3%; oxycodone 
HCI IR 10 mg, 32.0%). The percentage of patients 
who received rescue medication (analgesic other 
than the two allowed doses of acetaminophen) was 
highest for the placebo group (23.2%) compared with 
the active-treatment groups (tapentadol IR 50 mg, 
6.2%; tapentadol IR 75 mg, 1.4°;lJ; oxycodone Hel IR 
lOmg, 3.2%). 
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Table 3. Treatment-emergent adverse events occurring in ~5% 0/ patients (sa/ety population) 

Adverse event, Placebo Tapentadol IR Tapentadol IR Oxycodone HCl IR 

11 (%) 

Nausea 
Vomiting 
Dizziness 
Headache 
Somnolence 
Pruritus 
Constipation 
Alanine aminotransferase increased 

JR, immediate release 

(n = 69) 

12 (17) 
0 

7 (10) 
11 (16) 

2 (3) 
2 (3) 
1 (1) 
1 (1) 

The percentage of patients who rated their status as 
'much improved' or 'very much improved' on the 
PGIC completed at the conclusion of the study or at 
early discontinuation was 83% in the tapentadol IR 
50-mg group, 88% in the tapentadol IR 75-mg group, 
and 86% in the oxycodone HCl IR ] O-mg group com
pared with 65 0ft) in the placebo group. In addition, the 
overall distribution of PGIC scores was statistically sig
nificantly more favorable for the active-treatment 
groups compared with the placebo group (p<O.OOI). 

Primary safety analyses 

A statistically significantly lower percentage of patients 
reported nausea and/or vomiting in the tapentadol IR 
50-mg group (35%) compared with the oxycodone HCl 
IR lO-mg group (59%; p<O.OOl), and the correspond
ing result was reflected in the odds ratio of the compos
ite incidence of nausea ancl!or vomiting (0.36 [97.5% 
CI, 0.25-0.54]). The percentage of patients who expe
rienced nausea ancl!or vomiting in the tapentadol IR 
75-mg group was lower (51 %) than in the oxycodone 
HCI IR lO-mg group (59%), but the difference margin
ally failed to reach statistical Significance (p=0.057); 
the odds ratio (0.72 [97.5% CI, 0.49-1.06]) of the com
posite incidence showed consistent results. 

Secondary safety analyses 

The percentages of patients reporting at least one TEAE 
were 68% for the tapentadol IR 50-mg group, 75% for 
the tapentadol IR 75-mg group, 83% for the oxycodone 
HCI IR 10-mg group, and 51 % for the placebo group. 
The most common TEAEs that were reported by ~5% 
of patients in any group are shown in Table 3 and 
included adverse events typical of those associated 
with analgesics that have mu-opioid agonism (nausea, 
vomiting, constipation, dizziness, and somnolence). 

1558 Efficacy, safety af tapentadallR far acute pain after bunianectamy 

50mg 75mg 10mg 

(n=275) (n= 278) (n = 279) 

93 (34) 127 (46) 160 (57) 
34 (12) 77 (28) 72 (26) 
41 (15) 69 (25) 65 (23) 

56 (20) 52 (19) 73 (26) 

20 (7) 37 (13) 33 (12) 

14 (5) 23 (8) 28 (10) 
22 (8) 15 (5) 31(11) 

8 (3) 7 (3) 14 (5) 

Tapentadol IR 50 mg was associated with a numerically 
lower incidence of all of these TEAEs compared with 
oxycodone HCI IR 10 mg (Table 3). Tapentadol IR 
75 mg was associated with a numerically lower inci
dence of nausea, headache, and constipation compared 
with oxycodone HCI IR 10 mg (Table 3); a similar inci
dence of vomiting, dizziness, and somnolence was 
reported for patients in these groups (Table 3). 

Across all treatment groups, less than 3% of patients 
experienced TEAEs that resulted in discontinuation 
from the study; the incidence was 1.1 Iyo in the tapenta
dol IR 50-mg group, 2.9% in the tapentadol IR 75-mg 
group, 1.8% in the oxycodone HCI IR I O-mg group, and 
1.4% in the placebo group. No deaths were reported 
during the study. One patient in the oxycodone HCI 
IR 10-mg group experienced a treatment-emergent 
serious adverse event of deep vein thrombosis 28 days 
after receiving the final dose of study medication. 

Discussion 

This study extends the clinical assessments of tapenta
dol IR for the treatment of moderate to severe acute 
postoperative pain. This study was similar in design to a 
previous phase 3 study8, which was conducted in 
patients with moderate to severe pain following bunio
nectomy; however, this study included prespecified 
stepwise comparisons to assess the superior efficacy of 
tapentadol IR and oxycodone IR compared with pla
cebo, non-inferior efficacy of tapentadol IR (50 and 
75 mg) compared with oxycodone Hel IR 10 mg, and 
differences in the incidence of nausea ancl!or vomiting 
between non-inferior analgesic doses of tapentadol IR 
compared with oxycodone IR. These comparisons were 
conducted to enable physicians to consider tapentadol 
IR within the context of the most commonly prescribed 
schedule II analgesic, which is commonly prescribed in 
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5- or lO-mg doses, alone or in combination formula
tions, to be taken every 4-6 h as needed for pain. 

The results of this trial confirmed those of a previous 
phase 3 trial conducted with tapentadol IR8. Multiple 

efficacy measures, including SPID over 12, 24, 48, and 
72 h, responder rates at 48 h, and the PGIC, consis
tently demonstrated that tapentadol IR 50 and 75 mg 
provided analgesic efficacy that was superior to that of 
placebo. These measures also showed that oxycodone 
HCl IR 10 mg provided effective pain relief based on 
consistent separation from placebo. 

The safety and tolerability profile of tapentadol IR in 
this study was similar to that of tapentadol IR in pre
viously completed phase 2 and 3 trials in patients with 
moderate to severe acute postoperative pain (including 
bunionectomy and third molar surgery pain 
modclsf,8,14. The most commonly reported TEAEs 
(nausea, vomiting, dizziness, headache, somnolence, 
and constipation) in this study are all consistent with 
the gastrointestinal and central nervous system effects 
of centrally acting analgesics with mu-opioid receptor 
agonism. A low percentage of patients who received 
tapentadol IR discontinued the study because of 
adverse events, and these findings support previous 
observations of an improved gastrointestinal tolerabil
ity of tapentadol IR compared with oxycodone IR. 
Tapentadol IR 50 mg was associated with a lower inci
dence of nausea, vomiting, dizziness, headache, somno
lence, and constipation compared with oxycodone HCl 
IR 10 mg. The highest dose of tapentadol IR (75 mg) 
evaluated in this study was associated with lower inci
dences of nausea, constipation, and headache and sim
ilar incidences of vomiting, dizziness, and somnolence 
versus oxycodone HCl IR 10mg. 

The efficacy of tapentadol IR 50 and 75 mg was sta
tistically non-inferior to that provided by oxycodone 
H Cl IR lO mg based on prespecined comparisons of 
mean SPID48 values, The results of the primary analysis 
using the LOCF method for imputation of missing 
values were consistent with those of the sensitivity 
analyses using the BOCF and the WOCF methods for 
imputation. Similar study completion rates for patients 
in the tapcntadol IR 50-mg (90%), tapentadol IR 75-mg 
(92%), and oxycodone HCl IR lO-mg (91 %) groups, 
as well as corresponding responder rates based on 
pain intensity, also suggest that patients in the active
treatment groups achieved similar levels of pain relief, 
despite a statistically significant difference in SPID48 

and apparent differences in the other SPID scores com
paring tapentadol IR 50 mg with oxycodone HCl IR 
10 mg, Prespecified tolerability comparisons demon
strated that tapentadol IR 50mg was associated with 
a statistically significantly lower incidence of nausea 
and/or vomiting versus oxycodone HCl IR 10 mg. 

These data also demonstrate that tapentadol IR 75 mg 
provides efficacy that is non-inferior to that of oxyco
done HCl IR lOmg, but the lower incidence of nausea 
and/or vomiting marginally failed to reach statistical 
significance. 

This study may be limited by the fact that patients 
were intensely monitored and received doses of study 
medication every 4-6 h. These aspects of the trial may 
not reflect real-world situations and may have intro
duced bias resulting in lower pain scores and higher 
reporting rates for adverse events. It is unclear if these 
potential biases influenced the study results; however, 
based on the double-blind design of the study, any bias 
would have been introduced across all treatment 
groups and unlikely to result in differences between 
treatment groups. 

The current study differs from the preViously com
pleted phase 3 bunionectomy study8 in allowing two 
doses of acetaminophen 1 g in the first 12 h of the 
double-blind treatment period; the allowed use of acet
aminophen was intended to improve completion rates 
in the current study. The percentages of patients who 
completed the double-blind treatment period in the 
previous phase 3 bunionectomy study, in which 
patients were discontinued after the intake of any 
rescue medication, were 50% in the placebo group, 
76% in the tapentadol IR 50-mg group, 80% in the 
tapentadol IR 75-mg group, 89% in the tapentadol IR 
100-mg group, and 860ft) in the oxycodone HCl I5-mg 
group8. The allowed use of two doses of acetamino
phen I g appears to have contributed to higher comple
tion rates in the current study (placebo, 71 %; 
tapentadol IR 50 mg, 90%; tapentadol IR 75 mg, 92%; 
and oxycodone HCI IR 10 mg, 91 %) and improved effi
cacy for patients in the placebo group, but not for the 
tapentadol IR treatment groups. The relatively high 
placebo study completion rates observed in this study 
(71 % completion rate) and in the preViously completed 
phase 3 bunionectomy study8 (5 0 °/t.l completion rate) 
are not unusual for postoperative pain studies. For 
example, other studies that have used postoperative 
bunionectomy pain models 1S,16 have reported comple

tion rates as high as 97% for patients treated with pla
cebo in multiple-dose analgesic efficacy trials. 

Comparisons of mean SPID48 values between this 
trial and the previously completed phase 3 study8 

show similar results for the tapentadol IR 50-mg and 
75-mg groups and higher mean values in the placebo 
group in the current study; the oxycodone groups 
cannot be compared because the administered doses 
differed between the trials (10 vs. IS mg). The inci
dence of adverse events between the tapentadol IR 
50-mg, tapentadol IR 75-mg, and placebo groups in 
the two trials was also similar. In the previously 
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completed phase 3 trial, which demonstrated that 
tapentadol IR 100 mg provided efficacy that was non
inferior (for SPID48, based on a non-inferiority margin 
of 48) to that of oxycodone HCI IR 15 mg, a higher 
incidence of somnolence was observed with tapentadol 
fR 100 mg versus oxycodone H CI IR 15 mg (21 vs. 
10%, respectively). In the current phase 3 study, tap en
tadol fR (50 and 75 mg) provided efficacy that was non
inferior to that of oxycodone HCI IR lOmg, and the 
tapentadol doses were associated with a lower or sim
ilar rate of somnolence (tapentadol IR 50 mg, 7%; 
tapentadol IR 75 mg, 13%) compared with oxycodone 
HCI IR lOmg (12%). The higher incidence of somno
lence observed in the previously completed phase 3 
bunionectomy trial has not been observed in other 
phase 3 trials of tapentadol conducted outside the post
operative setting 10, 17. 

Classic opioids provide analgesia via interactions 
with mu-opioid receptors, yet these interactions also 
cause unwanted gastrointestinal-related side-effects 
that can limit their tolerability in the postoperative set
ting I8

,19. Nausea and vomiting following surgery are 
estimated to occur in 25-30% of all postoperative 
patients and in 70-80% of high-risk patients2o. The 
most predictive risk factors for postoperative nausea 
and vomiting include female gender, a history of 
motion sickness or postoperative nausea and vomiting, 
nonsmoking status, and the use of opioids during and 
after surgerl 1

.
22

. Although usually not life threaten
ing, postoperative nausea and vomiting can lead to 
dehydration, wound dehiscence, bleeding, hematoma, 
aspiration of gastric contents, and in rare cases esopha
geal rupture. They can also lead to the insufficient con
trol of postoperative pain and the undertreatment of 
pain. Currently, anti-emetics are commonly adminis
tered to manage postoperative nausea and vomiting; 
however, none are entirely effective for preventing 
postoperative nausea and vomiting, especially in high
risk patients23. Consequently, there is a need for highly 
effective analgesics with improved gastrointestinal 
tolerability such as that observed with tapentadol. 

Conclusions 

Consistent with the results from previous phase 2 and 
3 studies, tapentadol IR 50 mg and 75 mg statistically 
significantly relieve moderate to severe acute pain after 
orthopedic surgery compared with placebo; these dif
ferences in pain relief were felt to be clinically mean
ingful as well. The data also demonstrate that 
tapentadol IR 50mg and 75 mg were non-inferior to 
oxycodone HCI IR 10 mg for the treatment of acute 
pain, based on the primary efficacy endpoint of 
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SPID48 and the pre-specified margin of 48 points. 
The incidence of nausea ancIJor vomiting was numeri
cally lower for tapentadol IR 75 mg than for oxycodone 
HCIIR 10 mg. Tapentadol IR 50 mg is associated with a 
statistically significantly lower incidence of nausea 
and/or vomiting than oxycodone HCI IR 10 mg. 
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Erratum 

[Early Online citation] 
The Early Online version of this article published online ahead of print on 18 May 

2009 contained an author error in Figure 2 (p.1556) and Figure 3 (p.1557) in 
the labelling and key concerning the dosage of oxycodone HCL - this has been 

corrected to the correct dosage of 10 mg in the issue version of the article 
shown here (and as reposted on 5 June 20(9) . 
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ABSTRACT 

Objective: To evaluate the relative efficacy and tolerability 
of tapentadol immediate release (IR) and oxycodone IR for 
management of moderate to severe pain following ortho
pedic surgery (bunionectomy). 

Methods: Randomized patients (N = 901) received oral 
tapentadol IR 50 or 75 mg, oxycodone HCI IR 10 mg, or 
placebo every 44l h over a 72-h period following surgery. 
Acetaminophen (::;2 g) was allowed in the first 12 h after 
the first dose of study drug. In the primary analysis, 
tapentadol IR (50 and 75 mg) was evaluated for effi-
cacy superior to placebo and non-inferior to oxycodone 
HCI IR 10 mg (using sum of pain intensity difference 
[SPID] over 48 h). and tolerability superior to oxycodone 
IR (using incidence of treatment-emergent adverse events 
[TEAEs] of nausea and/or vomiting). 

Results: Statistically significantly higher mean SPID48 

values were observed with tapentadol IR (50 and 75 mg) 
and oxycodone HCIIR 10 mg than placebo (all p<O.OOl). 
The efficacy of tapentadol IR 50 mg and 75 mg was 
non-inferior to oxycodone HCI IR 10 mg. The incidence 
of TEAEs 

of nausea and/or vomiting was statistically significantly 
lower with tapentadol IR 50 mg versus oxycodone IR 
10mg (35 vs. 59%; p<O.OOl). No statistically significant 
difference in the incidence of nausea and/or vomiting 
was observed between tapentadollR 75 mg and oxycodone 
IR 10 mg (51 vs. 59%; p= 0.057). A possible limitation of 
this study was that the intense dose and patient monitoring 
may not represent real-world situations and may result in 
higher incidences of TEAEs than expected in a practice 
setting; this bias would be Similar for all treatment groups. 

Conclusions: Clinically meaningful and statistically sig
nificant improvements were observed with tapentadol IR 
50 mg and 75 mg compared with placebo for the relief of 
moderate-to-severe acute pain after orthopedic surgery. 
Tapentadol IR 50 mg and 75 mg were non-inferior to oxy
cod one HCI IR 10 mg for the treatment of acute pain based 
on the primary efficacy endpoint of SPID48 and the pre
specified margin of 48 points. The incidence of nausea 
and/or vomiting was statistically significantly lower for 
tapentadol IR 50 mg and numerically lower for tapentadol 
IR 75 mg than for oxycodone HCI IR 10 mg. 
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Introduction 

Appropriate management of postoperative pain has a 
significant impact on patient outcomes. Unmanaged 
acute pain may delay patient recovery, increase the 
risk of life-threatening events, such as deep vein 
thrombosis or myocardial infarction, and/or lead to 
the development of chronic pain 1,2. Despite the avail
ability of numerous treatment options, acute pain 
following surgery continues to be undertreated. 
A 2001 survey3 of 191 surgical patients found that 
76% of them experienced moderate-to-severe acute 
pain. Although the factors contributing to the sub
optimal management of pain are complex, adverse 
effects associated with pharmacologic treatment may 
playa significant role. A 2004 study4 of 50 patients 
undergoing major abdominal surgery found that many 
patients were willing to sacrifice adequate pain relief 
for less severe adverse effects. Opioids, which are the 
current standard for the treatment of moderate
to-severe postoperative pain, are associated with an 
array of gastrOintestinal and central nervous system 
adverse effects. A comparably effective analgesic 
with an improved adverse event profile would be an 
important addition to the armamentarium for the 
treatment of acute pain. 

Tapentadol is a novel, centrally acting analgesic with 
two mechanisms of action, mu-opioid receptor agon
ism and norepinephrine reuptake inhibitionS

,6; the 
immediate-release formulation is approved in the 
United States for the relief of moderate-to-severe 
acute pain in patients 18 years or older. A phase 2 
study? showed that tapentadol immediate release (IR; 
50 or 100 mg) is effective for the relief of acute pain and 
may be associated with a lower incidence of gastroin
testinal-related adverse effects than oxycodone HCl IR 
(10 mg), possibly because of an opioid-sparing effect 
related to its norepinephrine reuptake inhibitor activ
ity. In addition, a previous phase 3 study8 evaluated the 
efficacy of three doses of tapentadol IR (50, 75, or 
100 mg) compared with oxycodone HCI IR (15 mg) 
and placebo for treatment of postoperative pain after 
bunionectomy. Post hoc analyses of sum of pain inten
sity difference at 48 h (SPID48) data from that study 
showed that the analgesic effect of tapentadol IR 
100 mg was non-inferior (based on a non-inferiority 
margin of 48) to oxycodone HCI IR 15 mg, yet tap en
tadol IR 100 mg was associated with a statistically sig
nificantly lower incidence of nausea andlor vomiting 
(53 vs. 70%, respectively; nominal p = 0.007)8. The 
bunionectomy pain model is well suited for the evalu
ation of analgesic efficacy and safety because the sur
gery typically involves healthy patients and causes 
moderate-to-severe acute pain that is predictable in 

1552 Efficacy, safety of tapentadoJ JR for acute pain after bunionectomy 

character, intensity, and duration and can last for sev
eral days after surgery9. 

The current phase 3 study used the bunionectomy 
model to evaluate the efficacy and safety of two doses 
of tapentadol IR (50 and 75 mg) for the treatment of 
acute pain follOWing surgery. Patients received 
scheduled oral doses of tapentadol IR 50 or 75 mg, 
oxycodone HCl IR 10 mg, or placebo over a 72-h 
period following surgery. This study differs from the 
previously conducted phase 3 study in the administered 
doses of tapentadol IR and oxycodone IR (the current 
study reflects the most commonly used dose), the 
allowance of up to two doses of acetaminophen 1 g in 
the first 12 h after the first intake of study medication, 
and the inclusion of prespecified comparisons 
(tapentadol IR vs. oxycodone IR) of the primary effi
cacy measurement and of the relative incidence of 
nausea andlor vomiting. 

Patients and methods 
Ethical practices 

The study protocol and associated materials were 
approved by the independent ethics committee or insti
tutional review board at each site. All participating 
patients prOVided informed written consent prior to 
study enrollment. The study was conducted according 
to the protocol, Good Clinical Practice guidelines, and 
the Declaration of Helsinki. 

Trial Registry Information: NCT006I3938 

Inclusion criteria 

Patients between the ages of 18 and 80 years, inclusive, 
who were scheduled to undergo primary unilateral first 
metatarsal bunionectomy were eligible for enrollment 
in this study. Within 9 h of discontinuation of anesthe
sia (the day after surgery), patients were required to 
have a baseline pain rating of at least 4 on an II-point 
numerical rating scale (NRS) for pain intensity. Patients 
were also required to have an American Society of 
Anesthesiologists physical status rating of 2 or less for 
study participation. Sexually active women with child
bearing potential were required to use an acceptable 
method of birth control and have negative pregnancy 
tests at screening and immediately prior to surgery. 

Exclusion criteria 

Patients with a history of epilepsy or seizure disorders, 
malignancy (with the exception of basal cell carcinoma) 
within the previous 2 years, human immunodeficiency 
virus, acute gout or pseudogout, substance abuse, or 
allergic reactions to acetaminophen or opioid analgesics 
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were excluded from study participation. Patients who 
participated in an earlier clinical trial of tapentadol 
were also excluded from study participation. Patients 
with current active infection, impaired renal or hepatic 
function, autoimmune disease, or any other clinically 
relevant disease that might affect patient safety or study 
assessments were also excluded. Patients who were 
pregnant or breastfeeding or those who were scheduled 
to undergo additional surgical procedures along with 
primary bunionectomy were excluded. Use of antic on
vulsants, monoamine oxidase inhibitors, tricyclic anti
depressants, or neuroleptics within 2 weeks prior to 
randomization was prohibited. Consistent with all 
other phase 3 trials evaluating the efficacy of tapentadol 
IRs,lO, use of serotonin norepinephrine reuptake inhi
bitors (SNRIs) within 2 weeks prior to randomization 
was prohibited, as SNRI use could confound the effi
cacy results of the trial. Patients treated with stable 
doses of selective serotonin reuptake inhibitors for at 
least 30 days prior to screening were permitted to par
ticipate in the study. Systemic steroid therapy, with the 
exception of inhalers or topical agents, was prohibited 
within 4 weeks prior to screening. 

Study design 

This was a phase 3, randomized, double-blind, active
and placebo-controlled, parallel group, multicenter 
study designed to evaluate the safety and efficacy of 
tapentadol IR for postoperative analgesia. Patients 
were randomly assigned in a 4 : 4 : 4 : 1 ratio to receive 
tapentadol IR 50 mg, tapentadol IR 75 mg, oxycodone 
HCI IR 10 mg, or placebo over a 72-h double-blind 
treatment period following surgery. 

Continuous popliteal sciatic block and supplemental 
systemic analgesia (if needed) were administered to 
control postoperative pain until the catheter was 
removed at approximately 3 a.m. the morning after sur
gery. Patients were then assessed for pain intensity at 
regular intervals and were randomized for treatment 
if they met the inclusion criteria outlined previously. 
FollOWing randomization, patients were treated with 
tapentadol, oxycodone, or placebo every 4-6 h for up 
to 72 h. Patients could take a dose of study medication 
as early as 4 h after the previous dose (as needed for 
pain relief) and were required to take a dose of study 
medication no later than 6 h after the previous dose. 
Patients were permitted to take the second dose of 
study medication on day 1 within 1-6 h and were 
allowed up to 2 g of acetaminophen (.:s 2 doses of 1 g, 
~ 4 h apart) within the first 12 h after receipt of the first 
dose of study medication. Acetaminophen could only 
be administered if the patient was not yet permitted to 
receive the next dose of study medication. Patients 
requiring additional rescue medication beyond the 

allowed doses of acetaminophen were withdrawn 
from the study. 

Efficacy evaluations 

Patients rated their pain intensity on an II-point NRS 
(0 = 'no pain' to 10= 'worst pain imaginable') and pain 
relief on as-point NRS (0 = 'none' to 4 = 'complete') 
at 12, 24, 48, and 72 h after the first dose of the study 
drug. Pain intensity and pain relief ratings were also 
collected prior to (pain intensity only) and 0.5, I, 2, 
and 4 h after administration of the initial dose of the 
study drug and prior to and 2 and 4 h after administra
tion of every subsequent dose of study drug. For 
patients taking allowed acetaminophen, pain intensity 
and pain relief ratings were collected before the patient 
received acetaminophen. Patients were asked at the end 
of the double-blind treatment period or at early discon
tinuation to rate their overall status (since beginning 
study medication) using a 7-point patient global 
impression of change (PGIC) numerical rating scale 
(1 = 'very much improved' to 7 = 'very much worse'). 

The primary efficacy endpoint was the SPID over the 
first 48 h of treatment (SPID48), which was calculated 
as I:PIDt x [hours since previous observation] where 
PIDt is the difference in pain intensity at time point 't' 
and baseline. Secondary endpoints included the follow
ing: SPID over the first 12, 24, and 72 h of treatment, 
total effect on pain relief and pain intensity (SPRID) 
over 72 h of treatment (SPRID72), responder rates at 
48 h based on the reduction of pain intensity compared 
with baseline, and PGIC. SPRID72 was calculated as the 
sum of SPID72 and the weighted sum of all pain relief 
measurements from 0.5 to 72 h. The percent reduction 
from baseline in pain intensity at 48 h was calculated as 
a continuous variable, and responder rates were calcu
lated for predefined reductions in pain intensity 
(at least 30% and 50% reductions in pain intensity). 
In the responder rate analysis, it was assumed that no 
reduction in pain intensity was observed for patients 
who discontinued the study for any reason prior to 
the specified 48-h time point. 

Safety evaluations 

The primary safety analysis was the incidence of treat
ment-emergent adverse events (TEAEs) of nausea and! 
or vomiting. Adverse events were recorded as they 
occurred throughout the study. Serious adverse 
events were monitored for 30 days after the final dose 
of study medication. Standard safety analyses (labora
tory tests, electrocardiograms, and vital signs) were 
conducted during the study but results are not pre
sented here. 
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Statistical analyses 

All efficacy analyses, except the primary analyses of 
non-inferiority comparison, were performed using the 
intent-to-treat (ITT) population, which included all 
randomized patients who had taken at least one dose 
of study medication and had a baseline pain assessment. 
Non-inferiority analyses comparing the efficacy of each 
tapentadol IR dose with oxycodone IR 10 mg were 
performed using the per-protocol population and 
were supported by analyses of the ITT population. 
The per-protocol population included all randomized 
patients who had taken at least one dose of study med
ication and did not have any major protocol deviations 
that may have impacted efficacy results. Safety analyses 
were conducted for all patients who took at least one 
dose of study medication from the initiation of the 
study to 48 h after the final dose of study medication. 
A sample size of 276 patients in each of the tapentadol 
and oxycodone treatment groups was required to pro
vide 90% power with r1 = 0.025 (two-sided) to detect 
a difference in the incidences of the composite of the 
TEAEs of nausea and/or vomiting, based on the 
assumption that the incidence for oxycodone would 
be 60% and that an incidence of 45% for tapentadol 
would be clinically significant. This sample size also 
provides more than 90% power for non-inferiority 
comparisons between each of the tapentadol IR doses 
and oxycodone IR 10 mg, assuming the common stan
dard deviation of 108 and a non-inferiority margin of 
10% of the entire SPID4s score. For SPID calculations, 
if patients discontinued prior to the assessment time 
point, all pain scores beyond discontinuation were 
imputed using a last observation carried forward 
(LOCF) approach. Intermittent missing data were 
imputed using linear interpolation. Statistical analyses 
of the SPID values were performed using an analysis of 
covariance (ANCOVA) model with treatment and 
study center as factors and baseline pain intensity 
score as a covariate. Pairwise comparisons of each 
dose of tapcntadol or oxycodone against placebo and 
between tapentadol and oxycodone were estimated 
based on the least-squares mean difference between 
treatments. The Hochberg procedure was applied to 
adjust p-values for multiple comparisons of SPID48 

values for the tapentadol IR groups and placebo group. 
Tapentadol IR 50- and 75-mg doses were evaluated 

for superiority to placebo, non-inferiority to oxycodone 
HCl IR IO mg, and the relative incidence of the com
posite of nausea and/or vomiting compared with oxy
codone IR in a prespecified sequential manner. For the 
tapentadol IR doses that were statistically superior to 
placebo, non-inferiority to oxycodone IR IO mg, based 
on SPID4K, was evaluated. A tapentadol IR dose was 
determined to be non-inferior if the lower bound of 

1 554 Efficacy, safety of tapentadallR for acute pain after bunianectamy 

the two-sided 97.5% confidence interval (CI) for the 
mean difference in SPID48 values was above the non
inferiority margin, which was 10% of the total primary 
endpoint range (Le., 48 out of a total score of 480). 
Based on this non-inferiority margin, treatment differ
ences within the lower bound were not clinically rele
vant. A non-inferiority margin of 10% was selected 
based on previous non-inferiority studies of analge
SicS 11

,I2, and is similar to 50% retention of the effect 
of oxycodonc HCI IR 10 mg compared with placebo 
observed in a previous phase 2b study13. For the 
doses of tapentadol IR that were established as non
inferior to oxycodone IR, the incidence rate for the 
composite of nausea and/or vomiting was compared. 
Active treatment incidence rates for the composite of 
nausea and/or vomiting were compared using the 
Cochran-Mantel-Haenszel test, controlling for study 
center. The Hochberg procedure was applied to 
adjust p-values for multiple comparisons of the inci
dence of the composite of nausea and/or vomiting for 
the non-inferior tapentadol IR groups and the oxyco
done IR group. Treatment group comparisons of the 
distribution of responder rates were performed using 
the Gehen Wilcoxon test controlling for study center. 
Odds ratios of the incidence rates of nausea and/or 
vomiting were calculated for each non-inferior tapen
tadol IR dose group versus the oxycodone HCI IR 
lO-mg dose group. 

A sensitivity analysis of the primary endpoint 
(SPID4s) was also performed using the baseline obser
vation carried forward (BOCF) and worst observation 
carried forward (WOCF) methods for imputation. 
For the responder rates (minimum of 30% and 50% 
improvement in pain intensity at 48 h) and the PGIC, 
active treatments were compared with placebo using 
the Cochran-Mantel-Haenszel test, controlling for 
study center. 

With the exception of the p-values calculated to 
compare the tapentadol IR dose groups with placebo 
for SPID48 and those calculated for the analysis of the 
incidence of the composite of nausea and/or vomiting 
in the tapentadol IR dose groups compared with oxy
codone IR, nominal p-values are presented. 

Results 
Patients 

A total of 1421 patients were screened, and of these 
patients, 901 were randomly assigned to one of the four 
treatment groups: 69 patients in the placebo group, 275 
patients in the tapentadol IR 50-mg group, 278 patients 
in the tapentadol IR 75-mg group, and 279 patients in 
the oxycodone HCI IR 1O-mg group (Figure 1). 
All randomly assigned patients receiving study 
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Withdrawn 26 
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Advcne event 5 
Lack of efficacy 9 
Other 

Figure 1. Patient disposition (CONSORT diagram). Patient choice = withdrawal of consent 

treatments were evaluable for safety. One patient in the 
oxycodone HCllO-mg group did not have a valid base
line pain score and was not included in the intent
to-treat population (n=900 patients). A total of 867 
patients were included in the per-protocol population. 
A total of 86% of patients were female, 46% were 
white, and 96% were less than 65 years of age (Table 
1). The mean (standard deviation [SD]) age of patients 
was 43.1 (13.05) years and the mean (SD) baseline pain 
intensity was 7.1 (1.86), indicating severe pain (::-::6 on 
an II-point NRS) across the four treatment arms. As 
would be expected for a randomized, double-blind 
study, demographic and baseline characteristics were 
similar across the treatment groups, although by 
random chance, a larger percentage of patients in the 
placebo group were Hispanic or Latino (38%) versus 
the active-treatment groups (23-30%; Table 1). The 
overall rate of study discontinuation was 29% in the 
placebo group, 10% in the tapentadol lR 50-mg 
group, 8% in the tapentadol lR 75-mg group, and 9% 
in the oxycodone lR 1O-mg group (Figure 1). 

Primary efficacy analyses 

Patients receiving tapentadol lR 50 and 75 mg reported 
statistically significant reductions in pain intensity com
pared with placebo (p < 0.001 for both comparisons) 
based on analyses of the primary efficacy endpoint 
(SPlD4S) using the LOCF method of imputation. The 
least-squares mean differences from placebo were 62.4 
(95% Cl, 39.01-85.73) and 84.6 (95% Cl, 
61.29-107.96) for tapentadol lR 50 and 75 mg, 

respectively (Figure 2). Patients receiving oxycodone 
HCl lR 10mg also reported statistically significant 
reductions in pain intensity versus placebo (p < 0.001) 
with a least-squares mean difference of 81.5 (95% Cl, 
58.13-104.79; Figure 2). An increased level of pain 
relief was associated with the higher dose of tapentadol 
lR, based on the increase in mean (SD) SPlD48 values of 
122.2 (98.66) and 143.7 (96.52) for the tapentadol lR 
50- and 75-mg doses, respectively; mean SPID48 for 
tapentadol IR 75 mg was similar to oxycodone HCl IR 
10mg (140.3 [99.52]), and mean SPID4H values for all 
active-treatment groups were greater than placebo 
(54.1 [105.74]). 

Tapentadol IR 50 and 75 mg were individually com
pared with oxycodone HCl IR 10 mg for non-inferior 
efficacy and the relative incidence rate for the compos
ite of nausea and/or vomiting. The lower bounds of 
two-sided 97.5°1<) CIs for the difference in mean 
SPID48 values between both tapentadol lR doses 
(50 and 75 mg) and oxycodone HCl IR 10 mg were 
-36.05 and -12.91, respectively, which were within 
the prespecified non-inferiority margin of -48 (l0% of 
the total possible value). These prespecified analyses 
demonstrated that both doses of tapentadol IR 
(50 and 75 mg) provided analgesic efficacy that was 
non-inferior to that of oxycodone HCI IR 10mg 
based on SPID48 . 

Secondary efficacy analyses 

The sensitivity analyses of the primary endpoint using 
the BOCF and WOCF methods for imputation were 
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Table 1. Demographic and baseline characteristics (intent-to-treat population) 

Characteristic Placebo Tapentadol IR 

(n=69) 50mg 

(n = 275) 

Sex, n (%) 

Male 5 (7) 43 (i6) 

Female 64 (93) 232 (84) 

Age 

<65 years, n (%) 68 (99) 265 (96) 

::: 6S years, n (%) I (1) IO (4) 

Mean (SO), years 42.8 (13.65) 42.4 (13.23) 

Race, It (%) 

White 27 (39) 129 (47) 

Biack' 12 (i7) 67 (24) 

Hispanict 26 (38) 68 (25) 

Other! 4 (6) II (4) 

BMI, kg/m 2 

Mean (SO) 27.8 (5.75) 27.5 (5.75) 

Baseline pain intensity score 

Mod('rate,~ n (%) 21 (30) 60 (22) 

Severe," n (%) 48 (70) 215 (78) 

Mean (SD) 6.8 (1.90) 7.1 (1.87) 

[R, immediate release; SO, standard deviation; BM[, body mass index 
'Black includes patients who are black or of African descent 
'I'Hispanic includes patients who are Hispanic or Latino 
tOther includes patients of all other racial and ethnic groups 

Tapentadol IR 

75mg 

(n=278) 

30 (il) 

248 (89) 

268 (96) 

10 (4) 

43.5 (12.57) 

126(45) 

54 (19) 

83 (30) 

15 (5) 

28.4 (6.32) 

74 (27) 

204 (73) 

7.1 (1.88) 

Ox)'codone HCI IR 

IOmg 

(n = 278) 

45 (i6) 

233 (84) 

265 (95) 

13 (5) 

43.4 (13.25) 

131 (47) 

67 (24) 

64 (23) 

16 (6) 

28.4 (6.23) 

66 (24) 

212 (76) 

7.1 (1.84) 

Total 

(N=900) 

123 (14) 

777 (86) 

866 (96) 

34 (4) 

43.1 (13.05) 

413 (46) 

200 (22) 

24i (27) 

46 (5) 

28.1 (6.08) 

221 (25) 

679 (75) 

7.1 (1.86) 

§A numerical rating scaie value of ;::4 and <6 indicates moderate pain intensity 
•• A numerical rating scale value of :::6 indicates severe pain intensity 
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Figure 2, Differences in the SPID at 48 h versus placebo 

(intent-to-treat population). SPID48, sum of pain intensity 

difference at 48 hours; LS mean, least squares mean; CI, 
confidence interval; JR, immediate release. aSignificantly 

different /rom placebo based on analysis of covariance model 
with factors of treatment, study center, and baseline pain 

intensity as a covariate (p < 0.001 for both comparisons); 
p-llalues adjusted using Hochberg procedure. bSignificantly 

different from placebo based on analysis of cOllariance model 
with factors of treatment, study center, and baseline pain 

intensity as a couariate (unadjusted p<O.OOl) 

1556 Efficacy, safety of tapentadol IR for acute pain after bunionectomy 

consistent with the findings using the LOCF approach 
for imputation (p < 0.001 for all comparisons with pla
cebo). In addition to the results of the primary analysis 
using SPID48, all of the active-treatment groups 
demonstrated statistically significant reductions in 
pain intensity over 12, 24, and 72 h compared with 
placebo, as indicated by the SPID 12, SPID24, and 
SPID72 values (p<0.001 for all comparisons; 
Table 2). When compared with placebo, all active
treatment groups also demonstrated statistically signif
icant increases in pain relief and reductions in pain 
intensity over 72h (all p<O.OOl). The mean (SD) 
SPRIDn scores were as follows: tapentadol IR 50 mg, 
379.0 (201.48); tapentadol IR 75mg, 424.7 (190.63); 
oxycodone Hel IR 10 mg, 421.6 (191.39); and placebo, 
237.4 (237.33). 

Analyses of the distribution of responder rates based 
on pain intensity at 48 h showed statistically significant 
differences between both tapentadol IR dose groups 
and placebo (p < 0.001 for both; Figure 3), and between 
oxycodone He! IR 10mg and placebo (p<0.001; 
Figure 3). A statistically significantly greater percentage 
of patients reported at least a 30% reduction in pain 
intensity at 48 h with tapentadol IR 50 mg (77.5%; 
P = 0.001), tapentadol IR 75 mg (76.3°/b; p = 0.002), 
and oxycodone Hel IR 10mg (75.2%; p=0.004) 
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Table 2. SPID over 12, 24, 48, and 72 h (intent-to-treat population) 

Tapentadol IR Tapentadol IR Oxycodone HCI IR 

lOmg 50mg 

(n=275) 

SPlD J2 

LS mean difference from placebo 12.5 
95°;[) CI 6.90-18.13 

p-value vs. placebo' <0.001 
SPID24 

LS mean difference from placebo 30.9 

75mg 

(n = 278) 

17.5 

11.88-23.09 

<0.001 

43.9 

(n = 279) 

16.5 
10.89-22.11 

<0.001 

95% CI 19.66-42.05 32.67-55.04 
39.7 

28.4 7-50.84 

<0.001 p-value vs. placebo' <0.001 <0.001 

SPlD48 

LS mean difference from placebo 62.4 84.6 

95% CI 39.01-85.73 61.29-107.96 

81.5 
58.13-104.79 

<0.001 p-value vs. placebo' <0.001 <0.001 

SPlDn 
LS mean difference from placebo 89.3 120.0 

95% CI 52.93-125.70 83.64-156.33 
119.9 

83.52-156.21 

<0.001 p-value vs. placebo' <0.001 <0.001 

SPID, sum of pain intensity difference; IR, immediate release; LS, least squares; el, confidence interval 
'Based on an analysis of covariance model with factors of treatment and study center, and baseline pain intensity as a covariate. 
Nominal p-values are presented 
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Figure 3. Distribution of responder rates based on pain intensity at 48 h (intent-to-treat population) 

versus placebo (58.0%). The proportion of patients 
who reported at least a 50% reduction in pain intensity 
at 48 h was statistically significantly greater with 
tapentadol IR 50mg (64.79i); p=0.009), tapentadol 
IR 75mg (64.0'piJ; p=0.012), and oxycodone Hel IR 
lOmg (64.4%; p=O.OlO) compared with placebo 
(47.8 0/6). 

Patients were allowed to take up to two doses of 
acetaminophen 1 g during the first 12 h of the double
blind treatment period. A total of 55. I % of patients 
who received placebo took one or two doses of allowed 

acetaminophen, whereas a markedly lower number of 
patients in the active-treatment groups received one or 
two doses of allowed acetaminophen (tapentadol IR 
50 mg, 36.4%; tapentadol IR 75 mg, 27 .3%; oxycodone 
Hel IR lOmg, 32.0%). The percentage of patients 
who received rescue medication (analgesic other 
than the two allowed doses of acetaminophen) was 
highest for the placebo group (23.2%) compared with 
the active-treatment groups (tapentadol IR 50mg, 
6.2°/c); tapentadol IR 75 mg, 1.49{); oxycodone Hel IR 
10mg, 3.2%). 
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Table 3. Treatment-emergent adverse events occurring in -:::.5% of patients (safety population) 

Adverse event, 

n (°lr,) 
Placebo Tapentadol IR TapentadolIR Oxycodone HCI IR 

Nausea 

Vomiting 

Dizziness 

Headache 

Somnolence 

Pruritus 

Constipation 

Alanine aminotransferase increased 

IR, immediate release 

(n=69) 

12 (17) 

0 

7 (10) 

II (16) 

2 (3) 

2 (3) 

1 (1) 

1 (1) 

The percentage of patients who rated their status as 
'much improved' or 'very much improved' on the 
PGIC completed at the conclusion of the study or at 
early discontinuation was 83% in the tapentadol IR 
50-mg group, 88% in the tapentadol IR 75-mg group, 
and 86% in the oxycodone HCI IR 10-mg group com
pared with 65% in the placebo group. In addition, the 
overall distribution of PGrc scores was statistically sig
nificantly more favorable for the active-treatment 
groups compared with the placebo group (p<0.001). 

Primary safety analyses 

A statistically significantly lower percentage of patients 
reported nausea and/or vomiting in the tapentadol IR 
50-mg group (35%) compared with the oxycodone HCI 
rR 1O-mg group (59(1'0; p<O.OOl), and the correspond
ing result was reflected in the odds ratio of the compos
ite incidence of nausea and/or vomiting (0.36 [97.5% 
cr, 0.25-0.54 D. The percentage of patients who expe
rienced nausea and/or vomiting in the tapentadol IR 
75-mg group was lower (51 %) than in the oxycodone 
HCI IR 1 O-mg group (59%), but the difference margin
ally failed to reach statistical significance (p = 0.057); 
the odds ratio (0.72 [97.5% CI, 0.49-1.06]) of the com
posite incidence showed consistent results. 

Secondary safety analyses 

The percentages of patients reporting at least one TEAE 
were 68% for the tapentadol IR 50-mg group, 75% for 
the tapentadol IR 75-mg group, 83% for the oxycodone 
HCI IR 10-mg group, and 51 % for the placebo group. 
The most common TEAEs that were reported by ::::5% 
of patients in any group are shown in Table 3 and 
included adverse events typical of those associated 
with analgesics that have mu-opioid agonism (nausea, 
vomiting, constipation, dizziness, and somnolence). 
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50mg 75mg IOmg 

(n = 275) (n= 278) (n= 279) 

93 (34) 127 (46) 160 (57) 

34 (12) 77 (28) 72 (26) 

41 (15) 69 (25) 65 (23) 

56 (20) 52 (19) 73 (26) 

20 (7) 37 (13) 33 (12) 

14 (5) 23 (8) 28 (10) 

22 (8) 15 (5) 31 (11) 

8 (3) 7 (3) 14 (5) 

Tapentadol IR 50 mg was associated with a numerically 
lower incidence of all of these TEAEs compared with 
oxycodone HCl IR 10 mg (Table 3). Tapentadol IR 
75 mg was associated with a numerically lower inci
dence of nausea, headache, and constipation compared 
with oxycodone HCI IR 10 mg (Table 3); a similar inci
dence of vomiting, dizziness, and somnolence was 
reported for patients in these groups (Table 3). 

Across all treatment groups, less than 3% of patients 
experienced TEAEs that resulted in discontinuation 
from the study; the incidence was 1.1 % in the tapenta
dol IR 50-mg group, 2.9% in the tapentadol IR 75-mg 
group, 1.8% in the oxycodone HCl IR 1 O-mg group, and 
1.4% in the placebo group. No deaths were reported 
during the study. One patient in the oxycodone HCl 
IR 10-mg group experienced a treatment-emergent 
serious adverse event of deep vein thrombosis 28 days 
after receiving the final dose of study medication. 

Discussion 

This study extends the clinical assessments of tapenta
dol IR for the treatment of moderate to severe acute 
postoperative pain. This study was similar in design to a 
previous phase 3 studl, which was conducted in 
patients with moderate to severe pain follOWing bunio
nee to my; however, this study included prespecified 
stepwise comparisons to assess the superior efficacy of 
tapentadol IR and oxycodone IR compared with pla
cebo, non-inferior efficacy of tapentadol IR (50 and 
75 mg) compared with oxycodone HCl IR 10 mg, and 
differences in the incidence of nausea and/or vomiting 
between non-inferior analgesic doses of tapentadol IR 
compared with oxycodone IR. These comparisons were 
conducted to enable physicians to consider tapentadol 
IR within the context of the most commonly prescribed 
schedule II analgesic, which is commonly prescribed in 
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5- or 10-mg doses, alone or in combination formula
tions, to be taken every 4-6 h as needed for pain. 

The results of this trial confirmed those of a previous 
phase 3 trial conducted with tapentadol IR8. Multiple 

efficacy measures, including SPID over 12, 24, 48, and 
72 h, responder rates at 48 h, and the PGIC, consis
tently demonstrated that tapentadol IR 50 and 75 mg 
provided analgesic efficacy that was superior to that of 
placebo. These measures also showed that oxycodone 
H Cl IR 10 mg provided effective pain relief based on 
consistent separation from placebo. 

The safety and tolerability profile of tapentadol IR in 
this study was similar to that of tapentadol IR in pre
viously completed phase 2 and 3 trials in patients with 
moderate to severe acute postoperative pain (including 
bunionectomy and third molar surgery pain 
modclsf·H.14. The most commonly reported TEAEs 
(nausea, vomiting, dizziness, headache, somnolence, 
and constipation) in this study are all consistent with 
the gastrointestinal and central nervous system effects 
of centrally acting analgesics with mu-opioid receptor 
agonism. A low percentage of patients who received 
tapentadol IR discontinued the study because of 
adverse events, and these findings support previous 
observations of an improved gastrointestinal tolerabil
ity of tapentadol IR compared with oxycodone IR. 
Tapentadol IR 50 mg was associated with a lower inci
dence of nausea, vomiting, dizziness, headache, somno
lence, and constipation compared with oxycodone HCI 
IR 10 mg. The highest dose of tapentadol IR (75 mg) 
evaluated in this study was associated with lower inci
dences of nausea, constipation, and headache and sim
ilar incidences of vomiting, dizziness, and somnolence 
versus oxycodone HCI IR 10 mg. 

The efficacy of tapentadol IR 50 and 75 mg was sta
tistically non-inferior to that provided by oxycodone 
HCl IR 10 mg based on prespecified comparisons of 
mean SPID 48 values. The results of the primary analysis 
using the LOCF method for imputation of missing 
values were consistent with those of the sensitivity 
analyses using the BOCF and the WOCF methods for 
imputation. Similar study completion rates for patients 
in the tapentadol IR 50-mg (90%), tapentadol IR 75-mg 
(92%), and oxycodone HCI IR lO-mg (91 %) groups, 
as well as corresponding responder rates based on 
pain intensity, also suggest that patients in the active
treatment groups achieved similar levels of pain relief, 
despite a statistically significant difference in SPID48 

and apparent differences in the other SPID scores com
paring tapentadol IR 50 mg with oxycodone HCI IR 
10 mg. Prespecified tolerability comparisons demon
strated that tapentadol IR 50 mg was associated with 
a statistically Significantly lower incidence of nausea 
and/or vomiting versus oxycodone HCI IR 10 mg. 

These data also demonstrate that tapentadol IR 75 mg 
provides efficacy that is non-inferior to that of oxyco
done H Cl IR 10 mg, but the lower incidence of nausea 
andlor vomiting marginally failed to reach statistical 
significance. 

This study may be limited by the fact that patients 
were intensely monitored and received doses of study 
medication every 4-6 h. These aspects of the trial may 
not reflect real-world situations and may have intro
duced bias resulting in lower pain scores and higher 
reporting rates for adverse events. It is unclear if these 
potential biases influenced the study results; however, 
based on the double-blind design of the study, any bias 
would have been introduced across all treatment 
groups and unlikely to result in differences between 
treatment groups. 

The current study differs from the previously com
pleted phase 3 bunionectomy studl in allowing two 
doses of acetaminophen I g in the first 12 h of the 
double-blind treatment period; the allowed use of acet
aminophen was intended to improve completion rates 
in the current study. The percentages of patients who 
completed the double-blind treatment period in the 
previous phase 3 bunionectomy study, in which 
patients were discontinued after the intake of any 
rescue medication, were 500ft) in the placebo group, 
76% in the tapentadol IR 50-mg group, 80% in the 
tapentadol IR 75-mg group, 89% in the tapentadol IR 
100-mg group, and 86% in the oxycodone HCI I5-mg 
group8. The allowed use of two doses of acetamino
phen 1 g appears to have contributed to higher comple
tion rates in the current study (placebo, 71 %; 
tapentadol IR 50mg, 90%; tapentadol IR 75 mg, 92%; 
and oxycodone HCI IR 10 mg, 91 %) and improved effi
cacy for patients in the placebo group, but not for the 
tapentadol IR treatment groups. The relatively high 
placebo study completion rates observed in this study 
(71 % completion rate) and in the preViously completed 
phase 3 bunionectomy study8 (50% completion rate) 
are not unusual for postoperative pain studies. For 
example, other studies that have used postoperative 
bunionectomy pain models 1S, 16 have reported comple
tion rates as high as 97% for patients treated with pla
cebo in multiple-dose analgesic efficacy trials. 

Comparisons of mean SPID48 values between this 
trial and the preViously completed phase 3 studl 
show similar results for the tapentadol IR 50-mg and 
75-mg groups and higher mean values in the placebo 
group in the current study; the oxycodone groups 
cannot be compared because the administered doses 
differed between the trials (10 vs. 15 mg). The inci
dence of adverse events between the tapentadol IR 
50-mg, tapentadol IR 75-mg, and placebo groups in 
the two trials was also similar. In the previously 
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completed phase 3 trial, which demonstrated that 
tapentadol lR 100 mg provided efficacy that was non
inferior (for SPID48, based on a non-inferiority margin 
of 48) to that of oxycodone HCl IR 15 mg, a higher 
incidence of somnolence was observed with tapentadol 
IR 100 mg versus oxycodone HCl IR 15 mg (21 vs. 
10%, respectively). In the current phase 3 study, tap en
tadol IR (50 and 75 mg) provided efficacy that was non
inferior to that of oxycodone HCl IR 10mg, and the 
tapentadol doses were associated with a lower or sim
ilar rate of somnolence (tapentadol IR 50 mg, 7%; 
tapentadol IR 75 mg, 13%) compared with oxycodone 
HCl IR 10 mg (12%). The higher incidence of somno
lence observed in the previously completed phase 3 
bunionectomy trial has not been observed in other 
phase 3 trials of tapentadol conducted outside the post
operative setting 1 0, 17. 

Classic opioids provide analgesia via interactions 
with mu-opioid receptors, yet these interactions also 
cause unwanted gastrointestinal-related side-effects 
that can limit their tolerability in the postoperative set
ting I8

,19. Nausea and vomiting following surgery are 
estimated to occur in 25-30% of all postoperative 
patients and in 70-80% of high-risk patientszo.The 
most predictive risk factors for postoperative nausea 
and vomiting include female gender, a history of 
motion sickness or postoperative nausea and vomiting, 
nonsmoking status, and the use of opioids during and 
after surgery21 ,22. Although usually not life threaten
ing, postoperative nausea and vomiting can lead to 
dehydration, wound dehiscence, bleeding, hematoma, 
aspiration of gastric contents, and in rare cases esopha
geal rupture. They can also lead to the insufficient con
trol of postoperative pain and the undertreatment of 
pain. Currently, anti-emetics are commonly adminis
tered to manage postoperative nausea and vomiting; 
however, none are entirely effective for preventing 
postoperative nausea and vomiting, especially in high
risk patients23. Consequently, there is a need for highly 
effective analgesics with improved gastrointestinal 
tolerability such as that observed with tapentadol. 

Conclusions 

Consistent with the results from previous phase 2 and 
3 studies, tapentadol IR 50 mg and 75 mg statistically 
significantly relieve moderate to severe acute pain after 
orthopedic surgery compared with placebo; these dif
ferences in pain relief were felt to be clinically mean
ingful as well. The data also demonstrate that 
tapentadol IR 50 mg and 75 mg were non-inferior to 
oxycodone HC1 IR 10 mg for the treatment of acute 
pain, based on the primary efficacy endpoint of 
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SPID48 and the pre-specified margin of 48 points. 
The incidence of nausea and/or vomiting was numeri
cally lower for tapentadol IR 75 mg than for oxycodone 
HCIIR 10 mg. Tapentadol IR 50 mg is associated with a 
statistically significantly lower incidence of nausea 
and/or vomiting than oxycodone HCI IR 10 mg. 
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Erratum 

[Early Online citation] 
The Early Online version of this article published online ahead of print on 18 May 

2009 contained an author error in Figure 2 (p.lSS6) and Figure 3 (p.lSS7) in 
the labelling and key concerning the dosage of oxycodone HCL - this has been 

corrected to the correct dosage of 10 mg in the issue version of the article 
shown here (and as reposted on 5 June 2009). 
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Abstracts 

(220) Calcitonin nasal spray effective in limb pain following 
idiopathic brachial plexitis 

N Rudin; University of Wisconsin School of Medicine and Public Health, Madi
son, WI 

A 55-year-old man presented 4 years after developing idiopathic left 
brachial plexitis. Proximal weakness rapidly resolved, but forearm and 
intrinsic hand function never returned. He presented to our pain man
agement center with constant, severe, aching, deep left wrist and hand 
pain. He had been treated unsuccessfully for neuropathic pain with 
anti epileptics, antidepressants, opioids, and stellate ganglion block. Ex
amination revealed profound left forearm and hand weakness and at
rophy. Skin sensation was markedly diminished overthe wrist and hand. 
There was no allodynia or hyperalgesia, but pain was partially repro
duced with firm palpation. Plain radiographs revealed marked juxta
articular osteoporosis throughout the left wrist and hand. Calcitonin 
nasal spray was initiated at 200 international units daily. The patient 
reported marked reduction of wrist and hand pain within 2 weeks, and 
pain relief was still satisfactory 5 months after initiating calcitonin. This 
case illustrates the important clinical point that persistent limb pain 
associated with nerve injury is not necessarily neuropathic. A careful 
interview and examination may reveal other causes of pain and suggest 
new avenues for effective treatment. In this case, calcitonin nasal spray 
was highly effective for the treatment of bone pain due to osteoporosis 
associated with nerve injury. 

(221) Efficacy of IV lidocaine to treat pain and headache flare-
ups in the outpatient clinic 

) Krus2, SHall, D Cammarata, ) Cagle, L VN; Anodyne Headache and Pain Care, 
Dallas, TX 

Lidocaine has been used to treat neuropathic pain by virtue of its ability 
to block sodium channels and thus block neuropathic pain signaling. On 
the theory that migraines or other pain syndromes may also be neuro
pathically mediated, we tried treatment of refractory migraines and 
pain with this agent in the clinic. 64 patient! were treated (49 femalel15 
male) [average age 40.8 yrsl for refractory headaches and pain in the 
clinic. An IV line was started with pulse oximetry monitoring. Patients 
had failed at-home treatment for their pain/migraines. 97 IV infusions 
were given in this series for all clinical problems including neck and back 
radicular pain, TN, nerve entrapment, CRPS, anesthesia dolorosa, TMD 
and migraine. The beginning severity for migraines and pain was 6.93/10 
in severity before treatment and this was reduced to 3.27/10 in severity 
after treatment. This resulted in a significant decrease in pain and head
ache severity (p value of <.001) for treatment. 15 of 97 IV treatments 
(15%J of patients had complete abolishment of their migraines or pain. 
Average time of lidocaine infusion was 98.5 minutes and average dose 
was 256 mg of lidocaine. There were 4 patients with transient nausea 
and dizziness during infusion, easily arrested by stopping or slowing the 
infusion rate. No other side effects were seen with treatment. We con
clude that IV lidocaine can be used in the clinic for treatment of refrac
tory migraines as well as pain and that sodium channel over-activity may 
be playing a role in the maintenance or perpetuation of migraine head
aches, as well as neuropathic pain syndromes. Successful treatment per
mits choice of a sodium channel-active agent for oral prophylaxis of 
migraines or pain. The study also raises questions about mechanisms of 
aberrant neurotransmitter activity involving sodium channels playing a 
role in refractory migraine. 

P31 

(222) Analgesic efficacy of tapentadol immediate release in 
patients with pain from end stage joint disease 

C Hartrick, A Okamoto, C Oh, I Van Hove, ) Stegmann. D Upmalis; William 
Beaumont Hospital, Royal Oak, MI 
Tapentadol is a novel, centrally acting analgesic in a single molecule 
with a dual mode of action: mu-opioid receptor agonism and norepi
nephrine reuptake inhibition. The efficacy of tapentadol immediate 
release (IR) was studied in a double-blind, randomized, placebo-con
trolled, multicenter trial of candidates for primary joint replacement 
surgery for end-stage joint disease. A total of 659 patients, randomly 
assigned 1:1:1 :1, received an oral dose of placebo, tapentadollR SO or 75 
mg, or oxycodone IR 10 mg every 4 to 6 hours (max 6 doses/day) and 
were included in the efficacy analyses. The primary endpoint was the 
sum of pain intensity difference over 5 days (SPIDS_day); secondary end
points included SPID2_day and SPID lO_day' The tapentadol IR and oxyc
odone IR treatment groups showed significant improvements in pain 
relief as measured by SPlDs_day compared with placebo (P<O.OOl). The 
least-squares mean difference of SPIDS_day was similar for tapentadollR 
50 mg (101.2), tapentadol IR 75 mg (97.S), and oxycodone IR 10 mg 
(111.9). Additionally, tapentadollR SO and 75 mg and oxycodone IR 10 
mg were Significantly superior to placebo based on SPID2_day and SPID,,>_day 
(P<O.OOl). Overall, treatment-emergent adverse events were higher in 
the tapentadol IR 50 mg (52%), tapentadollR 75 mg (71 %), and oxyc
odone IR 10 mg (84%) groups than placebo (32%). Compared with 
oxycodone IR 10 mg, both doses of tapentadollR had lower incidences 
of reported nausea, (tapentadoIIR, :521%; oxycodone IR, 41%), vomit
ing (tapentadoIIR, ~14%; oxycodone IR, 34%), and constipation (tap
entadollR, :57%; oxycodone IR, 26%) at similar efficacy. The study find
ings demonstrate that tapentadollR 50 and 75 mg provided significant 
pain relief in patients with pain from end-stage joint disease and had a 
favorable gastrointestinal tolerability profile compared with oxycodone 
IR 10 mg. Johnson & Johnson Pharmaceutical Research and Develop
ment and Grunenthal GmbH supported this study. 

(223) Evidence for a combined mode of action underlying the 
broad efficacy profile of tapentadol, a novel centrally 
acting analgesic 

G Bahrenberg, ) De Vry, T Christoph, B Kogel, K Schiene, W Englberger, 
T Cremers, T Tzschentke; GrDnenthal GmbH, Aachen, Germany 

Society for Neuroscience abstract 
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New drugs: Tapentadol 
hydrochloride, tolvaptan, and 
benzyl alcohol 

ties required for potentially hazardous 
tasks such as driving or operating ma
chinery. The concurrent use of other CNS 
depressants, including alcoholic bever
ages, may result in an additive depres
sant etl'ect, and consideration should 
be given to reducing the dosage of the 
agent..<; implicated in such interactions. 
Patients with seizure disorders were 
excluded from the clinical studies of ta
pentadol, and the new drug must be used 
with caution in patients with a history of 
seizures or who are otherwise at greater 
risk of these problems. A more promi
nent warning regarding the risk of sei
zures is included in the labeling for tra
madol, but insufficient data are available 
comparing the two drugs with respect to 
this risk. 

Daniel A. Hussar 

Analgesic 
Tapentadol hydrochloride (Nucyn

ta-PriCara) is a centrally acting anal
gesic that acts via two mechanisms to 
relieve pain. Like the opioid analgesics 
(e.g., morphine, oxycodone), it is a mu
opioid receptor agonist, but unlike these 
agents, it also inhibits norepinephrine 
reuptake. The pharmacological actions 
ot' tapentadol are most similar to those 
of tramadol (e.g., Ultram), which has an 
opioid agonist action and also inhibits 
norepinephrine and serotonin reuptake. 
However, the opioid agonist action of ta
pentadol is stronger than that of trama
dol, and the new drug also has a greater 
potential t'or dependence and abuse. 
This risk is reflected by the inclusion of 
tapentadol in Schedule II under the pro
visions onhe Controlled Substances Act, 
as are the opioid analgesics, whereas 
tramadol is not a controlled substance. 

Tapentadol is supplied in an im
mediate-release tablet t'ormulation (a 
controlled-release t'ormulation is under 
development) and has been approved 
for the reliet' ot' moderate to severe acute 
pain in patients 18 years or older. Both 
tl'amadol and oxycodone are also avail
able in controlled-release formulations 
(e.g., Ultram ER, OxyContin) that are 
used over longer periods ot' time in the 
management ot' chronic pain. The indi
cation ['or certain ot' these t'ormulations 
(LJltram ER, OxylR) is t'or the reliet' ot' 
moderate to moderately severe pain. 

The etJectiveness ot' tapentadol has 
been demonstrated in studies in which 
it was compared with placebo and, to 
a more limited extent, with oxycodone. 
The percentages ot'patient..<; who showed 
reduction in pain intensity of 30% or 
greater. 01' 50% 01' greater, were signifi
cantly higher in the patient..<; treated with 
the new drug compared with placebo. 
The results of one study suggest that the 
analgesic henefit of tapentadol in a dose 
ot' 100 mg is similar to that provided by 
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oxycodone in a dose of 15 mg. 
The primary risk of the opioid ago

nists including tapentadol is respira
tory depression, and these agent..<; are 
contraindicated in patients with consid
erable respiratory depression or with 
acute or severe bronchial asthma or hy
percapnia, in unmonitored settings, or in 
the absence of resuscitative equipment. 
Caution must be exercised when tapen
tadol is used in patients with less seri
ous underlying pulmonary problems, as 
well as in elderly or debilitated patient..<; 
who are at greater risk of experiencing 
impaired pulmonary function. Opioid 
analgesics may increase cerebrospinal 
fluid pressure as a result of respiratory 
depression, and they must be used with 
caution in patients with head injury, in
tracranial lesions, or other sources of 
increased intracranial pressure. 

Like the other opioid agonist..<;, tap
entadol is contraindicated in patients 
with paralytic ileus. Because these 
agents may cause spasm of the sphinc
ter of Oddi, caution must be exercised 
when they are used in patient..<; with bili
ary tract disease, including acute pan
creatitis. 

The adverse events most often re
ported in the clinical studies of tapen
tadol include nausea (30%), vomiting 
(18%), constipation (8%), dizziness 
(24%), and somnolence (15%). In the 
studies in which some patients received 
oxycodone, the incidence of gastrointes
tinal events was lower with tapentadol. 
Because of it..<; central nervous system 
(CNS) depressant action, patients 
should be advised that tapentadol may 
impair the mental and/or physical abili-

Tapentadol has an abuse potential 
that is considered similar to that of hy
dromorphone (e.g., Dilaudid), and it is 
classified in Schedule II. Although con
cerns about addiction and abuse should 
not prevent the proper management of 
pain, patients should be informed about 
these risks, and appropriate cautions re
garding the use of tapentadol should be 
observed. 

Tapentadol is classified in Pregnan
cy Category C and should only be used 
during pregnancy if the anticipated ben
efit outweighs the risk to the fetus. The 
drug should not be used in women during 
and immediately bet'ore labor and deliv
ery or in women who are breast-feeding. 
The effectiveness and safety of the new 
drug in patients younger than 18 years 
have not been established. 

Serotonin syndrome has been re
ported infrequently in patients treated 
with medications that inhibit reuptake 
of serotonin and/or norepinephrine. The 
risk is increased by the concurrent use of 
serotonergic drugs such as selective se
rotonin reuptake inhibitors (e.g., f1uox
etine [e.g., Prozacj), serotonin and nor
epinephrine reuptake inhibitors (e.g., 
venlat'axine [e.g., Effexor j), tricyclic 

The New Drugs column informs readers about new chemical and 
ic entities approved for marketing by the U.S. Food and Drug 

Anrni.,i"j""tinn The column is written by Contributing Editor Daniel A. 
ussar, PhD, Remington Professor of Pharmacy, Philadelphia College of 

n",nl>.r.v. University of the Sciences in Philadelphia. 
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antidepressant.'l (e.g.. amitriptyline). 
and triptans (e.g.. sumatriptan [e.g .. 
Imitrex]). as well as monoamine oxidase 
inhibitors (MAOls [e.g .. tranylcypromine 
{e.g .. Parnate}]). which inhibit the me
tabolism of serotonin. Use of tapentadol 
is contraindicated in patients currently 
taking an MAOI or who have been treat
ed with an MAOI within the previous 14 
days. 

Following oral administration. the 
absolute bioavailability of tapentadol 
is approximately :~2% because of ex
tensive first-pass metabolism. Most of 
a dose of the drug is metabolized via 
glucuronidation. and it is metabolized 
to only a limited extent via cytochrome 
1'450 (CYP) metabolic pathways. Tapen
tadol is not likely to interact with other 
medications via pharmacokinetic mech
anisms. whereas tramadol is extensively 
metabolized via CYP pathways and has a 
greater potential to interact with other 
medications that inhibit. induce. or com
pete tor these pathways. 

Tapentadol and its metabolites are 
excreted almost entirely via the kidneys. 
Only 3% of a dose of the drug is excreted 
in unchanged torm. An adjustment in 
dosage is not considered necessary in 
patients with mild or moderate renal 
impairment or with mild hepatic impair
ment. The drug has not been studied in 
patient.'l with severe renal or severe he
patic impairment. and it.'l use is not rec
ommended in these patients. 

The dosage of tapentadol should be 
individualized according to the sever
ity of the patient's pain. the previous 
experience of the patient with similar 
drugs. and the ability to monitor the 
patient. The usual dosage is 50. 75. or 
100 mg every 4 to 6 hours depending on 
the intensity of the pain. When initiating 
treatment. if adequate pain relief is not 
attained with the first dose. the second 
dose may be administered as soon as 1 
hour later. Subsequent doses should be 
administered every 4 to 6 hours. Total 
daily doses greater than 700 mg on the 
J'irsL day and 600 mg on subsequent days 
have not been studied and are not rec
ommended. 

In patients with moderate hepatic 
impairment. the recommended initial 
dosage is 50 mg with the interval be-
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tween doses no less than 8 hours. In 
elderly patients. consideration should 
also be given to starting treatment with 
a dose of 50 mg. 

Tapentadol immediate-release tab
lets are supplied in 50-. 75-. and 100-mg 
potencies. 

Agent for hyponatremia 
Hyponatremia is generally defined 

as a serum concentration of less than 
135 mEq/L. Sodium is the primary con
stituent of serum osmolality. and a nor
mal serum concentration is essential for 
proper physiologic function. Patients 
with hyponatremia may be asymptom
atic but. although considerable varia
tion among individuals exist.'l. symptoms 
are generally present when the serum 
sodium concentration decreases below 
120 mEq/L. Neurologic symptoms may 
develop as a result of edema in the brain 
caused by fluid shifts and can range in 
severity from mild symptoms such as 
headache to more severe events such 
as confusion. seizures. paralysis. coma. 
and death. 

Dilutional hyponatremia is the most 
common form of hyponatremia and oc
curs when total body water increases. 
thereby diluting serum sodium concen
trations. The hormone arginine vaso
pressin (A VP). also known as antidiuret
ic hormone. regulates water loss from 
the body by altering water permeability 
of the renal collecting ducts. primarily 
by acting at V2 receptors. ExceSSive se
cretion of A VP can cause hyponatremia 
by inducing water retention by increas
ing free-water reabsorption from the 
renal collecting ducts. thereby diluting 
serum sodium. Dilutional hyponatremia 
may be further classified as euvolemic 
or hypervolemic. depending on the vol
ume status of the patient. In euvolemic 
hyponatremia. total body water is slight
ly increased and the volume of the ex
tracellular fluid (ECJ<') compartment is 
normal. whereas in hypervolemic hypo
natremia. total body water is greatly in
creased and the ECF volume is expanded 
with associated edema and pitting. The 
concentration of AVP is usually elevated 
in both euvolemic and hypervolemic hy
ponatremia. 

Ilypervolemic hyponatremia is often 

associated with underlying conditions 
such as congestive heart failure. cirrho
sis of the liver with ascites. nephrotic 
syndrome. and renal failure. Euvolemic 
hyponatremia is commonly associated 
with the syndrome of inappropriate an
tidiuretic hormone (SIADIl). which is 
often present in endocrine and certain 
other disorders. Treatment of hypona
tremia depends on factors such as the 
underlying cause of the sodium imbal
ance. volume status of the patient. the 
presence of symptoms. and the severity 
of symptoms. Conventional treatment 
options have included Iluid restriction. 
hypertonic (3%) saline solution. diuret
iCS. and selected other agents (e.g .. dem
eclocycline. lithium). In 2006. conivap
tan (Vaprisol) was marketed for treating 
euvolemic hyponatremia. and its indica
tions were subsequently expanded to al
so include hypervolemic hyponatremia. 
Conivaptan is an AVP antagonist that 
acts primarily at V2 receptors but also 
has affinity for V1 A receptors. Its action 
results in aquaresis. or excretion of free 
water. It is administered intravenously 
in hospitalized patients for a period of 
treatment that should not exceed 4 days. 

Tolvaptan (Samsca-Otsuka) is a 
selective vasopressin V2 receptor an
tagonist that is administered orally. It is 
specilically indicated for treating clini
cally significant hypervolemic and eu
volemic hyponatremia (serum sodium 
<125 mEq/L or less marked hypona
tremia that is symptomatic and has re
sisted correction with fluid restriction), 
including patient.'l with heart failure. cir
rhosis. and SIADII. The etfectiveness of 
the new drug was demonstrated in stud
ies in which patients were treated for 30 
days with tolvaptan or placebo. Serum 
sodium concentrations increased to a 
significantly greater degree in tolvaptan
treated patients as early as 8 hours af
ter the first dose. and the change was 
maintained tor 30 days. The percentage 
of patients needing fluid restriction was 
significantly less in the tolvaptan-LreaL
ed group. 

Tolvaptan has not been studied in 
patients in whom an urgent need exists 
to raise serum sodium acutely. and it is 
contraindicated in these patients. Its use 
is also contraindicated in patients who 
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are anuric. in patients for whom clini
cal benefit would not be expected. and 
in patients with hypovolemic hyponatre
mia. Because tolvaptan induces copious 
aquaresis. which is normally partially 
olTset by fluid intake. dehydration and 
hypovolemia may occur. This risk is 
greater in potentially volume-depleted 
patient..'l receiving diuretics or those who 
are fluid restricted. 

The most important risk associated 
with the use of tolvaptan is too rapid 
correction of hyponatremia (e.g.. > 12 
mEqlU24 hours). which may cause os
motic demyelination syndrome result
ing in dysarthria, dysphagia. lethargy. 
spastic quadriparesis. seizures. coma. 
and death. This is the subject of a boxed 
warning in the product labeling direct
ing that treatment with tolvaptan be ini
tiated and reinitiated only in a hospital 
where serum sodium concentrations 
may be closely monitored. Fluid restric
tion during the lirst 24 hours of treat
ment with tolvaptan may increase the 
likelihood of overly rapid correction of 
hyponatremia and should generally be 
avoided. The new agent is contraindicat
ed in patient..'l who are unable to sense or 
appropriately respond to thirst because 
of an increased risk of an overly rapid 
correction of serum sodium. 

The adverse events most often re
ported in the clinical studies of to Iv apt an 
include thirst (16%). dry mouth (13%). 
pollakiuria (extraordinary urinary fre
quency) or polyuria (11 %). asthenia 
(9%), constipation (7%). and hypergly
cemia (6%). Gastrointestinal bleeding 
was experienced by 10% of the patients 
with Cirrhosis who were being treated 
tor hyponatremia. 

The acute reduction of the ECF vol
ume associated with the use of to Iv apt an 
may result in increased serum potas
sium concentrations. These concentra
tions should be monitored after initia
tion of treatment with the new drug in 
patients with a serum potassium greater 
than 5 mEq/L. as well as in those also 
being treated with medications known 
to increase serum potassium concentra
tions (e.g .. potassium-sparing diuretics. 
angiotensin-converting enzyme inhibi
tors. angiotensin receptor blockers). 
When tolvaptan was used in patients 

........ , .... 

who were being treated with another 
agent that increases serum potassium. 
the incidence of hyperkalemia was ap
proximately 1 to 2% higher. 

Tolvaptan is classified in Pregnancy 
Category C. Although whether it is ex
creted in human milk is not known. a 
decision should be made to discontinue 
nursing or not use the drug. The effec
tiveness and safety of tolvaptan in pedi
atric patients have not been established. 

The absolute bioavailability of 
tolvaptan is not known. but at least 40% 
of a dose is absorbed and peak con
centrations observed 2 to 4 hours after 
administration. The drug is extensively 
metabolized via the CY1'3A metabolic 
pathways and eliminated entirely via 
nonrenal routes. Dosage adjustment is 
not necessary in patient..'l with hepatic 
and/or renal impairment. although the 
drug would not be effective in patients 
who are anuric. 

The exposure to tolvaptan is mark
edly increased by strong CY1'3A inhibi
tors (e.g .. ketoconazole [e.g .. Nizoral]. 
itraconazole [e.g.. Sporanox], clar
ithromycin [e.g .. Biaxin], telithromycin 
[Kctek], indinavir [Crixivan), neltinavir 
[Viracept], ritonavir [Norvir], saquina
vir [Invirase)). and concurrent use is 
contraindicated. A substantial increase 
in exposure to tolvaptan should also be 
anticipated with the use of a moderate 
CYP3A inhibitor (e.g .. fluconazole [e.g., 
Diflucan], erythromycin. diltiazem [e.g .. 
Cardizem], verapamil [e.g.. Calan], 
aprepitant [Emend)). and concurrent 
use should generally be aVOided. The 
consumption of grapefruit juice has also 
been reported to increase exposure to 
tolvaptan. and patient..'l should be ad
vised to not drink this beverage during 
treatment. 

Conversely. the exposure to tolvap
tan may be substantially reduced by CY-
1'31\ inducers (e.g .. rifampin [e.g .. Rifa
din], barbiturates. carbamazepine [e.g .. 
Tegretol], phenytOin [e.g .. Dilantin], St. 
John's wort). and concurrent use may 
necessitate an increase in dosage of the 
new drug. 

Tolvaptan is both a substrate and 
inhibitor of 1'-glycoprotein (P-gp). When 
used concurrently with a P-gp inhibitor 
such as cyclosporine (e.g .. Neoral). a 
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reduction in dosage of tolvaptan may be 
necessary. The concurrent use of tolvap
tan and digoxin. a P-gp substrate. has 
been reported to result in a 1.3-told in
crease in the exposure to digoxin. 

Initiation or reinitiation of treat
ment with tolvaptan should be done in a 
hospital so that the response to therapy 
and the risk of complications may be 
closely monitored. The usual initial dos
age is 15 mg once a day. After at least 
24 hours. the dosage may be increased 
to 30 mg once a day and. as needed. to 
a maximum of 60 mg once a day. Dur
ing initiation and dosage titration. pa
tients should be frequently monitored 
tor changes in serum electrolytes and 
volume and for neurologic status. Fluid 
restriction should be avoided during the 
first 24 hours of therapy. and patients 
should be advised that they can continue 
ingestion of fluid in response to thirst. 
When tolvaptan treatment is discon
tinued. patients should be advised to 
resume fluid restriction and should be 
monitored for changes in serum sodium 
and volume status. 

Tolvaptan tablets are supplied in 15-
and 30-mg potencies. 

Pediculicide 
For many years. benzyl alcohol has 

been included as a component of numer
ous nonprescription combination prod
ucts that are applied topically and has 
also been used as an excipient in some 
solutions that are administered intrave
nously. However. most recently. it has 
been evaluated for therapeutic use as 
a pediculicide. and its approval for this 
purpose is the basis for its being desig
nated as a "new" drug. 

1\ lotion tormulation of benzyl alco
hol (Ulesfia-Sciele) has been approved 
for prescription use for the topical treat
ment of head lice infestation in patient..'l 
6 months of age or older. It is thought to 
inhibit lice from closing their respiratory 
spiracles. thereby allowing the lotion ve
hicle to obstruct the spiracles and caus
ing the lice to asphyxiate. This mecha
nism of action distinguishes benzyl al
cohol from other pediculicides such as 
permethrin (e.g .. Nix). pyrethrins with 
piperonyl butoxide (e.g .. RID) that are 
available without a prescription. and Iin-
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dane and malathion (Ovide). It has been 
suggested that the mechanism of action 
of benzyl alcohol makes it less vulner
able to the development of resistance, 
although the previously marketed agents 
continue to be highly effective. However, 
unlike it..<; predecessors, benzyl alcohol 
does not have ovocidal activity. 

The etl'ectiveness of benzyl alcohol 
was demonstrated in two vehicle-con
trolled studies in which the lotion was 
applied twice, with an interval of 1 week 
separating the two applications. In both 
studies, approximately 75% of patients 
were free of live lice 14 days after the 
second treatment. Although benzyl alco
hol has not been directly compared with 
other pediculicides in clinical studies, 
experience with the other agents has 
usually been associated with successful 
treatment in more than 90% ofpatient..<;. 

Pyrethrins with piperonyl butoxide 
are also approved for treating pubic lice 
and body lice infestation and lindane for 
pubic lice infestation. Permethrin and 
lindane are also approved for treating 
scabies. However, these are not labeled 
indications for benzyl alcohol at the 
present time. 

The adverse events most often ex
perienced with the use of benzyl alcohol 
lotion include pruritus (12%), ocular ir-
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ritation (6%), application-site irritation 
(2%), and application-site anesthesia 
and hypoesthesia (2%). The intravenous 
use of products containing benzyl alco
hol has been associated with neonatal 
gasping syndrome, with manifestations 
including gasping respirations, metabol
ic acidosis, and hypotension. Although 
the risk of this complication is extremely 
low with the topical use of benzyl alco
hol, its safety has not been demonstrat
ed in patients younger than 6 months, 
and the product should not be used in 
children below this age. 

Benzyl alcohol is classified in Preg
nancy Category B. Whether it is excreted 
into human milk is unknown, and cau
tion should be exercised if it is used by a 
nursing woman. 

Benzyl alcohol is a liquid that is for
mulated in a concentration of 5% and 
supplied as a white topical lotion in 8-oz 
bottles. The product labeling should 
be consulted for the guidelines for the 
amount of lotion to be used per treat
ment, which are based on the length of 
the hair. Patients with medium-length 
hair (4-16 in) may need up to three 
bottles of lotion, and those with long hair 
may need up to six bottles. The lotion 
should be applied to dry hair in a quan
tity sutricienL Lo completely saLurate the 

scalp and hair. After 10 minutes, the 
lotion should be completely rinsed off 
with water. Exposure of the eyes to the 
lotion should be aVOided. If the lotion 
does come in contact with the eyes, the 
eyes should be immediately flushed with 
water. 

After the lotion has been washed off 
the hair, a One-Looth comb may be used 
to remove dead lice and nits from the 
hair and scalp. Although benzyl alcohol 
kills lice, it is not ovocidal and does not 
get rid of the lice eggs. Therefore, a sec
ond treatment is needed 1 week after the 
first treatment. In contrast, with the use 
of permethrin, a single treatment is usu
ally sufficient. 

Benzyl alcohol lotion should be used 
as part of an overall lice management 
program. All recently worn clothing and 
hats, as well as bedding and towels, 
should be washed in hot water or dry 
cleaned. Personal care items such as 
combs, brushes, and hair clips should be 
washed in hot water. 

Daniel A. Hussar. PhD 
Remington Professor of Pharmacy 
Philadelphia College of Pharmacy 
University of the Sciences in Philadelphia 

doi: 10.13311JAPhA.2009.09534 
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(300) A randomized. double-blind study of OROS® hydromor
phone extended release compared to placebo in opioid
tolerant patients with moderate-to-severe chronic low 
back pain 

M Hale, R Rauck, SO, M Kutch; Goldcoast Research, Weston, FL 

Chronic low back pain (LBP) contributes substantially to both individual 
and societal healthcare burden and work-related disability often requir
ing treatment with around-the-clock opioids, This was a 1Z-week. ran
domized, placebo-controlled, double-blind trial evaluating the efficacy 
and safety of once-daily OROS'" hydromorphone extended-release (ER) 
in the treatment of chronic LBP in opioid-tolerant patients, Patients 
who had a diagnosis of moderate-to-severe chronic LBP and required 
daily scheduled opioid analgesics (oral morphine equivalent doses be
tween 60 - 320 mgfday) for 2:2 months prior to screening. were eligible 
for inclusion. Following a dose conversion, patients were enrolled in 
a 2-4 week titration phase. Those patients who established a stable 
dose of study medication were randomized to receive either OROS 
hydromorphone ER (individually titrated to 12, 16, 24, 3Z. 40. 48, or 64 
mg doses) or placebo. Immediate-release hydromorphone (Z, 4. or 8 
mg) was supplied as rescue medication, The primary efficacy variable 
was the mean change from baseline to week 12 or final visit in average 
weekly pain intensity scores on 11-point Numeric Rating Scale (NRS) 
obtained from patient diaries. Secondary efficacy variables included 
the mean change from baseline to the entire 12-week treatment phase 
(AUC analysis) based on diary NRS scores, mean change from baseline 
to each post-baseline clinic visit based on visit NRS scores. time to treat
ment failure, patient global assessments, disability assessment rescue 
medication use. and total drop-out analysis, Safety assessments included 
overall adverse events (AEs), serious AEs, vital signs, standard laboratory 
tests, and ECG, Full efficacy and safety results will be presented, (This 
study was supported by Neuromed Pharmaceuticals,) 

(301) Efficacy and safety of tapentadol ER for chronic low back 
pain: results of a randomized. double-blind. placebo- and 
active-controlled phase III study 

R Buynak, D Shapiro, A Okamoto, f Van Have, M Etropolski; Northwest Indiana 
Center for Clinical Research, Valparaiso,IN 

The efficacy and safety of tapentadol ER for chronic low back pain were 
evaluated in a randomized, double-blind, active- and placebo-controlled 
phase III study that included a 3-week titration period and 12-week main
tenance period, Randomly assigned patients (N = 981) received con
trolled adjustable doses of tapentadol ER (100-250mg), oxycodone HCI 
CR (20-50mg), or placebO bid; 965 patients were evaluable for safety 
and 958 for efficacy. The change from baseline in mean pain intensity 
(measured by an ll-point numerical rating scale) was measured at 
Week 12 of the maintenance period using the last observation carried 
forward for miSSing values. Pain intensity declined significantly more 
with tapentadol ER (mean, -2.9; standard deviation. 2,66; P < 0.001) 
and oxycodone CR (-2,9. Z.52; P < 0,001) than placebo (-2,1.2.33), The in
Cidence of treatment-emergent adverse events (TEAEs) during the study 
were 59.6%, 75.5%, and 84,8%, respectively. for the placebo, tapentadol 
EH, and oxycodone CR groups; the incidences of specific TEAEs, respec
tively, were 9,1%, 20.1 %, and 34.5% for nausea; 1.6%. 9,1%. and 
19.2% for vomiting; 5,0%, 13,8%. and 26,8% for constipation; 5,6%, 
11.9%, and 17,1% for dizziness; and 2.5%, 13,Z%, and 16.2% for somno
lence. The incidences of serious AEs (SAEs) were 0,9% in the placebo 
group, 2.2% in the tapentadol ER group, and 3,4% in the oxycodone 
CR group; no specific SAE was reported by >1 patient per treatment 
group. Considerably more patients treated with oxycodone CR discontin
ued treatment due to AEs during the entire study (32,3%) and during the 
titration period (26.5%) compared with tapentadol ER (16,7% and 
10,7%, respectively) and placebo (4.7% and 2.5%), In this study, tapenta
dol ER effectively relieved chronic low back pain with better gastrointes
tinal tolerability and fewer discontinuations due to AEs. especially during 
the titration of study medication. than oxycodone CR. (Study supported 
by Johnson & Johnson Pharmaceutical Research & Development, LLC 
and Grunenthal GmbH,) 

Abstracts 

(302) Does the use of short-acting opioid for breakthrough 
pain improve pain scores and quality of life in chronic 
pain patients? 

K Luu, B Huh; Duke University Medical Cente!; Durham, NC 

Breakthrough pain (BTP) is a pain which comes on abruptly for short pe
riods of time and is not alleviated by a patient's normal pain manage
ment. BTP may have significant impact on a patient's quality of life and 
on health care costs. We examined whether the use of short-acting opi
oid for BTP improves pain scores and the functional status in chronic 
pain patients, After obtaining institutional review board approval, the 
medical records of patients on chronic opioid seen in the Duke Pain Clinic 
over a two month period were reviewed, The control group comprised of 
patients taking a stable dose of long-acting opioid for greater than 3 
months, while the BTP group had patients who were taking long-acting 
opioid (> 3 months) plus short-acting opioid for BTP on an as-needed ba
sis, The visual analog score (VAS) and Brief Pain Inventory (BPI) scores 
(measuring seven quality of life parameters including general activity, 
mood. ability to walk, affects on normal work, relationship, sleep. and 
enjoyment of life) between the two groups were compared, A total of 
92 patients were selected with 51 patients (17 males, 34 females; mean 
age 52.4 years) in the control and 41 patients (20 males and 21 females, 
mean age 53.1 years) in the BTP group. Our study did not detect a statis
tical difference in the VAS or BPI scores (quality of life parameters) be
tween the two groups (range of p = 0,42 to P = 0.9). Although patients 
in the BTP group used more total oral morphine equivalent opioid 
per day than the control group (114 mg vs. 79,7 mg, p<0,0002) and had 
longer duration of care in the pain clinic, this latter result did not reach 
statistical significance (72 months vs. 67 months, p = 0.42), 

(303) Long-term use of narcotics by patients with chronic pan-
creatitis pain: A case study from Taiwan 

C Chang, C Chien, C Tseng, P Hsu; National Bureau of Controlled Drugs, Taipei, 
Taiwan 

In recent years. chronic illness had brought the tremendous influence to 
human health. In Taiwan, when patients with chronic intractable non
cancer pain needed long-term use of narcotics. they had to be approved 
by RACCDMU (Review and Approval Committee on Controlled Drugs for 
Medical Use, Department of Health), In this study, we utilized 2005-2007 
case data reviewed by RACCOMU to analyze the medication, follow-up, 
and related risk factor of patient with chronic pancreatitis, This research 
analyzed 34 cases with chronic pancreatitis in Z005-2007. The average 
age of male and female was 39.3 and 46.0 y/o, respectively. We mainly dis
covered: (l)There is a preponderance male patient in all cases (male:32, 
female:2), Further, approximately 85.3% male cases had heavy drinking 
records; contrariwise. all female cases weren't alcoholism. (2)The five 
narcotics used frequently: Pethidine Inj. 50mgfml (41,Z%). Morphine 
tab. 10mg (38,2%), Morphine Sulfate Sustained Release Tab, 30mg 
(35.3%). Fentanyl patch 25-50ugfh (23,5%), and MST Continus Tab, 
60mg (20.6%). It appeared that some patients received more than one 
kind of narcotics. (3)Additionally. 55,9% patients were associated with 
psychological problems, Regarding patients' follow-up. 25 patients still 
continued to use; however, 6 patients already quitted and 3 patients 
had deceased. In summary, excessive drinking may be a risk factor of 
chronic pancreatitis; however, the other pathogenic causes (such as: 
genes, etc.) need further studies, Moreover. because chronic pancreatitis 
often attacks repeatedly, the majority of physicians prescribe Pethidine 
and long-acting opioids to alleviate patients' pain simultaneously. 
Finally, in order to avoid patients becoming addicted, hospitals must 
establish appropriate treatment plans for patients to reduce use of 
narcotics gradually, 
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(304) Importance of opioid side effects in pain management 
from patient perspective 

W Kwong, A Gasik, S Voeller, S Kavanagh, R Gregorian; Johnson and Johnson 
Pharmaceutical Services, U. C, Raritan, NJ 

Opioids provide efficacious treatment for moderate to severe pain but 
they are often associated with dose-limiting side effects. This study exam
ined the relative importance of pain relief and opioid side effects in pa
tients' preferences for pain medication. A total of 618 patients (302 acute 
pain and 316 chronic pain) who had received scheduled opioids within 
the past 3 months completed an internet survey related to their experi
ence with opioid medications, including an adaptive conjoint analysis 
(ACA) experiment. In the ACA experiment, patients reviewed 20 pairs 
of hypothetical opioid pain medications described by varying levels of 
two or three of the following attributes: pain relief efficacy (reduction 
of 1 to 4 points on the ll-point NRS); incidence rates of nausea (15 to 
75%), vomiting (5 to 45%), constipation (5 to 35%), drowsiness (5 to 
25%) and pruritus (0 to 20%). For each pair of products, patients were 
asked to state their relative preference for one product over another as
suming all other product characteristics were equal. Forty-four percent of 
patients reported experiencing nausea, 17% for vomiting, 58% for con
stipation, 76% for drowsiness, and 29% for pruritus from their recent 
opioid medications. Results of ACA found opioid side effects explained 
76% of patient preference and pain relief explained only 24%. Nausea 
and vomiting were the most important side effects, accounting for 
23% and 26% of patient preference, respectively, followed by constipa
tion (12%), pruritus (11 %) and drowsiness (4%). Acute and chronic pain 
patients had similar results. The relative importance of side effects was 
confirmed in an open-ended question where 51% of patients identified 
side effect reduction as an unmet need for opioids, with pain relief iden
tified by only 27% patients. Reduction of opioid-related side effects was 
identified as an important area for the improvement of pain treatment 
from the patient perspective. (Funded by Johnson & Johnson Pharmaceu
tical Services, L.L.C) 

(305) The efficacy and safety of buprenorphine transdermal 
system (BTOS) in subjects with moderate to severe low 
back pain: a double-blind study 

DSteiner, C Munera, M Hale, S Ripa, C Landau; Purdue Pharma, L.P, Stamford, a 
This multicenter, randomized, double-blind, double-dummy, active com
parator, parallel-group study employed an enrichment design. Subjects 
who demonstrated analgesic benefit and tolerability with BTOS 20 treat
ment in the run-in period were randomized to receive BTOS 20 q7 days, 
BTOS 5 q7 days, or OxylR® capsules 40-mg daily (10 mg q6h), and match
ing placebos in the 12-week double-blind phase. There were 660 male 
and female adult subjects with chronic low back pain in the full analysis 
population. Analysis of the primary efficacy variable "average pain over 
the last 24 hours" scores collected at double-blind weeks 4, 8, and 12 re
sulted in significant treatment differences for BTOS 20 vs BTOS 5 (P < .001) 
and for OxylR'" vs BTOS 5 (P < .001). Three secondary variables were ana
lyzed using a step-wise gate-keeping approach for multiple comparisons. 
Subjects randomized to BTDS 20 reported significantly less sleep distur
bance (P < .001) and decreased use of s'M'plementai analgesic medication 
(P = .006) vs BTDS 5. Analyses of OxylR vs BTOS 5 were not significantly 
different for any secondary endpoint. 49%, 55%, and 35% of subjects in 
BTOS 20, OxylR, " and BTOS 5 groups, respectively, demonstrated a 30% 
improvement in pain. There was 1 death (drowning) in the run-in period, 
considered unrelated to treatment. The nature and frequency of treat
ment-emergent adverse events observed (BTOS 5, [58%1; BTOS 20, 
[77%1; OxyIR®, [71 %J) were similar for those systemic events expected 
with opioid agonists and for application site reactions associated with 
transdermal preparations. Clinical laboratory tests and vital signs did 
not reveal any apparent safety concerns. This study demonstrated the an
algeSic efficacy and safety of BTOS 20 for the relief of moderate to severe 
chronic low back pain. (Funded by Purdue Pharma L.P.) 

S51 

(306) A randomized. double-blind. placebo- and active-con
trolled phase III study of tapentadol ER for chronic low 
back pain: analysis of efficacy endpoint sensitivity 

M Etropolski, C Rauschkolb-LOffler, D Shapiro, A Okamoto, C Lange; Johnson & 
Johnson Pharmaceutical Research and Development. L. L. c.. Titusville, NJ 

This phase III study evaluated the efficacy and safety oftapentadol ER for 
the relief of moderate-to-severe chronic low back pain over a 3-week ti
tration period and a 12-week maintenance period. Randomized patients 
received controlled adjustable doses of tapentadol ER (100-250mg), oxy
codone HCI CR (20-50mg), or placebo bid. The change from baseline in 
average pain intensity (PI) at Week 12 of the maintenance period was 
measured using the last observation carried forward (LOCF) for missing 
values. Sensitivity analyses to assess the impact of imputation method 
used baseline observation carried forward (BOCF), worst observation 
carried forward (WOCF), placebo mean imputation (PM I), and modified 
BOCF based on the patient's global impression of change. Of the 981 
randomized patients, 965 were evaluable for safety and 958 for efficacy. 
Compared with placebo, tapentadol ER significantly reduced PI at Week 
12 using LOCF (P < 0.001) and all other imputation methods (P = 0.003 or 
better). Oxycodone CR significantly reduced PI at Week 12 using LOCF 
(P<O.OOl), PM I, and modified BOCF, but not BOCF orWOCF. Significantly 
higher proportions of patients taking tapentadol ER responded with 
2:30% (P < 0.001) and 2:50% (P = 0.016) improvements in PI compared 
with placebo at Week 12. Oxycodone CR did not differ significantly 
from placebo in the number of patients with 2:30% or 2:50% improve
ments in PI. Oxycodone CR was associated with higher incidences of 
treatment-emergent adverse events (TEAEs; 84.8%) and discontinuations 
due to TEAEs (31.7%) than tapentadoJ ER (75.5% and 16.7%, respec
tively) or placebo (59.6% and 4.4%). The higher tolerability-related dis
continuation rate of oxycodone CR likely impacted sensitivity analyses 
that more conservatively accounted for discontinuations and the inabil
ity to maintain treatment through Week 12. Tapentadol ER effectively 
relieved chronic low back pain using all imputation methods with an 
improved tolerability profile. (Study supported by Johnson & Johnson 
Pharmaceutical Research & Development, L.L.c. and Grunenthal GmbH.) 

(307) An open label study of oxymorphone extended release in 
patients with chronic neuropathic pain 

S Nalamachu, A Chhatre, A Reece; International Clinical Research Institute, 
Overland Park, KS 

Neuropathic pain (NP), a complex condition with hypoesthesia, allody
nia, and hypersensitivity, can develop subsequent to nerve damage and 
is difficult to treat with substantial negative effects on patient quality 
of life (QoL). ~iabetic neuropathy, postherpetic neuralgia, and neuropa
thy secondary to chemotherapy are NP conditions. Treatment may re
quire combinations of therapies (antidepressants, antiepileptics, topical 
anesthetics, opioid analgesics), yet can result in unacceptable adverse 
events (AEs), including sedation and cognitive dysfunction. A single 
effective analgesic might decrease the likelihood of AEs and potentially 
improve QoL. This single-center, open-label, 12-week study is evaluating 
the efficacy and safety of oxymorphone extended-release (ER) in opioid
tolerant NP patients (n = 30). Patients must be aged 18 to 75 years with 
chronic (>6 months) pain secondary to documented neuropathy; women 
must use approved birth control. Exclusion criteria include: uncontrolled 
pain, opioid allergy, alcohol or substance abuse, previous oxymorphone 
use, medically-significant severe asthma. Breakthrough pain therapies 
and other medications previously used for NP (excluding long-acting opi
oids) can continue at the same dose. Oxymorphone ER will be used at the 
closest lowest dose to patients' previous opioid therapy. At 2,4,8, and 12 
weeks, patients complete the Brief Pain Inventory (BPI), Pain Quality 
Assessment Scale (PQAS), and Sleep Quality Assessment (SQA). Efficacy 
endpoints are BPI average daily pain intensity (question 5) change from 
baseline at 12 weeks (primary) and changes from baseline for other ques
tions on the BPI, PQAS, and SQA (secondary). AEs are recorded through
out for onset, severity, outcome, and relationship to treatment. This 
study is designed to determine if oxymorphone ER will alleviate NP of 
>6 months duration. Preliminary data suggest that patients tolerated 
oxymorphone ER well (with no serious AEs), had effective meaningful 
pain relief, and showed improvement in sleep quality. (Supported by 
Endo Pharmaceuticals Inc, Chadds Ford, PA.) 
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f
; 'University of British Columbia, 

Vancouver, British Columbia, Canada; 2University of Toronto, Toronto, 
Olltario, Canada; 'Calgary, Alberta, Canada; ·University of Alberta, 
Edmonton. Alberta. Canada 

BACKGROUND CONTEXT: Controversy and inconsistency surround 
the oncologic management of primary bone tumors of the spine (PBTS). 
Previous case series suggest the Enneking Classification and its emphasis 
on resection margin can be applied safely and effectively, appearing to de
crease local recurrence and mortality. Stronger levels of evidence support
ing its effectiveness should facilatate standardization of care. 
PURPOSE: The purpose of this study is to determine whether applying 
the Enneking Classification, and its principles of surgical margin, to the 
management of PBTS significantly decreases: \. local recurrence and 
2.mortality. 
STUDY DESIGN/SETTING: An ambispective multi-center Cohort 
StUdy. 
PATIENT SAMPLE: Inclusion criteria were PBTS treated with surgi
cal resection between Jan 1982 and Jan 2008 at one of four tertiary 
spine oncology centers. Patients with known metastatic disease and re
vision surgery were excluded. Baseline demographic and surgical vari
ables were recorded. Patients were staged using the Enneking system. 
Based on the final pathology report of an experienced MSK Tumor Pa
thologist patients were divided into 2 cohorts: those resected with intra
lesional margins(control) and those with marginal or wide margins(en 
bloc). 
OUTCOME MEASURES: Survivor analysis with the endpoints of 
local recurrence and mortality. Peri operative and postoperative 
complications. 
METHODS: The 2 cohorts were compared for local recurrence and sur
vival using Kaplan-Meier survival curves and log-rank test. To further re
fine results, covariate analysis was conducted using Cox proportional 
hazard model. Age, gender, tumor grade (low and high), adjuvant therapy 
and spine level were evaluated together with treating center variable for 
their impact on the relationship between the study group and outcomes. 
Significance was decided by p-value less than 0.05. 
RESULTS: A statistically significant decrease in local recurrence 
(p=OJ)OOI) was observed in favor of wide or marginal (en bloc) resection. 
In patients with local recurrence there was a significant increased risk of 
mortality, (p<O.OOOI). There was a trend to decreased mortality in the 
en bloc resection group, not statistically significant (p=O.3). Complica
tions were higher in the en bloc group but these did not have an adverse 
effect on early or late mortality. 
CONCLUSIONS: In spine oncology centers, the application of the En
neking classification when managing PBTS significantly reduces local re
currence. Optimal management for PBTS should utilize the Enneking 
Classification to minimize local recurrence and probably increase survival. 
FDA DEVICEIDRUG STATUS: This abstract does not discuss or include 
any applicable devices or drugs. 
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187. Injection Treatment Effectively Reduces Lower Back Pain 
Associated with Lumbar Spinal Stenosis in Older Adults 
Virginia Briggs', Patricia Franklin, MD, MPH, MBA 2

, 

Thomas McLaughlinf. Wenjun Li, PhD
f
, David Lombardt', Mark Kaplan, 

MO'. Mark Eskunder, MD'; 'University of Massachusetts Medical School 

(Worcester), Worcester, MA, USA; 2Worcester, MA, USA; 3Liberty Mutual 
Research Institute, Hopkinton, MA, USA 

BACKGROUND CONTEXT: Lumbar spinal stenosis (LSS) is a common 
condition that causes pressure on the spinal cord and nerve roots, resulting 
in lower back and leg pain. LSS is commonly caused by degenerative 
changes in older adults. Treatments to reduce pain include both surgical 
and non-surgical interventions. Many physicians and patients choose 
non-surgical methods for treatment such as injections. As the proportion 
of older adults in the general population grows each year, it is expected 
that degenerative changes associated with LSS will increase. Older patients 
may likely continue to seek alternative, less invasive treatments for their 
lower back pain. However, much of the research to date has been con
ducted among younger patients with LSS. 
PURPOSE: Injection treatment is a commonly used non-surgical proce
dure to alleviate lower back pain. Information is lacking about the effec
tiveness of injection treatment, particularly in older adults. This study 
quantified the amount of pain relief reported by adults 60 years and over 
who were diagnosed with degenerative lumbar spinal stenosis, a common 
cause of lower back pain in older adults. 
STUDY DESIGN/SETTING: Patients scheduled for injection treatment 
were prospectively selected from a high volume spine center. 
PATIENT SAMPLE: All patients; 60 years old, who had been diagnosed 
with lumbar spinal stenosis and were scheduled to receive an injection for 
lower back pain at the Spine Center were eligible. Diagnosis of LSS was 
confirmed using Magnetic Resonance Imaging reports and clinical notes. 
Exclusion criteria included previous lumbar injection in the past 6 
months, lumbar surgery within the past 2 years and history of lumbar 
fracture. 
OUTCOME MEASURES: The SF-36 Questionnaire is one of the most 
frequently used questionnaires to assess health related quality of life in 
patients with back pain. In this study, two components were used; the Pain 
sub-score of the PCS (primary outcome) and the MCS (covariate). 
METHODS: Patients were enrolled between January I and July 1,2008 
and followed for 3 months. Post-injection Pain scores were compared to 
baseline using T-tests and univariate and multivariate regressions. 
RESULTS: Of 78 patients meeting study inclusion criteria, the mean Pain 
score at baseline was 28.6, 43.2 at I month and 38.0 at 3 months. Using t
tests between baseline and I month and between baseline and 3 months, 
mean Pain scores were significantly improved in all patient characteristic 
categories at both timepoints. Change in Pain score was examined using 
univariate and multivariate mixed models for all patient characteristics. 
Higher emotional status (SF-36 MCS) was associated with improvement 
in pain at one month in both univariate (p=0.09) and multivariate 
(p=0.02) models. It was found that for every 10 points a patient's MCS 
increased, there was an increase of almost 4 points of their Pain score. 
Change in Pain score was not significant at 3 months. 
CONCLUSIONS: Injection treatment effectively decreases lower back 
pain in older adults with lumbar spinal stenosis. Clinicians will have more 
information available about pain relief when discussing treatment options 
with their older patients. In addition, higher emotional status increases the 
amount of pain relief experienced at 1 month following injection. Clini
cians may choose to recommend mental health treatment for patients with 
low emotional status prior to beginning injections. 
FDA DEVICE/DRUG STATUS: This abstract does not discuss or include 
any applicable devices or drugs. 

doi: 1O.1016fj.spinee.2009.08.228 

188. Gastrointestinal Tolerability of Tapentadol Extended Release 
Treatment for Chronic Low Back Pain 
Harvey Leslie, MDf, Douglas Shapiro, MD, PhD2
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BACKGROUND CONTEXT: Tapentadol is a new, centrally acting anal
gesic with 2 modes of action, ~l-opioid receptor agonism and norepineph
rine reuptake inhibition. 
PURPOSE: To determine the efficacy and gastrointestinal (GI) tolerability 
of tapentadol extended release (ER) for treatment of moderate to severe 
chronic low back pain. 
STUDY DESIGN/SETTING: A randomized, double-blind, placebo- and 
active-controlled trial with controlled dose adjustment. 
PATIENT SAMPLE: Adults with baseline mean pain intensity 5.0 (0-10 
NRS). 
OUTCOME MEASURES: Efficacy was assessed as reduction from base
line in mean pain intensity (0-10 NRS) through a 12-week maintenance pe
riod; last observation carried forward was used for imputing missing 
values. Tolerability measures included incidences and intensity of treat
ment-emergent adverse events (TEAEs), and TEAEs that led to study 
discontinuation. 
METHODS: During an initial 3-week period, randomized patients were 
titrated to bid doses of tapentadol ER, oxycodone HCI controlled release 
(CR), or placebo providing an optimal balance of efficacy and tolerability. 
During a subsequent 12-week maintenance period, patients were allowed 
to make additional dose adjustments, if necessary, as long as the total daily 
dose was within the allowed ranges of 200-500 mg tapentadol ER or 40-
100 mg oxycodone CR. 
RESULTS: The study included 981 randomized patients (intent-to-treat 
population, n=958; safety population, n=965). Tapentadol ER and oxyco
done CR improved mean pain intensity scores more than placebo from 
baseline to Week 12 of the maintenance period (least-squares mean differ
ence, 0.8 and 0.9, respectively; P<O.OOI for both); percentages of patients 
reporting 30DIe (39.7% vs 27.1%; P<O.OOI) and 50% (27.0% vs 18.9%; 
P=0.016) improvement at Week 12 (patients who discontinued were 
non-responders) were significantly higher for tapentadol ER than placebo, 
respectively, while results versus placebo were not significant for oxyco
done CR (30%: 30.4%, P=0.365; 50%: 23.3%, P=0.174). In the tapenta
dol ER, oxycodone CR, and placebo groups, respectively, TEAEs were 
reported by 75.5%, 84.8%, and 59.6% of patients, and GI TEAEs were re
ported by 43.7%, 61.9%, and 26.3% of patients; specific incidences were 
nausea, 20.1 %, 34.5%, and 9.1 %; vomiting, 9.1 %, 19.2%, and 1.6%; and 
constipation, 13.8%, 26.8%, and 5.0%, respectively. TEAEs led to study 
discontinuation in 16.7% of the tapentadol ER group, 31.7% of the oxyco
done CR group, and 4.4% of the placebo group; GI TEAEs led to discon
tinuation in 5.3% of the tapentadol ER group, 18.3% of the oxycodone CR 
group, and 1.3% of the placebo group and included nausea (1.6%, 11.3%, 
and 0.3%), vomiting (2.5%, 7.0%, and 0%), and constipation (1.3%, 4.3%, 
and 0%). Most TEAEs were mild to moderate in intensity across all treat
ment groups. For tapentadol ER, oxycodone CR, and placebo, respectively, 
incidences of GI TEAEs that were severe in intensity were nausea (1.6%, 
3.4%, and 0.3%), vomiting (1.3%, 1.8%, and 0%), and constipation (0.3%, 
4.0%, and 0%). 
CONCLUSIONS: In addition to an analgesic effect versus placebo, tapen
tadol ER 100-250 mg bid demonstrated better GI tolerability than oxyco
done CR 20-50 mg bid, as evidenced by reduced incidence and intensity 
of, and fewer discontinuations due to GI TEAEs. The tolerability of tapen
tadol, especially concerning GI TEAEs, should facilitate patients remain
ing on long-term treatment as required for the management of moderate to 
severe chronic low back pain. 
}<'DA DEVICEIDRUG STATUS: Tapentadol ER: Investigational/Not ap
proved; Oxycodone CR: Approved for this indication. 

doi: 10.10 16/j .spinee.2009.08.229 

189. Does Erythropoietin Combined with Steroids Rapidly Reverse 
Acute Sciatic Nerve Motor Palsy? 
Bradley Weiner, MD!. Kenneth Mathi/; 'Houston, TX, USA 

BACKGROUND CONTEXT: Background Context: Sciatic nerve in
jury resulting in acute motor palsy is a potentially devastating conse
quence of either neurological compression (herniated disc, spinal canal 
stenosis) or traction (iatrogenic injury(battered root, sciatic traction». 
Recent studies have demonstrated neuroprotective and neurotrophic roles 
for erythropoietin; with animal models demonstrating accelerated func
tional recovery. 
PURPOSE: Purpose: In this paper, the authors report the use of erythro
poietin for this purpose in adults with acute sciatic motor nerve palsies. 
STUDY DESIGN/SETTING: Study Design: Case series. 
PATIENT SAMPLE: Patient Sample: Three patients with acute sciatic 
nerve motor palsy. 
OUTCOME MEASURES: Outcome Measures: Motor function following 
treatment. 
METHODS: Methods: From October to November 2008, three cases of 
acute sciatic motor nerve palsy presented within our combined academic 
orthopaedic/spine unit. One was due to herniated lumbar disc at L4-L5; 
one was due to traction injury during total hip replacement via a posterior 
approach; and the third was due to stretch injury following total knee ar
throplasty with valgus deformity. Prior to treatment with erythropoietin 
and steroids, two had no motor function and one had grade 1/5 motor func
tion. Following appropriate consent, all three were treated with 40 mcg of 
erythropoietin combined with either IV or oral steroids. 
RESULTS: Results: All three patients regained motor function within 
24 hours; two with 515 strength and one with 415 strength. All were 515 
on six weeks follow-up. 
CONCLUSIONS: Conclusion: The untreated natural history of acute sci
atic motor nerve palsies is unfavorable; generally, only a third recover 
complete strength and it takes, on average, about two years to do so. While 
small case series' are generally of little value; the findings of this current 
series coupled with recent animal model findings and the favorable side-ef
fect profile of erythropoietin suggests a significant potential impact with 
small relative risk. Further study is indicated. 
FDA DEVICE/DRUG STATUS: Erythropoietin: Not approved for this 
indication. 

doi: 10. 101 6/j.spinee.2009.08.230 

190. Experimental Efficacy and Safety Study on a New Navigatable 
Percutaneous Disc Decompression Device (L'Disq) - Histologic 
Evaluation and Thermo-Mapping in Human Cadaver Spines 
Sang-Heon Lee, MD, PhD', Richard Derby, MD2, Yung Chen, MD', Jeong
Eun Lee!, Young-Ki Hong", Lee Wolfer, MD2, Ki-Bong Roh4

, Seok Kang", 
Sang Wun Kim5

, Bong Su Kant', Sung-Youn Ch05
, Chang Mo Hwang, 

MD4; I Korea University Medical Center, Seoul, South Korea; 2Daly City, 
CA. USA; 3Spinal Diagnostics & Treatment Center, Daly City, CA, USA; 
4Seoul, South Korea; 5Kyunggi-do, South Korea 

BACKGROUND CONTEXT: Advanced percutaneous techniques have 
been developed to treat discogenic low back pain. However, a major short
coming of these techniques is the inability to access the posterior annulus, 
which is a common location of anular tears or herniation. We developed 
the L'DISQ which is a minimally-invasive device for percutaneous disc de
compression using radiofrequency energy with funding from the Korean 
Health Industry Development Institute (KHIDI). The tip of the L'DISQ 
can be placed into the posterolateral or posterocentral annulus to decom
press a herniated nucleus or ablate sensitized nocioceptors. With this tech
nological advance, we will be able to expand minimally invasive 
treatments of discogenic low back pain. 
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Editorial 

Tapentadol for acute and chronic . 
pain 
Paul Sloan 
Unit'mit} of {(entuc!ey Medical (nttT. D,pamnent o{Allertbcsio/QIf}I 800 Rose St .. SUik N212. 

Lexington. kYo USA 

Expm Opin. Pbarmacolber. (2010) 11(11):1783-1785 

TapentadollR has been evaluated for acute pain management in the treatment of 
postsurgical dental and bunionectomy pain [lO.llj. These surgical models have estab
lished the analgesic efficacy of tapentadol IR as compared to placebo and o~co
d~The onset of perceptible pain relief is approximately 1 h. and duration of 
analgesic action is 2 - 4 ~. This compares with pharmacokinetic data of time to 
peak rapentadol concentration after IR administration of 0.8 h and an elimination 
half-life of 4.5 h [10j. These studies among patients with acute pain suggest a lower 
incidence of nausea, vomiting and constipation compared with oxycodone. 
although the incidence of gastrointestinal side effects was dose-related with tapenta
dol. A clinical trial of tapenradol for postsurgical dental pain entered 400 patients 
and found the incidence of nausea and vomiting lower. but not statistically 

10.1517/14656566.2010495870 © 2010 Intorma UK Ltd ISSN 1465-6566 1783 
All rights reserved' reproduction In whole or In part not permitted 
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Tapentadol for acute and chronic pain 

significant, compared with 60 m of mor hine doses ~. opioid-treared patients. Future studies must be carried out 
}penta 0 IR sbeen evaluated for 'chronic' opioid therapy over a prolonged time period () year) to verifY whether this 

with a 12-week study among patients with chronic low back placebo response would be sustained. Also, should clinicians 
or chronic osteoarthritis pain (121. Pain control was similar seek a large drop (~ 3) on the pain rating scale from patients 
for patients on tapentadol IR or oxycodone IR. While the rrialed on chronic opioids in order to jllstifY contjnllance of 
incidence of gastrointestinal side effects was high in all chronic opioid therapy for chronic pain? Patients taking tapen-

(

patients, GI side effecrs were statistically lower among patients radol ER had improved physical activity compared with the 
rre' ted with ta entadol 50 or 100 fig (44%) com ared with placebo group, suggesting that pain physicians should look 
patients treated with oxycodone R (64%). Opioid conversion for improved patient activity from chronic opioid therapy 
.tables are difficult to produce and validate among diverse pop- and not JUSt pain relief scores \ 
Illations of patients; however, It appears to this reviewer that a There remain several Questions regarding the clinical phar- ( __ ••• 

[
dose of tapencadol 50 mg is approximately equal to a dose macology of capentadol for pain relief. The analgesic has not 
of oxycodone 10 mg;t Large-scale additional clinical trials been studied in patients with chronic renal or liver disease, 
will be required to further estimate the equianalgesic dose of nor in the elderly or among pregnant women. The drug has-::::> 
tapentadol compared with standard opioid analgesics. ~ l not been srudied for the treatment of cancer pain. Patients 

Tapentadol ER has been evaluated in one 12-week clinical with neuropathic pain, such as gainful diabetic peripheral 
trial for the treatment of chronic low back pain [4J. Patients neuropathy, ha~(fsu I r u!Cea hi her 0 151ihdoses than 
were randomized prospectively to receive tapentadol ER, parieQts wit nOCiceptive pain (13l. Tapentadol, with a dual 
oxycodone ER or placebo, titrated to pain relief, and fol- analgesic mechanism of action, may provide better analgesia 
lowed for 3 months. More than 320 parients entered each for neuropathic pam than current opioid analgesics. One c1in-
treatment group, with 47 and 52% of atients com letin ical trial of ta ntadol for the treatment of diabetic ainful 
t e pace 0 an tapenta 0 arms of study, respectively, and beuro ath showed ood e ca an tolerabili . Initi11--
40% of patients completing the oJO'codone arm. TapemaciRl ( studies 0 ta ncado use' mouse mo e neuro athi r 
ER and oxrcodone ER both provided parienrs pain relie{ pam s owe at ta entadol was more oeent than mor hine 
with a drop in mean pain intensity rating of approximately in a model ofh eral es' [151 . e initial studies oftapenta-
3 on a a - 10 numeric pain rating scale :4J. However. tapen- 401 suggest fewer GI side effects than current 0plolds; 
fadol ER was associated With a much lower incidence of however, additional srudies - especially long-term among 
Gl side effects (nausea, vomltln constipation) compared chroni£J?~jn patients - are required for further clarification. 
~it oxyco one ER. In addition. both opioids resulced..in (Tapentadol seems to be an improvement on tramadol as an) 
improved physical functioning of p·uients [oj Tapentadol analgesic; however, caution is still advised by the manufac-
ER was found in (his well-designed, lar eros ective trial turer in prescribing ta entadol in atients with a histo of 
to provi e ana gesla as compared with a standard C!!rrent seizures, or concomitant use of serotoner ic deu . ince 
opioid, oxycodone FR C'Jenly additional and looger- tapentadol inhibits norepinephrine reupcake, it is contraindi-
term clinical rrials are necessary to verify whether GI ca~e;!JdLiJ·IJ,..j .... iftl!S"'fiIQi:ii":m4~;;arrmre=~iai~:::wmbic@!bJ.j~~ 
side effects are lower with tapentadol as compared to tradi- inaily, it is probable that tapentadol can become a 
tional 0 ioids such as mor bine, h dromor hone, fent 1 1£!:ming and may be used or diverted for non-medical use, *-
transdermal, and methadone. can currently available oral 0 ioids. 

The above srudy on op;oids for chronic pain relief (4J raises In cone usion, tapentadol has been developed as a unique 
several interesting issues for physicians concerning the treat- rong analgesic that has been found to be effective in both 
ment of chronic nonmalignant pain. Of note, the placebo nimal models and clinical trials of acute aod chronic paio. 
group sustained a decrease of 2 on the 0 - 10 pain ratio scale f the GI side-effect protlIe is truly superior to current opioid 
for t e 12-wee rn . 47%) treated analgesics, we will be one step further in our search for an 
with placebo acquired pain good as the effective opioid analgesic devoid of side effects. 
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The role of record linkage in post-marketing drug surveillance 

I. K. CROMBIE 
Medicines Evaluation and Monitoring Group, Ninewells Hospital, Dundee 

Introduction 

(Skegg, 1980). Several groups have investigated 
different systems for record linkage in PMDS 
and the nature and size of the populations under 
study are shown in Table 1. 

The central feature of all these studies is their 
use of a computerised medical, database. With 
the exception of the Oxford Group, these medical 
data have been collected, coded and computerised 
for financial or administrative purposes. Thus, 
they can be conveniently and cheaply used for 
the follow-up of patients in PMDS studies. 

The Tayside record linkage system 

~~~tJw~;m~§iD~~tLQ!!]~~~~ The essential features and advantages of record 
linkage as well as its limitations can be illustrated 0 

Record linkage 

by considering a study which we have recently I';' " '-.., ""L 
completed in Tayside on the drug cimetidine. -r. - -r . \~ '3 
The advanta e of Ta side for t conduct of r t ' 

l PMDS stu les IS t at every person registered 'I"'\-X--\..I--7--\-
with a GP has been allocated a unique number, L ,",,-. L.. 

die so called Commumty Health Number. This 
The term record linkage refers to a method of number provides the method Of identlticatioD_ >'\ 

bringing together information about an indivi- and access to separate computer files which 
dual from different records, although it is most contain patient biographical details, details of all 
often used to describe the linkage of records hospital discharges, death notifications and also 
about every individual in a large population eve 0 ment recor s 

Table 1 Nature and size of record linkage population 

Nature of Population 

Members of the Kaiser-Permanente 
Health Centre, San Francisco 
Population of Finland 

Members of Group Health 
Cooperative. Seattle 
Patients of 20 General 
Practitioners, Oxford. England 
Residents of Tayside. Scotland 
Medicaid recipients in the States 
of Michigan and Minnesota, USA 

Size 

120000 
4600000 

250000 

43000 
400 000 

1440000 

77S 

Reference 

Friedman et al. (1971) 

IndllnplUln-HeikkiUt (1977) 

lick et al. (1979) 

Skegg & Doll (1981) 
Crombie et al. (1984) 

Jones et al. (1984) 
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Details of the methods and results of the feasi
bility study which we conduct~d using the drug 
cimetidine have been published elsewhere 
(Crombie etal., 1984). Brie~y, the pr~scripti~ns 
for cimetidine which were dIspensed 1D TaysIde 
over a 9 month period were obtained from t~e 
Prescription Pricing Division. The Commumty 
Health Numbers of those who had been pre
scribed cimetidine were identified manually by 
matching the name and address of the prescrip
tion to a complete alphabetic listing of Tayside 
residents. The computerized hospital discharge 
records were then searched to retrieve the mor
bidity data on the cimetidine recipients. To assist 
in the interpretation of the follow-up data on the 
cimetidine takers, we selected an equal number 
of community based controls matched to the 
drug takers by age, sex and General Practition~r. 
The feasibility study showed that Commumty 
Health Numbers could be allocated to a high 
proportion (76%) of prescription~ and.that ~ata 
on the hospital discharges of patients Identified 
could be retrieved. 

Details of the discharge diagnoses among the 
cimetidine takers and an equal number of con
trols are shown in Table 2. The drug takers ex
perienced large excesses of many diseases, most 
notably of the digestive system, but also of many 
other systems including the musculoskelet~l ~nd 
the respiratory systems. Remarkably, similar 
results were obtained in a separate PMDS study 
of cimetidine (Colin-Jones et al., 1981) suggest
ing that the pattern of disease excess is a true 
reflection of the morbidity experience of the 
cimetidine takers. Fuller consideration of these 
morbidity data indicates that the dise~ excesses 
may arise through non-causal drug-dlsease asso
ciations (Crombie et al., 1984). ~me exam~les 
of the associations and an outline of poSSIble 
methods to overcome the problems which they 
pose are given in the next section. 

Non-causal drug-disease associations 

The problem of non-causal drug disease ~cia
tions was raised by Skegg & Doll (1981) 10 the 
Oxford Record Linkage Study. These authors 
identified several categories of non-causal drug
disease associations in their study and examples 
from the cimetidine data are shown in Table 3. 
The excess of peptic ulcer could arise because it 
is a disease for which cimetidine is prescribed 
and the drug could also be .prescribe~ for t~e 
indigestion occurring with hi~tus herma, agam 
accounting for the excess. It IS well known that 
non-steroidal anti-inflammatory drugs cause 
gastric irritation for which cime~idine mi~t be 
prescribed. The excess of respIratory dtse.ase 
could occur if as has been suggested (Bouchier, 
1981), smoki~g is also a risk factor for peptic 
ulcer. 

These and possibly other categories of non
causal drug-disease associations will be a common 
feature of cohort studies of PMOS and constitute 
one of the major obstacles to the detection of 
adverse drug reactions. This was not a limitation 
of the cimetidine study since it was intended to 
assess the feasibility of record linkage for PMOS, 
to identify methodological problems, and to 
suggest ways to overcome these problems. ~t was 
not intended to assess the safety or otherwtse of 
cimetidine and it would be premature to do so. 
Cohort studies of PMDS are at an early stage of 
development and there is a need for critical 
assessment and discussion before we can be con
fident of their ability to detect previously un
suspected adverse reactions. Three possible 
approaches to the problem of non-c~usal drug
disease associations are considered 10 the next 
section. 

Solutions for problems 
The similar drug control group 
The ideal would be to obtain as a control group, 

Table 1 Number of discharge diagnoses in major disease groupings 

Number of discharge diagnoses 
Disease group (ICD" No.) Cimetidine Contro/b Ratio 

Digestive system (52(}-579) 515 52 9.9 

Signs. symptoms and ill-defined 
conditions (780-799) 195 62 3.1 
Musculoskeletal system (71(}-739) 72 38 1.9 
Neoplasms (140-239) 163 87 1.9 
Respiratory system (460-519) 93 53 1.8 

Circulatory system (390-459) 199 116 1.7 

89th Revision of the ICD. 
bEqual number of controls matched by age, sex and GP 
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Table 3 Categories of non-causal drug disease associations 

Type 
Example with 

cimetidine takers 
Number of 

discharge diagnoses 

Drug is a treatment for 
the disease 

Peptic ulcer 

Drug is a treatment for a 
complication of the disease 

Hiatus hernia 15/0 

Drug is treatment for unwanted 
effects of other drugs 

Musculoskeletal 
disease and NSAID 

72138 

Confounding Respiratory disease 
via smoking 

93/53 

aRatio of discharges among cimetidine takers/controls 

a set of patients who resembled the drug takers 
in all ways except exposure to the drug under 
scrutiny. Inman (1981) has suggested using as 
controls those patients taking a drug which is 
chemically or pharmacologically similar and is 
marketed for the same indications as the index 
drug. This is an attractive approach suitable for 
record linkage and one which should be adopted 
where possible. But it may not solve all problems 
because of the difficulty of finding a drug which 
is marketed for and prescribed to an identical set 
of patients. For example, a newly marketed drug 
might be prescribed more frequently to patients 
with newly diagnosed disease or who did not 
respond to or were intolerant of previous therapy. 
In contrast, a doctor may be reluctant to pre
scribe a new drug, with which he has little ex
perience, to pregnant women or young mothers, 
or to patients who are seriously ill with other 
diseases. 

The careful analytical approach 

Friedman (1972) has proposed that drug-disease 
associations be assessed and those of potential 
interest be investigated further. He has outlined 
several criteria for the assessment which include 
the strength and statistical significance of the 
association as well as expert clinical and pharma
cological appraisal. 

Pre-prescription morbidity analysis 

A third approach to the problem is to investigate 
the morbidity of the drug takers prior to the 
prescription of the drug. The rationale for this is 
that adverse reactions will only occur after the 
drug has been prescribed, so that excesses of 
diseases seen in both the pre- and the post
prescription period will have another explana
tion. This analysis is possible with record linkage 
because the relevant data are already computer-

ised and can be easily accessed. Table 4 shows 
the average number of discharges per year for 
the periods 2-5 years pre-prescription, 1 year 
pre-prescription and 1 year post-prescription for 
three diseases which showed excesses in the 
post-prescription period. Peptic ulcer is a disease 
in which some patients show a history of recur
rence so that we would expect to see an excess 
among cimetidine takers dating back over several 
years. In contrast, gastrointestinal haemorrhage 
shows a very large excess in the first year prior to 
drug prescription, suggesting that the bleeding 
may have led to cimetidine being prescribed. 
For musculoskeletal disease the excess among 
cimetidine takers dates back over many years, 
which is consistent with the non-causal explana
tion given in Table 3. 

Clearly in the conduct of PMDS studies it 
would be advantageous to utilise all three 
approaches. 

The consequences of spontaneous morbidity 

A second problem revealed by the feasibility 
study is the large amount of spontaneous (i.e. 
not drug induced) morbidity which was observed. 
Thus, 401 of the 3802 controls had at least one 
hospital discharge in the 12 month follow-up 
period, and there were a total of 654 discharges 
among the controls. This morbidity could have 
an important limiting effect on the ability of 
cohort PMOS studies to detect adverse reactions. 
The problem is that we are not simply trying to 
detect a few cases of a unique disease (adverse 
reaction), but rather to detect the additional 
cases (induced by the drug) of a disease which 
also occurs among the controls. The conse
quences of this have been pointed out previously 
(Wardelletal., 1979; Lewis, 1981), but may have 
been overlooked by some authors (Inman, 1981; 
Rawlins, 1984). The problem is illustrated in 
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Table 4 Pre-prescription morbidity analysis 

Pre-prescription 
2-5 years 1 year 

Post-prescription 
1 year 

Peptic ulcer 64/6- 195/3 20712 
Gastrointestinal 

haemorrhage 010 8211 2111 
Musculoskeletal 

disease 41122 74138 72138 

• Average number of discharges per year: cimetidine takers/controls 

Table! Cohort size to detect adverse reactions of frequency lIHW 

Background frequency 
of disease 

Example of disease 
occurring with that 

frequency 
Skeof 

cohort of drug IIlkersb 

3/10 000 
1/1000 
11100 

Cancer of the large bowel 
Stroke 

14000 
26000 
In 000 Heart disease 

-At the 5% significance level (one-tailed) with power of 90%, using the equation 
~ven by Schlesselman (1974). 
An equal number of control patients will also be required. 

Table 5 which shows the size of cohort study 
which would be needed to detect an adverse 
reaction occurring among one patient per 
thousand, given different background fre
quencies of the disease. 

If the disease occurred with a very low fre
quency among the controls say that of cancer of 
the large bowel, then a cohort of 14000 drug 
takers and a similar number of controls would be 
required to detect an adverse reaction (for a 
significance level of 5% , and a power of 90% ). If 
the disease occurred among the controls at the 
same frequency as stroke, a cohort of 26000 
would have to be recruited. However, if the 
disease occurred as commonly among the con
trols as heart disease then a cohort of nearly 
180 000 would be required. Note that an equal 
number of suitable controls would also have to 
be recruited. These statistical calculations show 
that in practice adverse reactions of a frequency 
of one in a thousand will seldom be detected. 

The advantages and UmitatioDS of record linkage 

The advantages of record linkage derive from its 
use of a computerised medical database which 
provides convenient and cheap follow-up data, 
so that studies using this method may cost less 
than one tenth of alternative methods (Crombie 
et a/., 1984). Further, because the follow-up 

period can be extended for as long as desired, 
record linkage may be the only method suitable 
for the detection of adverse reactions such 
as cancer which take many years to develop. 
Because it does not require the cooperation 
of physicians or other professional groups, the 
method will enable many drugs to be investigated. 
In addition, record linkage enables morbidity in 
the pre-prescription period to be investigated to 
identify non-causal drug-disease associations. 

Some record linkage systems will also enable 
the investigation of potential drug induced con
genital abnormalities. This is possible if there is a 
link between computerised records of mother 
and baby, and the way such a study could be 
conducted in Tayside has already been described 
(Crombie, 1984). lick etal. (1981) have reported 
a study on the possible link between vaginal 
spennicides and congenital disorders using record 
linkage. 

It is an interesting irony that the source of the 
advantages of record linkage, the computerised 
database, is also the cause of most of its limita
tions. The medical data are collected, coded and 
computerised for financial or administrative 
purposes. Thus the accuracy and precision of 
coding of disease may not be of the standard 
required for medical research. Further, the dis
eases are coded to the International Oassification 
of Diseases, which may not be the most appro
priate code for the detection of potential adverse 
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Table ., ICD codes to which janudice might be allocated 

Disease group Description lCDcolJe& 

Skin Jaundice (yellow) 782.4 

Infectious disease Jaundice, febrile 70.1 
(acute) 

Blood Jaundice, haematogenous 283.9 

Metabolic Jaundice idiopathic 277.4 
(chronic) 

Liver Jaundice, malignant 570 

Biliary tract Jaundice, obstructive 576.8 

Gallbladder Cholestasis 575.8 

a9th revision ofthe ICD (WHO, 1977) 

reactions. The problem can be appreciated if we 
consider what might have happened in a PMOS 
study to detect the cholestatic jaundice caused 
by benoxaprofen. We would be dealing with a 
previously unsuspected adverse reaction, so that 
the cases would be diagnosed as some kind of 
jaundice of unknown cause. Table 6 shows that 
depending on the qualifying terms which accom
pany it, jaundice could be coded to any of the six 
widely separated diagnostic categories and, if 
the adverse reaction were more precisely de
scribed as cholestasis, it would be allocated to a 
seventh category. This problem of coding may 
be particularly acute for previously unrecognised 
adverse reactions, since these will tend to be 
symptomatic descriptions and the leD is not 
intended for the classification of symptoms. It 
may prove necessary to develop a symptomatic 
classification in which the leo codes for parti
cular symptoms are grouped together. 

A further limitation of record linkage system 
is the size of population which they embrace. 
Table 1 shows that although the Finland and 
Medicaid schemes cover over 1000000 people 
the others are restricted to a few hundred 
thousand. This will make it difficult for these 
smaller groups to recruit cohorts of drug takers 
of the order of 10 000, and these schemes may be 
restricted to drugs which are frequently pre
scribed, i.e. to drugs prescribed to between 
1-5% of the population. 

Finally. with the exception of the Medicaid 
system, all these record linkage systems are 
limited to hospital in-patients events and so will 
only be able to detect serious reactions. 

The role of record linkage 

This paper has reviewed some of the outstanding 
problems facing cohort studies of PMD~ese 

problems will require further investigation and, 
because of its ease and cheapness, would be best 
studied using record linkage/For example, by 
selecting a set of similar drilgs, such as the ~
adrenoceptor blockers or the non-steroidal anti
inftammatories, it would be possible to investi
gate the similarities and differences in the disease 
profiles of patients taking the individual drugs. 
This would assess the ability of different ap
proaches to identify non-causal drug-disease 
associations. Further, it might indicate what 
constitutes an appropriate control group or 
whether more than one type of control (other 
drug, hospital attender, community-based) would 
be required. 

It is clear that record linkage is most suited to 
the detectiOn Of senom adverse reactIOns, parti
cularly those which are clearly defined clinically. 
The problems of the complexity of the morbidity 
of the drug takers and the occurrence of spon
taneous morbidity among the controls will re
strict the ability of record linkage and other 
cohort methods of PMOS to detect rare adverse 
reactions. In most circumstances, adverse re
actions with frequencies of one per thousand or 
less will fail to be detected. Record linkage will 
be of particular importance for the detection of 
drug induced congenital abnormal ties and for 
adverse reaction which take several years to 
develop. 

The development of the Tayside record linkage project 
is due to the vision and enthusiasm of the late Professor 
James Crooks CBE. This is one of the many areas of 
drug epidemiology in which he has made important 
contributions and it is particularly appropriate to 
acknowledge his central role in record linkage at this 
Memorial Symposium. 
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INTRODUCTION 

an 

ABSTRACT 

Tapelltadol hydrochloride (17(-)-(1 R,2R)-3-(3-dimelbylalllillo-l-etbyl-2-
methr/-propJ'lJ-pbelloO is a /lewly released alla/gesic that works attll'O leve/s: by 
acting as a p.-oPioid agonisl and as a 1II0dlliator o[@esccmdillg illbibilol)' patb
ll'a)?tbrollgb its e[fccts ollllellrotmllsmitters illm/ved in tbese patbll'(lJ'S. 17Je tbe
oretical advantage is the pmvision oE£i"erfl,istiC alla/fl,esic qctiv/U$i?which ma)' 
/£,sselltbe lIeedjor oPiold escalation. T/J<4dvOIlfage is its potelltial as a possible 
/lew (Igcml ill IlCliropatblc pailj:?1>reclillicalmode/s cOllfirm mwlgesic propel1ies 
In aClIte paill alld nellropathic paill models, bill with less potenc!, tbm' mOlpbille. 
Tapelltadol bas minimal CYP 450 illteractiolls Iimitillg potential [ordmg illtemc-Jk-t---.......... 
lions. HUll/ali clInlca/ Ilia/ data In Ilonmalignallt paill slIggestless potenc), tbm' a -- --..... 
sfep-3opioid, alld tbe dms remaills to be tested iI' paticllIs with callcer paill aud 

lIell1upalbic paill. 

PHARMACODYNAMICS 

86 . /. 

12Yrpose of (his article is to review the pharmacol
ogy and pharmacodynamics of tapentadol and 
to critically evaluate potentjal roles of the drug in 
the future. 

EFFECT ON NEUROTRANSMITTERS 

Tapentadol provides potent inhibition of norepi
nephrine uptake. Transport membrane studies 
show inhibition of norepinephrine IIpt;Jke with a 
Kj of 0.48 ± 0.11 J.1M. l The serotonin reuptake 
transporter IS also inhibited with high affinity (K

j 

of 2.37 ::t 0.54 J.1M). ' In human recombinant 
transporter binding assays, tapentadol had a K

j 

of 8.80 ± 1.17 J.1M for the norepinephrine trans
porter and a Kj of ;.28 ± 0.;8 J.1M for the serotonin 
transporter. l 
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Structure 

H-CI 

efficacy for tnpentadol when yohimbine (antagonist 
of norepinephrine) was added, suggesting that this 
may be the primary D]pdymism. of ;lQ;llgesic effect 

FORMULATION 

Tapentadol is available in tablet fonn only. It i"A+---t--
available in doses of 50, 75, and 100 mg strengths. I,2 

PHARMACOLOGY 

Figure 1. Tapentadol (-HIR, 2R)-3-(3-dlmethyJamlno-L. 
ethyl-2-methyl-propyl) phenol hydrochloride Is a non
racemic structurel and is structurally related to tramadol 
It has a molecuIarwelght of 257. 

The bioavailability of tapentadol is 32 percent, I'H--~

EFFECTS ON OTHER RECEPTORS 

Tapentadol has no effect on ion channels, but has 
interactions with muscarinic receptors as well as 
Serotonin (5-HT~) receptors. Tapentadol can interact 
with human muscarinic receptors Ml-5 with strong 
affinity (K; values in the range of 0.47-1.19 JLM). 
However, It had weak muscarinic activity when 
tested in human embryonic kidney (HEK-293) cell 
assay. I Tapentadol has strong affinity for the mt 
5-HT

3 
receptor (K = 1.04 J-LM) and was characterized 

as an antagonist in a guinea pig colon assay.l 

PRECLINICAL MODELS 

In several models for neuropathic pain, inflamma
tory pain, and models for acute nociception, tapenta
dol shows antinociceptive, antihyperalgesic, andl 
or antiallodynic effects. l These effects. however, 
were consistently weaker than morphine in terms 
of antinociceptive effect. Even when attempts to 
improve bioavailability were performed, such as by 
administering the dlug inrraperitoneally, these effects 
were not improved. In ~lcute nociceptive behavioral 
studies, such as hot-plate testing, morphine was two 
to three times as potent as tapenradol. In the tail flick 
test, another acute nociceptive model, morphine was 
twice as potent. In models measuring mechanical 
aHodynia, such as sciatic nerve ligation, morphine 
was twice as potent as tapentadol. In antagonistic 
studies involving spinal nerve ligation with simulta-

. ne or anta . 
norepinephrine SlJch as yohimbine, both tapeoradol 
and morphine lost efficacy when naloxone was 
given, but there was a greater loss of analgesic 

which is comparable with morphine but is less than 
methadone or oxycodone.3 The bioavailability of 
tapentadol is lower than tramado1.4 Tmax is 
achieved in 1.25-1.5 hours; the half-life is 24 hours; 
and plasma protein binding is 20 percent.3 In com-
parison, the protein-binding characteristics of classi-
cal opioids, such as morphine (20-35 percent) and 
oxycodone (45 percen!), are somewhat higher than 
those of tapentadol. 

ABOUSM 

Tapentadol metabolism is primarily via glu
curonidation, but some data suggest some interac
tion with the CYP enzymes, especially CYJ>2D6.5 

Tapentadol is not an inducer of CYP3A4.5 The interac
tion of tapentadol with CYP2D6 does occur, but the K; 
value is high (weak interaction).5 Tapentadol has no 
active metabolites. Glucuronidation is the m'ljor route 
of metabolism with conjugation mediated by UGTIA9 
and UGT2B7. There is predominantly renal excretion, 
with nearly 70 percent excreted as conjugates. 

ADVERSE EFFECTS 

Preliminary data suggest that tapentadol can cause 
adverse effects consistent with opioid use, such as 
nausea, dizziness, vomiling, headache, and 5001no
lence.2 One study comp<lfing tapentadol with oxy
codone inmlediate release (IR) fonnulation in postop
erative patients suggests lower incidences of nausea; 
however, more comparison data arc needed to clarify 
the adverse effects.6 Another study7 (N = 878,849 
completed study) evaluated tapentadol of 50 or 100 
mg every 4-6 hours with oxycodone IR 10 or 15 mg for 
osteoarthritis pain or low back pain over a 90-day 
period for comparison of adverse effects . The ran
domization ratio was 4:1 (tapentadol > oxycodone). 
There were greater gastrointestinal adverse effects 
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with oxyIR, including nausea (18.4 vs 29.4 percent), 
vomiting 06.9 vs 30.0 percent), and constipation (12.8 
vs 27.1 percent). ll1ere was not much difference in the 
incidence of CNS adverse effects such as dizziness 
(tapentadol, 18 percent; oxy, 17 percent), headache 
(tapentadol, 11.5 percent; oxy, 10 percent) and som
nolence (tapentadol, 10 percent; oxy, 9 percent). Odds 
ratios showed a great~r likelihood of gastrointestinal 
adverse effects with Oxy IR than tapentadol. 

DRUG INTERACTIONS 

In vivo drug-drug interaction studies involving 
tapentadol have not been perfonlled. One possible 
advantage of tapenradol is its limited interaction with 
the CYP450 system. Drugs typically glucuronidated 
are potentially influenced by dmgs that inhibit or 
induce the process of glucuronidation. Drugs sllch 
as tricyclic antidepressants, phenothiazines, and ran
itidine inhibit glucuronidation and could potentiate 
the effects of tapentadol, and inducers of glu
curonidation such as carbamazepine, phenobarbital, 
phenytoin, and rifampin have the potential to 
decrease the effect of tapentadol. As tapentadol 
increases norepinephrine levels, it is advised that 
tapentadol should not be taken within 14 days of use 
of monoamine oxidase inhibitors.6 The use of seda
tive hypnotics and tapentadol have the potential to 
increase CNS effects. There is also risk of the sero
tonin syndrome due to the effect of tapcntadol on 
the uptake of serotonin (see binding study results).6 

DOSING IN SPECIAL POPULATIONS 

CURRENT STATUS OF CLINICAL EVIDENCE 

Acute paIn 

BlmioneclorllJ'. Daniels et al.8 compared IR tapen
radol with immediate release of oxycodone for the 
management of pain following bunionectomy. Nine 
hundred one patients received either tapentadol (50 
mg or 75 mg), oxycodone 00 mg), or placebo every 
4·6 hours after surgery. Acetaminophen breakthrough 
dosing was allowed in the first 12 hours after the first 

dose of study drug. The sum of pain intensities differ
ences (SPID) was the primary endpoint. Tapentadol of 
50 and 75 mg and oxycodone IR all had superior SPID 
values at 48 hours when compared with placebo (p < 
0.001). Tapentadol had s~mly less adverse effects 
of nausea and vomiting at the 50 111g dose level when 
compared with QJromdone at 10 m~~Q!.QQP. 

(1llere were no differences in adverse effects between 
L tapentadol at 75 m and 0 coaone at 10 mg. 

Osteoarthritis pain 

artrick et al evaluated 659 patients with uncon
lrone osteoarthritis pain, who were candidates for 
Qrima re lacement of the hi or kn e 'I 

end-stage degenerative joint dise-J.se in a rand 
double-blind, an active- and ~Iacebo-controlled 
stiIdy comparing the ett1cac;y and [ lerability of tapen
tadol IR, o>.ycodone HClm. and placebo. The patients 
received tapentadol IR of 50 mg, mpentado) IR of 7; 
mg, oxycodone HC\IR of 10 m or laccbo eve 4-6 
hours during waking hours. The primary end point 
was the SPID over 5 days. Secondary efficacy end 
PQints included 2- and to-day SPID, 2-. 5-. and lO-day 
total ain relief TOTPAR) and the sum of total ain 
relief and ain intensi difference (SPRID). The 
adverse effects were compared. Five-day SPID was 
si nificand lower in those treated with ra nradol IR 
at 50 and 7; 111g an 0 0 one HCIIR. Tapent"ldol IR 
at 50 and 75 111~ and oxycodone HC IR at 1 m: were 
associated witl significant recl,'ctioAi iR pOIiR i;;eosii¥ 
when compared with placebo. based on 2- and lO-day 
SPID and 2-, 5-, and lO-day TOTPAR and SPID (all, p 
< 0.001). The efficacy of tapent.'1dol IR at 50 and 75 mg 
w~oninfen:Qi)vith that of oxycodone HCl IR at 10 
mg. TIle incidence of selected astrointestinal adverse 
c ects sue as nausea, vomiting. and constipation was 
signific~lOtly lower for both doses of tapentadol IR 
when compared with oxycodone HC\ IR at 10 mg (p 
<.. 0.(01). The rates of treatment discontinuation were 
18 percent (28/157) in the lapemadol IR 50-ms group, 
i6 percent (4311<lSl iR me lSpeR(aQQIIR 75-mg group, 
35 percent (601172) in the oxycoclone HCI IR H)..mg. 

group, and 10 percent (171169) in the placebo group. --Dental pain 

The patients (N = 400) undergoing molar extrac
tions patients were randomized to receive oral doses 
of 3?entaaol HCI (25. 50. 75. 100. or 200 mg), mor
phine sulfate (60 mg), ibuprofen (400 mg), or placebo 
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· . pain. It has been touted as an improvement on the 
prevIOus opioid with effects on descendmg modula-

~~~~~~~~¥.~~~~~~.\V'~~'=:~~t-tion tramadol. Although affinity studies suggest 
.~~~~~~====~~~~~~~~~~I~tency equivalent to a stcp-3 opioid, its ability to acti

~~~~~:::,1~~+-~:::.t:~.!!.:..:~=~~'-=~~~1 vate G proteins seems less than morphine. Preclinical 
pain assessment suggests a lower potency than mor
phine. Clinical trials conducted so far suggest a lower 
potency than morphine. It remains to be determined 
whether there is less risk for the development of the 
serotonin syndrome. Tapen(adol has a lower bioaYiJil-

~!!!!~~~::"'!'!=~=:::"'!::':-"":::';':"''::::;::::::::;~:..:.....!==..::!..'.-lf-~·Ibility than (ramado ., . dm might 
be in _ europathic pain, much like its analog tmma 
Tapentadol will need to be rigorously tested in-

~
1roniC neuropathic pain, cancer-related pain, and 

clncer-related neuropathic pain. In these patient pop
ulations, the true impact of grelter inhibition of norep-

~;=:;::::;~::::''::::::::':~=~~~:==~~~~~;=-......I 'nephrine uptake will become apparenfi;: . 

Schedule of administration 

The potential advantages of tapentadol include the 
apparent lack of CYP2D6 inrer.lction, thus minimizing 
risk I I' ructions as well as the lack 

CONCLUSIONS 

Erie E. Promll/c}; .liD, Dcpm1111cIII 0/ HeIlUlI0/ol:J.yI0Ile%[!J1 
Palliotil'(! Cml!, .1(0)"0 C/illie, P/)ocIlL..:, Arizol/a. 
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OPIOID RISK MANAGEMENT: DISPELLING THE MYTHS AND 
INTEGRATING CLINICAL STRATEGIES TO PROTECT YOUR PRACTICE 

ABSTRACT 
Chronic pain is prevalent. affecting more than 50 million Americans, and 
40% of patients with chronic pain do not have adequate relief of their pain, 
Successful management of chronic pain necessitates that the physician- and 
patient-related barriers to treatment are overcome by implementing strategies 
to surmount them and the fears related to chronic opioid lherapy, Chronic 
pain management requires a multidisciplinary and multimodal approach 
based on disease management principles, Paramount in the management of 
patients with chronic pain is establishing a physician-patient relationship 
based on mutual trust and respect as well as assessments of the pain and its 
impact on physical and psychosocial functioning at each visit. A number of 
tools and techniques, which include designing a patient-specific treatment 
plan with objective measures, setting boundaries with opioid agreements, 
Jnd assessing opioid risk, can be used to assist successful management of 
patients with chronic pain, Opioids are effective analgesics for chronic 
pain, but they have risks-notably abuse, diversion, and addiction, Several 
abuse-deterrent strategies in development include formulation strategies (eg, 
lamper resistant, mechanically stable formulations) and new drugs with novel 
mechanisms of action, 

This CME supplement is based on a summary of the proceedings from an offi
cial satellite symposium held in coniunction with the 81ll International 
Conference on Pain and Chemical Dependency that was held on Saturday, 
November 1, 2008. Approaches to treatment, treatment strategies, and new 
developments in the management of patients with chronic pain are discussed, 

Pain signifies damage to sensory neurons, but it is difficult to obiectively verify, 
Acute pain is defined as "an adaptive, beneficial response necessary for the 
preservation of tissue integrity.'" It develops quickly and can be severe, but it 
usually is transient, lasting only 1 to 3 months, 1 Although there are effective 
therapies to treat acute pain, many patients are untreated, undertreated, or 
receive inappropriate treatment for their pain, Adverse consequences of poorly 
managed acute pain include serious medical complications and impaired 
recovery from injury or procedures, Acute pain that is not properly lreated can 
progress to chronic pain, requiring chronic pain management. 

Pain is a condition that is not likely to decrease in prevalence, in part due to 
the aging population, the increase in life expectancy, and surgical advances 
(eg, stents, hip and knee replacements), With aging, degeneration of the muscu
loskeletal and central nervous system occurs, leading to osteoarthritis and 
neuropathic pain conditions, Obesity is an individual risk factor for chronic low 
back pain' and is strongly associated with osteoarthritis of the knee: Surgical 
prosthetiCS (eg, flip, knee replacements) may fail over time, leading to chronic 
pain, Knowledge about pain and Its management, as well as an awareness of 
barriers to effective pain management, are important not only for pain special
ists but also primary care phYSicians, 

OVERVIEW OF CHRONIC PAIN 
Chronic pain is deli ned as 'pain that has outlived its usefulness.'" It is pain that 
has perSisted for at least 3 months and cannot be tully relieved by standard pain 
medications,ls It is a prevalent condition-more than 50 million persons in the 
US experience chronic pain,~ Approximately 40% of all chronic pain sufferers 
and nearly 60% of those with very severe pain lack adequate relief of their pain.' 
The costs of chronic pain are great: approximately 13% of the US workforce 
reported lOSing productive time in the previous 2-week period due to chroniC 
pain. resulting in an estimated annual cost to employers of $61,2 billion,' 
More than 75 % of the cost was due to reduced performance during work, not 
:0 absenteeism, 

Chronic pain adversely impacts the patients emolional well-being, quality of life, 
lnd SOCial relationships,' Impaired physical functioning, a reduced ability to 
perform activJties at daily living, and a decreased work pertormance contribute 
o a diminished quality ot life for patients with chronic pain, Social and family 
relationships suifer from problems with sexual activity and intimacy, and from 

the inability to carry out social roles and friendships. Studies have shown that 
patients with chronic pain are more likely to have depression and lower scores 
on health-related quality of life scales com~ared with those without pain.'-' 

The adverse consequences of chronic pain may be in part the result of barriers 
to pain management, related to both the patient and the physician, A survey of 
patients with chronic pain found that 24% of those who have never seen a 
physician for their pain thought that there was nothing a doctor could do to 
help, with many managing to lessen/control their pain with self treatment. Of 
lhose who sought medical treatment for their pain, 47% changed doctors at 
least once, and 22% changed doctors at least 3 times in an eflort to lind relief 
for their pain, Among the reasons cited by approximately one third of patients for 
changing doctors were: they did not perceive that the doctor took their pain seri
ously enough, they thought the doctor did not know a great deal about pain 
management. and they thought the doctor was unwilling to aggressively treat 
their pain.''' For those who sought treatment, nearly 60% indicated that it took 
at least 6 months to get their pain under control: a higher proportion of patients 
with severe (64%) and very severe (70%) pain reported at least 6 months to 
achieve pain conlrol compared with those with moderate pain (47%).' 

Nonadherence with prescribed therapy often is contributory to a lack of 
improvement or worsening of a medical condition, However, chronic pain 
patients are largely adherent with pain medication regimens, Patients who 
have moderate pain are more likely not to take their medicine as prescribed 
compared with those with severe pain (23% vs 12%), principally because 
they want to control the amount taken and to take medicine only when needed,11 
Unlike medication regimens for other chronic conditions, Ihe number of 
doses and frequency of administration were not barriers to adherence with 
therapy in patients with severe pain: patients receiving opioid pain medi
cines take more mean doses per day than those taking other pain medicines 
(5.7 vs 4.4), but they are much more likely to take their pain medicine as 
prescribed (80% vs 68%)." Although about 21 % of patients with severe 
pain cite cost and/or lack of adequate insurance as a reason for not seeing 
a physician about their pain, HI cost is not cited as a reason for nonadherence 
with treatment. 1112 

Primary care physicians are the initial point of contact for most of those who 
suffer from chronic pain, and they treat half of all patients with pain, Of the 
patients with pain treated by primary care physicians, half have severe pain'" 
Yet, most physiCians cite considerable barriers to treating patients with chronic 
pain, including knowledge gaps and poor training (88% report poor medical 
school education in pain; 73%, fair or poor residency training), inadequate 
assessment skills (76%), and hesitancy to prescribe opioids (61 %)," Such 
hesitancy to prescribe opioids or aggressive therapy may reflect realistic con
cerns about potential adverse e/lects (eg, nausea, vomiting, constipation, 
sedation, respiratory depression), and an increase in reports of abuse or 
diversion of opioids. In addition, such factors as lack of knowledge about 
appropflate opioid dOSing and regilTlens, "opiophobia," (fear of causing 
iatrogellic addiction), and regulatory scrutiny and sanctions, which would 
place their medical license or practice in jeopardy,"'" The overall effect of 
these various bafflers is a reluctance by physicians to prescribe adequate 
analgesia for chronic pain patients,'G 

MANAGEMENT OF CHRONIC PAIN 
The management of chronic pain begins with an assesslTlent of the pain (Table 1, 
page 2). PhysiCians need to ask speCifically about pain and its presence, as 
patients may report pain but tend to talk about other Issues related to chronic 
pain rather than identify chronic pain (eg, an aching back or constant fatigue) 
It is necessary to identify the cause of cilronic pain and its associated factors 
as well as its impact on the patient. 

Categorizing chronic nonmalignant pain In pathophysiological terms may be 
usetul in determining therapy and prognOSis, '" Nociceptive pam may arise tram 
continuing tissue damage or inflarr,.,.,~t;nn Inn ~..th,;I;o\ "~,.j ,.,.,~" hn ,,;o~Mol M 
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somatic. I 11 It most otten derives from stimulation of pain receptors and usually 
responds to traditional approaches to pain management (eg, nonpharmacologic 
treatments, analgesic medications). Neuropathic pain results from injury to the 
sensory nervous system, which continues to transmit pain signals despite the 
absence of acute injury.'17 Neuropathic pain syndromes (eg, diabetic neuropathy, 
trigeminal neuralgia, postherpetic neuralgia) do not respond predictably to 
traditional approaches to pain management but may respond to unconventional 
analgesic drugs such as tricyclic antidepressants and anticonvulsants. The 
mechanisms of mixed or undefined (unspecified) pain syndromes (eg, recurrent 
headaches, vasculitic pain) are multiple or unknown, and treatment of this 
type of pain is more unpredictable.117 

The nosology of chronic pain, its many possible mechanisms in both the 
peripheral and central nervous systems, and its effect on patient well-being 
suggest a multidisciplinary approach to treatment.·· Chronic pain management 
also requires a multimodal approach incorporating different therapeutic strategies 
(Table 2)." While there is no agreement regarding the right approach, there is 
agreement that education (of both the patient and the physician) is paramount. 
The comprehensive disease management approach to pain therapy includes 
both nonpharmacologic (Table 3) and pharmacologic measures. l161

()-n Basic 
pharmacologic principles for initiating therapy for patients with chronic pain 
are summarized in Table 4. 

The treatment of chronic pain lends itself \0 disease management, an approach 
with which primary care physicians are comfortable. However, referral to a 
pain specialist may be necessary for difficult-to-treat or complex patients. 
Primary care specialists should consider referral to a pain specialist when the 
diagnosis is uncertain, aberrant behavior results in medication issues, the 
pllysician is uncomfortable treating pain, or it becomes necessary to verify and 
support the current treatment approach and plan.'3 Referral to an addiction 
specialist is indicated for patients with a history of addiction or substance use 
(Jisorder. and referral to a psychiatrist or psychologist is indicated for patients 
with significant psychiatric Gomorbidity. Primary care physiCians need to 
understand that pain is a chronic disease state like hypertensIOn or diabetes 
mellitus. Efforts are under way to develop treatment guidelines tor pain using 
disease state models. 

ChroniC pain management also necessitates employing strategies to overcome the 
harriers to treatment and fears noled above. The first is to establish the diagnosis, 
Irlcluding the medical necessity for opioid treatment (eg, pain not controlled with 
otller analgesics such as over-the-counter medicilles and nonsteroidal anti
inflammatory drugs [NSAIDsj, or with other therapeutic interventions (Tables 2, 3) 
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based on a thorough examination and evaluation of the patient.m , The next strategy 
is to develop a treatment plan that includes goals of treatment, objectives to 
evaluate treatment success (measurable outcomes such as pain control. 
improvements in physical and psychosocial function and activities of daily living), 
any additional diagnostiC tests, consultations, or treatments, and when periodic 
assessments of efficacy, safety, adherence with medication, and need for 
continued pain therapy are to be completed. The risks and benefits of opioid 
treatment are discussed with the patient and informed consent obtained. An 
important strategy is to thoroughly document the diagnostic evaluation. treatment 
plan with informed consent, all prescriptions written, any written agreements 
made with the patient. and any consultations received in the patient's medical 
record. Documentation for the periodic follow-up visits includes the assess
ment of the success of treatment; the need for further diagnostiC evaluations, 
Gonsultations. or other treatments; and what adjustments to therapy and boundary 
are necessary."15 

Another strategy for successful treatment of patients with chronic pain is for the 
physiCian to establish a relationship with the patient that is based on trust, 
which forms the basis for the treatment agreement. Preconceived notions about 
the patient or the patient's past history should not be the primary basis of any 
treatment agreement and should not be the only factor that inlluences the current 
treatment plan. In developing a trusting relationship with the patient, however. the 
physician also needs to build in steps to verify that trust (eg, assessment of 
adherence with medication). The mutual trust and honesty must be a two way 
street between the physician and the patient. For patients to trust their physi
cians, they need a sense that the phYSician has listened to them and taken their 
complaint of pain seriously." In addition. a patient needs assurance that the 
pllysician is knowledgeable about pain treatment,ls willing to lreat chronic pain ). 
3lJlJressively to acrlieve pain relief. and IS open to diSCUSSIOn about treatments 
nle patient rnay have read about or seen advertised. Involvernent of and 
discussion with the patient during the development and reassessment ot the 
treatment plan and the expectations of tile phYSICian tor the patient are trllst-
bullriing strategies. 000478 
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Tolerance, Physical Dependence, Addiction 
An important element of identifying risk in opioid use is for primary care physicians 
to distinguish among tolerance, physical dependence, and addiction (Table 5). 
The progression from lise to problematic use to addiction is more subtle and 
tlarder to detect in patients with pain than in those who use illicit drugs.is Yet, if 
the physiCian fails to distinguish among these, the patient may be inadequately 
treated, there may be diagnostic contusion, there may be progression of the 
patient's symptoms, the physician may falsely assume the patient is addicted, 
and opioid therapy may be prematurely discontinued." 

Tolerance simply means that the same dose does not produce the same degree 
01 eHicacy over time with all other factors remaining constant. (Table 5).'? C3]) 

In addition to developing tolerance to the pharmacologic effect of opioids 
(analgesic tolerance), tolerance to some opioid-induced adverse effects (eg, 
sedation, nausea. respiratory depression) also may occur, and is often desirable, 
Nhile other adverse effects may perSist (eg, constipation).?1." Tolerance devel
ops at different rates for each adverse effect. 

3ddiction and is defined as drug-seeking behavior that imitates the aberrant 
behavior of true addiction but is actually the result of attempts to alle~iate 
undertreated pain." It is important to question a patient about the behaviors 
of pseudoaddiction to determine whether the patient still experiences pain. 
Adequate pain relief should normalize the behavior of such patients."11l The 
challenge today is not only identifying aberrant behavior, it is in interpreting 
what it means'J 

One review of the literature estimated that the prevalence of addiction probtems 
(including addiction, aberrant drug taking, abuse, misuse, and problematic 
use) among patients with chronic noncancer pain varies from 0% to 50%. '4 

Such a wide range illustrates the difficulty of diagnosing addiction in patients 
with chronic pain who are treated with opioids. Standard criteria in aggregate 
(eg, those mentioned in Diagnostic and Statistical Manual tor Mental 
Disorders-IV) can overestimate the problem as well. Abuse is not synonymous 
with addiction.;;)" 

Postmarkeling surveillance and research programs represent approaches for 
detecting diversion and addiction. The Enhanced Kentucky All Schedule 
Prescription Electronic Reporting System (eKASPER) is a Web-based tool 
used by healthcare providers to help identify patients who may be at risk for 
prescription drug abuse and to verify compliance with the treatment regimen 
established by the patient's healtheare team." The system tracks all controlled 
drug prescriptions (Schedule II through V) written and dispensed within the 
state, and is central to Kentucky's Prescription Monitoring Program. With this 
system, physicians can determine whether another phYSician is prescribing 
the same or a similar opioid for a particular patient. Similar electronic reporting 
programs are in effect in other states. The Researched Abuse, Diversion and 
Addiction-Related Surveillance (RADARS~') System is a proactive program 
intended to monitor and characterize abuse of selected Schedule II and III 
opioids and to use this information to guide risk reduction inlerventions.% 
The program was initiated by Purdue Pharma, Inc. in response to the marked 
increase in the abuse of long acting oxycodone (OxyContin"') that occurred 
in the late 1990s. RADARS'" is now under the control of the not-for-profit 
Denver Health Care System. Information is gathered using several systems: 
(1) quarterly surveys of key informants (eg, drug abuse experts, pain manage
ment and methadone specialists) who are knowledgeable about cases of drug 
abuse in their catchment areas; (2) surveys of law enforcement agencies that 
detect diversion of prescription drugs subject to abuse; and (3) reports of 
intentional mi~1!~e or abllse of prescription opioids from poi~Qn control centers '" 

pI"".:----________ ---------"""\ - reTIrTiTnary data from the RADARS'~' System indicate that prescription drug \ 
abuse is prevalent across the country and grew at a fairly rapid pace between 
2002 and 2005.10 Recent reports suggest that high rates of opioid prescribing 

PhYSical dependence (Table 5), a neuropharmacologic phenomenon, is an 
expected outcome of long-term opioid treatme~ut it may also occur with 
short-term us~Physical dependence should not interfere with prescribing 
these drugs. It does not always correlate with tolerance, and develops with 
other drug classes as well, such as some antidepressants and antihyperten
sive@ Patients with physical dependence to opioids can have withdrawal 
symptoms without being addicted, but they do not exhibit the compulsive drug
seeking behavior associated with addiction. In order to avoid opioid withdrawal 
symptoms when discontinuing opioid therapy, the opioid dose should be 
gradually tapered, rather than abruptly stopped. Tolerance and physical 
dependence are an expected natural physiologic consequence of using certain 
classes of medications such as opioids. 

Distinct from tolerance and physical dependence is addiction (Table ~ 
neuropharmacologic and behavioral henomenon. Addiction results from the 
IntrinSIC rein orcmg properties ot opioids combined 's osin 
social, sycholo i 'M enetic factors 
Influence the risk of developing addiction and its comorbidities. such lilat 
those who have a first-degree relative with a history of addiction have a much 
Tligher risk of developing it themselves." The symptoms of addiction are 
ilTlpaired control over drug use, compulsive use, continued use despite 
~nown harm, and craving. A.ddiction is a brain disease, not a moral failing. 
rile hp,althcare prOVider must recognize addiction as a treatable, albeit irre
;ersible, brain (Jisease; that is a distinct medical condition that mayor may 
"ot be associated with the patient's pain syndrome'" 

f'atients with pain oi\en exhibit behaViors that mimic lhose of addiction, but 
tile behavior oilen reflects undertreatment. This is known as pseudo-

a result in illicit use and deaths from overdose."38 

Opioids can provide satisfactory analgesia to many patients with chronic non
malignant pain, but unanswered questions remain based on the studies to date 
(eg, is opioid therapy benelicial in the long term?).]'; In another reviewal the 
literature, estimates of addiction or abuse rates resulting from long-term opioid 
therapy, while difficult to quantify based on heterogeneous studies, range from 
3% to 43%, with a lifetime prevalence as high as 54%:'" Long-term opioid 
therapy for noncancer pain may not be as efficacious as is commonly accepted. 
Further studies are needed to define the role of long-term opioid therapy in 
patients with noncancer pain, as well as to establish criteria for patient selection 
and to identify specific treatment algorithms. 1 Continuing research is seeking to 
identify better, more effective agents. 

ABUSE AND DIVERSION PREVENTION 
As preViOusly noted, pain is a comprehensive disease state often requiring the 
use of multiple therapeutic strategies ITable 2) tllat encompass both nonphar
macologic (Table 3) and pharmacologic approaChes. The pharmacologic treatment 
of pain is primarily determined by pain severity, as illustrated by the World 
Health Organization pain treatment ladder (Figure 1, page 4). Less severe or 
mild pain (step 1) may respond to nonopioid drugs such as acetaminophen or 
NSAIDs with/Wlthout adjuvant measures such as physical or occupational therapy 
and exercise therapy. Mild to moder~te pain (step 2) may require an opioid drug 
'i'illh/without a nonopioid and/or adjuvant therapy. 

Formerly, NSAIDs and cyclo-oxygenase-2 (COX-2)-seledive inhibitors were 
the drugs of choice for mild pain , .. , -,---,- -,-,--, -'-'- -' _____ L_. __ 
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Severe Pain 
· Morphine 
· Hydromorphone 
· Oxycodone 
'. Fentanyl 

Moderate to Moderately-Severe Pain 
'. Oxycodone/APAP 
• Hydrocodone/APAP 
· Codeinel APAP 
" Propoxyphene/APAP 
~ 

Mild Pain 
• APAP 
• NSAID/COX-2 

the increased risk of cardiovascular or cerebrovascular events, particularly 
among patients already at increased risk, have resulted in recommendations 
that these agents be used for the shortest possible duration, in the lowest 
dose, and when there are no appropriate alternatives." The recommended 
first-step drugs for patients with or at risk for cardiovascular disease are 
acetaminophen, aspirin, tramadol, opioid analgesics (short-term), and 
nonacetylated salicylates." 

Both weak and strong opioids will have a greater role in pain therapy, since the 
former are more eHective than placebo and the latter are more effective than 
other analgesics." In addition, other classes of agents, including local anes
Ihetics (sodium channel blockers)," steroids (prostaglandin and leukotriene 
inhibitors)," 0.-2 adrenoceptor agonists (eg, dexmedetomidine, clonidine),'" 
anticonvulsants (eg, carbamazepine, gabapentin, pregabaJin)," and anti
depressants (eg, Iricyclics, monoamine oxidase inhibitors, serotonin reupiake 
inhibitors),"~ are being successfully used alone and in combination with opioid 
agents already prescribed. Combination regimens are aimed at improving 
outcomes and decreasing adverse effects. 

Opioids and Their Use 
The most widely prescribed drug in the United States is the combination of 
hydrocodone and acetammophen, tar exceeding prescriptions for atorvastatin 
and amoxicillin." Since opioids are a cornerstone in the management of painful 
(jisease states, an understanding of their characteristics is necessary in order 
to determine the best management strategy for their use. The characteristics of 
ltle immediate-release (but more accurately, short-acting) and controlled
I ele3se (long-acting) opiolds are summarized in Table 6.') The importance of a 
drug's pharmacokinetics, notably peak and trough serum concentrations, on 
?'ffective pain treatment is illustrated in Figure 2. Controlled-release formulations 
lessen the peak (eg. euphoria) and trough (eg, end-of-dose breakthrough pain) 
phenornenon of immediate release. which makes them better suited for the 
management of chronic pain. However, it should be noted that this statement is 
based on best clinical practices but has not been conlirmed in the peer review 
literature. High peaks also lead to drug seekrng behavior in chronic pain 
Datienis. HDwever. immediate-release tormulations are lIseful in patients with 
dlronic pain who may expellence breakthrough of their pain with additional 
]ctivity or stressors. 

Controlled-release oploids also may have a role in acute pain settings. 
.4 :o[udy of postoperative analqesia in patients who had undergone anterior 
'oruciate ligament surgery found that controlled-Ielease oxycQ(lone was asso-

• Controlled-release opioids have greater utility than 
immediate-release opioids in treating chronic pain patients 
- Fewer peaks = less risk tor overmedication, side effects, euphoria 
- Fewer troughs = less end-aI-dose breakthrough pain 
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ciated with Significantly lower pain scores at 24, 48, and 72 hours compared 
with oxycodone administered on eitller an every-4-hour or an as-needed sct18dule. 
and the 72-hour consumption of oxycodone was less wllh the controlled
release formulation I P=0001 ).\1 

The data supponrng nle efficacy 01 opioids over the long terrn (eg, >2 years) 
are limited. An open-label extension of up to 12 months followinq a 2-week. 
placebo-controlled trial of controlled-release oxycodone in patients With chronic 
'lsteoarthritis pain found that pain was controlled below a rnoderate level 
throughout ihe extension (up 10 72 weeks) and that adverse events tended lo 
decrease.' A.lter 16 weeks. the dose of controlled-Ielease oxycodone remained 
the same III most patients. However, 000480 " , 
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;Jre the barriers to treatment noted earlier (eg, lack of knowledge, fear of pre
scribing because of concerns about abuse and addiction, regulatory scrutiny. 
diversion) The diversion and abuse risk for long-acting oxycodone is such. 
however. that the prescnber needs to remain vigilant. 

Just as addiction estimates among patients with chronic noncancer pain 
tend to be high. abuse of opioids may be overestimated due to surveillance 
reporting systems including people who use street and recreational 
drugs,"";] For example. data from the Drug Abuse Warning Network 
(DAWN) reflect a 170% increase in emergency department mentions of 
hydrocodone and a 450% increase in mentions of oxycodone.\ and data 
Irom RADARS" also show a rise in tile number 01 geographic areas where 5 
Jr more cases of abuse per 100.000 population occurred between 2002 and 
2004," However. analyses of the RADARS'~ data for 2002 to 2005 indicate 
ltlat the rate greatly varies by how the data are expressed: for oxycodone, the 
rate of abuse is approximately 4,5 cases per 1,000 patients versus approxi
mately 9 cases per 1,000.000 population. and for hydrocodone, it is less 
than 1 case per 1.DOO patients versus approximately 8 cases per 1,000,000 
population," Thus. abuse of widely prescribed opioids is low on a patient
only basis, 

Abuse Deterrent Strategies 
Recognition of the potential for abuse and diversion of opioid drugs has led 
to the development of new formulations and technologies to mitigate their 
limitations-notably abuse liability and measures to prevent product 
tampering and diversion (Table 7),5455 These technologies and formulation 
strategies show promise in improving outcomes related to decreasing abuse 
and diversion due to slower entry into the brain and slower elimination, 
Formulations with extended/controlled/delayed characteristics also provide 
sustained efficacy, may be better tolerated, and reduce failure rates due to 
improved patient adherence, These benefits may increase safety of opioid 
therapy and patient mobility, 

Various novel formulations of controlled-release oxycodone are in development. 
A controlled-release oxycodone formulation that is difficult to crush (mechan
ically stable) was studied for its potential for abuse and possible street value, OJ) 

Ninety percent of abusers of controlled-release oxycodone preferred it to the 
lest tablet, and 78% said they would pay less or nothing for the test formulation, 
resulting in a 57% decrease in relative street value, Another formulation of oxy
codone with the potential to minimize misuse. abuse, or diversion is a viscous 
gel-capsule that cannot be injected, and its controlled-release mechanism 
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resists crushing and dissolution in alcohol or acidic beverages,'" In patients 
with moderate to severe osteoarthritis pain, this long-acting formulation 
provided effective analgesia With twice-daily dosing in a randomized, placebo
controlled study, 

A 12-hour controlled-release formulation of hydrocodone/acetaminophen 
(15 mg/500 mg) has demonstrated efficacy in moderate to severe pain in 
randomized. placebo-controlled studies, In a study of patients with moderate 
or severe pain within 6 hours of bunionectomy, 1 dose of the controlled
release hydrocodone/acetaminophen lormulation was significantly better 
than placebo in providing pain relief (P<.Ol). and the mean time to perceptible 
pain relief was less than 40 minutes," Two tablets of the controlled-release 
Ilydrocodone/acetaminophen formulation were more effective than 1 tablet. In 
patients with osteoarthritis, twice daily dosing of the controlled-release 
hydrocodone/acetaminophen tormulation provided Significantly greater pain 
retief by the end of the 1-week dose titration period compared with placebo 
(p=043), and this continued over the 3-week study period." 

An abuse-deterrent combination of an extended-release opioid agonist (morphine) 
with an opioid antagonist (naltrexone hydrochloride) is in development. 
Naltrexone remains sequestered in the pellet core while passing through the 
gastrointestinal tract in such a manner that there is no significant absorption of 
naltrexone, This tamper-proof formulation is being evaluated in moderate to 
severe chronic pain. 

Novel Mechanisms of Action 
The future of pain therapy lies in the development of analgesic drugs that 
peripherally and centrally target the receptors and neurotransmitters responsible 
for acute and chronic pain. The goals of these drugs are to maintain efficacy and 
decrease the occurrence of adverse effects, 

The peripherally acting ~-opioid receptor antagonists. methylnaltrexone and 
alvimopan. antagonize opioid-mediated changes in gastrointestinal motility 
without compromising centrally mediated opioid effects such as analgesia or 
causing opioid withdrawal." Alvimopan is a potent antagonist of gastrointestinal 
~ receptors: it does not cross the blood-brain barrier in doses that effectively 
block gastrOintestinal adverse effeets (eg, constipation, ileus), and it is poorly 
absorbed following oral administration," Clinical trial data indicate that alvi
mopan administered to patients receiving opioid therapy tor chronic or post
surgical pain restores gastrOintestinal transit time to levelS comparable to those 
in control subjects. increases stool number and weight, and shortens the time 
to the first bowel response. Similar findings were observed in a 21-day random
ized treatment trial of 168 patients who were receiving chronic opioid therapy for 
noncancer pain and who had opioid-induced bowel dysfunction," In addition, 
there was no change in either pain scores or opioid consumption with 
alvimopan treatment. 

Tapentadol, a newly approved drug, has a dual mechanism 01 action that makes 
it a potent analgeSic, highly eifective for both acute and chronic pain. and 
improves its adverse-effect profile,"''' It is a ~-opioid agonist common to 
opioid drugs, but also inhibits reuptake of the monoamine norepinephrine 
with little ei/eet on serotonin (Figure 3, page 6), Facilitating monoaminergic 
transmission in descending pain-inhibitory pathways in the spinal cord is asso
ciated with effective treatment of chronic pain, Ttle two mechanisms of action 01 
tapentadol are complementary, and tlley may result in additive or synergistic 
analgesic efficacy and/or attenuate adverse effects by reducing the requirement for 
activation of the ~-opioid receptor." Tapentadol demonstrated efficacy in a broad 
spectrum of acute and chronic animal models of pain, Compared with mor
phine, it had a much lower propensity to produce tolerance and physical 
dependence, and it may have an improved adverse-effect profile. particularly 
fewer gastrointestinal adverse eilects,"" 

iapentadol immediate release (IR) is IlOW approved by tile FDA,"' Pilarrnacokinetic 
studies in healthy subjects showed that peak serum concentrations are attained in 
1 to 2 hours. and the half-life is 3.9 to 4.9 flours following oral dosing.""5 Because 
lTletabolic activation is not required for Its effect (ie, the parent cornpound is active) 
and there are no active metabolites. lapentadol has a low potential tor drug inter
actions, and It likely prOVides consistent analgeSIC activity In the rnalority 01 
patients iie, individual variations in '00048 -rcnnnon '''n mrl, ,enrl\\ 



-f Clinical studies have demonstrated that tapentadol is effective in patients with 
chronic pain and that it has an improved tolerability prof~rticularly gastro
intestinal adverse effects, compared with oxycodon~ double-blind, 
randomized, active- and placebo-controlled study in 659 patients with moderate 
to severe pain due to end-stage joint disease compared tapentadol IR 50 mg, 
!apentadol IR 75 mg, oxycodone IR 10 mg, and placebo taken every 4 to 6 
hours while awake,'" After the 10-day treatment period, both doses of tapentadol 
IA and oxycodone IR signilicantly improved pain intensity compared with 
placebo (PdQ1), and tapentadollR showed comparable efficacy to oxycodone 
fR. The incidences of nausea and vomiting (25%, 35%, and 75%, [or tapentadol 
fA 50 mg, tapentadollR 75 mg, and oxycodone IR 10 mg, respectively) and 
constipation (4%, 7%, and 26%, respectively) were markedly lower with 
tapentadol IR than with oxycodone IR. 

A gO-day, double-blind, randomized (4:1 ratio) study comparing flexible dosing 
of tapentadollR 50 or 100 mg with oxycodone IR 10 or 15 mg every 4 to 6 
hours in 849 patients with chronic low back or osteoarthritis pain of the hip or 
knee reported similar outcomes." The efficacy of tapentadollR was comparable 
to that of oxycodone IA. and the incidences of nausea (18% vs 29%), vomiting 
(17% vs 30%), and constipation (13% vs 27%) were significantly lower with 
rapentadol IR compared with oxycodone IR (p<.001). Following abrupt with
drawal from therapy after the 90-day treatment period, significantly fewer 
patients treated with tapentadollR had mild to moderate withdrawal symptoms 
r;ornpared with those treated with oxycodone IR (17% vs 29%, respectively: 
P <05), suggestif]9 that opiQjd ~ithdrawal is infrequent and of limjted inlensity 
Nlth tapentadollB treat(ll~.J 

H18 development of new formulations and technologies to mitigate the limitations 
Jr oploids, and new drug entities with novel mechanisms of action that may 
nave enhanced elticacy and better tolerability protiles has the potential to allow 
more effective rnanagement of patients with chronic pain. 

MONITORING TOOLS AND TECHNIQUES 
Pain and addiction are part of a continuurn-they can exist as comorbid con
jltions, further complicating the management of patients with chronic pain 
'. Figure 4) The existence of pain and addiction as comorbid conditions 
IS analogous to the person with alcohol dependence having peripheral neuro
pathiC pain. However. for the patient with chronic pain wtlO suffers from 0ploid 
3ddiction. oplolds used to treat the chronic pain may be identified as "the 
problem. "the solution.' or a combination or Doth, depending on the trame 
if reference used (ie, addiction medicine, pain management, or pain and 
,;hemical ciependency specialties). Failure to treat both pain and aci(jiction 
Nf1efl present Will undoubtedly lead to frustration and poor outcomes in both 
:ondllions. fo establish a treatment plan [or patients with both pain and 

6 

... 

• Failure to treat bolh ct)fI{jilions. when present. 
wllilJodoubtedly leod to frustration and poor 
outcomes in both dlJrnalfis 

I*MM {>. ~UW 
> I ili1!t@ 

. . 
.~}. 
I> 
• 

addiction, physicians must determine which is the dominant diagnosis, while 
recognizing that the dominant diagnosis may change, and the treatment plan 
will need to be adjusted accordingly. The balance between pain and addiction 
can be viewed as positive when the treatment plan is improving rather than 
worsening the patient's quality of life.oJ 

Universal Precautions in Pain Medicine 
Evaluation 01 the patient at the initial visit and at each apPOintment using the 
Universal Precautions in Pain Medicine is an important tool for managing 
patients with chronic pain (Table 8)."'° The concept of universal precau
tions in pain medicine was adapted from an infectious disease model 
developed for preventing the spread of serious infections (eg, human 
immunodeficiency virus, hepatitis B, hepatitiS C). The Universal Precautions 
are not about opioid therapy; rather, they are about good medical manage
ment of common chronic treatable medical problems including the disease 
of addiction. They are a careful 1O-point assessment of all patients with 
perSistent pain within the biopsychosocial model in order to set appropriate 
boundaries before the first prescription is written. There are also triage 
schemas for estimating abuse risk to identify those patients who may be best 
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served by referral to a pain specialist. Use of this approach with patients 
suffering from pain can reduce stigma, improve patient care, and reduce the 
overall risk of pain management. 

Paramount in the Universal Precautions (Table 8) is determining the diag
Ilosis with an appropriate differential diagnosis, since one must treat comor
bid conditions in order to successfully meet the goals set for a particular 
patient; opioids are just olle facet of a treatment plan,'J Part of the patient 
assessment is to obtain a history of present and past licit and illicit drug use, 
including alcohol and over-the-counter medications. In asseSSing alcohol 
use, physicians must know the definition of 1 drink: 12 ounces of beer equals 
5 ounces of wine equals 1.5 ounces of 80-proof liquor. The treatment of pain, 
addiction, or both is a biopsychosocial phenomenon, and each part must be 
addressed. Written informed consent and treatment agreements are preferable. 
The treatment plan is based on mutual trust and honesty and includes what 
tile phYSician will do for the patient, including medications and measurable 
objectives, as well as what the patient will do. The preintervention and post
intervention assessments include the level of pain and the patient's functional 
goals for pain management. Once a trial of opioid therapy-and, usually, 
adjunctive therapy for the differential diagnosis-is started, regular 
reassessment of the pain score, level of function, and the 4 As (analgesia, 
activity, adverse reactions, aberrant behavior) is imperative for optimal pain 
management." TO Reassessment of the pain diagnosis, comorbid conditions, 
including addictive disorders, and documentation of everything included in 
the Universal Precautions is importa~t. 

Stratifying Risk 
One component of the Universal Precautions is the triage schemata, which is 
a method to assess and reassess the risk of a concurrent substance use 
disorder or psychopathology. The tfiage schemata stratifies patients into 3 
groups: those who can be safely managed in a primary care setting, those 
who should be coman aged with specialist support, and those who should be 
referred to a specialist for management of their pain." In the first group (who 
is your patient?) are patients who have no past or current history of substance 
use disorders. These patients represent the majority who seek help from a 
primary care physician. The second group (who is our patient?) consists of 
those who may have a past history of a treated substance use disorder or a 
substantial family history of problematic drug use, or they may have a past or 
concurrent psychiatriC disorder. These patients are at increased risk and may 
be managed in consultation with a specialist. The third group (who is my 
patient?) represents the most complex patients because of an active or recent 
substance use disorder or major, untreated psychopathology. Since they are 
actively addicted, or early in recovery, these patients pose considerable risk 
to themselves and to practitioners, and they are best managed by referral to 
a pain specialiSt. 

Another tool for stratifying risk for abuse and setting boundaries is the Opioid 
Risk Tool (Figure 5)." It is a 5-question clinical interview deSigned to predict 
the probability of a patient displaying aberrant behaviors indicating abuse of 
Qpioids prescribed for chronic pain. It was specifically developed to screen 
patients with chronic pain who will be prescribed opioids, and it quantifies 
their level of risk for abuse using a scoring system to establish 3 risk 
categories: low, a to 3 points: moderate, 4 to 7 points; high, at least 8 points. 
rhe Opioid Risk Tool teaches several things about addiction medicine: males 
with a family history of substance abuse are at increased genetic risk of having 
tile same disease; males older than 45 years who did not show addiction at 
an earlier age Will rarely develop addiction; and females with a history of pre
J(jolescent sexual abuse are at increased risk. The primary lesson is that the 
questions have to be asked, and asked in a nonjudgmental way, in order to 
31ratify risk. 

In a(Jdition to stratifying patients with chronic pain for their risk of abuse, in their 
initial and subsequent evaluations, physicians need to be able to distinguish a 
patient with pain from a patient with the disease of addiction. Distinguishing 
;;haracteristics are summarized in Table 9.' Physicians have a responsibility in 
prescribing oploids. and patients need to view receiving an oploid as a priVilege, 
··ot a right. 

Urine Drug Testing 
Urine drug testing plays a key role in safely managing Ihe patient with pain. 
It has three purposes: to coniirm the agreed-upon treatment plan; to diagnose 
relapse or drug misuse as early as possible so as to offer treatment for that 
disease; and to advocate for the patient with third-party interests (eg, payers, 
legal situations)." I' Patient-centered urine drug testing as part of pain manage
ment is not observed urine donation or chain of custody (forensic urine drug 
testing/Medicinal Review Officer [MRO] testing). It is used to measure compli
ance with the specified treatment plan; that is, the physician is looking for the 

• Five-question clinical interview to assess patients 
• Specifically developed to screen palienis with chronic pain who will be 

Ilsing opioids 
• Ouanillies the level oj risk jor patient 
• HH"-e risk calegor!es 

- Low: a -3 points 
Morjerate: 4 - 7 pOints 

- High: 8 points "nd above 

Malil Each Box Item Score Item SCOI8 

1. Family ilislory of substance abuse 
A!cohOl 
'!legal Drugs 
Prescription Drugs 

2. Personal history at suostance abuse 
Alcohol 
'Ilegal Drugs 
Prescription Drugs 

3. Age (mark box if 16-45) 
4. History of pIP,adcilescent se'ual abuse 
5. PsyChological disease 

Allenlion delieil disorder, 
obsessive-compulsive disorder. 
bipolar, schilophrenia 

Depression 
Total 

Thai Applies If Female If Mall 
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presence of specific prescribed medicines and/or their metabolites and 
absence of non-prescribed medications and/or their metabolites. This form 
of patient-centered urine drug testing assesses only the presence of a particular 
drug and/or metabolite in the urine in a specific concentration at a specific 
pOint in time. A positive test result does not diagnose drug addiction, physical 
dependence, or impairment." However, in order to adequately treat the 
patient, knowledge of what other medications, licit or illicit, the patient is taking 
is an important aspect of overall management and thus the urine drug testing 
should include the major drugs of abuse. 

The urine drug testing that is appropriately positive and negative is 
reassuring to both the physician and the patient. The purpose ot the urine 
drug testing should be explained to the patient at the initial evaluation. The 
urine drug testing should be used, like all other diagnostic tests, to 
improve patient care. The urine drug testing can enhance the relationship 
between the doctor and patient by providing documentation of adherence to 
mutually agreed-upon treatment plans. This atlows the doctor to be a more 
effective advocate on behalf of the patient with his or her family, workplace 
and other third-party interests. The urine drug testing is an objective 
diagnostic test that is part of the medical record for the treatment of the 
SUbjective complaint of pain." 

Other Tools and Techniques 
As noted earlier, the treatment of patients with chronic pain requires a mUlti
disciplinary approach. One member of the team is the dispensing pharmaCist. 
who is a critical link in the chain of medication distribution to patients of drugs 
available only by prescription. Although it is not required by state or federal 
regulations. prescriptions for opioids should include the notation that the 
patient is either a patient with acute or chronic pain. Patients should be 
instructed to use only 1 pharmacy, and that pharmacy should have a copy of 
the agreement for opioid maintenance therapy of noncancer and cancer pain 
(Figure 6). ,. The pharmacist is then a part 01 the treatment ptan and a member 
of the treatment team. If the patient presenls opioid prescriptions from more 
than 1 phYSician, the physiCians should be notified. 

The tools and techniques for monitoring patients with chronic pain who are 
treated with an opioid are predicated on forging a relationship based on mutual 
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(patient's name] , agree to the folluWlng conditions 

1. I undlJlstand ,hat I f,JVe a chromc pain problem that currently requires rne 
prescllption of Opic,ld pain medication 10 Increase my functIOn. 1 he risks, 
Side eifP.1:ts. and benefits ot ,he medication "ave oeen fully discussed With me. 

2 I will obtam prescripMns tor opicids and Olner controlled mediCines only trom 
[Ilame 01 physician I Ilr aSSOCiates at ir,ame ailnsl:tutlonj 

3. I Will nave my prescrlprion filled at only olle pharmacy and will notify 
[Ilame of phy')icianj 'Jr associales at frame olll1stnulionj cI '.l1e 
name olille phaf/racy. 

4 I will i.ake r~y melJication only as prescrrbed and WI!! promptly notrry 
I name of physiCian j I I jo no!. 

5. I agree 10 rancl<Jm urine .lnd blood :ests to assess my compliance 

61 u!1Ilelslaml tne eventual golal of tJpenng my opioid medication. 

7 I Wlllllll;fft regularly With irarne of pnyslcianJ folr assessment 
l,1 my progresS. 

8. LOJt. rr;iiplaced, or stolen rnedications Will not oe replaCed Relil!s wili not be 

q H! (IE-viale frorTI the atJOVP, qUldeiln~s Of lhp. rnedlcdt!cn 10%s irs t;i!p,diVenp.ss 
'lflCre3$lflq my funcl!on. I Jr'oerstand that .[ will be promptly lapered. 

Signature __________ DJte ___ _ 

trust and honesty.7u Within this relationship, phYSicians inform patients about 
the benefits and risks of opioid treatment, set boundaries with patients through 
agreement on treatment plans and an opioid treatmenl contract, and enforce 
those boundaries. II is important to note that opioid treatment contracts should 
not contain absolute statements (eg, "if you do this, I will do that"), because 
they may jeopardize the doctor-patient relationship and trle physician may be 
held liable if an absolute statement is not acted upon. Rather. opioid treatment 
contracts should be worded as, "if you do this, I may do that." Aberrant 
behavior is usually easy to recognize, and there may be a Simple, correctable 
solution; however, the motivation behind the aberrant behavior is more diffi
cult to discern:" 

It the patient steps outside the agreed boundaries. the boundaries are 
tightened (eg, more frequent visits, decreased medication load). II may be 
necessary to add a mental health specialisl or an addiction medicine spe
cialist to tile team to enforce the boundaries that have been set. If the 
patient IS found to be misusing drugs (either licit or illicit) or is in active 
addiction, the physician should inform the patient that a secondary diag
nosis of substance misuse or addiction is being made and that the patient 
must be honest if the patient wants the physician to continue treating the 
pain. tI the patienl breaks the doctor-patient relationship (and agreements 
made) by diverting medication or by fraudulently seeking a prescription, 
the physician has no further responsibility to that patient but where possi
ble should suggest sources for treating the substance problem. 

Federal and State Regulations 
Healthcare profeSSionals must comply with both federat and state laws and 
regutations that govern the prescribing of conlrolled substances. When 
federal taws or regulations differ from state laws or regulations. the more 
stringent rule applies. Federal regulations (21 CFR 130607) state that a 
physician " .. may administer, prescribe or dispense a Schedule II con
trolled substance to a person with intractable pain, in which no relief or 
cure is possible or none has been found after a reasonable effort. " "5 This 
language serves as the basis for the definition of intractabte pain in many 
state laws. A healthcare professional can prescribe a Schedule II controlled 
substance lor a person without the disease of addiction, in recovery from 
the disease of addiction, and even with the active disease of addiction. 
Prescribing a Schedule II controlled substance is allowed for "a narcotic
addicted patient for the purpose of alleviating pain if such prescribing is 
medically appropriate within the standards set by the medical community." 
The prescriber must keep good records and clearly document in the patient's 
chart that the controlled substance is being prescribed to treat a pain syn
drome and not the disease ot narcotic addiction. Complete information on 
prescribing Schedule II controlled substances is available from the American 
Society of Addiction Medicine at http://wwwasam.ora/Pain.htmland from 
the American Academy ot Pain Medicine at http://www.painmed.orgJclinical 
info/index.htm!. Information regarding diversion of controlled substances 
and its prevention is available trom the Drug Enforcement Agency at 
www.DEAdiversion.usdoj.gov. 

CONCLUSIONS 
Pain is a disease that affects rrllilions of Americans, and it is otten undertreated 
in part due to both patient- and physician-related factors that act as barriers to 
treatment. Physicians and patients need ongoing education about pain, the 
drugs used to treat it, and the risks (perceived and real) assOCiated with these 
drugs. Opioids are effective and sate lor the treatment of chronic pain, and they 
can be prescribed to patients Without lhe disease of addiction, in recovery from 
the disease of addiction, and even with the active disease ot addiction, within 
strict limits. Assessment of pain and risk of addiction at each visit incorporates 
a Visual phYSical examination. an assessment of pain. and an assessment of 
fUllctional activity Other tools and techniques that promote the safe use of opioids 
include a physician-patient relationship based on mutual respect and honesty, 
treatment plans, opioid treatment agreements, and documentation. New 
developments in formulation strategies and new drug entities with novet mecha
c:isrns of action may assist phYSICians In more eHeclively ITlanaging tileir 
patients with chronic pain ~nd redl000484, .. 
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OPIOID RISK MANAGEMENT: DISPELLING THE MYTHS 
AND INTEGRATING CLINICAL STRATEGIES TO PROTECT YOUR PRACTICE 
CONTINUING MEDICAL EDUCATION EXAMINATION AND EVALUATION 

1. Which of the following is (are) an adverse consequence of poorly managed 
acute pain? 

J. Impaired recovery from injury or procedures. 

b. Potentially serious medical complications. 

c. Progression to chronic pain. 

d. All of the above. 

2. Which at the following is true about chronic pain? 

a. Chronic pain is an adaptive, beneficial response necessary lor the preservation ot 
tissue integrity. 

b. Chronic pain persists for at least 3 months and cannot be fully relieved by standard 
pain medications. 

c. The malonty ot the cost of chronic pain is due to absenteeism from work. 

d. Tllefe are no barriers to the successful management of chronic pain. 

3. Which at the following is not a strategy to overcome fears related to the treatment at 
chronic pain? 

a. Preconceived notions about the patient and the patient's past history as the basis of 
treatment agreements. 

b. Establish phySician-patient relationship based on trust and mutual respect. 

c. Documentation of assessments and treatment plan. 

d. Objectives to determine success of treatment. 

4. Which of the following statements is ialse regarding opioids? 

a. Controlled-release opioids are better than immediate-release or short-acting 
opioids lor the management of chroniC pain. 

b. Abuse of widely prescribed opioids for pain management is overestimated on 
a patient basiS. 

c. The potential for euphoria is the same with immediate- and 
controlled-release oploids. 

d. Controlled-release opioids may reduce the frequency of end-at-dose 
breakthrough pain. 

5. Which ot the following is (are) abuse-deterrent strategies? 

a. Controlled-release mechanisms that resist crushing (mecr,anlcally 
stable formulation). 

11. Viscous-gel capsules that resist dissolution in alcohol or acidic beverages. 

c. Combiralion of an extended-release opioid agonist With an cploid artagonist. 

d. All of the above. 

6. Which at the following statements is false reqarding peripherally acting IJ-opioid 
receptor antagonrsts such as alvimopan? 

d. They antagonize opioid-mediated changes In gastrOintestinal motility. but 
:ompromise centrally mediated opioid effects. 

b. At uSLJaltherapeutic doses. alvimopan does flat cross the blood-brain barrier. 

c. Alvlmcpan elfectively blocks opiold-induced qastrotntestlral adverse effects. 

O. Alvirncpan Iherapy does 110t alter pain scores or opioid consumption, 

7. Which at Ihe following statements is la/se regarding the mechanism of action of 
tapentadol. an analgesic In development? 

a. It is a ~-opioid receptor agonist 

b. It potently inhibits the reuptake of the monoamine serotonin, 

c. It inhibits the reuptake ot the monoamine norepinephrine. 

d. It facilitates monoaminergic transmiSSion in descending pain pathways in the 
3pinal cord. 

8. Which of the following is false regarding the findings trom studies of tapentadol? 

a.1t is effective in a broad spectrum of acute and chronic animat models of pain. 

b. It may have an improved adverse-ertect profile; particularly, fewer gastrointestinal 
adverse effects. 

c. It is not metabolized to active metabolites so it has a low potential for drug 
interactions and likely will provide consistent analgesic activity. 

d. It has a higher propensity to produce tolerance and physical dependence compared 
with opJOins. 

9 Which of the following is false regarding the pain-addiction continuum? 

a. Pain and addiction can exist as comorbld conditions. 

b. The dominant diagnosis (pain, addiction) may change over time. 

c. Only the dominant diagnosis is treated. 

d. Opioids may be the problem, the solution, or both when used to treat a patient 
'.'11th opioid addiction and chronic pain. 

10. Which of the following is false regarding the Universal Precautions in 
Pain Medicine? 

a. They are specific to opioid therapy, 

b. They are a 1 O--point assessment for use in all perSistent pain patients. 

c. Use of the Universal Precautions in Pain Medicine can reduce stigma and reduce 
the overall risk of pain management. 

d. Documentation of the assessments and treatment plans is essential. 

11. Which of the following are tools to monitor patients with chronic pain? 

3. Opioid risk tool. 

b. Urine drug testing. 

c. Treatment plan and opioid agreement. 

d. All althe above, 

12. By federal regulations, healthcare professionals cannot prescribe a Schedule II 
controlled substance for the relief of pain to a person who is addicted to opioids, 

a. True. 
b. False. 
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t Role of Japentadol Immediate Release 
(Nucynta) in the Management 
Of Moderate-to-Severe Pain 
~azhena Fidman, PharmD Candidate. and Anna Nogid. BS. PharmD, BC~ 

INTRODUCTION 
Widespread in the U.s., pain is asso

ciated with sjgnjGran1 actv;;rse erannmic. 
clinical. and quality-of-life outcomes: 

(from 15% to 20% Of~atients in the U.S. ex
perience a<:ute pain LIP to. 75% of patiepts 
experience pain afier surgery, and 68 . 
lion people have chronic Jain each ye, ':! 

!Jncontrol e pain is the leading cause of 
disability; it may also delay patient re:, 
covery [mm slIrgery.:tW'rease risk nOiie
threatening eyents"::b;uch as deep-vein 
thrombosis or m{oCardial infarction). 

flt. rI1I t Itrv- illld lead to the develQpment of chronic ' 
1>~ pain.! For back pain alone, total health 

rJf!f5.t\1O, r;, i ~ expendj~res ~n. 2004 a~d 20~5 .we ~ r " I es . ' 

'~""·"f[,.1---f Current pharmacological treatm I .ly' . options commonly used forJDoderatlil-
't'v . to-severe pilin include anticonvulsants .. 

mrtidepressants. nonsteroidal anti-inflam
matory agents (NSAIDs), tramadol (UI~ 
tram, PliCara), and opioids. Anticonvul
sants and antidepressants are associated 
with intolerable adverse effects (AEs) 
and numerous drug interactions. an 

I successful anal esia is achieved in onlv 
\ 50% of patjents witlLnellI:QIlathkj2g1 

'"""I. NSAIDs are effect~ for managing 
chronic pain. but their use is limited by 
tht~ir gastrointestinal (GI) and cardio-
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v'!scular toxicity. adverse renal effectsd .a,;in~le dose is 32% as a result of the 
\ ani!. an increased risk of bleedinf:.lOpi medication's extensive first-pass metab-

,aids are higbly ~Meclp .. e- o§}n. Iapentadol is widely distributed 
[h(onic pain. but their use is limited by throughout the bQdy witb a volume of 
hausea. vomiting constipation and distribution of approximately 540 liters 5 

~edation. as well as the oss'bi . Plasma binding is IQW and bas been 
~d<liction or dependence rama ot J a~ reported at approximately 20%.: 
attractive alternative to opiOids, but it is Tapentadol,is primarily and ext en-
subject to genetic polymorphism be- sively (70W») metabolized via glucuron-
cause it is metabolized by cytochrome idation by the OGTIA9 and OGr2~7 
P-450 (CYP) 2D6. has a neurQtoxic enzymes tQ inactive metabQlites. Phase 1 
metabolite. and may predispose patient:; metabolites include N-desmeiJiyl fapen-
to serotonin syndrQmW . tadol (13%) as a result of metabolism Qy 

Despitet eaVill abJ yo CYP ~C9 and 2C19. and hydroxy~~n-
ous options ) . tadol (2%), as a result of metabolism by 
treate 2 indicating a need for a potent CYP 2D6. which are further metabolized 
anal esic with a low sr;re::effect profile. by conjugation.7 The metabolites oJ 
Tapentadol HCI immediate release (IR) tapentadol do not contribute to the drug:s 
(Nucynta. PriCara). a centrally acting analgesic actjvity~/ ' 

rimarily y dlvukft/u 
~stera: ($.!'If.l: G9% is excreted 

analgesic. was approved by the FDA on 
N ovember 20. 2008. for the relief of mQd

'erate-to-severe acute pain(1\. long-acting 
formulation is being invesli~d/ 

in the form of conjugates. 27% as oJher 
\metabolites, and 3% as unchanged dr1lg _ 
}'ecal clearance accounts for 1% oftapen-
!adol's eliminatiou-J 

The a arent half-life of fa enladol fol- i::Ji. :~o:nA_ 
lowin oral administration 'J urs ,ID .. 
and more than 95% of the dru is ex-
crete withi 2 Qurs of dosin .7 "The 
t,otal taIJentadol:'leampce is J 5'{O + ) 77 Af! 
ltitimi!WilW _ 

'{ e p armacokinetic properties of 
,apentadol do not appear to be affected 
I by renal il11pairment~~ hepatic 

.--- impairment results ill decrease L!Detab
~~~~~~~~~~~ 

olism of ta~ntadol. resulting in higher 
PHARMACOKINETICS ~xposures and serum tapentadolleve\s. 

Tapentadol is rapidly absorbed. with a The pharmacokinetic pararneters"of 
maximum serum concentration (Cma.J tapentadol have not been evaluated in --
tYPically observed between 1.25 and 1.5 Pjitiei1tS with severe he~~I~~~mp~!:r~<::r::~:~ I. 
1:!2.11~.' Dose-proportional increa~t't§jn ~ 
tl.!,e Cm"" and area-under-the-curve (AUC) ~UNICAl TRIALS ~'< ~..rw-~J,)'J 
values oft~penta(~oJ have been observe,fl "\/Ph~Se 2 Trials ~ (, J \ * J . 
J,Eove the::>o- to l:)O-mg dose.Tange~~ug, Stegmann et al,!{ bl?"i'- .~ 
gesting linear pharmacokinetics. Tapen- Stegmann illId associates donclucted a / .. 
tadol's AU~ and Cm"" .are incr~!.<!~~d by !randomized, double-blind. phase ~ :\udy 
2~.d_JJ.i%~"iPCctlvely~followHl-g:-a- ,to assess the etficacy and tolerabilIty of 
high-fat~higll~lorl~lnem.. ;l11ultiple doses of tapentaclol for the relief 
Tl~ mean absolute biQavailability aft~ 10£ acute pain follQwing orthopedic sur-
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M~~ 
gery. Patients (n - 2(9) between 18 and ~The most common AEs included nau- \ 
65 years of age who underwent a unhea. dizziness. somnolence vomiting. 
lateral first metatarsal bunionectomywere eadache, generalized pruritus hyper- ri-£';,;-l';;"'='!f;~-~:!,,,!~~¥.~;I;!:!l~~~ 
IOcluded in the study if they experkuood lidrosis. constipation. and. feeling hot. ~::~:~:~~~~~~~~=! 
p~ative pain of greater or equal to apentadol 50 mg was associated with ,~ It{; .. J 
4 on an ll-point numeric rating scale lower rates of nausea, dizziness. and The most commonly reported AEs 
(NRS) (where 0 - no pain and 10 = the constipation and a similar rate of somno- 'ere dizziness, nausea, vomiting;ana \ Iw 
worst pain imaginable) and an increase in lence, com ared with oxycodone IR 'omnolence. as follows: S i 
pain of greater or equal to 1 point within m " sticaI ana ysis for differences ;151/'''''''''''' 
nille hours after anesthesia was dis- ffil'iEs was not performed. ~ • The incidence of AEs was lowes! <Jf-.J . 
continued on the fi~f poStoperative da):. with ibuprofen and olaceno... I {~ 

~ Patients with l~to-seveWost- • ]'"he incidence of nausea and vomit- ::...--
operative pain received tapentadol50 mg ative pain following bunionectomy. ing appeared to be lower with all 

D~,,4h ...... 
•• ~ 10. ... j 
~ 

Cn = 67), tapentadol IR 100 mg Cn = (8), . ~ L ';iff ,.~'"' ' fl( wb. Lt.,.~ses of tap~ntadol when compared 
ox]'codone HCIIR 10 mg (OxyContin, Klemert et ~ ~IE- :'"':k/ "~~. ! WIth morphule 
Purdue) (n = (7), or placebo (n = 67).]1le L)<leinert and colleague~~;;J~cted a • The incidence of di . , , , 
study drug was administered every four r!lndomized, double-blind, placebo- lower with tapent dol 100 
to SLX hours over a 72-hour period starting controlled trial to assess th~a@nd ,compare wtt ' o. 
o'ne day after surgery (evaluation day 2). &>!erabiTIlJ of taQentadol. compared with .' 1e Illcidence of dizzines 
Ine primary efficacy endpolllt was tl'ie morphine, ibuprofen, and placebo. in ta en ~OO m ,," 
sum of pain intensity over 24 hours (SPI~4) patients with moder c,(rJoJ t' . 
on the second day after randomization ojlerative dental pain. Patien .~' • The incidence of somu{.lence was 

il'leasured with the use of the verbal rat- had undergone extraction ot the man- mQ!JJhiru!-. ~{J: 
(evaluation day 3). Pain intensity was uere between 18and 45 years of age WQ01 higherwith t~do! 2Q() mg~nd 

ing scale (VRS) and the NRS. di~ular t6fr'd moliUAYitli b2Ii$)remova! A.tt-~ ~ 
"" Compared with placebo(fapentadoI becallse ofjmpactiop and pain within six ifference in safe finding betwee~' SiX: 

treatment resulted in a significant de- hours after surgeryl The patients re-I stu y group' e no atistkally si~ -
crease in pain intensit as reported by \CeiVed a(Single oral dos~f tapentadol n cant. -
patients, on the t Ird evaluation av with fli. 50. 75-100 or 200 mg; morohine sul- ese results suggest thatta )entadol 
mean SPI.'4 (YRS) scorei¢f~;t&or tapen- fa1s:.fiO mg; ibuprofen 400 mg; or placebo. was effective and well tolerated for man-

if.t:. tadol50 m ,29.2 for ta entadollOO mg, nmar t 1- cacy endpOln was aging moderate-to-severe pain after den-
1<\0 {o r.." (35.7 for oxycodone, and 41.9 for placebo ean ota pain elief over eight hours tal procedures. The efficaCY oilapentado 

I 4' (P < 0.05 for placebo vs. tapentadol). TOTPA 8. ~ary efficacy en - ToO mg and 200 rng was compar~","-,"'-:::} 
. TapentadoI also resulted in lower SPI~,t s ~ere t tal paID relief over four that of morphine and ibu rou Tapen-
~,L (VRS) scores, compared with placebo hQ..urs (rOTP~ and the time to onset tadol had a mQfe rapid onset of analgesic 

. lot!) 'd on evaluation days 2 and 4. SE,tislicaily of analgesia> • effect and resulted in patient satisfaction 
r~{' slgmncantoecrease III mean SPb {NRS) 1ml a to that of morphine an lbupro-

scores for both tapentadol woup;,~om
pared with the placebo group, was noted 
onevaluallOn da s 2, 3. and 4 . .--------

apellta 0 m sled in a si nif~ 

ieant decrease in total pain relief after 24 
h'ours (rOTP.A,R~t) on evaluation day 2, 
compared with placebo. TapentadollOO 
mgresulted in a significant decrease in 

\ TQTPAR,)[, compared with placebo. on 

t __ ~,~e~va~1~u~at~io~I~1~d;aY~'s~"~~~~~~~~J 
In addition, 61. u 0 patlen s 111 e 

ta,nentadQ! 5O-mg group 86 4% of patiems 
in the tapentadollOO-mg group. 74.2% of 
patients in the oxrcodone group, and 
45.4% of patients in the placebo gJ:QllP 
rated the litudy nwdic'ltiou as good very 
good, or excellent at controlling their pain on study day 3 J'vlore placebo patients 
(98.5%) required the stuciy rne.rucalion 
compared with those receiving tapen.1a:c. 

dotSO mg (SO.6%) , taDenlaciol 100 D1g 
(7G 5W.) and <n<ycodone (80.,6%). 
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I::> mg (P = 0.12 vs. placebo), 64.4% for 
oXycodone IP Ii om!~ flial;@Qo), and 
47~8% for placebo. More [!lacebo Eali~nls 
(23.2%) required rescue mediCatiOns 
compared with the oxycodone group 
0.2%), patients res.;.eivill2 tallflltadol 
75 mfll.4%) , and tho:;!> r;;;;iVingt;;Pen-
tadol,2QJ:rur (62?4J. ." 

AEs occurred in 68% of ~ re
~~~~~~~==~~~~~~~~ceiving tapentadol 50 mg, in 75% of 

-------------------------------
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,(Hartriek et aI.':' / ~. 
liartrick and co eagues conducted a 
l~ea. clouble-blind study iO:~\lal
uate th~;'ID~f 10 
~ys oftreatment wjth lapenlad()l~ mg 

ra e-
aou e 
~ - ~rm tolera I It)' I~etY0rt::Ren-

.aUcll In patient.'> With low bark pam or 
osteoarthritis Pat~Dts in 878) with a.. 
nain-intensity score of at least 4 on a~ 
l1-Iloint NRS whUp taking non-opioid 
,Ulalgp,>ks reeeived tapentado\ 50 Of 

100 mg every four to six hours (n = 679), 
as-;eed~.d.. or oxycodone 1 Q.J.u:J:[ffi-g 
ev~our to six hOIJrs (n = 1Z~, as 
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needed, fo, a tou,1 0190 day" The u'" of T.pentadol should not be pre",ribed t:.::O:;N.:C:.l::U:::;S~IO?N:-_---:--:-_-:-:-_-", 
L·non~d anal esi' t a stable dose was for patients with head injury or increased Tapentadol is a centrally acting an-

... L / a owed, but the use of opioid re~ue intracranial pressure." L ~.E» " ... ,. 1gesicwith established eft1cacyin acute-
f~~'{(:,(':-' medlcahonwa~notpermitted. jtI,....~.. am,c romcpam,neuropa 11cpain,an 

f 
DUringthestudyperiOd'AESwerer~-3 pOSAGE . 2.,·1'~' IQO~ Jam Wit an inl1ammatory o~ 

~ -r'") ported by 76.3% or the taoentadOI I.)alieu1s ~ The manU.facturer rei"ollllIletlds thlt! drug follows linear pharmacokinetics, is 
~ 3£d by 82.9% of the oxycodone patients tapentadol be initiated at a dose of 50 mg, absorbed rapidly attains llUI,xiuJIlIll COll-

I 
The most common AEs.}Ysa-.f....GLevents 75 mg, or 100 mg, administered every centrations quickly and is excret€d po 
(,i4.2% for tapent.adol vs. 63.5% for oxy- our to sLx hours. The dose should then marily by the renal system in the form of 
c6(fone), central nervous system (CNS) ~be tailored to each individual, based on inactive metabolites. Tapentadol is not 
events (36.7% for tapentadol vs. 37.1% for he severity of pain and the patient's pre- metabolized by the CYP 450 system to a 
oxycodone), and pruritus (4 :1% fOl'tapen- . ious experience with similar drugs, to sigml1cant extent, and it does not induce 
tadol vs. 11.8% for oxycodone)_ maintain adequate analgesia while avoid- or inhibit CYP enzymes to a clinically 

Of thl e patients in tfie tapentadol ing unwanted effects of therapy. On the ~jfirant effect, resl:lltiftg in a low po 
.. r p, 42% iscontinued the study drug first day of dosing, the second dose may ~ntial for drug interaction5,~ • 
early, ~a:::wlth4m;:()fptilients in be administered one hour after the first Adverse effects are primarily related to 
the~;done IR group: 21% of patients.. dose. Doses greater than 700 mg on day the eNS and GI tract and have been 
receiving tapentadol and 31% of the oxy- 1 and 600 mg on subsequent days ar reported to occur less frequently than in "-

not recommended. I( patients treated with opioi s. Tapenta<IOr" 
n s are not needed in an important a Ihon toJ:lit?ci.i:iiiiF-~ 

! ati'entS\vit~~-1.~~n~tan~·u~m~f~~~~~~~ 
t ~ild he Jatic impairmen. n - o-severe -.::;:--==-=---

1'--_------1 patients with.-.ll!Q!!erate hepatiC ImQair::--
___ ~Htt~mt_crtm~iieliL66i%1onlllerl men!. tapentadol should be initiated at a REFE 

dose of 50~een @Apfelbaum JL, Chen C, Mehta SS, Gan 

zures. or coma. 

mrses of at least eigfif. hour~apentadol;Jo TJ. Postoperative pain experience: Re-
llaSnot been studied in patiell1.s.-with sults fr?m a n~tional ~urvey suggest post-
severe liver impairment 5 / operative pam contmues to be under-
• ---0 -- -- --- ------.- managed. Anesth Allalg 2003;97(2):534, 
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Efficacy and Safety of the Fentanyl Iontophoretic Transdermal 
System (ITS) and Intravenous Patient-Controlled Analgesia (IV peA) 
with Morphine for Pain Management Following Abdominal or 
Pelvic Surgery 

Objective. "he fentanyl HC) iontophoretic transdermal system (ITS) has effectively managed pain 
. _ _ m~eral tYpes of surge11f)this study evaluated the efficacy, safetv', and ease of care 
associated ""ith fentanyl ITS and morphine intravenous patient-contrOlled analgesia (IV PCA) for 
pain management following abdominal or pelvic surgery. . 

.. 

. 'n control t'ol
ine IVPCA 

Key HlOrdr. Pain Management; Fentanyl ITS; Postoperative; Acute Pain 

Reprint requestr to: Harold S. :Vlinkowitz, ;\;ID, Department 
of Anesthtcsio\ob'V' lvlemorial HermanI1 ;vlemOl'ial City 
Hospital, n I G~ssner Rd, HOllston, TX 77024, usK 
'lei: 713-932-3436; Fax: 7l3-242-3664; E-mail: 
research@houston.rr.col1l. 

The current multicenter study was conducted at 39 cen
ters, which are listed, along with the principal investigator 
at each center, in Appendix 1. 

Introduction 

O ver the past two decades. considerable efforts 
to improve the treatment of postoperative 

pain have led to the development and implemen
tation of pain mamlgement guidelines [1-4J and 
the es~blj3hmeH! lIf acute p"in senrices in UIIllWt

ous hospitals (5,6J.However, results of recent 
studies indicate that postoperative pain remains 
inadequg,ely Dl;,}uagea [7 -9J. 

t;) American Academy of Pain Medicine 1526-2375/07/$15,001657 657-668 doi:10, l111/j, 1526·4637,2006,00257,x 
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the 

mao Ites , 
. previous study of patients who underwent a 

variety of major surgical procedures demonstrated 
that the fentanyl ITS was comparable as a method 
of pain control to morphine IV PCA [16]. The 
current snldv included additional measures that 
assessed the;apeutic elements beyond pain con
trol, including the ease of use/care and satisfaction 
with the method of pain control from the perspec-

J;linkmvitz et 111. 

tives of patients and nurses. This study was also 
designed to demonstrate the safety and eBicacy of 
fentanyl ITS in the treatment of postoperative 
pain following two specific types of surgery, 
abdominal and pelvic surgery. These patients were 
considered to represent a more homogeneous sur
gical population than previously studied and were 
expected to share a similar postoperative pain 
experience. 

Methods 

. Patients were ~ned both pre- and postopera-
tively for articl ation in this study. atients were 

igl I Ity up to weeks prior 
to ::;:;;;~ttm=e""n,..,,-I;=:=::::g which time patients pro
vided their medical history, underwent a physical 
examination, signed an informed consent form, 
and received pr'Coperative education on both the 
fentanyl ITS and morphine IV peA. Patients 
who were eligible for study participation were 
~18years of age; American Society of Anesthesi
ologists physical status I, II, or III; scheduled to 
undergo elective abdominal or pelvic surgery; 
expected to require ~24 hours of hospitalization 
after surgery; and expected to experience moder
ate-to-severe postoperative pain. 
r::£ second screemng!}s performed in the post
anesthesia care unit following surgery. Eligible 
patients were titrated to comfort using intermit
tent IV bolus doses of opioids (morphine, hy
dromorphone, fentanyl, sufentanil, or alfentanil). 
Patients were included if they were awake, alert, 
breathing spontaneously with' a respiratory rate of 
8-24 breaths per minute and an oxygen saturation 
(SpOl) of~90%, were comfortable for 2:30 minutes 
in the postanesthesia care unit, and had ,lttained a 
pain score of ::;4 (numerical rating scale [NRS) , 
o = no pain to 10 = worst possible pain). Patients 
were excluded if they were known to be opioid
tolerant or met anyj)iagnostit' "'Itt Sttltistictll fHrtn
ualo jHental Disorders IV (DSM-IV-' ™ . i· 

., . 0 ioid tolerance 
wa e s takin an' dose 
(e.g., tentanvl mor hine h ·dromol )hone 
sort-acting opioid or combination of sbort
,ictmg opioids :rreate .. ..., ~ 'lily, 
~rocoOone 40 mg daily, t~<1rn:adol JOO l~g dail~r, 
or oxycodone 40 mg dally for 4 consecutIVe days 
prIor to surgery. Patients who had active skin dis
ease, were expected to receive postoperative an:11-
gesia supplied by a continuous regional technique, 
were expected to require intensive care postoper-
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atively, would likely require additional surgical 
procedures within 72 hours, or were intubated at 
the time of final screening were excluded. Patients 
were also excluded if they had received long-acting 
intraoperative spinal anesthesia (other than bupi
vacaine without epinephrine) or epidural anes
thesia, local anesthetics in the surgical area, 
nonsteroidal anti-inflammatory drugs preopera
tively or postoperatively, or opioids other than 
morphine, hydromorphone, fentanyl, sufentanil, 
or alfentanil. Patients who satisfied these require
ments were assigned a five-digit identification 
number; the first two digits represented the inves
tigator at the site, and the last three digits were 
assigned in ascending sequential order according 
to the time of enrollment. Patients were random
ized (1 :1) to receive the fentanyl ITS or morphine 
IV peA based on their five-digit identification 
number using a centralized, con;puter-generated 
randomization schedule that was prepared before 
initiation of the study; patients were not random
ized 1: 1 at each study site. 

Patients were considered enrolled upon ran
domization. Hour 0 was the time of application of 
the fentanyl ITS or attachment and enabling of 
the morphine IV PCA pump. Supplemental anal
gesia with IV fentanyl (fentanyl ITS group) or IV 
morphine (morphine IV PCA group) was available 
during the first 3 hours following initiation of 
treatment; patients in both treatment groups could 
receive either IV fentanyl or IV morphine if the 
appropriate analgesic for the assigned treatment 
group was unavailable. Patient') who requested 
supplemental analgesia >3 hours after enrollment 
were withdrawn from the study due to inadequate 
analge .. 
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which time additional doses of f€Htaflyl cannot he 
allmir:istered. The cumulative number of doses 
adtntntstered by. each system may ;~~ ~sti:~:d, by 
the number of hght flashes tha n_e r __ m _ _ 'mg 
U( .. ' . istratlOl1 of a dose. ,.. 

1-:;-i,i~,P:'{' ~~::E~?E r~:~~~ 
lOCkout interval bctw&@; dose:r. A~l1axiIlIUm ofW-
doS"es was available per hour for up to 24 hours, 
for an overall maximum of 74g doses (240 mgl 
24 hours). Due to differences in hospital policies 
or peA pump limitations, approximately half ot 
th~s were granted exemptIons to use 1. 0-
minate lockout Interval. 

efficacy sure was ratings of suc-
c"::'e':::ss::-' ..;:·:rg:-:-:(:-)o5~0""r"""'e-::x-:-ce::illent" ~ obal 
ssessment (PGA) of the method of pain control 

ih .... the hrst 24 hours (4-point categorical scale 
["excellent," "good," "fair," or "poor"]). To per
torm this a88e~smelll, a member of me mvesttga
tor's staff read aloud thiloIlowmg question to the 
patient: "Overall, would you rate this method of 
pain control during the last 24 hours as being 
ex;cellent, good, fair, or poor?" .I'he PGA was per
formea at the 24-, 48-, and 72-hour time points 
fOTtyatients who remained in the snuiy Of upon 
eN' j: termlDatjon. 

qUlvaenc between groups was also deter
mine ased on the mean last pain jntensity scores 
in the first 24 ho s. ain intenSItY s measured 
on e 1 RS. A member 0 t e mvestigator's staff 
read aloud the following question to the patient: 
"Un a scale from 0 to 10, whe 0 mans no pain 
an m . rst OSSI fl, ra~a1l1 

that you have now." A baseline pain assessment 
was perfonlled at hour 0 and repeated at hours 0 5, 
1, 2, 3, 4, 6, and 8 and every 4 hours thereafter 
throughout the remainder of the stUQ)' or Uprn1 
early termination. Sleeping patients were not 
awakened, and no score was 
reeor ed at those time pojnts Additional efficacy 
measures included the percentage of patients who 
withdrew early from the study, the percenta...[e of 
patIents who required sup lemental anaIO'esia dur-

, ' erst ours ot t e study, and the oum Jer 
=-"01 supplemental analgesic doses ~fTV fem-,Illyl and 

- IV morphipe that w@£@ aciministg£@d to patients. 
In additjon, tbe llH:an nlJmber of doses of analgesic 
that were activated by the patient in the first 6, 12, 
;<ua 21 hours was also noted; the numberof on
deJJ:l<lRd doses admillistered bv the femanvl ITS 
~'dS estimated uSlIlg the foHo~ing equatio;l: esti-
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mated number of doses = (5 x number of light 
flashes) - 1. 

JJinkowitz et of. 

whether the system-related event resulted in an 
analgesic gap. 

A validated Patient Ease-of-Care Question
naire, developed to evaluate the ease of use and 
satisfaction with patient-controlled therapies for 
the management of postoperative pain [18J, was 
completed by patients after 72 hours or upon dis
continuation of study medication. The question
naire included 18 items, grouped according to the 
following subscales: Confidence with Device, 
Comfort with Device, Movement, Dosing Confi
dence, Pain Control, Knowledge/Understanding 
of the Device, and Satisfaction. All items in the 
Patient Easc-of-Care Questionnaire, except Satis
faction items, were scored on a 6-point Likert 
scale, which ranged from 0 = "not at all" to 5 = "a 
very great deal." The Overall Patient Ease-of
Care score was calculated as the mean of scores 
on the subscales, excluding Satisfaction. Higher 
scores on all Patient Ease-of-Care subscales indi
cated more favorable results. 

.----l V, SIgnS am oxygen saturatIOn .eve s were 
\.. recorded at 0.5,1,2,3,4,6, and 8 hours and every 

+ hours thereafter until 72 hours of treatment or 
~~atieI:t withdrawal from the studY1 Respmltory. 

Ion was assesse( as t e pn '., measure of 
systemic safety. Patients were monitored for clin
i~ally relevant respiratory depression (defined as 
respiratory rate <8 breaths per minute and exces
sive sedation). If the patient was ,lsleep, the respi
ratory rate, heart rate, oAygen saturation, and 
number of on-demand doses delivered were 
recorded. Sleeping patients with a respiratory rate 
of <8 breaths per minute were awakened and 
assessed for excessive sedation. In addition, Ram
say Sedation Scale scores were recorded 8 hours 
after enrollment and every 8 hours thereafter until 
72 hours or upon early termination [20J. 

q~Ease-of-Ca~~(i~~~t1Otmaire , 
deve ope to evaluate the ease of care an satis ac
tion-Willi patIent-controlled therapIes for()Sfb~ 
eratIve pam management , were completed by 
nurses following the completion of;::: 1 0 patients or 
when all patients completed the study at their 
respective sites. The Nurse Ease-of-Care Ques
tionnaire included subscales that assessed satisfac
tion and the time-efficiency and convenience of 
patient-care tasks due to th~ device. The Overall 
Nurse Ease-of-Care score was calculated using the 
mean of scores on the scales that assessed time
efficiency and convenience: items in these sub
scales w~re rated on a 6-point Likert scale, from 
o := "not at all" to 5 = "a very great deal," with a 
lower value indicating greater ease of care. 

L.. Safety Assessments 
aug lout t Ie study, ~ ev~;;z, and system-

--rciated events: 'defined as problems rela~ 
analgesic system that mllst be addressed by health 
care providers (e.g., device malfunctIon or failure, 
patient could not locate button, infiltration of the 
rv line, air in line, low battery, and IV line inad
vertently pulled out that led to an int in 
pam contro or the use of health care resources, 
were-recorded as they occurred. An analgesIc gap 

-was defined as an Il1terrupnoll in the method of 
pain control that resulted in a period of time dur
ing which analgesia \vas l10t available. System
related events that led to an interruption in pain 
control \vere l10ted 011 the svstem-related events 
checklist, along \vith infor~ation pertaining to 

I Statistical AnalysesS; 
All analyses were perfomled based on the intent
to-treat (ITT) opulatlon, which mc1ud d all 

ients ran omized to receive study medication. 
Randomized patients who received at least 3 hours 
of treatment with either modality comprised the 
evaluable-for-efficacy population. The entire ITT 
population was used for analyses of efficacy and 
safety endpoints to include patients who discon
tinued the study prior to the 3-hour time point. 
For patients who withdrew early, a PGA, a pain 
intensity score, and any adverse events were 
recorded upon withdrawal and were included in 
efficacy an . anal, . r the ITT popula
tion. T e sam Ie size for this stu was deter
mined base on the primary efficacy endpoint of 
difference in success rates between the treatment 
groups for the PGA assessed at 24 hours and was 
calculate· f 80%, while con
trolling the Type 1 error rate at rJ. = 0.05 using a 
two-sided 95% confidence interval (en procedure 

. . 'e mar in of (5:= 0.10. The suc-
cess rate, 1t == 0.83 based on results of prevIOus 

Ies, was aSSUln 
ized treatment groups. Based on these assump 

e samp e SIze reqmre per . s 
approximately 150, taking into account that some 
patients would discontinue before receiving treat
ment tc)r 3 hours and would not be included in the 
evaluable-for-efticacy population. 

Between-group differences . ~.....t:><=..-.....J... 

teristics were analyzed mg ANOVA with at-
ment as a factor for c s and an 
uncorrected chi-square test or Fisher's exact test 
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for categorical variables, where appropriate. Anal- event, the incidence of adverse events, and the 
ysis of the primary efficacy measure involved the incidence of treatment-related adverse events 
construction of a two-sided 95% CI for the differ- ,vere analyzed using a Fisher's exact test. No 
ence in the percentages of PGA successes (ratings adjustment (to significance level) was applied for 
of "good" or "excellent") in the first 24 hours multiplicity of comparisons made. Between-group 
between the fentanyl ITS and morphine IV PCA differences in the Ease-of-Care Questionnaires 
groups. The two treatments were considered were evaluated using a two-sample t-test (patients) 
equivalent methods of pain control if the two- or a mixed-model <tpproach (nurses who had expe-
sided 95% CI for the difference in the percent- rience with one or both modalities), in which the 
<lges of PCA successes fell within ±1O%. For treatment and type of nurse (staff nurse, research 
patients who withdrew from the study or com- nurse, or study coordinator) were fixed effects, and 
pleted the study prior to the 24-hour time point, the individua"l nurse who completed the Ease-
PGA ratings that were recorded at the time of of-Care Questionnaire was considered a random 
discontinuation were used to calculate the PGA in effect. Further, to summarize the ordinal res-
the tirst 2.f hours. If no data were available, a rat- ponses for the multiple items in each subscale, the 
ing of "poor" on the PCA was assumed for statis- respondents were dichotomized based on a strict 
tical analyses; a rating of "fair" or "poor" was requirement of consistent responses across all 
classified as a failure. The percentages of PGA items of a subscale, thus dividing respondents into 
success ratings were also analyzed across patient two broad categories: 1) responder: a respondent 
subpopulations, including age «65 vs ::::65 years), who responded with the top 3 responses of the 
body mass index (BAH; <25, 25-29, 30-39, and Likert scale on all items of a subscale; and 2) non-
::::40"kg/m2), and surgery type (abdominal or responder: a respondent who did not respond ,vith 
pelvic). the top 3 responses of the Likert scale on at least 

Equivalence was also determined for the sec- one item of a subscale. Therefore, patients who 
ondary efficacy measure of pain intensity in the reported a "3," "4," or "5" for ,111 items included 
tirst 24 hours, which required that the two-sided in the mean Overall Ease-of-Care were classified 
95% CI for the difference betvveen treatment as responders, while nurses who reported a "0," 
groups in the 24-hour mean pain intensity scores "t," or "2" for all items included in the mean 
was within ±l.O. Between-group differences in Overall Ease-of-Care were responders. 
mean pain intensity scores recorded during t~he . 
first 12 hours ~ere <lI1alyzed using ANO:'A with ReSUlts ~_ ~ 
treatment as a tactor. An uncorrected chi-squar t:7 c7\, 
test was used to evaluate between-group difti - A total of 506 patients were enrolled and random-
ences in the percentages of patients who required ized to receive the fentanyl ITS (n = 252) or mor-
supplemental analgesia. Differences in the number phine IV PCA (n = 254) for postoperative pain 
of supplemental analgesic doses that were admin- management (Figure 1). Patient characteristics 
istered to patients in each treatment group were were similar at baseline between the treatment 
evaluated using a general linear model with treat- groups (Table 1). Patients were predominantly 
ment as a factor. Between-group differences in female, Caucasian, and 5 veal'S of a e with a 
PGA ratings of excellent, patient withdrawals he mean BNII was Slm-
from the study, the numher of patients with inltte~>r~-i~~~~~~~~§~~~ 
mptions in pain control due to a system-rel·>1 

Figure 1 Flow of patients thro e 
open-label, randomized, a v -con
trolled trial. This diagram a c nts for 
the flow of patients throu t e study, 
including the number of ati nts who 
were randomized and r eiv d treat-

·thdrew 
from the study or complete e tudy. 
ITS = iontophoretic transderma 
tem; IV PCA = intravenous patient
controlled analgesia. 

252 Recejved \t!e rental"lYI ITS \!nrenH-o~rfeat population) 

1/2 D!scontinuea study 
23 Inadeauate analgesia 
! <1 AJjIJerse event 
4 ~Whdrawal 01 Gonsent 
lOtl1er 

210 Completed sll;dV 
1fi7 No further neea for parenteral aploid 

36 (;omp-ieled 72 MUTS of treatment 
.., D;scharged from hosprral 

254 Rereived morphine IV PCA {interrt·uHreat population} 

30 nlsr..ootlnuetl st\lOY 

224 Completed <:todv 

7 Inadequate analgeSia 
19 Adverse evenT 
1 Protocol viOlation 
I Wlthamwai of consent 
20\he, 

184 No fur'"J1er need for parenteral op,OId 
32 Completea 12 hours ot treatment 
3 Discharged from hospital 
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Table 1 Baseline characteristics and patient demographics 

Sex, n (%) 
Female 
Male 

Age (years), mean (SEM) 
<65, n (%) 
<:65, n (%) 

Ethnicity, n (%) 
Caucasian 
Black 
Hispanic 
Asian 
Other 

BMI (kglm2
). mean (SEM) 

Surgery type, n (%) 
Pelvic 
Abdominal 

Fentanyl ITS 
(n ~ 252) 

212(84.1) 
40 (15.9) 
50.2 (0.9) 

206 (81.7) 
46 (18.3) 

187 (74.2) 
48 (19.0) 
13 (5.2) 
2 (0.8) 
2 (0.8) 

29.3 (0.5) 

159 (63.1) 
93 (36.9) 

Morphine IV PCA 
(n ~254) 

213 (83.9) 
41 (16.1) 
50.4 (0.9) 

208 (81.9) 
46 (18.1) 

188 (74.0) 
48 (18.9) 
16 (6.3) 

1 (004) 
1 (0.4) 

29.6 (004) 

173 (68.1) 
81 (31.9) 

Total 
(N ~ 506) 

425 (84.0) 
81 (16.0) 
50.3 (0.6) 

414 (81.8) 
92 (18.2) 

375 (74.1) 
96 (19.0) 
29 (5.7) 

3 (0.6) 
3 (0.6) 

29.4 (0.3) 

332 (65.6) 
174 (3404) 

Minkowitz et al. 

Pvalue' 

0.934 

0.875 
0.967 

0.943 

0.606 

0.813 

• P value was calculated using ANOVA with treatment as a factor for continuous variables and an uncorrected Chi-square test for categorical vanables. Fisher's 
exact test was used to analyze the between-group difference In ethnicity. . 
ITS = iontophoretic transdermal system; IV PCA = intravenous patient-controlled analgesia: SEM = standard error of the mean; BMI = body mass index. 

Table 2 Reasons for withdrawal from the study 

Discontinued prematurely 
Inadequate analgesia 
Adverse event 
Protocol violation 
Withdrawal of consent 
Other 

Fentanyl ITS 
(n~ 252) 
n (%) 

42 (16.7) 
23 (9.1) 
14 (5.6) 
0(0.0) 
4 (1.6) 
1 (004) 

Morphine 
IV PCA 
(n = 254) 
n(%) 

30 (11.8) 
7 (2.8) 

19 (7.5) 
1 (004) 
1 (004) 
2 (0.8) 

• P values were calculated using a Fisher's exact rest. 

P value' 

0.128 
0.002 
00472 
1.00 
0.215 
1.00 

ITS = iontophoretic transdermal system; IV PCA = intravenous patient
controlled analgesia. 

There was no statistical difference in the ov raIl 
withdrawal rate between the fentanyl IT. and 
morphine IV PCA treatment groups (16.7 Yo vs 
11.8%, P == 0.128; Table 2). A higher perce tage 
of patients in the fentanyl ITS group vs morp ine 
IV PCA group discontinued treatment due a 
inadequate analgesia (9.1 % vs 2.8%, respective!) , 
P == 0.002). Similar percentages of patients in the 
fentanyl ITS and morphine IV PCA groups with
drew from the study due to an adverse event (5.6 % 
vs 7.5'1,), respectively; P== 0.472). A larger propor
tion (43.5%) of patients in the fentanyl ITS group 
who discontinued due to inadequate analgesia dis
continued between 3 and 12 hours of treatment, 
compared with 28.6% of patient'> who received 
morphine IV PCA and discontinued due to inad
equate analgesia during this time. 

Efficacy 
The fentanyl ITS and morphine IV PCA were 
equivalent methods of pain control, based on the 

primary efficacy measure of the percentages of 
patients who reported a rating of success on 
the PCA of the method of pain control in the 
first 24 hours (84.9% vs 84.3%, respectively; 
difference == 0.7%, 95% CI: -5.6% to 7.0%) 
(Figure 2). A higher percentage of patients in the 
fentanyl ITS group than in the morphine IV PCA 
group reported a ~. rating of "excellent" 
(50_0%' .2%, respective y; - 0.039) in the 
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Figure he method of 
pain control in the first 24 hours of treatment The primary 
efficacy endpoint in this study was the percentage of 
patients who reported ratings of success ("good" or "excel
l;mY') on the PGA of the method of pain control in the fi rst 
24 hOurs of treatment. The assessment consisted ~
.sgorjcal evaluatjon in which the method of Qain control 
(fentanyl ITS or morphine 1\1 PCA) was rated as "excellent," 
"[lood," "fair," or "poor:' The distribution of categorical 
responses of" ood" or "excellenf' for intent-to-treat patients 
In each treatment group is oresented. Difference .7!o~ 
95% CI' 5 6% to 7 0%' P 0.835. ITS - iontophoretiC 
transdermal s~stem' IV peA - intravenous patient:" 
controlled ar:lalgesia; PCA patiellt global assess., iei If. 
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Fentanyl IT 
(n = 252) 
n(%) 95% CI (Difference) 
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(91.3% vs 85.3%, respectively) and 72 hours 
(98.4% vs 87.5%, respectively). 

Patients reported similar pain intensity scores 
at treatment initiation in the fentanyl ITS 
,md morphine IV PCA groups (3.5 vs 3.6, 
respectively). Equivalence was demonstrated for 

61 (82.4) ~o 12.2% (0.3%) ~e mean last pain int~l~:ity scores in t~~ fir,st 
13 (17.6) d hours 0.0 vs 2.9; difference == 0.1, 9) 10 CI: 

<25 kg/m2 

Success 67 (82.7) 
Failure .~.O) 

0(0.0) -0.28 to 0.43) for the fentanyl ITS vs morphine Missing 1 (1.2) 
25-29 kg/m2 

Success C68 IB8.3L 
Failure ~i 

61 (79.2) c-:::::;;;: to 207% (9Y%f:::}V PCA groups, respectively. Comparable pain 
14 (18.2) intensity scores were also recorded at the last 

Missing 0 (0.0) 
30-39 kg/m2 

Success 

2 (2.6) observation during the 72-hour study period (2.6 
-16.4%104.0%(6.2%) vs 2.5; difference==O.l, 95 0ft) CI: -0.27 to 0.47) 

);:::;---_________ -. d at 12-hour time point<; throughout the study Failure 
Missing 

;'40 kg/m2 
Success 
Failure 
Missing 0(0.0) 

ITS·~ iontophoretiC transdermal system; IV PCA = intravenous palient
controlled analgesia; CI = confidence interval. 

first 24 hours (Figure 2). Similar percentages of 
patients in the fentanyl ITS and morphine IV 
peA treatment groups reported a PGA rating of 
failure ("fair," 10.7% vs 12.2%, respectively; 
"poor." +.0% vs 2.+%, respectively) . 

The fentanyl ITS and morphine IV PCA were 
comparable methods of pain control across several 
patient subpopulations. For patients <65 years of 
age, a si.milar PGA rating of success was reported 
for the fentanyl rrs vs morphine IV PCA treat
ment groups (83.5% vs 85.1 %, respectively; 
difference =-2.8%, 95% CI: -9.8% to +.1%), 
while 91.3 % of patients who were .:::::65 years of age 
reported a PGA rating of success for the fentanyl 
ITS, compared with 80.4% of patients who 
received morphine IV PCA (difference = 12.9%, 
95% CI: -0.7% to 26.5%). 

Patients in each EMI f,'TOUP (i.e .• <25, 25-29. 
30-39, and :240 kg/m2

) provided comparable 24-
hour PGA ratings for the two modalities (Table 3). 
The percentages of patients who underwent 
abdominal surgery and reported a PGA rating of 
success for the fentanyl ITS or morphine rv PCA 
were 79.6% vs 84.0%, respectively (difference = 
-4.6(){" 95 'X, CI: -15.8% to 6.?'Yc,), while 88.1% 
vs 8+.4% of patients who underwent pelvic sur
gery reported a PGA rating of Sllccess for the 
fentanyl ITS vs morphine IV peA, respectively 
(difference = 2.7%,95% C1: -4.6(){, to 10.0%). A 
higher percentage of patients in the fentanyl ITS 
group than in the morphine IV PCA group 
reported a PC;A rating of success at +8 hours 

for patients who received the fentanyl ITS or mor
. hine IV PCA, respectively (Figure 3). Mean pain 
intensity scores during the first 12 hours of the 
study (recorded at up to 9 time points), with the 
exception of scores recorded at hour 3 (P == 0.018), 
were also comparable. 

Alore patients in the fentanyl ITS vs morphine 
IV PCA group received supplemental analgesia in 
the first 3 hours of treatment (20.6% vs 12.2%, 
respectively; P == 0.011); the mean number of sup
plemental analgesic doses of IV fentanyl (2.3 vs 
1.5, respectively; P== 0.492) and rv morphine (2.3 
vs 1.8, respectively; P = 0.264) per patient was sim
ilar between groups. The mean number of on
demand doses administered during the first 
6 hours (11.9 vs 14.5), 12 hours (20.4;s 22.8), and 
24 hours (35.0 vs 39.2) was also similar for patients 

6" 4.0 

r g 3.0 

'" Fentanyl ITS 
• Morphine IV peA 

z: i 2.0 
c: 
.~ 1.0 
c: 

~ O.l..,---,---,---.---.--...,-----., 
Hours of trpatw9Rt 0 12 24 36 48 60 72 -----.., 

I FentanyllTS,n 251 160 195) 76) 82\ 38 38 
~rphine IV PCA. n 251 ~' 1931 S7r 52 31 31 ( 

Figure 3 ~ain intensity scores reported during the study. 
Pain intensity was scored on a numerical rating scale (NRS) 
from 0 = no pain to 10 = worst possible pain. Mean pain 
intensity scores are shown for hour 0 (initiation of treatment) 
and for each 12-hour time point postenrollment, up to 
72 hours (study completion), for intent-la-treat patients in 
the fentanyl ITS vs morphine IV PCA groups. Error bar!i 
represent the standard error of the mean. The number of 
patients in each treatment group who reported pain in
tensity scores at the indicated time points is given. 
ITS", iontophoretic transdermal system; IV PCA = 
intravenous patient-controlled analgesia. 
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who received the fentanvl ITS or morphine IV 
PCA, respectively. . 

Ease of Care 
Patients who received the fentanyl ITS reported 
significantly higher (better) mean Overall Ease-of
Ear e scores than atlents who receive 0 ohine 
I ..• 1 (4.47 vs 4.18, resyectively; P < 0.0(1); A 
Irtgher ercent3!le of D:ltients rec . 
e!1tanyl ITS were responders for OveraU Ease-of

Care compared with atients who re eived IJ)L)r
pnme 41.5% vs 28.9%, respectively; 
P == 0.0(4). In addition, a greater proportion of 
patients who received the fen 
respon ers tor the Movement subsca1e compared 
with patients in the mor hine IV PCA t 
gTlp 96./% vs 74.7%, respectively: Pd) 0(1) 
N urses reported lower (better) mean Overall 
Ease-of-Care scores with the fentanvl ITS com
peed wi~h ';5tphme IV PCA (0'47 vs 1.09, 
respective y; < 0.001). A signihcantlv hi~her 
percentage of nurses who care· f r oati;;],tsith 
the entany TS were responders for Overall 
Ease-of-Care compared with nurses who cared fg,r 
patIents with morphme IV peA (83.5% vs 55.9%, 
respecbvely; P < 0.001) . 

.--

Safety 
The ~_~onllnonl· events 
\vere nausea . Yo 
.l % vs 10.6% 14.3% 
vs p= 0.287 
P=0,()45), and vomitin 02.7% vs 0, 

P ~.-, or t1e entanyl ITS and morphine IV 
PCA treatment groups, respectlvely ('Iable 4). 
The percentage of patients who experienced at 
least one treatment-related adverse event was 
sltnilar between patients who received fentanyf 
ITS- ~:5 iilOl pitine IV peA (iY.4% vs 72.4%,' 
resrenr~ly; P 0.119). No signgicant between
group (f erences were observed for patients who 
expel ieuced adverse events F@hlY9at t;Q the nse of 
opioids, including cardiovasct:tlaf system (f:l 3 % vs 
8.7%, P= 1.00), nervous system (11.5% vs 8.3%, 
P==0'.Z36), reSpIratory system 0.5% vs 12.2%, 
p::::: O. ,or uro enital s ·s . verse 
events .'_ % vs 6.7%, p::::: (1.099) during treat
ment wif11 the fent~s morphine IV 
PCA, respectivelv. Treatment-related adverse 
evenr:s--t:5%) were nausea (4Ll°,{, ITS 39.4%, 
P O.65l), headache OJ 9% 'is 9.1 %, P = 0.(95), 
vomiting (11.9% vs 9.1~ri
tus 0.1% vs~52) in the fentanvl 
ITS a~phine IV PCA treatment ;:ro1.lf!S', -----

Table 4 Reported advers 

Adverse event 

Nausea 
Headache 
Fever 
Pruritus 
Vomiting 
Application-site reaction-erythema 
Application-site reaction-itching 
Dizziness 
Back pain 
Anemia 
Abdominal pain 
Urinary retention 
Pharyngitis 
Tachycardia 
Insomnia 
Hypoxia 
Dyspepsia 
Application-site reaction-vesicles 
Hypertension 
Ileus 
Oliguria 
HypotenSion 
Constipation 
Hypoventilation 

36 (14. 
20 (7.9) 
32 (12.7) 
24 (9.5) 
14 (S.6) 
13 (S.2) 
13 (S.2) 
3 (1.2) 

11 (4.4) 
4 (1.6) 
3 (1.2) 
2 (0.8) 
8 (3.2) 
4 (1.6) 
7 (2.8) 
7 (2.8) 
S (2.0) 
6 (204) 
1 (004) 
5 (2.0) 
5 (2.0) 
3 (1.2) 

ITS = iontophoretic transdermal system: IV peA = intravenous patlent
controlled analgesia. 

respectively. Application-site reactions, reported 
in 14.7% of patients treated with the fentanyl 
ITS, were mild-to-moderate in severity and 
resolved v;rithout specific treatment. IV insertion
site rea(:tions were reported in 1.6% of patients 
\vho received morphine IV PCA. No cases of 
c1inicaIly relevant . respiratory depression were 
reported in the fentanyl rrs group, while one 
case was reported in the morphine IV PCA 
group following 7.3 hours of treatment. A similar 
percentage of patients with two or more consecu
tive vital signs out of the normal range and in the 
same direction was noted, with 1.6% ,md 2.4% 
of patients with low or high pulse in the fentanyl 
ITS and morphine IV PCA treatment groups, 
respectively. 

The percentage of patients with 2::1 system
related event related to study medication and the 
method of pain control was ~imilar for patients in 
the fentanyl ITS vs morphine IV PCA groups 
(21.4% vs 22.0%, respectively). However, fewer 
patients ·who received the fentanyl ITS experi
enced an intermption in pain control resulting in 
an analgesic gap as ,} result of a . system-related 
event compared with patients who received mor
phine IV PCA (6JJ'Yo vs 12.6%, respectively; 
P==O.OH). 
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The fentanyl ITS was effective in managing acut 
postoperative pain following pelvic or abdominaf 
surgery and was demonstrated to be a statisticallv 
equivalent method of pain control \vhen compared 
with a standard dosing regimen of morphine IV 
PCA based on results of the last PGA in the first 
24 hours. In addition, more patients in the fenta
nyl ITS treatment group rated the method of pain 
control as "excellent" compared with ratings of 
patients in the morphine IV PCA group. The 
results of the current study support clinical effi 
cac, findings that were previously observed in ' 
study of postoperative pain management with th 
fentanyl ITS or morphine IV PCA in a large pop 
ulation of patients who had undergone a diverse 
range of surgical procedures [16]. Equivalence, 
based on analgesic efficacy, between these two sys
tems was also suggested based on last pain inten
sity scores in the first 24 hours. Results also 
suggest that the fentanyl ITS had certain advan
tages, based on fewer analgesic gaps due to sys
tem-related events, and improved ease of care 
compared with morphine IV PCA. 

Results of Patient and Nurse Ease-of-Care 
Questionnaires suggested greater ease of use and 
ease of patient care, respectively, with the fentanyl 
ITS' compared with morphine IV PCA. In addi
tion, the. higher proportion of patient and nurse 
responders for Overall Ease-of-Care in the fenta
nyl ITS treatment group provides further support 
for the greater ease of use and/or ease of care 
afforded by this modality. The higher percentage 
of patient responders on the Movement subscale 
of the Patient Ease-of-Care Questionnaire for the 
fentanyl ITS compared with morphine IV PCA 
suggested that the compact size ,md simplicity of 
the fentanyl ITS may reduce restrictions to patient 
movement that commonly occur with IV PCA. 

The current findings also support the accept
able safety profile documented in previous 
placebo- and active-controlled trials evaluating 
the fentanyl ITS [16,21,22]. The most frequently 
reported adverse events were those commonly 
associated with opioid administration (i.e., nausea, 
vomiting, pruritus) [11 J and were similar between 
the treatment groups. Patients in the fentanyl ITS 
treatment group had a significandy lower inci
dence of pruritus compared with patients who 
received morphine IV PCA, which may be a result 
of morphine-induced histamine release [141. 
Application-site reactions reported for the fenta
nyl rrs treatment group, including erythema, 
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itching, vesicles, and edema, were generally mild
to-moderate in severity and resolved without spe
cific treatment. The low incidence of IV insertion
site reactions for patients who received morphine 
IV PCA m,lY be a result of underreporting of 
ecchymosis, because this side effect is commonly 
observed for patients with IV lines. Importantly, 
there were no incidents of clinically relevant res
piratory depression «8 breaths per minute and 
excessive sedation) in patients treated with the fen
tanyl ITS in the current study, which is consisten 
with results of previous contr'olled trials (N = 714-
[16,21,22). 

Results from the current study suggest that th 
fentanyl ITS is appropriate, safe, and effective fo 
the management of acute postoperative pain in . 
wide range of postsurgical patient populations 
Patients across age subgroups «65 and ;;::65 yea 
of age) and B.MI subgroups reported comparable 
PGA ratings between treatment groups in the first 
24 hours. These results further support previous 
conclusions that the system may be safe and 
appropriate for postoperative pain management 
across a \'lide range of patient ages. The system 
also appears to provide effective analgesia among 
patients of varying BMI. Because the population 
of morbidly obese patients (BNII;;:: 40 kg/m2) in 
this study is relatively small, further investigation 
of the efficacy of the fentanyl ITS in this popula
tion is warranted, 

A higher percentage of patient.'> in both treat
ment groups rated their method of pain control as 
a success compared with success rates reported in 
the previous active-controlled trial (73.7% [fenta
nyiITS] vs 76.9% [morphine IV PCA]) [16J. This 
may be due to an important difference in the 
design of the current study, namely, the require
ment for patients to have a pain intensity score of 
::0;4 on a scale of 0-10 prior to study enroLlment, 
which was not specified in the previously con
ducted, active-controlled trial [16]. This inclusion 
criterion ensured that p,ltients were titrated to 
comfort prior to study enrollment, allowing a 
comparison of the modalities' ability to maintain 
analgesia. Compared with pre\;ous ~tudies, lower 
overall rates of discontinu,ltion and lower rates 
of discontinuation due to inadequate analgesia 
were observed [16,22,23J. 'Together, these results 
emphasize the importance of establishing patient 
comfort prior to the initiation of PCA. 

;\lean pain intensity scores recorded at frequent 
time points, such as those recorded during the tirst 
12 hours of the study, are difficult to compare, 
especially in isolation. For instance, the significant 
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difference observed at the single time point at 
hour 3 in this study may be due to the discontin
uation of supplen;entai analgesia at hour 3 or 
patient withdrawals from the study between the 
hour 2 and hour _) time points and is therefore of 
doubtful clinical relevance. A more valid compar
ison of pain intensity scores over the duration of 
the study suggests that there are no meaningful 
between-group differences. 

MinkrrtlJitz et fll. 

related complications for patients and health care 
providers. Patient mobility may also be restricted, 
because the patient is tethered by IV tubing, an IV 
pole, and the PCA pump apparatus. Nlorphine, 
the most commonly used analgesic for IV PCA, 
induces histamine ;elease [14], -which contributes 
to the development of pruritus and is metabolized 
to morphine-6-g1ucuronide, which may accumu
late in patients with renal dysfunction [15]. 

The fentanyl ITS gives patients the ability to 
control their pain, providing efficacy similar to 
that of a standard regimen of morphine IV PCA. 
In contrast to morphine IV PCA, the fentanyl ITS 
is preprogrammed, thus eliminating the danger of 
errors in PCA infusion pump programming and/ 
or drug preparation that may occur [24,26]. 
Because the fentanyl ITS is needle-free, it reduces 
the risk of staff needle injury, by which bloodbome 
infections may be transmitted to patients, as well 
as to members of the clinical staff [27]. Further, 
results of both Patient and Nurse Ease-of-Care 
Questionnaires suggest that patients and nurses 
are more satisfied with pain management with the 
fentanyl ITS. The simplicity of the fentanyl ITS 
system may help explain the fact that fewer 
patients experienced analgesic gaps associated 
with system-related events compared with patients 
who received morphine rv PCA. These results 
demonstrate that the fentanyl ITS is an effective 
and safe method of pain co~trol that is similar to 
a standard regimen of morphine IV PCA but less 
invasive and with potentially important advantages 
for the management of acute postoperative pain. 
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A higher percentage of patients who received 
fentanyl ITS in the current snldy discontinued due 
to inadequate analgesia comp~red with patients 
who received morphine IV PCA. The reason for 
this difference is unclear hut may be due to the 
design of the study, even though 'other endpoints 
(e.g., PCA and pain intensity) suggest that fenta
nyl ITS and morphine rv PCA are comparable 
methods of pain control. Patients in the fentanyl 
ITS group were aware that they were using a novel 
analgesic delivery system and may have been influ
enced by the recognition that they would be 
switched to the standard therapy of morphine IV 
PCA if they discontinued fentanyl ITS, Subjects 
receiving morphine IV PCA may have felt more 
comfortable with their method of pain control, as 
they knew they were receiving standard therapy, 
which may have resulted in patient bias toward 
morphine IV PCA. This view is supported by the 
observation that patients in the fentanyl ITS treat
ment group who discontinued due to inadequate 
,1llalgesia did so early (between 3 and 12 hours). 
Patients who received fentanyl ITS also did not 
take as many doses as were available to them and 
took fewer 'total doses during the first 24 hours 
than patients receiving morphine IV PCA. The 
exclusion of supplemental analgesia following the 
initial 3-hour treatment period, as well as the 
exclusion of multi modal therapy, which is com
monly used for postoperative pain management, 
may have artificially increased discontinuations '1==~~----------_ 
due to inadequate analgesia in both groups. None
theless, 24-hour PGA success ratings were equ' 
alent, overall rates of discontinuation wer 
statistically different betvveen the tr Bent 
groups, and pain intensity scores were comparable 
at all time points during the study (Figure 3). 

Despite numerous benefits, some safety and 
practical limitations are related to IV PCA use. 
For example, the requirement t()r manual pro
gramming of the PCA pump by members of the 
hospital staff introduces the risk of overdose due 
to programming errors, which have resulted in 
excessive sedation and death in some cases {24,251-
In addition, IV PCA introduces the risk of needle-

A.merican Society of Anesthesiologists Task Force 
on Acute Pain Management, Ashburn ;VIA, Caplan 
RA, Carr D, et a1. Practice guidelines for acute 
pain management in the peri operative setting: An 
updated report by the American Society of Anesthe
siologists '·[lsk Force on Acute Pain Management. 
Anesthesiology 2004;100(6): lSi 3-81. 

2 Agency for Ii~alth Care Policy and Research. Acute 
pain management: Operative or medical procedures 
and trauma, Part L Clin Pharm 1992;1 1 (4l:309-3 l. 

3 Agency for Health Care Policy and Research. Acute 
pain management: Operative or medical procedures 
and trauma, Part 2. Clin Phann 1992;11(5):391-
+14. 

000502 



:. '. 

Efficacy and Safety of Fentanyl ITS 

4 American Pain Society. Principles of Analgesic Use 
in the Treatment of Acute Pain :md Cancer Pain, 
4th edition. Glenview, IL: APS; 2003. 

5 Ready LB, Oden R, Chadwick HS, et a1. Develop
ment of an anesthesiology-based postoperative pain 
management service. Anesthesiology 1988;68(1): 
100---6. 

o Rawal N. Acute pain services revisited-Good from 
far, far from good? Reg Allesth Pain Med 
2002;27(2): 117-21. 

7 .Apfelbatun ]L, (~hen C:, i\'1ehta 5S, C;an 1J. 
Postoperative pain experience: Results from a 
national survey suggest postoperative pain contin
ues to be undennanaged. Anesth Analg 2003; 
97(2):534-40. 

8 Bertolini G, Minelli C, Latronlco N, et a1. The use 
of analgesic dmgs in postoperative patients: The 
neglected problem of pain control in intensive care 
units. An observational, prospective, multicenter 
studv in 128 Italian intensive care units. Eur] Clin 
Pha;maco/ 2002;58(1):73-7. 

9 Puig NL"l,Montes A, Marrugat]. Management of 
postoperative pain in Spain. Acta Anaesthesjol 
Scand 2001;45(4):465-70. 

[0 Ballant:vne IC, Carr DB, Chalmers TC, et a1. Post
()perati~e l;atient-controlled analgesia: Meta-analy
ses of initial randomized control trials. J Clin Anesth 
1993;50): 182-93. 

11 "V.'llder B, Schafer M, Henzi I, framer MR. Efficacy 
and safety of patient-controlled opioid analgesia for 
acute postoperative pain. A quantitative systematic 
review. Acta Anaesthesia! Scand 2001;45(i):795-
804. 

12 Kalia tN, Naik A, Garrison ], Guy RH. Ionto
phoretic drug delivery. Adv Drug Deliv Rev 
]004;56(5):619-58. 

13 Sathyan G, Jaskowiak], Evashenk M, Gupta S. 
Characterisation of the pharmacokinetics of fenta
nyl HCI patient-controlled transdermal system 
(PCTS): Effect of <;urrent magnitude and multiple
day dosing, and comparison with IV fentanyl 
:ldministration. Clin Pharmacokinet 2005;++(suppl 
1):7-15. 

14 Barke KE, Hough LB. Simultaneous measurement 
of opiate-induce~i histamine release in the periaque
ductal gray and opiate antinociception: An in vivo 
microdialysis study. J Pharmacol Exp Ther 
1993;206(2):93+-42. 

15 Etches RC. Patient-controlled analgesia. Surg Clin 
North Am 1999;71)(2):297-312. 

16 Viscusi ER, Reynolds L, Chung F, Atkinson LE, 
Kh,mna S. Paticnt-conn'oHed transdermal fentanyl 
hydrochloride vs intravenous morphine pump for 
postoperative pain: A randomized controlled trial. 
JAM.A. 2004;291 (11): 13 33-4 1. 

17 American Psychiatric Associ'lti(ln. Diagnostic and 
Statistical ,vlanual of Alental Disorders, DSM-IV
TR. 4th edition. \Vashington, DC: American Psy
chiatric Association; 2000. 

667 

18 Harding G, "~'lllow S, Leidy NK, et a1. Develop
ment of an Instrument to Capnrre Ease of Care 
Outcomes in Patients Treated with PCA Deliverr 
Systems. Poster presented at the ISPOR 7th Annu~l 
European Congress, Hamburg, Germany, October 
2+-26, 2004. 

19 Harding G, Vallow 5, Leidy NK, et a1. Develop
ment of Two Instruments to Capture Ease of Care 
Outcomes in Health-Care Providers \Vho Care for 
Patients 'n~eated with PCA Deliverv S,,'Stems. 
Poster presented at the ISPOR 7th AI~nuai Euro
pean Congress,Hamburg, Germany, October 24-
26,2004. 

20 Ramsay MA. Savege T1'vl, Simpson BR, Goodwin R. 
Controlled sedation with alphaxalone-alphadolone. 
BM] 1974. 

21 Chelly JE, Grass], Houseman T\V, Minkowitz H, 
Pue A. The safety and efficacy of a fentanyl patient
controlled transdermal system for acute postopera
tive analgesia: A multicenter, placebo-controlled 
trial. Anesth Analg 2004;98(2):427-33. 

n Viscusi ER, Reynolds L, Tait S, Melson T, Irani II, 
Atkinson LE. An iontophoretic fentanyl patient
controlled analgesic delivery system for postopera
tive pain: A double-blind, placebo-controlled trial. 
Anesth Analg 2006;102(1): 188-94. 

23 Chelly JE. An iontophoretic, fentanyl HCI patient
controlled transdermal system for acute postopera
tive pain management. Expert Opin Pharmacother 
2005;6(7): 1205-14. 

24 Vicente KJ, Kada-Bekhaled K, Hi1lel G, Cassano A, 
Orser BA. Programming errors contribute to death 
from patient-controlled analgesia: Case report 
and estimate of probability. Can ] Anaesth 
]003;50(4):328-32. 

25 ECRI. Medication safety: PCA pump progranm1ing 
errors continue to cause fatal overinfusions. Health 
Devices 2002;31 (9):342-6. 

26 Taxis K, Barber N. Incidence and severity of intra
venous drug errors in a German hospital. Eur] Clin 
Pharmaco12004;59(11):815-7. 

27 \-Vilburn SQ. Needlestick and sharps injury preven
tion. Online] Issues Nurs 2004;9(3):5. 

Appendix 1 

Oscar A. Aguirre, MD, Rose Ivledical Center, 
Denver, CO; Shireen Ahmad, ;VID, Prentice 
\\lomen's Hospital, Chicago, fL; Jolene Bean
Lijewski, .MD, Scott and White Memorial Hospi
tal and Clinic, Temple, TX; Alex Bekker, '\1D, 
PhD, NYU Medical Center, New York, NY; 
Christine Brody, ,vID, Tri City Medical Center, 
Oceanside, CA; Donald C. Cannichael, NID, Cit
rus j\:lemorial Hospital, Inverness, FL; Ralph L. 
Corsetti, lvID, Tulane Universitr Medical Center, 
New Orleans, LA; Robert D'A~ngelo, MD, For-

000503 



668 

syth Medical Center-Sara Lee Center t()f 
\Vomen's Health,\Vinston Salem, NC; Scott E. 
Eder, NID, Capital Health System at Mercer, 
'Henton, NJ; James \'v. Fleshman, AID, B,lrnes 
Jewish Hospital BJC, Inc., St.Louis, MO; T. J. 
Gan, MD, Duke University ~\:Iedical Center, 
Durham, NCj Irwi.n Gratz, DO, The Cooper 
Health System, Camden, NJ; Neil Hvman, MD, 
Fletcher Allen Health Care, Burlingt~n, VT; Joel 
O. Johnson, NID, PhD, Columbia Regional Hos
pital and University of Missouri Health Care, 
Columhia, 1\10; R, Kevin Jones, MD, Saddle back 
Memorial Medical Center, Laguna I-Ells, CA.; 
Daniel Katz, NID, South Coast Medical Center, 
Laguna Beach, CA.; Robert Kauffman, MD, 
:,\T<;rthwest Texas Healthcare System, Amarillo, 
TX; Samia Khalil, MD, Memori,~l Hermann Hos
pital, Houston, TX; David A.. Krusch, MD, Uni
versity of Rochester Medical Center/Strong 
Memorial Hospital, Rochester, NY; Bruce J. 
Levine, MD, Virtua A-lemonal Hospital, Mt. 
Holly, NJ; Emmy Lu, MD, The Stamford Hospi
tal, Stamford, CT; Timothy I. Melson, l\ID, 
Helen Keller Hospital, Sh~ffield, AL; Harold 

.. 

l'vlinkowitz et fll. 

Minkowitz, MD, Memorial Hermann Memorial 
City Hospital, Houston, TX; Kanagasabai lvluthu, 
MD, \Vestern Pennsylvania Hospital, Pittsburgh, 
PA; James T. Norwood, NID, Baylor University 
:\ledical Center, Dallas, TX; \';lsU(lev M. Patel, 
MD, 'fhe Monroe Clinic, Nlonroe, WI; Derek K. 
Paul, :\11D, FACS, Indian River Memorial Hospi
tal, Vero Beach, FL; Steven Pliskow, MD, 
FACOG, Palms \Vest Hospital, Loxahatchee, FL; 
Paul Sarwicz, MD, Newton-\Vellesley Hospital, 
Newton, A;L;\; D. Paul Shackelford, MD, Pitt 
County Nlemonal Hospital, Greenville, NC; Ray
mond Sinatra, MD, PhD, Yale-New Haven 1-105-
pital, New Haven, CT; Adam B. Smith, DO, 
Osteopathic Medical Center of Texas, Fort \Vorth, 
TX; Thomas Stavoy, MD, Halifax Medical Cen
ter, Daytona Beach, "FL; Robert B. Steinberg, MD, 
PhD, Baystate Medical Center, Springfield, MA; 
\v: Brian Sweeney, MD, St. John's Hospital, 
Maplewood, MN; Denis Tarakiian, MD, Sharp 
Mary Birch Hospital for \Nomen, San Diego, CA.; 
Thomas \Vitkowski, MD, Thomas Jefferson Uni
versity Hospital, Philadelphia, PA; Joel Yarmush, 
New York iVlethodist Hospital, Brooklyn, N'Y. 

000504 



,.-. ~tives in MediCin~ 
Libertas Academica 

" .•.•.. ' •. :.\ OPEN: A~CESs!;::: .,.:. 
• Full open acee$$ totbi~aha"" y 

tfio(Jsand~:of.(jthef:papersati. "" 
h :1I_.la;.presittorti;: •• ~. 

Stereochemical Basis for a Unified Structure Activity Theory 
of Aromatic and Heterocyclic Rings in Selected Opioids 
and Opioid Peptides 

o rham Veterans Affairs Medical Center and Duke University School of Medicine. 

I \ 

Abstract: This paper presents a novel unified theorv ofth~ructurc activit):>relatjQlIsbjpQl"opioids and opioid peptides. t is hypothesized 
that ~I or known hekrOt:ydlt ring exists in all 0 ioicis whi"h hay > •• 'vitv in hu a . and iiii~ doe- occupies reJanve 10 the arly
n" " . a proxImate san . . . orp I e\ Since the rin<Ts of mo . hine are rigid. 
,mhe aromatic and piperidine rings 're critical structural components for morphine's anal eSlc ro erties. the ri~id morphjne rno -
e~~lle allows tt)r approXl[l1atlOns 0 e aromatIc and heterocyclic relationships in suhsequent drug models where bond rotations are ~ 
commo This hypothcsls and five propositions are supported by stereochemistry and experimental observations. 

oposition # I The structure of morphine provid..:s a templat..:, Proposition #2 Steric hindranc..: of some c..:ntric portion ofth..: piperidine 
ring explains antagonist properties of naloxone, naltrexone and alvimopam. Proposition #3 Methadone has an active confc)rmation 
which contains a virtual heterocyclic ring which explains its analgesic activity and rac..:mic properties. Proposition #4 The piperi
Jine ring of fentany I can assume the morphine position under conditions of nitrogen inversion. Proposition #5 The tirst 3 amino acid 
sequences of beta cndorphin (l-try-gly-gly) and the active opioid dipeptide, l-tyr-pro. (as a rcsult of a peptide turn and zwitterion bond
ing) torm a virtual piperazine-like ring which is similar in size. shape and location to the heterocyclic rings of morphine, meperidine. 
and methadone. 1'ot..:ntial Haws in this theory ar..: discllss..:d. 
This th..:ory could he important !()!' future analgesic drug design. 

Keywords: opioid, stereochemistry. analgesic. het..:roeyclie. 

Biography: Dr. Goldherg r..:ceiv..:d his undergraduate degree in ch.:mistry magna cum laude Irom ~ 
University as well as his medical Jegree /i'om Duke. He completed his residency in SlnysthesiolO'!!v at the 
:'v1assacbLlsells Cicvenl Hospila l and held an appointment as dinical ldlow in anesthesiologv at Harvard 
:'v1edical School. Since 1988. Dr. Goldberg has served as Director of the Pain Clinic and Chairman of the 
Pharmacv and Therapeutics Committee of the Durham Veterans /\ ftairs Medical Center and is preseniiy 
:\~sociate Professor of Ancsthesiology at Duke Universitv School of Medicine. His medical practice is 
exclusively limite 0 rovi (Y". Inited State vet' .. r hom chronic pain. Dr. Goldherg's 
research activi1i..:s 1 -Iude exploring and devdoping topics in theoretical medicinc. ..Icl&o.----

Perspectives in Medicinal Chern! 2010:4~ 
This article is available frn,.,.,......"rn 

© the author(s), publisher and licensee Libertas Academica Ltd. 

This is an open access article. Unrestricted non-commercial use is permitted provided the original work is properly cited. 

Perspectives in Medicinal Chemistry 2010:4 

000505 

1 



Goldberg 

During the last half century, medicinal chemists have 
searched fol' improved opioid analgesicsl H.llndreds 

---of compounds have been synthesized and tested for 
improvements of alkaloids '(ieii"vec{ from the opium 
p~. The simplest synthetic compounds which have 
extensive clinical use ' me en I nd rrretJla{fol . 

IJesearc ers co~ to search for improved analg -
---....- sics wit~~e e " increased potency, and 

_less ns ' of to crance. 
- Endogenolls opioids such as beta endorphill bind 

to the same recwtoLas. tbe opilun alkaloiss. The con
formational similarities between morphine, meperi
dine, fentanyl, methadone and the endorphins are 
still speculative.(<\Jthough the endorphins are pQ!ent 

~ analgesics they have limited clinical use because they 

hot plate) > guinea pig ileum or mouse vas def· 
erens preparations> receptor hOlllogenates 

b. Crystallography. NMR stereochemistry> molec
urar modeling (molecular mechanics and/or quan
tum mechanics) 

~nclusions are based on th mductive ar<ru
men. ~xceptions to the propOS! 'OIlS may exist -because numerous opioid and opioid pep1i.des ~-/ 
have been synthe~i1:ed erior to recognition of ~CA~ Co. 

multiple opioid receptors, A[so refinements in ,t:aN=..A., 
~boratory techniques may have ch.mg@Q data ~ 
interpretation \However, this argument applies to 
active opioids land opioid peptides which produce 

\ etfe' . humans."' ese OplOl s ar 
"i "first class" iOlds whereas as al 

like anal :resics are referred 
a inactivated ring ingestion and cannot cross ok o ioid 

. 
'lao • 

the blooc rain barrier,c/Effect is only achieved with 
!:1trathec~1 administration. 

+, It. is ~ypot~esiz~d thW.irtual ~r kno\~e~e~o 
cyclIc rIng eXIsts 111 all oplOlds WhIch have actIVIt, 
in humans and thiS ring ocwQies relative to the aro 
mattcrlng of ttle-arug,approximatelv the same plane 
in space as the piperjdine ring of morphine. 

4. This theoQ relies heavily on the stereochemistry 
of the opioids to explain pharmacolo&ic activity 
of opioids and opioid peptides. Although COIll

putational measurements from' other authors are 
considered. the focus has been to describe the 

L pharmacologic activities through comparisons 
of enantiomers which become evident in the 

--~~ eneral Premises of the Argument 

C
. In humans:-a smgle mu opioid receBlQr eXists.4s 

defined by that structure of the central nervous 
system which binds morphine and endorphin and 

presence ~I or known heterocyclic rings. I 

Steric effects hindering the heterocyclic ling by 

t:'lCilitates analgesia ~ 
__ -~7 2. The clinical. animal, e.;'(perimental, and computa

tional information pertaining to opioid and opioid 

various isomers explain agonist and antagonist -') 
characteristics of the molecule. "Purther work ilj~ ~ 
the form ~lcomputational chemistry and experi- ? . 

\

mental pharmacology may support or rejitte this 
theory. .x S -

L peptides')is Vl!§t and spans two centuries. Some of 
the data may be inaccurate because laboratory and Previous Structure Activi Theories 
computing technologies have been refined during Beckett and Casy proposed that an aromatic and 
this time periodJ.1n order to develop a theory appli- a basic amine, which is protonated at physiologic 
cable to human har ". 10 ,the author chose to pH, exists to form a 3 point model consisting 

".~ prioritize data in the literature. For exampl con0 of an anionic site (N), hydrophobic region of a 
flictin activit ata rom homo >enate rece tor v. piperidine ring, and a phenolic site (tyrosine).'''! 
s~ will not supercede data frO! In vivo humanr· Their theory . 'd 
studies nonflicti~ structural eterminations ~ptides.~ 
from com utatlOna chemistry WI not superced~...rwJ .,~Z;'~e;::e;;·· .;::a~T:e:;;:s:;;c-;:;riJ::b::ed;r:a~n~o;::;p~i:;:;o;;idr-;;-ag;::T(;:m~i;;:;st~m:;;(:;;) T;;e:r.::sliun:g_=---
results from stereochemistry, crystallography or r~v gesting that multiple 'epitopes' exist tor ligand bind-\J·r......;,. NMR studies Thus. oQ5eryatjons from the litera- iog." Their work led to a theory of a more complex 
tur c 111 be wei ,ht>· from most si 'nificant to least structure activit mechanism of "message and 

~'. '1 

) 

2 

il!)he following manner: address" sites in fj;l1tanyl and relate second class 
a .. ~gonist/antagonist activity-human. in vivo opioids. They did not extend their theory to opioid 

potency> animal, in vivo potency (tail flick, peptides. -
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. Cometta-Morini et al proposed a structure activity 

l 
relationship fj)r the fentanyl clasSt'S ofcompollnds 
which relied upon four key moieties. 1) a proton
alea amme nitl:ogen, 2) a polar. gr~!lp capable of 
hydrogen bonding, 3) an aromatic (ltJg. 4) a st'cond 
arc " in ." 

4. Martin and Andrews, using a computational anal
ysis, favored a&.rotonated -nitrog~o aromatic 
rin nd a i 0 hil' arou as the essential com
ponents of opioid agonist. 5 ost oftheir compu
tat!ons were conducted with secondClass opioids 
a!!9 they did not extrapolate their theory to opioid 
peptides._ 

Opioid, stereochemistry, analgesic, heterocyclic 

H 

Figure 1. Morphine. 

~ss t~g with more degrees of freedom of move-X 
lmen_LiJJS 

~ 4. One..c.a.tmQt say whether the relationships of the 

The opioids considered for this paper represent a aromatic and heterocyclic rings m morpfime are 
subset of those compounds known to produce anal- Ideal, but if they are not, thet must be close to 
gesia through the mu opioid receptor in man exclud- ideal beca= of morphine's analgesic potency. 
ing many of the analgesics where bioavailability, Furthermore, natural selection may have favored 
Ii i lism rna redict differ- organisms with opioid receptors whIch are 
ences in actioD Just as clinical data is prioritized in responsive to naturally occurrIng 0plOlds. 
reviews or meta-analysis the selected compo!lods --...s. "he plane of the heterocyclIc ring is defill"ed by 
of highest priority (clinical response in man) were two vectors originatiiig from the plane of the aro-
investigate which by- passed the in vitro-in vivo 1l1atic rmg and the distance between nvo points OJ~ 
correlation discrepancies. bny second class opi- each plane (Fig. 21 

_

01 S were exc u ed w' ,.' s ioated in ear- ~6. The primary state of the heterocyclic ring is the 
~ lier yea.rs before subpopll1ation.s of opjojd r~ceptors lower energy chair conformation. _') <;~ ~ 

w~ dIscovered {!he conclus12ns from thIS argu
ment may or may Dot explain some of the prior 
experimental observations, particularly of second 
class opioids. :::] 

Meperidine is the simplest active opioid 
and conforms to the morphine model 
Meperidine is the simplest active opioid and is com
prised of an aromatic ring and piperidine ring. With 

\ 

Proposition #1 The structure the aromatic ring of meperidine congruent with the 
of morphine provides a template ~ aromatic ring of morphine the piperidine ring can 

v 1. ~humans. ~ithin the central nervous <fllt@R1, . 

f!!9rphine is a mu receptor agonist. 
V 2. It is fortuitous that the morphine rings are nearly 

rigid with IjUle rotational movement and therefore 
~ be considered a template. 

3. The aromati and eteroc clic ring incorporating 
nitrogen (pip . ine ring) are essential for analge
sic activl1y. The Band C rin~ can be eliminated 
with minimal loss of activitj.,Afthe D ring is also 
eliminated, the molecule has limited activity as the 

IS significantly 
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Figure 3. Meperidine. 

assume a position very closely approximating the 
position of the morphine piperidine ring (Fig. 3). 

_.-.... Proposition #2 Sterici hinderance of 
some centric portIon of the plpendlne 
ring explains antagonist properties of 

~ naloxone, naltrexone and alvimo am 
I. ese steric ~ffects are caused by the OH and allyl 

side chains @hlCh block: more than a; e:enpheral 

.. 
;.~. ,p~fthe piperidine ring (Fig. 4). 
~ e guinea pig 1 eum preparation, naltrexone 

with a bulkier side chain js more antagonistic than 
o e8 Fi. 5 

In humans, ~Ivimopam is an antagonist and there 
!s significant hindrance of the piperidine ring by 
he aromatic rin FiO".6). 

Proposition #3 Methadone has an active 
conformation which contains a virtual 
'-
heterocycliC-nng Which explains its 
analgesic activity and racemic properties 
Methadone has a unique structure compared to other 
opioids since it does not possess a heterocyclic ring. 

H 

) Figure 4. Naloxone. 

steric hindrance 

4 

H ' 'cN@) 
~ Stene ti 

Figure 5. Naltrexone. 

(Fig. 7) i\ttempts to explain the structure activity ~ 
rdationsb ip of methadone have invoked unusual ste-- r. I 
ric sand .' e never ~ 
bee ' convi·. An argument that a pharma-
cologically active methadone conformation includes 
a "virtual heterocyclic ring" is based on the following 
ssum tions: - . 

1. ' " also 
exists in equilibrIUm as a eno tautomer Ig. ~). 

2. The OH in the enol tautomer can orm an In ramo
lecular hydrogen bond with the tertiary nitrogen 
and produce a seven member heterocvclic ring . 
According to Pauling. the N-H-O bond is near Iin
ear. 10 Therefore. the ~Jal ring ~<;...charact~ics 
o:[<l6 member nitro~en contaming ring whic can 
be shown to be positioned in a plane similar to the 
piperidine ring of morphine. The position of this 
ring can be easily modeled (Figs. 9. 10). 

3. The formation of the heterocyclic ring positions a 
methyl group connected to the chiral carbon which 
has steric influences on activity. In the chair con
formation of the d isomer, the methyl group hinders 

(ffie heterocyclic ring and the medication has mini
mal ana~si~ but in tne J.is.Qm..er tflei'e is 
no ring hindrance and substantial analgesic effects. 

~
~ .H 

\.l 

II"",:',i 

'N' 

):)3
, Sterle hindrance 

I ""It'" 

,.,.~i c() h 

Figure 6. Alvimopam. 
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Figure 7. I-Methadone. 

Similar to the steric blocking effects observed with 
naloxone and naltrexone. these steric effects explain 
why I-methadone is active and d-methadone is rel
~ltively inactive (Fig. 11). 

This observation is consistent with prior work 
showing that the stereospecific potency of metha
done is intrinsic. II 

4. The presence of a virtual ring also explains prior 
observations that racemic threo-5-methyl metha
done is inactive where as (-) erythro-5 methyl
methadone is highly active. This occurs because 
of the steric blocking eifects from methyl groups 
on the virtual ring.l~ 

5. NMR and circular dichroic studies are -'not incon
sistent" with the existence of intramolecular hydro
gen bonding within methadone and a heterocyclic 
ring conformation. 13,14 

6. Loew et al using quantum chemical studies showed 
evidence that methadone conforms to a low energy 
heterocyclic ring as described by Portoghese. 13 

7. Even though the methadone molecule contains two 
aromatic groups and the quaternary carbon con
necting these groups is not chiral. there is one pre
ferred conformation incorporating the virtual ring. 
This becomes more apparent when the molecule is 

.. ~ 
__ ... l'f:'~ -,I' -------1-1-4. 

\ 

Figure 8. Enol I-Methadone. 
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Figure 9. Virtual Ring d-Methadone. 

viewed from the plane ofthe aromatic ring and this 
supports the specificity of the stereochemistry. 

Proposition #4 The piperidine ring 
of fentanyl can assume the morphine 
position under conditions of nitrogen 
inversion 
I. A rigid €~oiety of fentanyl limits 

conformational changes which would aIlQw the 
piperidine ring to assume a position similar to that 
found in morphine unless nitrogen inversion exists 
(Fig. 12). 

2. The nitrogen of this amine is chiral. yet a racemic 
mixture offentanyl which would have stereospecific 
activity is not known to exist. Nitrogen inversions 
are probable low ener!:-'Y confonnational changes at 
body temperature which can change the length and 
angles of the tertiary amine and allow a confc>Ima
tion to exist in which the aromatic and the piperidine 
fings offentanyl coincide with those of morphine. 

3. Substitution of the tertiary nitrogen with carbon 
results in an inactive molecule which strongly sug
gests that a tdrahedral structure is not the active 
structure.''' 

v 

. 
- ~ . 

v~ ~ 
Figure 10. Viltual Ring I-Methadone. 
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Figure 11. + Demonstration of steric effects from methyl groups in race
mic (d, 1) methadone. 

4. Most congeners of fentanyl in which the nitro~ 
gen of the tertiary amine is cyclically restrained 
are inactive presumably because the inversion is 
restrained. 6 

Klein et al studied two restrained analogues of 
3-methyl fentanyl and reported three times greater 
activity "Lito the cis i omer but also activity in the 
trans molecule. Du 'ng III rogen inversIOn. t 

rans con ormati~inder the piperidine ciPg 
more than the cis conformation but not enough 19 

, pro~ntagonjsm.~ 
'-

Proposition #5 The first 3 amino 
acid sequences of beta endorphin 
(I-try-gly-gly) and the active opioid 
dipeptide, I-tyr-pro, (as a result of a 
peptide turn and zwitterion bonding) 
form a virtual piperazine-like ring which 
is similar in size, shape and location 
to the heterocyclic rings of morphine, 
meperidine, and methadone 
1. Tyr~gly-gly- is the N terminus amino acid sequence 

ofbeta endorphin (Fig. 13). However. many appar
entlv dissimilar. di, tri, tetra, penta, and potypep
tide~ are known to have opioid activity, the smallest 
being l-Tyr-pro (Fig. l4). There are at least 68 
peptides defined as opioid peptides cited in the lit
erature. i 7 These compounds display in vitro and in 
vivo activity in a number of mammalian species. 

6 

Figure 12. Fentanyl. 

Forty nine of 68 of the compounds contain Tyr J 
as the initial amino acid residue. Of the 49. 34 o~ f< 1 
these compounds have a second ~n~i.no acid. resiL\"",/ ~ 
due as gly. Ofthe 34, 32 have the mitla! 3 reSIdues tJ 
as tyr-gJy-gly. Tyrosine d-alanine is present in 5/68 
peptides. Ten of 68 peptides are found in humans. (. .~ 
Five of 10 have the sequence tyr-gly-gly. Most V 
importantly. these observatio~s suggest t~at. th~re /" 
is some structural commonalIty among dlsslmilar 
opioid peptides in addition to being comprised 
of an initial I-tyrosine aromatic ring and peptide 
bonds. 

2. Three groups of investigators provided cystallo
graphic evidence that a ring structure is present 
along with a peptide turn in opioid peptides. 
a. Vass et al describe two types of beta turns in 

N-glycated leu-enkephalin. Their beta tum 
includes a 7 member ring. IS 

b. Ishida et al described a G-G Type II beta turn as 
the most stable conformer of met-enkephalin in 
the zwitterionic state which is consistent with a 
7 member virtual 6 member piperazine ring.l<J 

Figure 13. I-Tyr·Gly-Gly. 

riO 

'1/"1 
H 
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Figure 14. 1-Tyr-Pro, 

c. Bloomberg et al described contormational changes 
ofa beta turn mimetic incorporated in leu-enkephalin. 
They proposed a 10 member ring fom1ation sup
ported by NMR and crystallography studies of Jeu
enkephalin. 20 While the 10 member ring cannot be 
superimposed on the piperidine of morphine an 
intermediate virtual 7 member ring may exist. 

3. Within the peptide tum oftyr-gly-gly an ionic bond 
and virtual heterocyclic ring exists formed by the 
intramolecular zwitterion attraction of the negative 
carbonyl oxygen to the positively charged nitrogen 
of tyrosine (Fig. ) 5). 

Demonstration of the similar conformations 
ofthe piperazine-like ring oftyr-gly-gly and piper
idine ring of morphine (Fig. 16). 

4. When viewed from the initial I tyrosine moiety, 
these 7 member rings exist in a plane similar to 
the piperidine ring of morphine. The geometry 
conforms to a 6 member piperazine-like ring. For
mation of this ring will cause the first two amino 
acids joined by a peptide bond to conform to the 
rarer but active cis conformation which has been 

(:)0 
Jl

o
_ 

( " 

¢
')" f .. J'H , lonicboncl 

I Plperazino-lika 
",,;--I I ring 
'j'HT 

I~ 
~ 

,0 

Figure 15. Zwitterion I-Tyr-Gly-GIY, 

Perspectives in Medicinal Chemistry 2010:4 

Opioid, stereochemistry, analgesic, heterocyclic 

Figure 16. 

shown to be critical for analgesia. Not intuitive~v 
obvious, il is not possible lOj()rm the ring with the 
first and second amino acids in the (rans conjiJr
mation without disturbing rigid and planar pep
tide bonds. 

5. Another observation supporting the virtual ring is 
that d-(Vr-gly-gly is inactive as well as other pep
fides beginni!!,g with tl-(Vr and thisSter~chemlstry 
changes the conformation of the virtual heterocy
clic ring in such a manner that it cannot be congru
I!nt with the piperidine ring of morphine when the 
phenyl group of tyrosine is superimposed on the 
phenyl group ofmorphine.2 ! 

Amino acids with the 1 con 
" in first dass 9pio jd ~des.:,p-alanine can be sub-

stituted for glycine as in DAMGO with high p...,..,= ___ --
minimal sterk effects on the virtual ring. w-

I!ver, peptides beginmng with l-tyrosine-I-alanine 
are inactive.22 In this conformation the methyl group 
of alanine hinders the viJ1uai ring (Figs. 17, 18), 

Methyl no hindrance () , 
~ ; yo; 
Q, . tot , I 

I Ionic bond 

Figure 17. I-Tyr-d-Ala, 

7 
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H 

Methyl hinders ~ '- ~, 0-

.Y" - ..... Ionic bond 
;?, "....1'4 1"1 

Figure 18. I-Tyr-d-Ala. 

7. Synthetic isomers of beta endorphin with substi
tutions of d-phe, or d-met are inactive because 
of steric hindrance of the virtual ring. In stich 
conformations. the amino acid R group hinders 
the ring. However, more distal substitutions of d 
amino acids may not be associated with steric hin
drance of the virtual ring and may active. Also, it 
is imaginable that in the larger more potent opi
oid peptides like beta endorphin, met-enkephalin, 
and leu-en kephalin the I-amino acid residues exert 
influences on the size, shape and location of the 
virtual ring by changes in the peptide tertiary 
structure which increast! analgesia. 

8. Tyr-pro is the minimal length peptide which has 
been shown by two laboratories to possess opioid 
activity,:.>24 Tyr-pro can form a hydrogen bonded 
virtual ring and peptide turn which is consistent 
with this proposition (Fig. 19). 

9. The second amino acids (glycine, alanine or pro
line) which are bonded to I-tyrosine and found in 
opioid peptides are known to be associated with 
peptide turns which supports the existenct! of vir
tual ring formations. 

~)---;~;··o 

$
o"~' 

"' Ionic bond 

H NI.~. Piperazine-like ring 
'1' 

': 
'10 

Figure 19. Zwitterion I-Tyr-Pro. 

8 

Discussion 
~~--~~~--~--~~--------~ [n first class opioids and opioid peptides, a hetero-

cyclic fing exists which occupies a similar plane and 
space as the piperidine ring of morphine. The loca
tion and degree of steric hindrance ofthe ring predicts 
analgesic activity. Formation of the heterocyclic ring 
produces stereoisomers of thest! analgesics. where 
various enantiomers produce changes in activity. 
[n methadone, these assumptions are based on the enol 
tautomer of methadone and intramolecular hydrogen 
bonding producing a stable virtual ring conformation. 
Supporting the presence of a v irtual ring are observa-
tions of ring hindrance defining tht! activity of d and I 
isomers of methadone and d and 1 isomers of alanine 
in tyr-ala. Thus, the stereochemical changes which 
occur because of the virtual heterocyclic ring and 
steric hindrance explain many of the pharmacologic 
activities of the respective isomers. 

In I-tyr-gly-gly- and I-tyr-pro ionic attractions 
between the zwitterions and a peptide turn forms a 
seven member ring with properties of a six member 
piperazine-like ring favoring the cis conformation of 
the peptide bond between the initial first (tyr) and sec
ond amino acid which has analgesic activity. Further 
support of the opioid peptide proposition (#5) is that 
the inactive peptides beginning with d-tyrosine, posi
tions the ring in a much less favorable position wht!n 
compared to the piperidine ring of morphine. Thus, 
first class opioids and opioid peptides have a contor
mation where heterocyclic rings are approximate to 
that of morphine and the plane of the heterocyclic ring 
is defined by two vectors originating from the plane 
of the aromatic ring and the distance betwt!en two 
points on each plane. This theory, in its simplicity. is 
presentt!d as an alternative to present theories which 
describe mort! complex ligand receptor rt!lationships 
or do not address the structure activity relationships 
of both opioids and opioid peptides. Furthermore, the 
analgesic activities of the small peptidt!s tyr-pro and 
tyr-gly-gly support this theory but does not exclude 
that larger more potent opioid pep tides may have 
amino acid residues that slightly favorably change the 
aromatic-heterocyclic relationship. 

It has been demonstrated that more potent opioids 
(define by receptor binding) are associated with less 
tolerance.25 The better the ·'fit'· to the receptor, the 
better the pharmacodynamic response. Although drug 
tolerance is notthe prevailing problem in treating most 
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diseases (if it were, physicians would be constantly 
readjusting dosage even v.hen there is no disease pro
gression), improved opioid analgesics hybridizing 
some properties of opioid peptides with opiates may 
enhance opioid receptor fit and decrease the tolerance 
that can be associated with morphine and related 
drugs. Development of a simple stable opioid, opi
oid peptide or "hybridized" opioid with the essential 
aromatic-heterocyclic relationships discussed in this 
writing and with the capability of crossing the blood 
brain barrier would ttnther substantiate this theory. 

~ Possible lflaws in This Theory\y > 

This theory was conceived to answer a basic ques
tion: Is there a commonality of structure among first 
class opioids? Instead of trying to recreate the opi
oid pharmacophore and explore ligand docking, or 
perform computational and in silico analysis, this 
theory attempts to explain structure activity rela
tionships of selected first class opioids primarily 
on the basis of stereochemistry, physical properties 
and the structure of morphine as the prototype.26,27 ,<" But this theory could be erroneous and may not be 

, accurate because energy minimization, molecular 
and quantum mechanics, thermodynamics and the 
message-address conce ioid bindin have 
not b· . Other more recent devel-
opments in opioid pharmacology such as the iden
tification of opioid ligand binding to the to 11;:1 ike 
receptor CI'LR4), the structure activity relationships 
of the 0 ioid di e tide (kyotorphin), or the recently 
released tapentadol an ORioid/norepinephrine ago
ni~, have not een examined in the context of this 
th .. eory",··r sp 
, m ut tional evidence to support an active piper
azine like ring in opioid pep tides or support coex
istance of nitrogen inversion with multiple docking 
sites in the fentan ' .3 0 ]S 
theory may be overly simplistic and is surely n t 
representative of present 11 • stigatio s 
iu...me41te11T.rl-c1!'re1~ffi:''f:-'er,rtfJe other hand, Lou s 
Pasteur and Emil Fischer made some incredible dis
~overies based on stereochemistry. 

Excluding advances in analgesic bioavailability 
and modifications of the fentanyl molecule, it has 
been more than 50 years since a new pure opioid ago
nist has been made available for clinical use, despite 
the discovery of the opioid receptors in the 1970s. 

Perspectives in Medicinal Ch 
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In addition, the opioid pharmacology citations in 
PubMed continue to grow at a rapid rate especially 
in the discipline of computational medicinal chemis
try. However, morphine (circa 1804) and methadone 
(circa 1937) remain the long acting opioids most pre
scribed in pain centers. With all the investigations 
being conducted, one would anticipate that new and 
improved pure opioid agonists should be clinically 
available and it is hoped that this theory will prove 
useful even if flaws do exist. 

A unified t~ory based on the stereochemistry of a 
common aromatic-heterocyclic relationship in opioid 
and opioid peptides is presente . T lIS t leory IS su -

observations rom the author's perspective. Some of 
the SUppOlt for the proposltlOns explams new rela
tionships about steric hindrance and optical activity 
of opioids. This theory could be important for future 
analgesic dr~esign. ~ 
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Release (Nucynta) in the Management 
Of Moderate-to-$evere Pain tapentadol (6) F'WI 
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Pain Management 
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Deepak Narayan 

Yale J Bioi Med. 2010 March; 83(1): 11-25. 

Published online 2010 March. 

PMCID: PMC2844689 

I Abstract I Full Text I PDF-201K I 
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cyclooxygenase or TRPV1 
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412-419. 
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I Abstract 1 Full Text I POF-233K I 
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, 

Nathan J 
Isotalo/HC-SC/GC/CA 

2010-08-10 09:01 AM 

Thank you, Dr. Graham. Nathan. 
Graham White/HC-SC/GC/CA 

M. .~ Graham White/HC-SC/GC/CA q ~ 2010-08-1008:55AM 

__ ""d 

To Graham White/HC-SC/GC/CA@HWC 

cc 

bcc 

Subject re: pages 4 and 5li]) 

To Nathan J Isotalo/HC-SC/GC/CA@HWC 

cc 

Subject re: pages 4 and 5(g] 

For the 7 member ring in Figure 10 ... it should probably be drawn something like this: 

N 
1"'-

where the hydrogen is still part of the hydroxyl group but, as delta positive in charge, 
can be affiliated with the nitrogen atom lone pair. 
Ergo, there would be no formal swap of charge per se and no formal bond. 

Give me a call if there is any need for further discussion. 
Cheers, 
GSW 

Nathan J Isotalo/HC-SC/GC/CA 

Nathan J 
Isotalo/HC-SC/GC/CA 

2010-08-0905:59 PM 
To Graham White/HC-SC/GC/CA@HWC 

cc 

Subject re: pages 4 and 5@ 

Hi Graham, 

so for point one, the 7 member ring includes the hydrogen in the ring? If this is the case shouldn't the N be 
a cation of +2 having donated the lone pair of electrons to form the virtual bond? 
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t Regarding point 2, I think you are right that it is unlikely. Six member ring in methadone is right. 

Thank you. Nathan. 

Graham White/HC-SC/GC/CA 

I/Jt. 
Graham 
White/HC-SC/GC/CA 

2010-08-09 04:44 PM 

To Nathan J Isotalo/HC-SC/GC/CA@HWC 

cc 

Subject re: pages 4 and 5~ 

Hi there. 

So in Figure 10 ... 
IF the proton of the hydroxyl "bites back" to the amine lone pair to form a RRRN ... H ... OR ring, 
that would be a 7-member ring and that is certainly a possibility IF the enol form of methadone 
predominates ... 
And you might get a preferred orientation. 

A zwitterion type of methadone (similar to Fig 17) would form a 6 member ring in methadone (Fig 17 is a 7 
member ring). 
I would think this unlikely as I don't believe the -OH proton is acidic enough to formally leave. 

Mind you... I'm not sure what the question was. 

Cheers, 
GSW 

Nathan J Isotalo/HC-SC/GC/CA 

Nathan J 
Isotalo/HC-SC/GC/CA To Graham White/HC-SC/GC/CA@HWC 
2010-08-09 04:09 PM cc 

Subject re: pages 4 and 5 

~ 
'~ 

Stereochem SAR paper pdf page 5 bottom virtual ring I methadone ... described right side page 4 item 2. 

I think he's missed out the positive charge on the nitrogen .... 

Main point is that the virtual heterocyclic ring is positioned in the same plane as the piperidine ring of 
morphine which I am o.k. with. 

Nathan 
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~ Tapentadol approved as pain reliever \InllSca, dizzillt'ss, vomiting, sll!.l:pllli.::is, 

;).~~! __ h~~!JllS.b~,,-~~~._ ~_h~_.il_~~!::~.<:_~_<:!1J~ 
l1:lOSt commonly reported by tapi·Utadill. 

) 

re,:eptors in the brain. spinal cord. J :l 

According 10 thl!_com!,anv'~e§5 rc
kase(tilpentadollllllst not be uss~jn pa
t::::nts with para!Y!i.~~t,I_~Llrp~ltiel}t;;_ \\-'ho 

.Irt! u~!!&.§2r have u,;eYl ~\'.i!_~ill_t!l~pa~t_ 
"4 day a 1~)!!~1illine oxidase inhibitor,;:::,. 

- ~n ~..Q!J~},\m~illJ t[i.\.m~ K;lle.;~· ." 
situation in which .. LI. . .:.0 )ioi!.trccepJor 
agOJllst.Jl1USLJ)HLbetlS~cl.Lglch as when 

rhe . patient h;ls.sigt1iticil£lt respiratory 

users during the dinical trigJs. 

r~c dn~~vill b~_'~:~<:?1~ir.:!_29·, 7~·· . 
,md LOO-mg.!.'!Qlcts. 

lohnson & Johnson did not "tate tnl! re(-

l)mll1ende~.i~~'i~~;;~'~f~~~~· 

~~~l:!,!~ ~:_~IIO!!I.e~.(: '2.. 
DOl 10.2 I-!6/news09000 J 

gastrointestinal tract and inhihits the l-.!l]'-mI~':' 2!!=------------::--' 
reuptake of norepinephrine. Inhibition 
of norepinephrine uptake "possihly" pro

duces an analg.esi~,~[~£t~ !h~.ag~19~aid:, 
Qfi1£iill..J.il.h.~Jjng for the new product 

has not been released by the company 

or FDA. 
The company said tapentadol still 

llel~Js J brar;d t;.lmp. ana placem,:nt i;1 J 

l\lntroHe,i·, "Jhstmc"; ;,.j-.~dull'. 

New drugs and 
dosage forms 

Eitrombopag tabttts (Promacta, Glaxo
SmithKlin~: The thromoopoittln-receptor 
agonist is indicated for the treatment of throm
bocytopenia in patients with chronic immune 
thrombocytopenic purpura who have had an 
insufficient response to corticosteroids, immu
noglobulins, or splenectomy. 

Estrogens, conjugated synthetic A 
vaginal cream (SCE-A, DlIfalIled): The plant
d('!ri·~·et~ :"':d'':I:t I:; !- ii(at~j t"!l ~,~ tre~,:;;,,~ 

J,' n'" ):':-'0'::,,: s.<',,;:".e "9 ~,:l dryne;s ani pain 

MMalanrine &':e-,'II'~Heleas.e c:al~,~, es 
~.='"'sc. Saii~ clla'<ra(e'..c·c.5': 'i",€ ~'odlJct 

whch is la/len once oal,y, is :ndic:ated for (he 
l' a,i nterld/1ce Clf (1!Jl"1 issioTi of /j I cerati~e c:olttis 
n adults. 

Rufinamide tablets (Banzel, Eisai); Th,e 
tnazole derivative is indkated for adjunCtive 
treatment of seizures associated with lennox
Gastaut syndrome in patients age 4 year.; 01 

older. 

• 
FDA panel debates merits of next-generation 
opioid formulations 
:\11 tDA ,;dvisory panel on November 

i: 13-14 examined c1iniGIi evidence 
for a pair of extended-release, abuse
r('si~tant opioid drug products while try

j ng to weigh the needs of patients against 
the threat of J11isuse by orhers. 

Remoxy XRT, an oxycodonc producl, 

and Embeda, ,I morphinc-naltrexollt' 
fimnulation. were designed to deter ahus
cr~ fron~ ~ampering witI', the extended·· 

release ~)roperties for eJch drug. 

The new drug applicatio!ls w'!re di~·' 

(lls~ed in (;a\lh.:rsburg, \I.lrvl,li1d, at a 

ioint rn~<~lil1g of the fDAs Anestheti.; 

.lnd Lite Suppon Drugs Advisory Com·· 

mittce and the Drug S,lfety ,1nd. Risk 
Management Advisory ( :otllmittee. 

Boh Rappaport, who directs, FDA's 

proved challenging for pharmaceutical 
companies. 

"Since the initial reports of OxvContin 
JbllSe nearly a decade ago, many haY<! 
called for the development of :1buse
n:~istal1t opioid Jrug products," he- said. 

Happaporr suggested that ,lefcnses 

should ideally deter h,lrd-core abusers 

while preventing ft'creation,d ,lbusers 
fro'J1 overdosing. 

-Cblrly. as a public health agell~'\', 

IV'" must lind b,'ner ways to address Ihi.~ 
f,ublic health cfisi~," Rappaport ~i1id. "Bllt 

we olre 'llso responsihle tCl[' maintaining 
,Kcess to (riticaliy impoft,lnt: drugs for 
kgitimate patients. The ,1dv.1l1cements in 

the treatment of pain thaI. h.1Ve been ;K

cOl11plis/led in lht~ past kw decadl'~ mu~t 
1 )j\'i5ion of Anesthesia, Analgesia. and never be eroded:' 
Rh~llmatology Products, said the search 
for .lbu,c-rcsi.,tant opioid pruducts ha~ 
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Abstract 

Agonist-induced J.!-opioid receptor (MOPr) internalization has long been suggested to contribute directly to functional receptor desensitization 
and opioid tolerance. In contrast, recent evidence suggests that opioid receptor internalization could in fact reduce opioid tolerance in vivo, but the 
mechanisms that are responsible for the internalization-mediated protection against opioid tolerance are controversely discussed. One prevailing 
hypothesis is, that receptor internalization leads to decreased receptor signaling and therefore to reduced associated compensatory changes in 
downstream signaling systems that are involved in the development of opioid tolerance. However. numerous studies have demonstrated that 
.QE;ensitized and internalized J.!-opioid receptors are rapidly recycled to the eel! sunqee in a reactivated state, thus counteracting receptor 
desensitization and opioid toleranc£S>Further studies revealed agonist-selective differences in the ability to induce opioid receptor internalization. 
Recently it has been demonstrated that the endocytotic efficacies of opioids are negatively correlated to the induced opioid tolerance. Thus, clearer 
understanding of the role of opioid receptor trafficking in the remlation of opioid tolerance and dependence wjJJ help in the treatment of patients 
suJlering from chronic pain or drug dependence . 
© 2007 Elsevier Inc. All rights reserved. 
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~t 1. Introduction 

Opioid receptors belong to the superfamily of seven 
transmembrane receptors and produce their cellular effects via 
coupling with pertussis toxin-sensitive GTP-binding proteins 
G,/Go . Activation of opioid receptors leads to neuronal in
hibition caused by multiple effectors, including inhibition of 
intracellular cAMP production and voltage gated Ca2+ channels, 
as well as the stimulation of inwardly rectifying K+ channels 
(Law et aI., 2000b). Opioids are the most commonly used 
analgesics but their clinical use is limited by the development of 
tolerance and physical dependence. The molecular mechanisms 
underlying the development of opioid tolerance and dependence 
remain unclear. In vitro and in vivo studies revealed that on the 
cellular level chronic opioid treatment leads to a rapid reduction 
of agonist response accompanied by internalization of recep
tors. These early adaptive processes as well as long-term adap
tations such as receptor downregulation, or counterregulatory 
processes such as adenylate cyclase superactivation have been 
suggested to be crucial to the development of opioid tolerance 
(Ferguson, 2001; von Zastrow et aI., 2003; Bailey & Connor, 
2005). An important step resulting in MOPr desensitization 
is the phosphorylation of intracellular receptor domains by 
G-protein coupled receptor kinases and/or second messenger
regulated protein kinases (Harada et aI., 1990; Mestek et aI., 
1995; Koch et aI., 1997; Kovoor et aI., 1998; Polakiewicz et aI., 

• 1998; Schmidt et aI., 2000; Johnson et aI., 2006). After 
< phosphorylation ofthe receptor, f)-arrestins are recruited to the 

plasma membrane where they accelerate uncoupling of the 
receptor from the G-protein and facilitate receptor internaliza
tion by serving as scaffolding proteins that bind to clathrin 
(Ferguson et aI., 1996; Goodman et aI., 1996). Remarkably, 
there are important differences in the phosphorylation, de
sensitization and subsequent internalization of opioid receptors 
between various opioid agonists (Alvarez et aI., 2002; Schulz 
et aI., 2004; Koch et aI., 2005; Johnson et aI., 2006). Recent 
pUblications further implicated that the relative activity of cer
tain opioid drugs to induce regulatory endocytosis of receptors 
appears to be inversely correlated with the ability ofthese drugs 
to induce opioid tolerance (Koch et aI., 1998, 2005; Whistler 
et aI., 1999). These findings gave rise to the RANE-theory 
assuming that agonist activity and receptor endocytosis have 
opposite etfects on receptor signaling and that the net amount of 
signaling transmitted to the cell is a function ofboth processes, 
a relationship termed RAIVE for relative activity versus en
docytosis (Whistler et aI., 1999; Finn & Whistler, 2001). 
According to the RAIVE model, MOPr agonists with low RA/ 
VE values, like DAMGO or methadone, might induce less 
opioid tolerance than those with high RANE values, such as 
morphine (He et al.. 2002; He & Whistler, 2005). Thus, there is 
experimental evidence to suggets that agonist-mediated reg
ulation of the MOPr internalization and trafficking might play 

.~ a critical role in the development of opioid tolerance and 
." dependence. The purpose of this article is to review the lit

erature concerning the role of receptor internalization within 
the regulation of receptor activity and cellular and molecular 
adaptations resulting from chronic opioid exposure. 

2. Cellular adaptations during long-term opioid treatment 

2.1. Early adaptive processes 

2.1.1. Opioid receptor phosphorylation and uncoupling 
Desensitization is defined as the progressive loss of 

receptor function under continued exposure to an agonist. 
Receptor phosphorylation is thought to be the key initial 
event for acute receptor desensitization. In support of this 
suggestion it has been demonstrated that prolonged opioid 
exposure resulted in an increased MOPT phosphorylation in 
transfected CHO cells (Zhang et aI., 1996) and HEK293 cells 
(Arden et aI., 1995; Schulz et aI., 2004) but also in MOPr 
expressing neuronal cells (Deng et ai., 2000; Deng et aI., 
2001). Moreover, several studies display a positive correlation 
between agonist-induced desensitization and opioid receptor 
phosphorylation mediated by different protein kinases, such 
as G protein-coupled receptor kinases (GRKs), Ca2+/calmo
dulin-dependent protein kinase II (CaMKII), protein kinase C 
(PKC), or mitogen-activated kinases (MAPKs) (Mestek et aI., 
1995; Koch et aI., 1997; Polakiewicz et aI., 1998; Schmidt 
et aI., 2000; Schulz et aI., 2004; Johnson et ai., 2006). There 
are approximately 20 phosphorylation sites on various Ser, 
Thr and Tyr residues on the MOPr in regions conceivably 
accessible to protein kinases (Chavkin et ai., 200 I) but only 
several kinase-specific phosphorylation sites involved in the 
agonist-induced MOPr desensitization have been identified. 
Important G protein-coupled receptor kinase 2-phosphoryla
tion sites are Thr 394 (Wolf et aI., 1999; Deng et aI., 2000), 
Ser 375 (EI Kouhen et aI., 2001; Schulz et ai., 2004) and Ser 
355/Thr 357 (Wang et aI., 2002) in the C-terminus of the 
MOPr. Moreover, in the third intracellular loop a phosphor
ylation site (Ser 266) affecting the Ca2+ /calmodulin-depen
dent protein kinase II-mediated receptor desensitization after 
agonist treatment was identified (Koch et aI., 1997,2000). For 
other second messenger-regulated kinases it was demon
strated that protein kinase C (PKC) but not cAMP-dependent 
protein kinase (PKA) plays an important role in the process of 
direct opioid receptor phosphorylation, desensitization and 
downregulation (Chen and Yu, 1994; Mestek et ai., 1995; 
Narita et aI., 1995, 1996; Shen et aI., 2000; Wang & Sadee, 
2000; Johnson et ai., 2006). Recently it has been demon
strated that protein kinase C is involved in the MOPr de
sensitization and phosphorylation by morphine but not by 
DAMGO (Johnson et aI., 2006). This indicates that the re
cmitment of different types of kinases for MOPr phosphor
ylation seem to be agonist-dependent and might provide 
an explanation for the well-known differences of various 
agonists in the induction of opioid receptor desensitization 
(Borgland et a!., 2003; Koch et aI., 2005). However, 
mechanisms for the desensitization of opioid receptors 
might include not only phosphorylation and functional un
coupling of receptors from G proteins but also receptor in
ternalization and downregulation. Thus, agonist-selective 
differences in the internalization and/or downregulation of 
the MOPr might also affect the rate of agonist-induced receptor 
desensitization. 
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2.1.2. Internalization %pioid receptors 
The agonist-dependent phosphorylation of opioid receptors 

changes the receptor conformation and increases the affinity of 
the receptors for cytosolic ~l,-arrestin proteins. Similar to other 
G protein coupled receptors, interaction of l3-arrestins with 
opioid receptors results in an uncoupling ofG protein signalling 
and a recruitment of the endocytotic machinery leading to 
receptor internalization. The process of receptor internalization 
occurs within minutes after opioid receptor activation and has 
been observed in opioid receptor transfected cells, neuroblas
toma cells and native neurons (Arden et aI., 1995; Keith et aI., 
1996, 1998; Sternini et a\., 1996; Cvejic & Devi, 1997; Keith 
et aI., 1998; Koch et ai., 1998; Walwyn et ai., 2004). However, 
in vitro studies revealed significant differences in the inter
nalization of [l-opioid receptors between various agonists 
(Arden et aI., 1995; Borgland et aI., 2003; Koch et aI., 2005; 
10hnson et aI., 2006). While endogenous opioids as well as the 
synthetic peptide DAMGO promotes the rapid endocytosis of 
[l-opioid receptors, the highly addictive drug morphine fails to 
promote detectable endocytosis, even when present at high 
concentrations (Arden et aI., 1995; Keith et aI., 1996; Koch 
et aI., 1998, 200 I; Celver et aI., 2004). Similar results were 
obtained from in vivo experiments and in diverse cultured 
neurons (Sternini et aI., 1996; Keith et aI., 1998; Van Bockstaele 
& Commons, 2001; Lee et aI., 2002; Walwyn et a!., 2004). 
However, recent studies revealed that in cultured striatal 
neurons morphine is as efficient as DAMGO at promoting 
internalization of opioid receptors (Haberstock-Debic et aI., 
2005) and that in cultured nucleus accumbens neurons mor
phine only produces internalization in the dendlites but not in 
the soma (Haberstock-Debic et aI., 2003). Together with the 
previous finding that morphine induced significant MOPr 
endocytosis after overexpression of G protein-coupled receptor 
kinase 2 and/or l3-arrestin in HEK293 cells (Whistler & von 
Zastrow, 1998; Schulz et aI., 2004) these results suggest that the 
fate of morphine-activated receptors in neurons might be de
tern1ined by the expression level or subcellular localization of G 
protein-coupled receptor kinases andlor arrestin. In search of 
further proteins regulating MOPr endocytosis, it has been recently 
demonstrated that the activation of phospholipase D2 is required 
for agonist-induced MOPr endocytosis (Koch et aI., 2003, 2004, 
2006). Phospholipase D2 has been shown to be activated by 
receptor-internalizing opioids, such as DAM GO, but not by 
morphine (Koch et aI., 2003). This agonist-selectivity of the 
PLD2-activation might be an explanation for the observed 
differences of various agonists in the induction of receptor inter
nalization. This idea is supported by the finding that heterologous 
activation of PLD2 by phorbol ester led to an accelerated in
ternalization of the MOPr even after morphine treatment (Koch 
et aI., 2003). Since it has been also demonstrated that PLD2 can 
have a high basal in vivo activity which is inhibited by protein
protein interactions in neurons (Colley et aI., 1997) it is reasonable 
to suggest, that morphine-induced endocytosis in specific neurons 
can also be regulated by the expression level and subcellular 
localization of constitutively active PLD2. 

Both, the MOPr phosphorylation/uncoupling and the sub
sequent receptor internalization have long been considered to 

directly contribute to the development of opioid tolerance by 
reducing the number of signaling receptors. In contrast to this 
hypothesis, studies have demonstrated that, unlike the process 
of receptor downregulation, receptor internalization is not as
sociated with the delivery of receptor/ligand complex to 
lysosomes (Law et aI., 1984). Moreover, multiple studies 
revealed that receptor internalization is not required for re
ceptor desensitization (Celver et aI., 2004) and that inter
nalized l1-opioid receptors are not degraded but predominantly 
dephosphorylated and recycled to the cell surface in a reac
tivated state (Koenig & Edwardson, 1997; Ferguson et aI., 
1998; Koch et aI., 1998; Wolf et aI., 1999; Law et aI., 2000a; 
Ferguson, 200 I; Tanowitz & von Zastrow, 2003). In fact, it 
has been demonstrated in numerous publications that agonist
induced MOPr internalization plays an important role in 
reducing the development of opioid tolerance after chronic 
agonist-treatment (Koch et aI., 1998, 2001; Whistler et aI., 
1999; Williams et aI., 2001; Finn & Whistler, 200 I; He et aI., 
2002; He & Whistler, 2005). 

2.2. Long-term adaptations 

2.2. I. Opioid receptor downregulation 
Downregulation of opioid receptors after chronic opioid 

treatment is a long-terrn-adaptive process that may result from 
degradation of internalized receptors andlor from a decrease of 
receptor synthesis. Changes in MOPr number in response to 
chronic opioid treatment has long been speculated to directly 
contribute to receptor desensitization and the development of 
opioid tolerance; however, there is little literature support for 
this idea. First of all, receptor downregulation after chronic 
opioid exposure has been clearly demonstrated only in vitro 
(Law et aI., 1983; Zadina et ai., 1993, 1994; Yabaluri & 
Medzihradsky, 1997), whereas in vivo results are highly var
iable (Zadina et aI., 1995). Following chronic treatment with 
various agonists, opioid receptors in the brain have been re
ported to increase (Holaday et aI., 1982; Zadina et aI., 1989), 
decrease (Dingledine et aI., 1983; Tao et aI., 1987) or to remain 
unchanged (Klee & Streaty, 1974; Hollt et aI., 1975) indicating 
that down regulation of opioid receptors depends on opioid 
species, and brain regions tested. Moreover, there are Iigand
specific differences in the ability of ll-opioids to cause receptor 
downregulation that do not correlate with differences in 
tolerance (Patel et aI., 2002). In fact, during chronic treatment 
receptor internalizing agonists such as etorphine have been 
shown to markedly decrease the density of [l-opioid receptors 
but to induce less tolerance than the agonist morphine, which 
does not cause significant receptor internalization and down
regulation (Law et aI., 1983; Tao et aI., 1987; Brady et aI., 1989; 
Yoburn et aI., 1993, Duttaroy & Yoburn, 1995). In addition, 
multiple lines of evidence suggest that agonist-selective MOPr 
downregulation depends on the efficacy of the agonist, although 
it does not appear to be essential for the development of opioid 
tolerance (Nishino et aI., 1990; Yoburn et aI., 1993; Po1astron 
et a!., 1994; Chakrabarti et aI., 1997; Chan et aI., 1997; Loh 
et aI., 1988; Trafton & Basbaum, 2004). In conclusion, these 
findings do not support a direct correlation between receptor 
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-it internalization/downregulation and loss of receptor responsive
ness (desensitization) that is characteristic of tolerance. In fact, 
it has been demonstrated that receptor downregulation requires 
higher doses and longer exposure times than receptor 
desensitization (Puttfarcken et aI., 1988; Puttfarcken & Cox, 
1989) and that both mechanisms are two separate cellular 
adaptation processes (Law et aI., 1983: Gomes et al., 2002). 

2.2.2. Upregulation of the cAMP pathway 
Opioid tolerance after chronic treatment is due not only to a 

rapid decrease in receptor activity but also to compensatory 
mechanisms counteracting receptor function (Taylor & Flem
ing, 2001). Early studies revealed that in the continued presence 
of opioids there is a gradual loss in the opioid-mediated 
adenylyl cyclase inhibition and a counterregulatory increase in 
adenylyl cyclase activity observable only after agonist with
drawal (Sharma et aI., 1975; Nevo et aI., 1998). This phe
nomenon has been termed adenylyl cyclase superactivation and 
is thought to contribute to the development of opioid tolerance 
and dependence. However, to date, the mechanisms regulating 
the adenylyl cyclase superactivation during chronic exposure 
remain largely unclear. Altered protein phosphorylation, par
ticularly of adenylyl cyclase isoforms, has long been considered 
to underlie many of the physiological effects ofperistent opioid 
receptor activation including AC superactivation (Chakrabarti 
et aI., 1998a, 1998b). In support of this hypothesis, tyrosine 

i~': kinases, PKC, and raf-1 were indicated to participate in the 
- phosphorylation of various adenylyl cyclase isoforms (Varga et 

aI., 2003). However, further theories suggest the coupling of 
opioid receptor to Gs proteins (Crain & Shen, 1996; Tso & 
Wong, 2001), the involvement of G0'Y subunits (Avidor-Reiss 
et aI., 1996), or the increase in the constitutitve receptor activity 
(Chavkin et aI., 2001; Liu et aI., 2001) as the mechanistic basis 
for AC superactivation. Recently, AC superactivation has been 
demonstrated to be dependent on the receptor localization in 
membrane microdomains known as lipid rafts/caveolae (Zhao 
ct aI., 2006), which are enriched with a variety of signaling 
proteins (Lisanti ct al.. 1994). This finding further indicates 
that the colocalization of opioid receptors, 0-arrestins, protein 
kinases and AC subtypes in lipid rafts/caveolae might be also an 
important step for the regulation of receptor signaling and 
trafficking during long-term agonist treatment. 

3. Mechanisms involved in the reduction 
of opioid tolerance by receptor internalization 

Several lines of evidence indicate that agonist-induced 
MOPr endocytosis can reduce the development of opioid 
tolerance (Koch et aI., 1998, 2004, 2006; Whistler & von 
Zastrow, 1999; Law ct aI., 2000a; He et aI., 2002: He & 
Whistler. 2005: Grecksch et aI., 2006) but the mechanisms that 
are responsible for the protection against opioid tolerance by 

tt... receptor endocytosis are still controversially discussed. One 
." hypothesis is that MOPr endocytosis terminates signaling and 
, retards the develop~ent of adaptations to prolonged opioid 

exposure (Whistler et a1.. 1999: Finn & Whistler, 2001; He 
ct aI., 2002). According to this idea, agonists that do not induce 

endocytosis like morphine were predicted to permanently signal 
on cell surface and thus activate adaptive processes (e.g. AC 
superactivation) leading to tolerance and dependence. Remark
ably, the hypothesis that endocytosis leads to persistent MOPr 
uncoupling was mainly based on the experiments with a MOPr 
construct, in which the cytoplasmic tail of the wildtype MOPr 
was replaced by the cytoplasmic tail of the 5-opioid receptor 
(OOPr) (Finn & Whistler, 200 I). In contrast to the wildtype 
MOPr, this chimeric MOPrJDOPr undergoes rapid internaliza
tion after morphine treatment and induces significantly less 
superactivation of cAMP production suggesting, that endocy
tosis reduces receptor activity and cAMP superactivation (Finn 
& Whistler, 2001). However, the observed fast uncoupling of 
chimeric receptors after morphine-induced internalization is 
due to the fact that the cytoplasmic tail of the DOPr directs the 
internalized receptor to a lysosomal degradative pathway pre
venting the recycling of the chimeric receptor. In contrast to this 
chimeric MOPrJDOPr receptor, endocytozed wildtype Jl-opioid 
receptors have been shown to be predominantly and rapidly 
recycled to the cell surface in a reactivated state, arguing against 
a terminal inactivation of Jl-opioid receptors after internalization 
(Ferguson & Caron, 1998; Koch et ai., 1998, 2001; EI Kouhen 
et aI., 1999; Law et aI., 2000a; Chen et aI., 2003; Minnis et aI., 
2003; Qiu et aL. 2003). The role of receptor recycling in the 
receptor desensitization and adenylyl cyclase superactivation 
has been demonstrated using a splice variant MORIO of the 
MOPr, which is internalized and recycled after morphine 
treatment (Koch et aI., 2001). Chronic morphine exposure of 
HEK 293 cells transfected with this splice variant produces less 
receptor desensitization and a significantly greater degree of 
cAMP superactivation than wild type receptors (Koch et aI., 
200 I, 2005). This indicates that recycling of wildtype opioid 
receptors after agonist-induced internalization results in a res
toration of agonist inhibition of AC activity and delayed 
upregulation of cAMP production. In agreement with this 
finding, the non-internalizing agonist morphine has been dem
onstrated to effectively decrease rather than to sustain MOPr 
signaling after chronic treatment in neurons and HEK293 cells 
(Bohn et aI., 2000; Bailey et aI., 2004; Schulz et aI., 2004; Dang 
& Williams, 2005; Zhao et aI., 2006). Thus, the second hypo
thesis linking MOPr trafficking to tolerance suggests, that 
receptor endocytosis is an important mechanism to ensure that 
desensitized and internalized receptors are rapidly recycled to 
the cell surface in an active form maintaining receptor signaling 
and reducing receptor desensitization and tolerance develop
ment (Fig. 1) (Koch et aI., 1998,2001; Zhang et aI., 1998; Law 
et al.. 2000a). In this theory, non-internalizing agonists like 
morphine cause an accumulation of desensitized receptors in the 
plasma membrane resulting in greater opioid tolerance (Koch 
et aI., 200 I, 2004; Schulz et aI., 2004). In extension of this idea, 
the continued signaling produced by recycled receptors induces 
cellular adaptations more efficiently than signaling from non
internalized, desensitized receptors. In support of this "receptor 
recycling" theory, it has been demonstrated that the endocytotic 
efficacies of various opioid drugs are negatively correlated with 
their ability to cause receptor desensitization in HEK293 cells 
(Koch et aI., 2005) and that opioid drugs with high endocytotic 
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Fig. I. Hypothes.is about the role of receptor internalization in the development 
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Plified by morphine, receptor signaling is rapidly tenllinated by receptor phos
phorylation and I~-arrestin binding. Us: desensitized receptors remain 
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efficacies induced less opioid tolerance than non-internalizing 
agonists in rats (Grecksch et aI., 2006). 

Interestingly, recent studies revealed that coapplication of 
low concentrations of internalizing agonists, such as DAMGO 
or methadone, facilitates the morphine-induced endocytosis of 
oligomeric MOPr complexes and prevents the development of 
opioid tolerance in rats (He et al.. 2002; He & Whistler, 2005). 
In addition, coapplication of the internalizing agonist fentanyl 
has been demonstrated to promote morphine-induced MOPr 
internalization in the spinal dorsal hom and to potentiate the 
analgesic effect of morphine in rats (Hashimoto et aI., 2006). 
However, several other laboratories failed to confirm the effect 
of low doses of internalizing agonists on the morphine-induced 
receptor internalization and desensitization (Bailey et aI., 2003; 
Blanchet et aI., 2003; Schulz et aI., 2004; Koch et aI., 2005). 
Thus, the mechanistic basis for the reduction of morphine
induced tolerance in rats by coapplication of low doses of 
internalizing agonists remains unclear. 

Apparently, despite of intense experimental effort the 
relationship between MOPr trafficking and the development 
of receptor desensitization and tolerance is still under debate. 

The reason for this situation is that in numerous studies MOPr 
desensitization has been measured at different time points, 
in different messenger systems and in different cellular 
background leading to considerable confusion in the field. 
Moreover, homologous and heterologous desensitization 
mechanisms, that can not easily be distinguished during 
measurement of receptor signaling, are both contributing to 
the decrease of receptor response to second messenger systems. 
Opioid receptors signal primarily through Gi/o proteins to 
inhibit adenylyl cyclase and regulate the opening of of K+ and 
Ca2+ion channels. The decrease in the functional coupling to the 
adenylyl cyclase after chronic opioid treatment seems to be 
mainly mediated by homologous receptor desensitization (Law 
et aI., 1983; Prather et aI., 1994; Koch et aI., 200 I; Schulz et aI., 
2004), whereas desensitization of the receptor coupling to 
K" and Ca 2+ channels can be extensively influenced by a kinase
mediated inactivation ofthe channels itself (Kovoor et a!., 1995; 
Samoriski & Gross, 2000). Thus, in dorsal root ganglia (DRG) 
neurons, the decrease in the MOPr-mediated Ca2+ current 
inhibition after short-time and chronic agonist-treatment was 
demonstrated to be primarily mediated by heterologous 
desensitization of the Ca2+ channel via MAP kinase pathway 
and not by homologous receptor desensitization (Nomura et aI., 
1994; Samoriski & Gross, 2000; Tan et aI., 2003; Walwyn et aI., 
2006). Remarkably, it was shown that compensations in other 
second messenger systems affecting the long-term desensitiza
tion such as MAPK kinase cascade or cAMP upregulation are 
higher for internalizing agonists than for non-internalizing 
agonists (Koch et a!., 2005; Walwyn et a!., 2006). An in
terpretation for these observations is that the recovery process of 
desensitized receptors might be different for receptor inter
nalizing and non-internalizing ligands. In fact, morphine treated 
receptors have been demonstrated to recover much slower than 
DAMGO treated receptors (Koch et aI., 2001; Dang & 
Willimas, 2004; Schulz et aI., 2004). Thus, it can not be ruled 
out that the internalization, reactivation, and recycling of opioid 
receptors can lead to maintained receptor coupling to some 
second messenger systems increasing counterregulatory adap
tations that would at later time points indirectly reduce the 
effectiveness of MOPr activation. This idea makes the role of 
receptor internalization/recycling in the regulation of opioid 
receptor tolerance and dependence even more complex. Thus it 
remains to be elucidated in neuronal systems and in vivo how 
important receptor trafficking is for maintaining receptor 
signaling to chronic treatment with pharmacologically relevant 
doses of drugs. Furthermore, it is still open, whether neuronal 
adaptations produced by non-internalizing opioids, like mor
phine, are different to those produced by internalizing opioids 
such as methadone or fentanyl. Until more is known about how 
animals adapt to chronic opioid treatment, the role of receptor 
trafficking in the induction or maintenance of different adap
tations remains to be established. 

4. Summary 

~t is now evident, that the development of opioid tolerance 
is dependent not only on receptor phosphorylation and uncouplill£, 

000529 



204 T. Koch. V. Ho/lt / Pharmacology & Therapeutics 117 (2008) 199-206 

i:;1 or long-tenn adaptations, such as upregulation of the cAMP
pathway, but also on the agonist-selective MOPr internalization. 

~eceptor internalization has long been considered to directly 
contribute to the development of opioid tolerance by reducing the 
number of signaling receptors. However, several lines of evidence 

[

indicate that receptor internal~might provide an important 
tool to ensure that inactivated receptors are not degraded but 
dephosphorylated and recycled to the cell surface in a reactivated 
state. This suggestion is supported by in vitro experiments clearly 
demonstrating that receptor internalization reduces the develop-

I;. 

ment of receptor desensitization and opioid tolerance. J~on, 
several in vivo studies revealed that opioid drugs with high 
endocytotic efficacies might induce less opioid tolerance than non
internalizing opioids. Recently, it has been shown that coapplica
tion of low dose~ of internalizing agonists reduces the morphine
induced tolerance in rats. However, the mechanistic basis and the 
possible clinical relevance of those interesting results will require 
further study in more complex neuronal systems. 
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An evaluation of narcotics controls discloses that our Nation's 
statutes are not sufficiently flexible in view of new discoveries in, syn
thetic analgesics. Suggested changes include a redefinition of addic
tion and uniform national and international laws. 

Addiction Liability and Narcotics Control 

NATHAN B. EDDY, M.D., and HARRIS ISBELL, M.D. 

AMONG the most effective measures for the 
1\.. prevention of drug addiction are the Fed
eralla. ws and international tr.eaties controlling 
the production and distribution of the drugs of 
addiction and the source materials from which 
these drugs are derived. The application and 

II; administration of these laws have steadily be
come more complex. A large number of syn
thetic drugs with pharmacological effects and 
a.ddiction liability similar to that of morphine 
have been discovered and have created some 
difficult problems of classification and control. 
It is now also known that substances, such as 
the barbiturates and the amphetamines, cov
ered by the food and drug but not by the nar
cotic laws, are susceptible to abuse and may 
produce a different addiction from that caused. 
by the opiates. It is the purpose of this paper 
to review the historical origin of the present 
narcotic laws and to discuss changes in them 
which seem desirable in the light of recent 
knowledge. 

/ 

MftW-ilion of AdcIJdJOII 

~ . - -~n 1950, at the request of the Commission on 
Narcotic Drugs of the. United Nations, the Ex-
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pert Committee on Addiction-Producing Drugs 
of the World Health Organization drafted a 
definition of addiction (1). The committee 
said, "Drug addiction is a state of periodic or 
chronic intoxication, detrimental to the indi
vidual and to society, produced by the repea.ted 
consumption of a. drug (natural or synthetic). 
Its characteristics include: (1) an overpowering 
desire or need (compulsion) to continue taking 
the drug and to obtain it by any means; (2) a. 
tendency to increa.se the dose; (3) a. psychic 
(psychological) and sometimes a physical de
pendence on the effects of the drug." 

In its third report (9) in 1952, the expert 
committee wrote an expla.nation of the charac
teristics of addiction designed particularly to 
express its view on a distinction between addic
tion and habituation. In 1957, to clarify 
further this distinction, the expert committee 
reworded its definition of addiction without 
material change in its meaning (3). 

This definition received some acceptance but 
also much criticism. It was not meant to be 
pharmacological, nor strictly speaking scien
tific, but practical, and was intended to include 
the diverse substances currently under interna
tional narcotics control. State and national 
narcotics laws and regulations and international 
narcotics conventions are designed to prevent or 
at least limit a.buse of cocaine and marihuana 
as well as of opium and the potent analgesics. 
Though all of these substances are commonly 
and loosely termed narcotics, their properties 
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differ so widely that they are similar only in be
ing subject to abuse and in creating social 
dangers. Of necessity, any definition attempt
ing to cover all of them had to be very broad. 

National Control 

When control was first considered (1909-
12) and for a considerable time thereafter, 
only cocaine and opium and its alkaloids were 
taken into account. Their abusive use was rec
ognized and considered of sufficient importance 
to warrant strict control, even at the expense of 
placing a burden upon drug manufacturers, 
pharmacists, and physicians, as well as upon the 
government which had to implement the con
trol. Relatively few individuals abused both 
opiates and cocaine, the effects of which are 
different and in some respects opposite; yet 
both were called narcotics and both were sub
jected to the same control measures. 

An excellent chronological review of the steps 
in the development of national and interna
tional control of narcotic drugs was published 
in 1953 (4). 

Merely listing the principal acts of Congress 
on this subject with their chief intent will indi
cate the progress of events and the development 
of thought on the problem of control: 

February 9, 1909. Prohibition of importa
tion of opium and its preparations and deriva
tives except for medicinal purposes and abso
lute prohibition of importation of smoking 
opmm. 

January 17, 1914. Prohibition against ex
portation of opium and cocaine and saIts, and 
derivatives and preparations thereof, except to 
a country which regulated the entry of such 
drugs; absolute prohibition of exportation of 
smoking opium. 

January 17, 1914. Prohibitive tax upon 
opium manufactured for smoking purposes. 

December 17, 1914. Harrison Narcotic Law, 
an internal revenue measure by tax and regis
tration limiting the availability of narcotic 
drugs to medical and scientific uses, and regu
lating production, manufacture, and distribu
tion, through channels of medical supply to the 
dispensing registrants, the qualified practi
tioner, and druggist. 

May ~6, 1~~." Narcotic Drugs Import and 
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Export Act, an extensive revision of the act of 
1909 authorizing the importation of such quan
tities only of opium and coca leaves as were 
found to be necessary for medical and legitimate 
needs. Importation of any form of narcotic 
drug except crude opium and coca leaves was 
prohibited. Exportation of) manufactured 
drugs was permitted under a system of control 
designed to assure their use for medical needs 
only in the country of designation. 

June 7, 1~4. Amendment to the Narcotic 
Drugs Import and Export Act prohibiting the 
importation of opium for the manufacture of 
heroin. 

June 14,1930. An act establishing the Bu
reau of Narcotics in the Department of the 
Treasury. 

August ~,1931. The Marihuana. Tax Act. 
Imposition of registration and occupational tax 
on all persons who produced, imported, manu
factured, sold, or transferred marihuana. 

August 9, 1939. Contraband Seizure Act, 
authorizing confiscation of any vessel, vehicle, 
or aircraft used to facilitate transportation and 
so forth of contraband narcotics or marihuana. 

December 11, 1949. Opium Poppy Control 
Act, prohibiting the growth of the opium 
poppy in the United States, except un de r 
special license issuable when need is shown for 
domestic production for medical and scientific 
uses. 

July 1, 1944. A statute making the Federal 
narcotic laws applicable to pethidine (meperi
dine, Demerol) under the statutory designation 
"Isonipecaine." 

March 8, 1946. The Opiates Act, or Robert
son Amendment, establishing a general proce
dure for the expeditious application of control 
measures to any drug found to be dangerous 
from the addiction-liability standpoint. 

1955-59. The Karsten bill, designed, among 
other things, to implement our obligation under 
the 1948 protocol to bring new substances un
der narcotics control. This bill is still pending. 
Consideration is being given to its possible 
amendment looking to greater flexibility in our 
system of narcotics control, tailoring, so to 
speak:, the degree of control to the degree of 
risk to public health. Among those giving 
thought to the desirability of such amendment, 
the Committee on Drug Addiction and Narcot-
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ics of the Natioual Research Council discussed 
the problem at length at its 20th meeting, Jan
uary 11, 1959, and passed unanimously a resolu
tion embodying its views (5). 

International Control 

The first effective effort toward obtaining 
international action to control the traffic in 
opium and the dangerous drugs obtained there
from was the conference of the International 
Opium Commission convened in Shanghai in 
February 1909, on the initiative of the U.S. 
Government. The successive steps or agree
ments on international narcotics control, again 
reflecting t.he development of thought 01\ this 
problem, have progressed as follows: 

Inte1'1lationaZ Opium Oonvention of 191~. 
Designed to bring about the gradual suppres
sion of the abuse of opium, morphine, and 
cocaine, as also of the drugs prepared or de
rived from these substances which give rise or 
might give rise to similar abuses. The con
tracting parties agreed to enact effective laws 
or regulations for the control of the production 
and distribution of raw opium. A less definih' 
obligation was imposed with respect to smok
ing opium, and the contracting parties' best 
efforts were to be used with respect to mor
phine and cocaine and their salts to restrict 
their import and export to authorized persons 
and to enact laws limiting exclusively to medi
cal and legitimate purposes the manufacture, 
sale, and use of these dangerous drugs. 

Geneva N a'1'aotws Oonvention of 19~5. In
tended to impose somewhat more specific obli
gations with respect to control of national and 
international trade. It established the Perma
nent Central Opium Board to watch continu
ously the course of international trade in the 
drugs covered by the 1912 convention, collect 
and examine statistics, and obtain and com
municate to all parties explanations of appar
ently excessive accumulations of the dangerous 
drugs in any country. 

Oonvention of 1931. Limited the manufac
ture and regulated the distribution of narcotic 
drugs by requiring all countries, whether or not 
parties to the convention, to supply annual 
estimates of their needs of stated derivatives of 
opium and coca leaves, based solely on medical 
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and scientific requirements. Thereafter, each 
country was obligated to limit its manufacture 
of each of the drugs in accordance with its es
timate and to supply periodically to the Per
manent Central Opium Board statistics of 
actual manufacture, consumption, importation, 
and exportation of those drugs. In other words, 
the convention contemplated the adjustment of 
world manufacture to legitimate world demand, 
the control of all channels of distribution, both 
national and international, and provision for a. 
recording system of all narcotic drug opera.
tions. It entrusted to international organiza
tions the task of supervising and coordinating 
throughout the world. The convention specified 
the drugs to be controlled and made some pro
vision for additions to the list. 

Protocol of 1946. Transferred to the Com
mission on Narcotic Drugs of the United Na
tions Economic and Social Council the functions 
previously carried out by the Opium Advisory 
Committee of the League of Nations. 

Protocol of 1948. Established an interna
tional procedure, analogous in principle to that 
of our Opiates Act of 1946, whereby new drugs 
found to have dangerous addiction liabilities 
are promptly brought under the control im
posed by the 1931 convention, the definitive 
finding in this case being made by the World 
Health Organization. 

Opium Protocol of 1953. Designed to limit 
definitely the production of opium to medical 
and scientific needs and to establish the areas 
of production and sources of world supply. 
This protocol has not yet become effective. 

Single Oonvention. Originally intended to 
incorporate into a single agreement by codifi
cation the provisions of the various interna
tional narcotics conventions but actually un
dergoing elabomtion. It is still in the drafting 
stage. 

Need for Flexibility 

It is apparent that, initially, thought Ilnd ef
fort toward narcotics control were centered up
on the crude materials, opium and coca leaves, 
or upon the potent drugs obtained from them, 
morphine and its derivatives and cocaine. In 
the United States marihuana was added to the 
list of substances controlled because of evidence 

757 

.. ~. 

000535 



of widespread abuse. The picture changed 
w~th the discovery and introduction into medi
cine of the first synthetic morphine-like pain
relieving drug (pethidine, meperidine, Dem
erol), the tremendous impetus to research on 
analgesics which followed that discovery, and 
the important advances which have been made 
in the study of addiction. It would seem de
sirable to consider how the picture has changed 
and to try to understand the implications of 
the change. 

Pethidine was but the first of a very large 
number of substances prepared entirely by syn
thesis in the laboratory which exhibited in ani
mals and man wide differences in analgesic and 
physical dependence properties. These sub
stances also are widely different in chemical 
structure. Some are built upon moieties of the 
morphine molecule. Others differ so greatly 
in chemical structure that the tentative rela
tionships of structure and analgesic action de
scribed by Braenden, Eddy, and Halbach (6) 
as recently as 1955 cannot always be discerned. 

It is well recognized from clinical experience 
and direct evaluation experiments under con
trolled conditions that substances derived from 
morphine differ in analgesic potency and addic
tion liability and present different degrees of 
risk to public health, ranging from the great 
danger of heroin, the main drug in the present
day illicit traffic in the United States, to rela
tively low risk with codeine, which with proper 
therapeutic use rarely results in addiction. 

Examples of all the synthetic chemical types 
have been evaluated for addiction liability 
as well as for analgesic effect and have exhibited 
a range of activity from much greater than 
morphine to substantially less than codeine. In 
this connection the expert committee (7) has 
stated "that synthetic analgesic drugs differ 
from one another in addiction liability just as 
do drugs derived from natural sources such as 
opium; that members of each class must be con
sidered individually with respect to inherent 
risk and therapeutic advantage; and that the 
risk of addiction through the use of synthetic 
drugs is neither greater nor less than the risk 
encountered through the use of morphine, re
lated opium alkaloids, or substances derived 
therefrom. " 

For the natural alkaloids, that is, for sub-
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stances which are modifications of morphine 
whether occurring in opium or produced in 
the laboratory, the 1931 convention recognized 
a difference and established groups I and II for 
which control regimens would be different. 
Group I was further subdivided into subgroup 
(a) comprising morphine and similarly addict
ing substances, and subgroup (b) comprising 
ecgonine, thebaine, and other drugs regarded as 
not themselves addicting but convertible into 
drugs capable of producing addiction. Group 
II was established to include codeine, dionin, 
and related substances, likewise then regarded 
by many as not capable of producing addiction 
but also convertible into addiction-producing 
drugs. The distinction was drawn between 
subgroup (b) and group II not on theoretical 
but on practical grounds, namely, that the 
drugs in group II were very extensively used 
in medicine all over the world, whereas those in 
subgroup (b) were hardly used at all by the 
medical profession (8). All measures of con
trol were applicable to all drugs in group 1 
(both subgroups), but a somewhat modified 
control was permitted for the drugs of group 
II. For the latter the substances themselves 
were controlled internationally in essentially 
the same way as those in group I with only 
minor modifications such as greater leeway in 
estimates of needs and other statistical matters. 
However, under the convention, compounds of 
the drugs in group II, if they were adapted to 
normal therapeutic use, were exempted from 
international narcotics control. 

The U.S. laws do not recognize a distinction 
in the regimen of control such as that between 
group I and group II of the 1931 convention 
except insofar as specifically described prep
arations of not greater than specified concen
tration may be sold as conditionally exempt 
preparations without a narcotics prescription. 
These limited exemptions were authorized be
fore the discovery of pethidine and the many 
other synthetics, and the Opiates Act of 1946 
made no provision for their extension to a 
preparation of any synthetic. This situation 
must be discouraging to pharmaceutical man
ufacturers and may act as a deterrent to re
search programs designed to develop analgesics 
of low addictiveness. Since under present 
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conditions any such agent could be controlled 
only in the same manner as morphine, our nar
cotics laws are in a sense hampering the search 
for a nonaddicting pain-relieving drug. 

Clinical experience and direct addiction ex
periments indicate that cocaine does not pro
duce physical dependence, and abrupt with
drawal after prolonged use is not followed by 
an abstinence syndrome. In the amounts 
taken by addicts in the United States, however, 
cocaine can cause a dangerous psychosis, and 
taken chronically it causes tachycardia, insom
nia, and anorexia with resultant impairment of 
nutrition. Cocaine does produce strong psy
chio dependence, and its prolonged use is un
doubtedly detrimental, hence its control by the 
narcotics laws. Similarly, marihuana does not 
produce physical dependence manifested by a 
withdrawal syndrome. Here, too, control is 
exercised because of the harmful effects of the 
drug under conditions of abuse. 

In recent years the Addiction Research Cen
ter of the Public Health Service Hospital at 
Lexington, Ky., has been investigating the pos
sibility of development of physical dependence 
during prolonged administration of barbi
turates, meprobamate, and similar drugs. It 
has been shown conclusively that physical de
pendence could develop when large doses of 
these substances were taken chronically and 
that a characteristio abstinence syndrome fol
lowed abrupt withdrawal (9-11). It was also 
shown, however, that no clinically significant 
degree of dependence developed in persons 
taking only 0.4 gram or less daily of secobarbi
tal or pentobarbital, that is, two to four times 
the usual daily oral dosage (1f). It is clear 
from the work at Lexington that the symp
tomatology of abstinence with barbiturates or 
meprobamate is distinctly different from 
abrupt withdrawal of an opiate. Further, 
physical dependence or addiction with barbitu
rates and meprobamate has been observed in 
clinical practice (13-15). 

It should be clear that addiction and its re
lation to narcotics control are complex quali
tatively and quantitatively and that our 
present system of control is not realistically 
adjusted to this complexity. The Opiates Act 
says, for example, that the criterion for control 
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of a new substance shall be ability to produce 
or sustain an addiction similar to that of mor
phine or cocaine. If, in this connection, the 
word similar is interpreted as implying 
quantitative similarity, difficulty must be en
countered in bringing under control a sub
stance of low addiction liability, substantially 
less than that of codeine, as has been the case 
with propoxyphene, a weak synthetic analgesio 
of the methadone group. This particular sit
uation might be clarified by making the crite
rion for control "qualitatively similar to 
morphine," leaving to the judgment and ex
perience of the responsible authority whether 
or not the addiction liability of a particular 
substance is sufficient in degree to constitute a 
risk to public health and thus warrants narcotics 
control. It is possible that control at the man
ufacturing and wholesale level only would be 
adequate for substances of low addiction lia
bility where the risk to publio health is small, 
leaving retail trade in drugs of minor addictive 
potential free of narcotics control, not requir
ing narcotics prescriptions, narcotics records, 
and the like. 

It has been pointed out that our narcotics 
laws and regulations, while providing for 
exempt preparations of codeine and other sub
stances derived from morphine and even for 
preparations containing up to a certain con
centration of morphine itself, make no provision 
for exempt preparations of synthetic analgesics. 
Since it is known that the "natural" alkaloids, 
morphine and substances derived from it, and 
the synthetio analgesics vary in addictiveness 
and therefore in risk to public health, both the 
"natural" and synthetic classes of drugs should 
be treated in the same way. If exempt prepara
tions are safe and permissible in the "natural" 
class, they should be safe and permissible in 
the synthetic class. On the other hand, if the 
argument is that there is some risk in exempt 
preparations of morphine and opium because 
of the possibility of abuse by the consumption 
of multiple doses, a similar risk would be ex
pected with exempt preparations of synthetic 
substances with morphine-like addiction liabil
ity. The Expert Committee on Addiction
Producing Drugs of the World Health Organi
zation has pointed out repeatedly the risk of 
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addiction through the use of multiple doses of 
preparations of strongly addicting substances 
(16, 17) and that admixture with other sub
stances cannot be relied upon to avoid such 
risk (18). 

In contradistinction to what has just been said 
about exempt preparations of morphine, of 
opium, and of synthetics with comparable ad
diction liability, a very desirable measure of 
flexibility in narcotics control would be pro
vided by extension of the exempt preparation 
provisions to substances of low addiction liabil
ity, irrespective of origin. Provided such a 
modification does not contravene any interna
tional agreement, the substances in pure form 
would be subjected to narcotics control, but 
preparations or combinations of them, in mix
tures with other therapeutic non-narcotic agents 
from which the addicting substance would not 
be readily recoverable, would be exempt from 
narcotics control. 

Our national laws make no provision for con
trol of a substance not itself addicting but 
readily convertible into another substance 
known to be addicting. This lack could lead to 
grave danger, allowing free trade in the parent 
substance and giving opportunity for clandes
tine transformation into the addicting agent. It 
would seem desirable to control the convertible 
substance as one would control any substance 
into which it can be converted. 

The categories of control now provided by 
law or suggested herein for a realistic relation
ship between degree of narcotics control and 
risk to public health then should include: full 
control for substances having high or inter
mediate addiction liability; the oral prescrip
tion list of substances or mixtures having little 
addiction liability; exempt status for prepara
tions and mixtures of safe concentration from 
the standpoint of abuse; and control at the 
manufacturing and wholesale level only for 
substances with very low addiction liability. 
In addition, there would be advantage in an 
official listing of certain compounds to which 
no narcotics control is presently applied. This 
listing would include substances related to 
those under some degree of narcotics control 
or other substances with clinical usefulness 
which, because of their general chemical Gr 
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pharmacological characteristics, might be con
sidered to have addiction potentiality, but con
cerning which there is no conclusive evidence 
of such liability. The listing would make in
terested parties a ware that the status of such 
compounds would be reviewed from time to 
time as experience accumulated so that if evi
dence of addiction or other abuse appeared the 
proper degree of control would be applied. 

To maintain the flexibility of narcotics con
trol and to keep the degree of control applied 
to all dru~ commensurate with the degree of 
risk to public healt.h, the authority designated 
by law to make a finding ill this field should 
be empowered to revise such a finding in the 
direction of either greater or less control, in
cluding complete removal of a substance from 
narcotics control, when experience warrants 
such revision. The designated authority too 
should have for its guidance adequately repre
sentative technical advice and, before a finding 
is made, recommendations of that advisory 
body should be published and an opportunity 
provided for a hearing and presentation of 
additional or counter evidence by any interested 
party, as in the 1946 Opiates Act procedure. 
Also 'it is to be understood that any revision of 
national control with respect to a partiCUlar 
substance must be consistent with our obliga
tions under. international agreements. 

Addiction RecMflned 

Two general criteria. for narcotics control are 
available, "addiction-producing and addiction
sustaining similar (or qua.litatively similar) to 
morphine," as in our 1946 Opiates Act; or 
"liable to the same kind of abuse and produc
tive of the same kind of harmful effects," as 
in the 1948 protocol. With either would it not 
be well to substitute for the heterogeneous, al
beit comprehensive, definition of addiction of 
the W orId Health Orga.nization's expert com
mittee, a definition which would be specifically 
descriptive of the various qUalitative types ~f 
addiction already alluded to ~ The following 
text is suggested : 

For an understanding of the need and scope 
of narcotics control, drug addiction may be de
fined as a state of periodic or chronic intoxica
tion produced by the repeatefl consumption of 
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a drug (natural or synthetic). Three qua.lita
tively different types may be recognized, the 
characteristics of which are: 

Opiate addiction, of which morphine addic- ' 
tion is the prototype, has three major compo
nents : tolerance, physical dependence, and 
emotional (psychic or psychological) depend
ence. Tolerance, the need for an increasing dose 
to produce an effect, is an inevitable accom
paniment of opiate addiction but does not de
velop equally to all effects nor necessarily 
parallel to physical dependence. Physical de
pendence is an altered physiological state which 
requires continued administration of a drug to 
prevent the appearance of So characteristic ill
ness, termed an abstinence syndrome. Emo
tional dependence is substitution of the use 
of the drug for other adaptive behavior, the 
use of the drug becoming the answer to all of 
life's problems. The abstinence syndrome is a 
self-limited illness, beginning with yawning, 
perspiration, rhinorrhea., and lacrimation, 
progressing to dilatation of the pupil, waves 
of gooseflesh, twitching of various muscle 
groups, hot and cold flashes, and restlessness 
which may become extreme. There is elevation 
of systolic blood pressure, respiratory rate, and 
rectal temperature. Retching, vomiting, and 
diarrhea ensue in the more severe syndromes. 
There is complete or almost complete anorexia 
and rapid loss of weight. The time course 
varies: it may appear in 2 to 4 hours after the 
last dose of drug and run its course in not 
much more than 48 hours; it may be delayed 
in onset for as much as 48 hours and persist 
for at least 14 days. The abstinence syndrome 
is precipitable in whole or in part when phys
ical dependence is present by the administra
tion of an opiate antagonist (nalorphine). 
Opiate addiction is always associated with a 
drive or compulsion to continue taking the 
drug and to obtain it by any means. 

Oocaine addiction has as its chief character
istio emotional (psychic or psychological) de
pendence. Tolerance does not develop, there 
is no physical dependence, and consequently no 
abstinence syndrome follows withdrawal of the 
drug. There may be a. drive or compUlsion to 
continue taking the drug, depending upon the 
degree of psychic dependence. In some areas 
cocaine abuse is a periodic indulgence progress-
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ing to a toxic psychosis, characterized by para.
noid delusions. 

Marihuana (canna.bis), like cocaine, produces 
emotional (psychic or psychological) depend
ence only. Physical dependence aoes not de
velop and there is no abstinence syndrome. 
Also little, if any, tolerance develops. Abuse 
is often sporadic, consisting of a periodic in
toxication characterized by elation and distor
tion of time and space perception. 

The amphetamines (benzedrine, d-ampheta
mine) also produce only emotional dependence. 
There is no physical dependence, no abstinence 
syndrome, and very little tolerance. Chronio 
intoxication resulting from abuse resembles in 
symptomatology chronic intoxication with co
caine. 

Barbiturate addiction is characterized by 
emotional (psychic or psychological) depend
ence, physical dependence, and partial toler
ance, but it implies habitual consumption of 
amounts far in excess of usual therapeutic doses. 
While barbiturate addiction has the same three 
components as opiate addiction, there are two 
significant differences. First, with the opiates 
there is evidtmce to indicate that physical de
pendence may begin to develop with the first 
dose; with the barbiturates there is no evidence 
that significant physical dependence occurs in 
patients who consume only usual therapeutio 
doses. Second, the abstinence syndromes with 
the opiates and with the barbiturates are cha.r
acteristically different. The barbiturate ab
stinence syndrome is characterized by anxiety, 
nervousness, disturbances of cardiovascular re
sponses, twitching of muscle groups, and tremor 
progressing to convulsions of petit mal or 
grand mal type and confusion or both, 
disorientation, and hallucinations predomi
nantly visual. The abstinence syndrome, as 
with the opiates, is self-limited. Some degree 
of compulsion to continue taking the drug will 
occur in barbiturate addiction. 

Meprobamate, as well as other hypnotics, may 
produce an addiction with the same character
istics as the barbiturates. 

Non-Opiates and Narcotics Control 

The consensus today, nationally and repeat
edly affirmed by the Expert Committee on Ad-
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diction-Producing Drugs of the World Health 
Organization, is that, although abuse occurs, 
narcotics control should not be extended to the 
amphetamines, the barbiturates, or other seda
tives. There are several reasons for this 
opinion. 

Clinical experience leads us to believe that 
most persons will handle and use these drugs 
as prescribed and will not develop a chronic 
intoxication or addiction. This is not believed 
to be true of the opiates, cocaine, or marihuana. 
Cocaine and opium are derived from plants 
whose production is limited to certain areas of 
the world from which they are transported to 
processing and consuming countries. Interna
tional control is absolutely necessary. Am
phetamines, barbiturates, and other hypnotics 
are produced primarily by local manufactur
ers, making control of imports and exports less 
of a problem and control of these drugs by local 
measures effective. Furthermore, indications 
for the medical use of the amphetamines or of 
the hypnotics are more numerous and far 
broader than indications for the opiates, co
caine, or marihuana. The barbiturates are 
widely used in the treatment of epilepsy, peptic 
ulcer, hypertension, mild neuroses, and simple 
insomnia. Meprobamate is finding wide appli
cation in mental disease. The amphetamines 
are used medically as anorexic agents, for the 
treatment of narcolepsy, to elevate mood in de
pressed individuals, to elevate blood pressure 
in shock, and in many other situations. 

On the other hand, the main indication for 
use of opiates is the presence of severe pain; the 
use of cocaine is practically limited to local an
esthesia; and marihuana has no medical indi
cation. To place the restrictive regulations of 
narcotic laws on the amphetamines, the bar
biturates, and other sedatives would hamper 
proper medical use and would not be justified 
in view of the relatively low public health risk 
which is already mitigated through regulations 
in respect to these drugs in the food and drug 
statutes, both Federal and State. 

Conclusions 

It is concluded that implementation of sug
gestions made in the discussion with respect to 
changes in our national narcotics control 
regimen would: 
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1. Remove any distinction between sub
stances of natural or purely synthetic origin 
with respect to the possibility of exempt prepa
rations. 

2. Provide :flexibility of narcotics control 
based upon the degree of risk involved, varying 
from full control for substances of high ad
diction liability to control at the manufacturing 
and wholesale level only for substances of low 
addiction liability. Alternatively for the latter 
group, control of the pure substance and ex
emption from control of its preparations with 
other therapeutic agents might be provided. 

3. Bring local regulations into line with the 
international narcotics conventions. 

4. Encourage the development of much 
needed analgesics of an efficacy more or less 
comparable to codeine which might have low 
addiction liability by making possible a com
mensurate degree of narcotics control. 

5. Clarify the meaning of addiction in rela
tion to narcotics control, by descriptive defini
tion and by basing the application of control to 
new substances upon properties qualitatively 
similar to those of morphine. 
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Training in Epidemiology 

A course in applied epidemiology will be offered at the Rocky 
Mountain Field Training Station of the Communicable Disease Cen
ter, Public Health Service, in Denver, Colo., November 16-20, 1959. 

Designed primarily for physicia.ns who investigate disease out
breaks or who have administrative responsibility for such investi
gations, this course serves as a. review for experienced health 
administrators and as a guide to physicians new to public health. 

Emphasis is placed on developing an understanding of the use of 
epidemiological techniques to solve problems pertaining to prevent
able diseases. Lecture-discussion sessions and audiovisual aids are 
used in the presentations. Group participation is stressed. through 
group solution of epidemiological problems, seminars, and panel dis
cussions. Registrants will be expected to attend all sessions of the 
course. 

Further information and application forms may be obtained from: 
Chief, Communicable Disease Center, Public Health Service, 50 
Seventh Street NE., Atlanta 23, Ga.., Attention: Chief, Training 
Branch; or from: Public Health Service, Region VIII, First National 
Bank Building, Denver 2, Colo. 

VoL 74. No. 9, September 1959 
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TAPENTADOL, A NOVEL CENTRALLY ACTING ANALGESIC: 
PRECLINICAL EVIDENCE FOR A DUAL MODE OF ACTION 
UNDERLYING ITS BROAD EFFICACY PROFILE 

T.M. Tzschentke 10, J. De Vry 1, T. Christoph 1, 8. Kogel1, K. Schiene 1 , 

H.H. Hennies1, W. Englberger1, U. Jahnell, T.I.F.H. Cremers2. 
E. Friderichs 1 . I Preclinical Research and Development. Griinenthal 
GmbH, Aachen. Germany, 2 Brains-on-Line, Groningen, The Netherlands 

Background and Aims: Tapentadol [( - )-( I R.2R)-3-(3-Dimethylamino-l
ethyl-2-methyl-propyl)-phenol] is a novel analgesic with a dual mode of 
action,J!.opioid receptor (MOR) agonism and noradrenaline (NA) reuptake 
inhibition, and a broad anah:esic efficacy. 
Methods: Tapentadol was tested in a range of in vitro and in vivo 

reuptake 
The functional relevance of NA reuptake inhibition was supported by in 
vivo brain microdialysis studies showing that tapentadol, in contrast to 
morphine, produces dose-dependent increases in extracellular levels of 
NA in the analgesic dose range (up to 450% at 10mgikg). A pronounced 
noradrenergic' contribution to the analgesic efficacy was demonstrated in 
a rat neuropathic pain model. where the analgesic effect of tapentadol 
(\0 mglkg) was strongly antagonized by the u2-NA receptor antagonist 
yohimbine (2.15 mglkg), but was only weakly affected by the MOR 
antagonist naloxone (0.3 mg/kg), whereas the opposite was the case for 
morphine (6.81 mg/kg). In the mouse writhing model, the analgesic effect 
of morphine (0.681 mgikg) was much more susceptible to antagonism by 

Abstracts, 5th EFIC Congress. Free Presentations 

Topic 8: SYSTEMS (PHYSIOLOGY, ANATOMY, 
ANIMAL MODELS) 

B01 ANIMALS MODELS OF CHRONIC PAIN 

198 
HYPERTENSIVE MONOARTHRITIC RATS EXHIBIT LOWER 
INFLAMMATION AND HYPERALGESIA THAN THEIR 
NORMOTENSIVE CONTROLS 

D. Pinho 1 , M. Morato 1,3. J. Marques-Lopes 1, T. Sousa 1, I. Tavares2, 
A. Albino-Teixeira 1 '. I Institute of Pharmacology and Therapeutics, 
1 Institute of Histology and Embryology. Faculty of Medicine & IBMC, 
Porto, 3 Pharmacology Department, Faculty of Pharmacy. Porto. Portugal 

Background/aims: Hypertension is associated with decreased responses 
to acute pain. Although chronic pain is highly prevalent in hypertensive 
humans, it remains to be evaluated whether hypertension-induced hypoal
gesia also occurs in that pain condition. Here we evaluated this issue, using 
a chronic inflammatory pain model (monoarthritis) in and 1,3-dipropyl-
8-disulfophenylxanthine (DPSPX)-induced and spontaneous hypertension 
(SHR). 
Methods: Complete Freund's adjuvant (CFA) was injected in left tibio
tarsal joint of male Wi star rats infused for 7 days with DPSPX or 
saline, and SHR or Wistar-Kyoto controls. Before CFA injection, and on 
days 2, 4, 7, 10, and 14, von Frey thresholds and ankle-bend responses 
were determined and the progression of monoarthritis was evaluated by 

.··~9:lW:!iLI~L------:;;;-----== ___________ "'---m~~uring joint diameter and inflammation score. On day 16, anaesthetised 

IN VITRO STUDY FOR'"'fIiEPoSsiB~~ NEUROTOXIC 
EFFECT OF CLONIDINE IN NEURONAL CELLS FROM RAT 
NEUROBLASTOMA CELL LINE 

E. Gunerl, E.A. Yenturlo , I. Tuglu2. IAnaesthesiologyDept, lHistology 
Dept .. Celei Bayar University. Manisa. Turkey 

In this study, Cells differentiated by 24 hours treatment with I mM 
dbcAMp, which induces outgrowth of axonal neurites. Cell viability was 
measured by MTT and neurite inhibition was calculate by neurotoxicity 
screen test. 
We treated NB2a neuroblastoma cells with c10nidine which were diluted 
to I: I, 1:5 and I :25 concentration. There was no obvious but slight 
toxic effect at all selected time intervals during culture period. In the 
presence of any concentration of c1onidine, toxic effect did not significantly 
inhibite the outgrowth ofneurites from differentiating NB2a neuroblastoma 
cells. However, there was dose dependent cell death according to MTT 
measurements and neurite inhibition according to neurotoxicity screen 
test measurements before and after differentiation of the cells in culture. 
Moreover, high density cultures were more protective this slight but not 
significant toxic effect. 
In this study, we used neurotoxicity screen test to understand the neurotoxic 
effect of c10nidine without any complication of in vivo condition. The 
slight effect of neurotoxicity may originate from preservation agents 
in the drug even c10nidine may show neuroptotective effect for them. 
Investigating the toxic effects on the neurons that are deprived from the 
protection of their environment in vivo conditions by using this method. 
can be important to show both the acute and late effects. As the result of 
this study, the administration of new compounds to neuron life must be 
supported by data of neurotoxicity screen test and the lack of neurotoxicity 
must have been previously checked before clinical administration. 

aniim,lTh-welre subjected to noxious mechanical stimulation of the ipsilateral 
and spinal dorsal hom Fos-expression was quantified. 

CFA injection, all hypertensive rats exhibited higher 
thresholds than normotensives. On day 2, von Frey thresholds 

decreased in all groups, and ankle-bend and inflammation scores were 
maximal. From day 7 onwards, ankle-bend and inflammation scores, and 
joint diameter of hypertensives started to decrease, while inflanunation 
continued to increase in normotensives. Von Frey thresholds remained 
consistently lower in normotensives. Fos-expression was lower in deep 
dorsal hom laminae of hypertensives. 
Conclusions: During chronic inflammatory pain, hypertensives exhibit 
lower hyperalgesia and decreased activation of deep dorsal hom neurones. 
It is important to ascertain if that lower hyperalgesia is due to the lower 
inflammation observed. 
POCTIINSE/45409/2002 and POCTIINSEl38952/2001 of FCT/FEDER. 

199 
THALAMOCORTICAL PAIN PROCESSING IN FREELY 
BEHAVING RATS: A STUDY BASED ON CHRONIC 
EXTRACELLULAR MULTICHANNEL RECORDINGS 

H. Cardoso-Cruz 1 " D. Lima 1,3, V. Galhardo 1,2. 1 Morphophysiology 
o{ the Somatosensory System Dept .. Institute for Molecular and Cell 
Biology, University of Porto 2/nstitute of Histology and Embryology, 
Faculty of Medicine. University of Porto. 3 Laboratory of Molecular and 
Cell Biology, Faculty of Medicine. University (){ Porto. Portugal 

Thalamocortical (TC) loop between VPL nuclei and SI cortex of the rat 
somatosensory system has been proposed to be involved in the sensory
discriminative processing of pain. This study aims at the description of TC 
neuronal dynamics during pain processing induced by peripheral formalin 
injection. Eleven male Sprague-Dawley rats were used in this study. 
Chronic implantation of matrices of 4x2 isonel-tungsten microelectrodes 
was used to record multi-neuron activity and local-field-potentials (LFPs). 
We have recorded 179 neurons (84-VPL, 95-SI). During experiments, ani
mals were awake and allowed to move freely in a recording chamber. One 
hour after the beginning of recording a subcutaneous injection of formalin 
was done in the dorsal surface of the contra- or ipsilateral hindpaw and 
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REVIEW 

Recent Advances in Postoperative 
Pain Management 

Nalini Vadivelu, Moa*; Sukanya Mitra, MOb; and Oeepak Narayan, MOe 

Departments ofaAnesthesio/ogy and "Surgery, Yale UniverSity School of Medicine, 
New Haven, Connecticut, and bDepartment of Anaesthesia & Intensive Care, 
Government Medical Col/ege & Hospital, Chandigarh, India 

Good pain control after sur e IS 1m 0 ne ativ outcome ch as tachy
car la, ypertenslon, myocardial ischemia, decrease in alveolar ventilation, and poor wouna 
healing. Exacerbations of acute pain can lead to neural sensitization and release of medi
ators both peripherally and centrally. Clinical wind up occurs from the processes of N-Methyl 
D-Aspartate (NMDAt) activation, wind up central sensitization, long-term potentiation of 
pain (LTP), and transcription-dependent sensitization. Advances in the knowledge of molec
ular mechanisms have led to the development of multi modal analgesia and new pharmaceu
tical products to treat postoperative pain. The new pharmacological products to treat 
postoperative pain include extended-release epidural morphine and analgesic adjuvants 
such as capsaicin, ketamine, gabapentin, pregabalin dexmetomidine, and tapentadol. Newer 
postoperative patient-controlled analgesia (PCA) in modes such as intranasal, regional, 
transdermal, and pulmonary presents another interesting avenue of development. 

Proper pain relief is a major concern 
and area of focus in the United States today. 
Pre-operatively, one of the most common 
questions asked by patients pertains to the 
amount of pain they will experience after 
the surgery. Pain is also one ofthe primary 

concerns of the surgeon because of its close 
ties with clinical outcome and acute post
operative patient well-being. Studies have 
indicated such negative clinical outcomes 
to include decreases in vital capacity and 
alveolar ventilation. pneumonia, tachycar-

*To whom all correspondence should be addressed: Dr Nalini Vadivelu, Department of 
Anesthesiology and Surgery, Yale University School of Medicine, New Haven, CT 06511; 
E-mail: nalinLvadivelu@yale.edu. 

tAbbreviations: NMDA, N-Methyl D-Aspartate; LTP, long-term potentiation; PCA, patient
controlled analgesia; BK, bradykinin; 5HT, 5 hydroxytryptamin; CGRP, calcitonin gene-re
lated protein; AMPA, amino-3-hydroxyl-5-methyl-4-proprionic acid; KAR, Kainate; EPSP, 
excitatory postsynaptic potentials; NO. nitric oxide; SO, superoxides; NK1, neurokinin re
ceptor; COX-2, cyc\oxygenase 2; EREM, extended-release epidural morphine; fentanyl 
ITS. fentanyl hydrochloride iontophoretic transdermal system; FDA, U.S. Food and Drug 
Administration; IV, intravenous; MAOI, monoamine oxidase inhibitors; PCRA, patient-con
trolled regional analgesia; RM, ropivacaine/morphine; RMK, ropivacaine/morphine/ketoro
lac; IN, intranasal; PCINA, patient-controlled intranasal analgesia; NNT, 
number-needed-to-treat; lA, intraarticular, 

Keywords: opioids, acute pain, pain mechanisms, postoperative, patient-controlled anal
gesia 
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EREM is formulated for a one-time 
dose, given epidurally at the lumbar level. 
DepoDurTM has been evaluated in such sur
geries as knee arthroplasty and cesarean sec
tion. Several s111dies have shown that EREM 
produces long-tenn pain relief [8-1 OJ. 

Side effects of EREM have been· 
treated with opioid antagonists. Twelve to 
12.5 percent of patients who received 
EREM required opioid antagonists [19,20J. 
It has been stated that pruritis [19] and res
piratory depression [20] were the primary 
causes for antagonist administration. The 
elderly are particularly sensitive to the ef
fects of EREM and require close perioper
ative monitoring. rt was shown that the 
elderly treated with 15 mg of EREM had 
equivalent fentanyl usage as younger pa
tients treated with 20 mg of EREM [21]. At
tentive perioperative monitoring is needed 
for elderly patients. 

Fentanyl iontophoretic transdermal 
system 

Although PCA has demonstrated ef -
cacy and patient satisfaction, current teel -
niques using intravenous (IV) administrati 
present limitations, including the risk ofpr -
gramming errors and the potential to limit p -
tient 

demotllOtrat€lG te have efficacy aAd safety 
equivalent to morphine IV-PCA in four ran
domIzed controlled trials [28,18], a sub
group analysis [29], and a meta-analysis 
[30]. It is thought lat 40 erceiifo' e ad
ministered dose is absorbe 111 Ie lrst hour 
of treatment and the system reaches 1 (')6-per
cel1!St1lcacy jn 100 hOllIS ----

Pane hal et a1. [31 J evaluated the inci
dence of analgesic gaps resulting from sys
tem-related events (SREs) for patients using 
the fentanyl ITS vs. morphine IV PCA for 
postoperative...pain management. Fentanyl 
ITS was associated with a significantly 
lower incidence 'Ofanalgeslc gaps than mor
phine IV PCA. 

Safety and tolerability of fentanyl ITS 

The safety and tolerability of fentanyl 
ITS have been found to be acceptable by 
several studies and pooled data analysis 
[32]. Adverse events associated with fen
tanyl ITS are similar to those reported with 
IV opioid administration, including nausea, 
vomiting, pmritis, headache, and mild-to
moderate dizzine!>~ ~ausea was the most\ 

~
'ommon adverse event, with the inciden~ 
ranging between 26.6 percent and 67.5 per
ent [27,28,33]. 

Disadvantages 

As with all transdermal systems, skin 
hypersensitivity, skin redness. and hyperpig
mentation are potential problems. The sys
tem has not been adequately studied in 
children. It should be used with extreme 

subjects to evaluate it for efticacy safety an j 
tolerability. i 

ticnts. T e nun~and timing of attempts ~ 
Efficacy of fentanyl ITS b the atient also cann t be determined .... "'''-ljlr----. 

The efficacy of fentanyl ITS in treatin . .., ____ cu~ stem has to be disposed only after i.-

acute postoperative pain was first ab:-_~a~ss~·e~m~b~l~y~b~y~tb;e~p~ba~rm~a~C;i:st~·. ~T~h~e~m:o:s~t ~m~l~-__ 
lished in three phase 3 double-blind placebo- por to> 

controlled clinical trials [26,27]. More the availability of fentanyl ITS, since it is 
importantly, fentanyl ITS now has been norcurrently bemg produced due to tcchni-

000544 



.... A: '. 

16 Vadivelu: Advances in postoperative pain management 

cal problems. Perhaps technological modi
fications, including recording the number 
and timing of the attempts ruld the addition 
of a basal rate, may make it more advanta
geous in the future. 

ANALGESIC ADJUVANTS 

pains, and strains and sprains. Capsaicin 
cream is also used in higher concentrations 
for the treatment of the neuropathic pain of 

_post herpetic neuralgia. It can be used in the 
elderly as an adjuvant, as it is thought to 
have opioid sparing ctfects. This can be par
ticularly beneficial for the elderly who are 
sensitive to respiratory depression that can 

Adjuvants are compounds, which by occur with opioids. 
themselves have undesirable side effects or Injectable capsaicin is used for the con
low potency but in combination with OPl- trol of post operative pain, such as after total 
oids allow a reduction of narcotic dosmg knee replacement, total hip replacement. 
lor postoperative pain control. Adjuvants - hernia repair [36]. shoulder arthroscopy, and 
are needed for postoperative pain manage- bunionectomy. It also has uses in more long
ment due to side effects of OpiOld anal- :rerm pain such as that due to intedigital neu
gesics, which hinder recovery, especially in romas, osteoarthritis of the knee, and 
the increasingly utilized a~b~;:; surS!:.. neuropathic pain occurring after surgery or 
cal procedures [34]. l1ti~e . v nta re- uma. Pre-administration of neural block-
cent y have been deve 0 0 de before iniection of capsaicin may greatly 
ofpall1J-" decrease the burning discomfort. 

Capsaicin 

Capsaicin (8-methyl-N-vanillyl-6-
nonenamide) is a non narcotic and acts pe
ripherally. It acts as a TRPV-l agonist [35]. 
TRPVI is a receptor that is markedly re
duced in intlammatoryconditions and is 
present on unmyelinated C fiber endings in 
the periphery. The activation of the TRPV 
receptors releases high intensity impulses 
and releases substance P, which results in the 
initial phase of burning. Continued release 
of substance P in the presence of capsaicin 
leads to the depletion of capsaicin and a sub
sequent decrease in C fiber activation. It is 
important to remember that capsaicin does 
not produce significant effects on the A delta 
and A alpha fibers and does not affect the 
temperature and touch sensations. 

It can be used as a cream and also as an 
injectable analgesic. It is not an FDA ap
proved product but is currently in Phase 3 
trials tor postoperative pain control, arthritis, 
musculoskeletal pain, and chronic neuro
pathic pain. Capsaicin is present in high con
centration in the seeds and stem of chili 
peppers. It is an alkaloid. 

Capsaicin cream contains capsaicin that 
is usually combined with narcotic analgesics 
and NSAIDS to relieve a variety of painful 
ailments such as back pain, arthritic joint 

Capsaicin appears to be a relatively safe 
dmg with the only absolute contraindication 
being patient hypersensitivity. Relative con
traindications include age less than 2 years, 
patients with elevated liver enzymes, patients 
on ACE inhibitors, and patients showing 
signs of septic ruihritis and joint infections. 

etamine 

\:O!::MDA receptor anlago~ and 
speCIfically Retamine commonly used in 
clinical practice, have been used ~rioper
ative pain managemen outes of adminis
tra IOn mclude intravenous, subcutaneous, 
epidural, transdermal, and intra-articular. At 
low sub anesthetic doses (0. I 5-1 mglkg). 
ketamme exelis a speci 

lse of sub-anesthetic doses of ketamjue as an 
, djlU1ct to provide postoperative pain relief in 
opioid-dependent patients [37]. There is a def
imte role of ketamine in preventing opioid-in
duced hyperalgesia in patients receivmg 11"!gh 
doses of opioid for their postoperative pain re
lief [38].1 However, clinical use of ketamine 
'an be limited due to ,. , 

, 
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Persistent moderate or severe pain may con
tribute to morbidIty, Including long-term con
sequences, such asthe"JeveIopment of chronic 
pain stattS, as well as needless sutferin I 2 . 

or centuries opioids have provided the foun-
dation for acute and chronic pain intervention. 

[

-Unfortunately opioids are 3550ciated with Sign~'f- Overview of the market 
icant adverse effects [3]. These adverse effects can A number of op'IQid analgesics are currently mar
be..extremely troublesome to patients and often keted for the treatment of moderate-to-moderately 
lead to reduced compliance with therapy [4]. severe pain (e.g., codeine, tramado!) or moderate-. 

(

Recently there has been increased interest ': to-severe pain (e.g., oxycodone, morphine) in 
in non-opioid and complementary analgesic ) adults [4.6J .\Among the more commonly prescribecr
approaches. Combining analgesics with differ- oral opioi([s for acute pain are oxycodone and 
ing modes of action can provide additive effects codeine, given either alone or, as is with hydroco-

\ 

With regard to pam relief and therefore reduce done, in combination with another analgesic, such 
die requlfe quantiry of the individual compo- as acetaminophen. The addition of acetamino
nents [5]. If such an approach is used in coniunc_\ phen. through non-opioid-mediated mechanisms, 

\ 

tion with opioid therapy, so long as the adverse improves analgesia compared with oxycodone [7J 

effects intrinsic to the adjuvant do not overlap or codeine [8] used alone. However, ~ile impCOV-1 
witJlili?~e Of the opioid, feweroploid~related side ling analgesia, the addition of acetaminophen to 

effects may be anticiparedwithout sacrificing t!!E.opiojd (in a single tabler) limits the ab~ljty 
analgeSIa 15]. to titrate the dose upward. Doses of acetammo_) 

Tape'madol (Nucyma™, Ortho_MCNCil-[Phen over 4 ~r day are not recommended as 
Janssen Pharmaceuticals, Inc., Raritan, NJ, unintentional overdose has been associated with 
USA) is an agent with dual mechanisms of fatal liver toxicity [91. 

action: fl-opioid agonism and norepinephrine Side effects from pure fl-opioid receptor 
(NE)-reuptake inhibition. The adverse effects agonists are common. Opioid-induced adverse 
typically associated with opioid agonists and effects include nausea, vomiting, constipation, 
with NE-reuptake inhibition differ significantly. pruritis, dizziness, somnolence, mental confu
Thus, tapentadol immediate-release (IR), as a sion and respiratory depression. In a study exam
single drug, has the potential to induce fewer opi- ining patient preferences, patients treated with 
oid-related adverse effects compared with oxy- opioids for acute postoperative pain reponed 
codone at equianalgesic doses. It is noteworthy a willingness to tolerate more pain as a conse
that tapentadol represents one of the very few quen~ of dose reduction in order to have fewer 

jO.1586/ERN.IO.72 © 2010 Expert Reviews Ltd !SSN 1473·717<; 861 
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side effects lI0]. Poor patient compliance and discontinuation of ~p:!h~a~r~m~a~c~o~d~y~n~a~m~i~c~s_-;-:::--_---:---:-;-___ ~--:-~-------., 
therapy have been attributed to opioid-related adverse effects [3,6], Preclinical data obtained from opioid receptor binding assays 
contributing significantly to the problem of unrelieved pain. indicate that tapentadol binds selectively to the fl-opioid recep-

ra 0 IS ano . i agonist wit a IUona comp - tor with a greater than tenfold affinity as compared with 0- and 
mentary analgesic activity appropriate for moderate-to-moder K-opioid receptors lI7,18J. However, tapentadol has only mod-
ately severe pain [Ill. In addition to the ]l-opioid agonist acti-vl erate ]l-opioid receptor affinity (Ki ~ 0.1 ]lM [rat}) compared 
of the (+)-enantiomer, and to a greater extent its M1 metabolite, in separate studies with that of oxycodone (Ki = 0.018 flM 

V / O:aesmethyl tramad"(;l, tramadol also produces analgesia via bot:P rat]) and morphine (Ki ~ 0.002 flM [rat]) [J~.20J. Although 
IY serotonin (S-hydroxytryptamine; S-HT)- and NE-reuptake inhi- he Jl-opioid binding of tapentadol was nearly SO-times lower, 

biuon. I he S-HT reuptake is inhibited b the (+)-enantiome of e analgesic potency was only two- to three-times lower than 
t e parent compoun; reu take is inhibited by the{-)-enantio- orphine in a wide variet of 
mer 0 t e parent compound [g). Tramadol, in comparison to pure is suggests a non-opioid-mediated second complementary 
p:-o ioid agonists, has a lower but not absent) otential for b th echanism for anal esia. 
abuse an respiratory depression l13J. A limitation of tramadol is ynaptosomal monoamine uptake assays in the rat confirm that 
t~ent for metabolism ~rilyvia the cytochro..!!J.e P450 t entadol potently inhibited NE reuptake (Ki ~ 0.48 flM) with 
(CYP) enzyme CYP2D6 for optimal ~l-opioid agonist activity [14J, inimal effect on 5-HT (Ki = 2.37 pM) [18]. The NE-reuptake 
conferring si nific I variabilit in effect. Inhibition of tapentadol was similar to that of venlafaxine 

T IS imitation is shared with several other commonly used (Ki = 0.45 flM), while the S-HT effect was dramatically lower 
fl-opioid agonists, including, most significantly, codeine. (Ki ~ 0.062 flM). Tapentadol, while demonstrating very weak 
Unaltered codeine is a prodrug, virtually devoid of analgesic muscarinic antagonism, has no significant effect at nociceptin 
activity, that requires metabolism for analgesic effect. This ORLl receptors nor does it affect the uptake of adenosine, cho
metabolism includes CYP2D6 conversion to morphine for at line, dopamine or GABA l18J. Taken together, the preclinical 
least some of its analgesic effect [15]. With oxycodone, how- data support the notion that potent NE-reuptake inhibition 
ever, the parent drug accounts for most of its analgesic effect. might provide a basis for an 'opioid-sparing' effect when com
Oxycodone is primarily metabolized by CYP3A4; CYP2D6 paring relative potencies of tapentadol to other fl-agonists, such 

~'.~ is responsible for only minor conversion of oxycodone to oxy- morphine and oxycodone. 
morphone. Hydrocodone conversion to hydromorphone is also 
CYP2D6 dependent. The clinical consequences of reduced 
CYP2D6 activity may be less pronounced for hydrocodone and 
oxycodone compared with codeine [15]. However, this remains 
the subject of debate pending more extensive study [16]. 

Tapentadol IR was recently approved by the US FDA for the 
treatment of moderate-to-severe acute pain in patients 18 years 
of age or older [101]. Its analgesic effect is due to both the fl-opioid 
agonist activity and NE-reuptake inhibition 117.18,101J and is a 
schedule II medication [lOll. Unlike tramadol, it does not require 
metabolism to be fully effective and has no active metabolites. 
The NE-reuptake inhibition contributes to the analgesic activ
ity potentially providing an 'opioid-sparing' effect, resulting 
in improved tolerability when compared with equianalgesic 
pure opioid agonists [19]. Currently there are no published tri
als directly comparing rhe efficacy of tramadol (indicated for 
moderate-to-moderately severe pain) to tapenradol (indicated for 
moderate-to-severe pain). 

/chemistry 
/ Tapentadol (3- [( 1 R, 2R)-3- (dimerhylamino) -1-ethyl-2-

methylpropyl]phenol hydrochloride) is a non-racemic molecule 
(FIGURE O. The molecular weight is 257.8 g/mol; the molecular 
formula is: C 14 H

2I
NO-HCl. 

Tapentadol IR tablets also contain inactive ingredienrs: micro
" crystalline cellulose, lactose monohydrate, croscarmellose sodium, 
.~ povidone, magnesium stearate and Opadry® II, a proprietary film

coating mixture containing polyvinyl alcohol, titanium dioxide, 
polyethylene glycol, talc and aluminum lake coloring. 

862 

Pharmacokinetics & metabolism 
Absorption & distribution 
Pharmacokinetic parameters were determined in four healthy 
volunteers following a single 100-mg oral dose of3-[14C]-labeled 
tapentadol HCl [21]. Although tapentadol is rapidly absorbed 
(maximum plasma concenrration: C

nm 
~ 2.45 flg eq/ml; time 

to Cm• x = 1.25-1.5 h) [21], the mean absolute oral bioavailability 
under fasting conditions is only 32% [17,101]. due to extensive 
first-pass effect. In this regard tapentadol is comparable to mor
phine [22J. Tapentadol has an n-ocranol:water partition coef
ficient (log P) value of2.87; the AUC for plasma concentration 
over time was increased by only 25% after ingestion with a 
fatty meal [lOIJ. 

Tapenradol IR is widely distributed (Vd ~ 21271) despite mini
mal plasma protein binding (20%) [17.23.101]. The half-life at 4.9 h 
allowed steady-state concentrations after oral administration on 
a 6-hourly schedule to be achieved at 25-30 h [171. 

Figure 1. Tapentadol. 
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almost over 
greater 99% within 5 days [21.10l). Only 

3% of tapentadol is excreted unchanged in the urine ,21] with a 
total body clearance of approximately 1.5 IImin [101]. 

Tapentadol metabolism is characterized primarily by phase 2 con
jugatIon to form glucuronide or surElteCO~S23- ta- entadol
O-glucurom e eing the major metabolite. Conjugation is medi
ated via the uridine dlpfiosphate-glucuron_osyltransferase (VGT 
eniymes;-uGTIA9 and UGT2B7 [23]. Small amounts oftapentad 
unde~go phase 1 metabolism via N-demethylation to N-desmet I 
tapentadol (! 3%) 3Qa oxidation to hydroxyl-tapentadol (2%), b th 
of which are ultimately excreted as inactive conjugates [IOJ ]. 

Drug-drug interactions 
vitro, tapentadol did not induce important CYP enzymes Includ

ing CYP3A4. It also did not inhibit most enzymes tested, including 
CYP3A4, although minimal CYP2D6 inhibition was noted [23.101]. 

Moreover, since tapentadol does not require metabolism for its 
activity and has no active metabolites, it is unlikely to be affected to 
a clinically relevant extent by other drugs that do inhibit or induce 
CYP enzymes. Absent significant enzyme induction or inhibition, 
together with the low level of protein binding (making displace
ment reactions unlikely), means that tapentadol is considered to 
have a low potential for pharmacokinetic drug-drug interaction. 
In formal crossover-design drug interaction studies examining 
tapentadol with acetaminophen, naproxen or acetylsalicylic acid, 
no clinically relevant changes were observed 
in serum concentration [24]. As yet unpub
lished data also support the low potential 
for pharmacokinetic drug-drug interaction, 
with no significant effects seen when tapent
adol was administered with omeprazole [25J, 

metoclopramide [26J or probenecid [271. 

Special considerations 

BunioneCtomy· 
(n = 269} 

Higher Cm"x and Aue values for tapentadol (as opposed to the 
metabolite) were observed in subjects with hepatic dysfunction. 
While mild hepatic impairment was associated with a l.4-fold 
increase in C and a 1.7-fold increase in AUC, subjects with mod
erate hepatic"'dysfunction experienced a 2.5-fold increase in C max 

and a 4.2-told increase in AUe. Consequently, while no dosage 
adjustment is recommended for patients with mild hepatic impair
ment, caution is suggested in moderate liver dysfunction. Due to 
limited data in these conditions, tapentadol is not recommended for 
subjects with either severe renal or severe hepatic dysfunction [16]. 

While pharmacokinetic drug-drug interactions are unlikely 
with tapentadol, pharmacodynamic interactions are possible. 
Vigilance should be increased when administering tapentadol 
concomitantly with other medications with the potential to 
depress the CNS. 

Tramadol, a )l-opioid agonist with 5-HT- and NE-reuptake 
inhibitory properties, should be used with caution in patients with 
seizure disorders, especially when administered with concomitant 
antidepressant medications 12M]. This effect is not well understood, 
but the administration of most classes of antidepressants (including 
selective serotonin-reuptake inhibitors and serotonin-NE-reuptake 
inhibitors) in patients with seizure disorders have been associated 
with impaired seizure control. Notably, the clinical trials for tapen
radol, despite having negligible clinically relevant 5-HT effects, 
specifically excluded subjects with seizure disorders and generally 
excluded those at increased risk for seizure, as well as subjects 
raking monoamine oxidase inhibitors, tricyclic antidepressants, 
neuroleptics and serotonin-NE-reuptake inhibitors. 

TapentadolUf 43rng': 

Tapentadol IR64 rng;. 9.7 (±8.S :;:: 0.001, .. 

TapentaclollR86 mg,~ . 11.6 (±IU); ~' .•........ 
TapentadoIIRl72mg·/ 15.3 (±7.5)~: 'It..-
Oral morphine 60'mg\; .... 13:8 (±10.3)~ 

Ibuprofen 400rrt9:.17.9(±9.9~ 

~cebo (~ ... 

TapentadollR 50 mC;J; . SPl-24~ mean (±SD), [30J; 

p-valuecompared with . . ~' •• r.r:, 
placebo "'1, 
33.6 (±19.7); p :;:: 0.013 ~l.f ' 

Tapentadot IR100mg 29.2 ( 15.2); p:;:: 0.0001 ). ,1 IS • V,)~? 'Z 
Oxycodone IR 10 mg 35.7 17:2); p == 0.037 ~S$I? 
Placebo. 41.9(±17.7) . ~ .. \'1S 

Elderly subjects with a similar mean 
exposure (AUe) reportedly had a 16% 
lower mean ·C

max 
compared with younger 

adults [IOIJ. While specific dosage adjustment 
is flot necessary in the elderly, due to the 
potential for unrecognized renal or hepatic 
impairment cautious titration to effect can 
be recommended. Nevertheless, no appre
ciable changes in tapentadol AUC or C

m
•

x 

were observed, even in subjects with severe 
renal impairment compared with those 
with normal renal function. Accumulation 
of the inactive metabolite, tapenradol-O
glucuronide, has however been observed, 
with a 15-fold increased AUC in subjects 
with mild renal impairment, and 2.5- and 
55-fold increases in moderate and severe 
renal insufficiency, respectively [IOIJ. IR: Immediate retease; NS: Not significant; SD, Standard deviation; SPI-24: Sum 0 pain intensity over 2 
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Bunionectomy 
(n = 602)'.' 

SPID~48:. mean (±SDJ; "" 
p~value compared with 

single-dose study in the postoperative pain 
model after mandibular third molar tooth 
extraction [29J and three Phase II and III 
trials examined multiple dosing for 72 h 
following bunionectomy surgery [30-.12J. A 
lO-day multiple-dosing study in subjects 
with end-stage degenerative joint disease was 
conducted on subjects awaiting total hip or 
total knee replacement surgery [33J, while a 
90-day study in subjects with low back pain 
or osteoarthritis of the hip or knee primarily 
examined long-term tolerabiliry [34J. 

.placelro. . . . •• 
Tapentad61IR5tJtng,1l9.1 (±12S;9kp<0.001 

.'. TapehtaciollR75rng, '. 139.1(*118.9); P <0.001 
Tapentado!IR WO'ing> 167.2(#99);·p:<0.OOl .' .. ' 
Oxycodone 1ft 15mg;, 172.3 (±1l0.9);'p < O.oon: " 
PlacebO:' .' 24;5(:*120.9)·' . . 

. . . .. -

SPID~48;LSMD' (95%<:1),: 
62A (39::-8!H); p < O.OOf:' Phase C,l...tudies 
84.6(61:3-108); p< 0.00.1 .' U 
815 (58..1:':104.8};p< o,oof For a summary of Phase II studies see 

. ,~ . ' . . .' TABLE 1. Kleinert et al. enrolled 400 adults 

Degeneratlvejoiritqisease!.. . ... :. ',' .....•.• < sPici5~da~:.LSMD~95o/~ci);.,.:.: [3;fj undergoing impacted mandibular third 
(n =659):>;' .< Tapeli~ado'IR50mg;" .·10E2(54.6;.147.9); p< 0.001i:·. '.' molar extraction with bone removal in a 

fapenta901IR75'ri:J~i'': 97S(51.8'L 1433};p <o.oor . "... randomized, double-blind, single-dose, 
OxycodoneI1t10nig;'lH:~(66:$:-157.4); p < 0.001;, active- and placebo-controlled study [29J. 

"PlacebO" ' ";"",' ···c··,:",:. '.; Eight treatment groups were compared 
IR: Imrhediate'r~le-ase; LSMD~ [eastsqQat~rrt~~n Mf~r~~cefrom~lai:eb~;Sq:Standarddeviatiorr~ using a double-dum my methodology: 
SPID~48; sumofpajrLirltenSjty,diffe,-encE\~.(lVer48h;,..··'; ">.;." ., .... :. ',',' . tapentadol IR (base) 21 mg (n = 49), 43 mg 

A grand mal seizure was observed in one subject enrolled in 
JI~ a Phase I t~ial 3. days. after a si~gle dose of tapentad?1 exte~ded-
• release. ThiS subject did have a history of grand mal seIZures, mfor

mation that was withheld during screening. Moreover, this sub
ject discontinued his anticonvulsant treatment (valproate) several 
months prior to enrollment [102). Nevertheless, with the absence of 
any data in this population, it is recommended that patients with 
a history of seizure disorder and those who are at risk for seizures 
be advised that tapentadol may increase the seizure risk [101.103). 

Tapentadol is contraindicated in patients receiving monoamine 
oxidase inhibitors within the previous 14 days. Life threatening 
serotonin syndrome can be precipitated by concomitant use of 
serotonin reuprake inhibitors, such as tramadol (and potentially 
tapentadol), with serotonin-NE reuptake inhibitors, selective sero
tonin-reuptake inhibitors, tricyclic antidepressants, monoamine 
oxidase inhibitors or triptan medications [lOIJ. It has not been 
studied in pregnant women and is classified as Category C. As 
such, it should only be used if the potential benefit outweighs the 
risk to the fetus. It should not be used while breasrteeding [101.103). 

Clinical development 
During drug development, over 3500 subjects were exposed to at 
least one dose of tapentadol IR [102]. Data submitted to the FDA 
to gain approval were derived from 20 Phase I, six Phase II and 
seven Phase III trials [102]. This included nearly 2200 subjects who 
received multiple doses in nine Phase II and Phase III srudies [101.102]. 

Clinical efficacy 
Two Phase II [29.30] and three Phase III [3[-33] rrials currently 
published define the efficacy of tapentadol IR in the treatment 
of moderate-to-severe acute pain states. One Phase II trial was a 

864 

(n = 50), 64 mg (n = 50), 86 mg (n = 48), 
172 mg (n = 50), oral morphine 60 mg (n = 51), ibuprofen 
400 mg (n = 51) and placebo (n = 51). Ibuprofen was provided 
for rescue. The primary efficacy measure was total pain relief 
over 8 h (TOTPAR-8). Ibuprofen, morphine and tapentadol (in 
a dose-dependent fashion for tapentadol43, 64, 86 and 172 mg) 
all demonstrated superior efficacy compared with placebo. The 
improvement observed in TOTPAR-8 for tapentadol 21 mg was 
not significantly better than placebo in this model. 

A multiple-dosing, double-blind, randomized Phase II trial by 
Stegmann et al. [30] in postoperative pain following bunionectomy 
compared tapentadol IR 50 mg (n = 67), tapentadol IR 100 mg 
(n = 68) and oxycodone IR 10 mg (n = 67) to placebo (n = 67). 
Subjects were dosed every 4-6 h for 72 h beginning on day I after 
surgery. The primary efficacy end point was the sum of pain inten
sity over 24 h on day 2 after randomization. While both doses of 
tapentadol and oxycodone were all superior to placebo, the study 
was nor powered to evaluate differences between treatment groups. 

Phasii!Jtudies 
For a summary of Phase III studies see TABLE 2. The two Phase III 
multiple dosing studies for postoperative pain compared tapen
tadol and an active comparator (oxycodone) to placebo over 72 h 
following bunionectomy. In the first, Daniels et at., in a double
blind, randomized trial, compared rapentadol IR 50 mg (n = 119), 
75 mg (n = 120) and 100 mg (n = 118) and oxycodone IR 15 mg 
(n = 125) to placebo (n = 121) [31]. The primary efficacy end point 
was the sum of pain intensity differences over 48 h (SPID-48). 
Tapentadol, in a dose-dependent fashion, was significantly supe
rior to placebo for all treatment groups, as was oxycodone IR 
15 mg. Improvements in SPID-48 were similar for tapentadol 
100 mg and oxycodone 15 mg. 
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As a jl-agonist, tapentadol is associ
ated with these effects to varying degrees. 
However, when compared with pure 
jl-agonists without complementary anal
gesic actions some differences can be 
appreciated. Analogous to the apparent 
'opioid-sparing' effect noted with respect 
to analgesia, tapenradol is associated with 
a reduction in some of the typical jl-opioid 
side effects at equianalgesic doses when 
compared with some pure opioid agonists 
(e.g., oxycodone and morphine). Whether 
this is simply a result of reduced J.l-opioid 
activity or some counteracting effect due 
to the additional NE reuptake inhibition 
is not yet clear. 

Hartrick et al. reported gastrointestinal 
treatment emergent adverse events 
(TEAE) for tapentadol compared with 
oxycodone [33]. In this safety analysis of 
666 subjects with end-stage osteoarthri
tis, nausea and vomiting events combined 

'~::~Ji~;i~~~~m~~n~G~o~m~' p~a~r~'i~i1~jtat~iJ~p~eilin~ta~d~'O~lffiiW~' ;itJjt','~O~XY:(c)di)neQ<~: :~;~ :~:::~~~;:e~~ ~~-~~e~ ol~:s I~:~:: 
Ba .e ts M. R ,~eLlmOOlafl-Lqir.met 0 k USlflgMETA{44i:::' J [OR): 0.21; 95% CI: 0.13-0.34) and 
Data from _three double-blindfrandomized"controIJed- triats~~-J t30]:,"2~L3~J~and<3,·r33]~·: .. ·:,;'" .- h . I I'k I . h d I . ...... . .... . .... " .' '. " .'- tree-times ess 1 e y Wit tapenta 0 

75 mg (OR:.0.32; 95% CI: 0.20-0.50) compared with oxyco
done IR 10 mg. The results were also statistically significant for 
constipation, being almost eight-times less likely with tapentadol 
IR 50 mg (OR: 0.13; 95% CI: 0.06-0.30) and five-times less 
likely with tapentadol IR 75 mg (OR: 0.2; 95% Cl: 0.10-0.40) 
compared with oxycodone IR 10 mg. 

A meta-analysis of treatment-emergent adverse gastrointestinal 
effects reported in several Phase II and Phase III multiple-dosing 
randomized, placebo-controlled trials (n = 1836) [24.25,30J was 

-"-m-aTy':::, Tra-r-:t-'n-ct-"-e""t -oar. -, i"-n-a--ra-n"o--m:""""lz--eT, To-uLbl~e-;-bLilj:'in-d'j,-a-c=t:-iv-e----'performed (META v.l. 2,0; Tecnopharma S ,r.!, Genova. Italia). 

and placebo-controlled trial, examined subjects with pain due to This analysis demonstrates statistically significant reductions 
end-stage degenerative joint disease over a 1O-day period while in nausea (FIGURE 2), vomiting (FIGURE 3) and constipation (F,GURE 4) 

awaiting total knee or total hip joint replacement surgerY[33]) The with tapentadol compared with oxycodone (TABLE 3). Similar but 
primary efficacy end point was SPID over 5 days. T~pet(tadol somewhat less dramatic findings were reported by Hale et al. in 
IR 50 mg (n = 153),75 mg (n = 166), and oxycodone IR 10 mg a 90-day trial designed to examine longer-term tolerability in 
(n = 171) were compared in a non-inferiority analysis. All active subjects with moderate-to-severe low back pain and osteoarthritis 
treatments were compared in a superiority analysis to placebo pain of the knee or hip receiving tapentadol IR (n = 679) versus 
(n = 169). All active treatments were significantly more effective oxycodone IR (n = 170) [34]. Nausea (OR: 0.54; 95% CI: 0.37-
than placebo based on SPID over 5 days. Moreover, the prespeci- 0.79), vomiting (OR: 0.48; 95% CI: 0.32-0.70) and constipa
fled noninferiority analysis demonstrated comparable efficacy tion (OR: 0.40; 95% CI: 0.26-0.59) were all significantly less 
for both tapentadol IR 50 mg and tapentadol IR 75 mg when frequent with tapentadol. 
compared with oxycodone IR 10 mg. Most other TEAE reported in clinical trials have been generally 

Safety & tolerability 
The \!dverse effects of wagonist opioids are well known and promi
nently include untoward eNS depression and gastrointestinal dis
t~. Nausea, vomiting and constipation are not uncommon. 
Moreover, opioids typically depress the CNS leading to somnolence, 
altered cognitive function and, potentially, respiratory depression. 

www.expert-reviews.com 

similar to oxycodone. For example, the differences between tape nt

adol IR and oxycodone IR were not statistically significant for som
nolence (OR: 1.09; 95% CI: 0.62-1.93) and dizziness (OR: 1.08; 
95% CI: 0.69-1.68) [34]. However, pruritis, another opioid-related 
adverse etfect, in one lO-day, multiple-dosing Phase III trial of 
666 osteoarthritis patients, was reported less frequently with 
tapentadol IR 50 mg (2%) and tapentadol IR 75 mg (5%) than 
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tapentadol IR (6.9; n = 308) compared 
with oxycodone IR (8.7; n = 67), but this 
difference was not statistically significant. 

Dosing 
The recommended oral dosing of tapentadol 
IR is 50-100 mg every 4-6 h, although the 
second dose may be administered 1 h after 
initial dosing if needed. Doses greater than 
700 mg on the first day of therapy or 600 mg 
per day thereafter have not been studied and 
consequently cannot be recommended [101J • 

Regulatory affairs 
The FDA approved tapentadol IR on 24 
November 2008 for the relief of moderate
to-severe acute pain in patients 18 years of 
age or older 1104]. On 21 May 2009, the 
Drug Enforcement Agency issued a Final 
Rule placing tapentadol into schedule II 
of the Controlled Substances Act, which 
became effective on 22 June 20091105]. 

:t----
..... J 

Figure 3: Gaibraith pl()tf()r€o.nitlngcomparii1gtaperi~acWwithoxycodt>i1~fi~:; 
Based on Random Effects Model (REM), DerSimonian-lairdmethod; using META (4'4t~ -
Data frol'llthree d()ubfe~bnJ)Q</(lndqm}~E!d ~pntr0lll'!dJrials::} ,l}Qh 7JJ?jand3: [>3rj",::~ 

Grunenthal GmbH has submitted the 
Marketing Authorization Application for 
tapentadol IR and for a prolonged-release 
oral preparation in Europe [106]. Phase III 
studies evaluating tapentadol extended

with oxycodone IR (15%), but more frequently than with placebo 
(1 %) [331. In the 90-day tolerability study, pruritis was reported in 
4.3% of subjects receiving tapentadoliR 50-100 mg and 11.8% 
of patients receiving oxycodone IR 10-15 mg [341. A meta-analysis 
of pooled clinical trial data reported similar findings [35]. Most 
importantly, clinically relevant respiratory depression has not been 
reported in clinical trials for tapentadol IR. While in the amhor's 
opinion there may be a theoretical basis to consider tapentadolless 
likely to cause respiratory depression than equianalgesic doses of 
pure }l-upioid therapy, this effect has nor yet been demonstrated. 

The 90-day tolerability study by Hale et al. also evaluated 
opioid withdrawal signs and symptoms as assessed by clini
cians and patients, respectively, in a subset of patients follow
ing discontinuation of all opioid therapy [341. Clinicians used 
the Clinical Opiate Withdrawal Scale [36) to rate the following 
signs typically associated with abrupt opioid discontinuation: 
pulse rate. pupil size, gastrointestinal 
upset, diaphoresis, piloerection, rhinor
rhea, tearing, tremor, restlessness, yawn
ing, anxiety/irritability and joint aches. 
While severe withdrawal was seen in only 
one subject overall, the incidence of mild 
or moderate signs of withdrawal was sig- Nausea 

nificandy lower (p < 0.05) with tapen- Vomiting 

.. tadollR (17%; n = 306) versus oxycodone Constipation 

release oral tablets for the management of moderate-to-severe 
chronic pain in adults have been completed and a New Drug 
Application has been filed by Johnson & Johnson in the USA [107]. 

Conclusion 
The data presented in this review support the improved gastroin
testinal tolerability of tapentadol when compared with equianal
gesic doses of a pure opioid agonist. Tapentadol also has a lower 
risk for pharmacokinetic drug-drug interactions and is less likely 
to result in accumulation in the face of mild-to-moderate renal 
or hepatic dysfunction when compared with some other opioids. 

Expert commentary 
While not yet specifically studied clinically, the analgesia 
from tapentadol as a single moiety appears to he greater than 
one might expect from the sum of the two known modes of 

2.23 (1.72'-2,90) <0.001 5 (4-7) 

2.19 (1.09:':'4.42) ,,' 0.028 7 (4-48) 

3,16 (1,42'-7.01>,' 0.005 8(4-:-85); p IR (29%; n = 66), Patients, using the 
Data based on Random Effects Model (REM), DerSimoniim~laird method, using META v_ 1:2,0;_ 

Subjective Opiate Withdrawal Scale [37], Technopharma S_rJ. Genova. Italia [44). 

reported lower mean total scores following Data from [30,32.331- ' 
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analgesic action: NE reuptake inhibition 
and the fl-opioid agonist activity. This 
suggests that there are either other as yet 
undiscovered analgesic mechanisms or a 
synergyofthese two known mechanisms 
with respect to analgesia. The descend
ing inhibitory effect on pain pathways 
expected with NE-reuptake inhibition is 
typically associated with a significantly 
different side effect profile compared with 
opioid analgesics. This synergistic effect 
on analgesia, coming from two very dif
ferent pathways without overlapping 
adverse effects, is present in this single 
agent, tapentadol. 

0· .. 
ii····· ... 
1/1 .. 
'0 .. 

"8_ 2 
OIS .2: iI;:: 0 
.!l! II 
t!> 
-8.. ·2 
c,''· 
S. 
en· 

2 

OXycodons' ,', 

3:2 , 
1.421 

While this advantage might theoreti
cally be obtained by simply combining 
twO agents. such as a tricyclic antidepres
sant or a serotonin-NE-reuptake inhibi
tor, with oxycodone, for example, the tox
icity associated with dose escalation could 
become problematic. Similarly, therapy 
with products combining hydrocodone 
or oxycodone with acetaminophen or 
NSAID also leads to limitation in dosing. 
The acetaminophen-containing products 
are limited by hepatic toxicity, while the 
nonselective. nonsteroidal anti-inflamma-

Precision x= 1/se{il) 
6 o 2 4 

I 

Fig·ur~4.Gawrai1:h plot tot constipiltic!n'CoDlpiuing tapentadorwithoxycodol1e;: 
Basedotl Random Effects Modeic(REM}, [)erSimonian-Laird method, using, META (441-

Data from thrE!e double-blind,rancfomizecf. cO,ntrolled trials:' 1 [30t; ,2 (321 and 3 [331;'· 

tory-containing products can induce a host of other adverse 
effects. COX-2 anti-inflammatory agents are less likely to 
induce gastrointestinal ulceration and bleeding, and impaired 
coagulation compared with nonselective-NSAID, but share an 
increased risk of renal toxicity, fluid retention and, with pro
longed use in high-risk individuals, may be especially prone to 
induce thrombotic cardiovascular complications 138-401. This 
has prompted some to call for an increased use of opioids for 
pain in susceptible populations including the elderly [41,42]. 

Currently there is little experience with dosing tapenradol above 
the recommended maximum of 600 mg per day. The concern 
over seizure risk at higher doses is possibly based on theoreti
cal concerns which mayor may not prove clinically significant. 
Future studies investigaring higher doses would help in defin
ing the actual seizure risk, as well as evaluating the potential for 
respiratory depression and whether or not a ceiling effect exists 
with respect to this effect. 

Nausea. vomiting and constipation, by differing mechanisms, 
are all common adverse effects associated with opioid therapy. 
These effects often develop acutely. While tolerance frequently 
develops to most of these effects over time, this is generally 
not the case for constipation. Constipation that follows opioid 
administration, which also may develop relatively rapidly, is 
far less likely to improve without specific intervention [431. The 
improved tolerability of tapenradol over other fl-agonists, par
ticularly with respect to constipation. could lead to improved 
compliance with therapy. 

www.expert-reviews.com 

Five-year view 
Reduced gastrointestinal TEAEs suggest that other acute pain 
states that predispose to impaired bowel function might be par
ticularly suited to treatment with tapentadol. For example, surgery 
on or manipulation of the bowel typically results in a temporary 
ileus. Opioids can interfere with recovery of normal bowel func
tion in the postoperative period. Tapentadol may be advantageous 
in these conditions. 

Beyond expanded pain models. tapenradol IR may also provide 
beneficial effects in prolonged pain states or as an adjunct ro 
long-acting medications for control of breakthrough pain. The 
addition of a shorter-acting opioid that is less likely to contribute 
to the gastrointestinal side effects resulting from concomitant 
treatment with a long-acting opioid would he preferred. Finally. 
while a longer acting preparation has already been developed, 
novel delivery systems and parenteral administration might 
also be considered, thus avoiding the significant first-pass effect 
associated with oral administration. 
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Key issues 

Tapentaool has/shows; , .... >: .. ' 

• Dual mode of actian: ~.opioidagonist~f)dnorep\l1ephri~~r~uPtake Inh'ibltlori2·)· 
• Synergy in anal,gesic mechanisms ailo..vil1g E!quivalent analgesia' ';";ith fe\tVeroPioldC:telai~d g~~trbinte~tinatadverse effe~tscompar~d"\' 

wlthpure oplold agonlsts;. • ~ ';' ...... '. .' . ......" '.~ •..•. >: .... .• · 
• Lack of aCtive metal'iolites;!owpotentlai for pharmacokinetic drug-d;u~ i~teractionY '.. . .... 
• Minimal effect with mild tdmoderate reductions.in hepatic .or renalfunctj·o{1;· 
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NEW DRUGS 

New drugs: Tapentadol 
hydrochloride, tolvaptan, and 
benzyl alcohol 
Daniel A. Hussar 

ties required for potentially hazardous 
tasks such as driving or operating ma
chinery. The concurrent use of other eNS 
depressants, including alcoholic bever
ages, may result in an additive depres
sant effect, and consideration should 
be given to reducing the dosage of the 
agents implicated in such interactions. 

Analgesic oxycodone in a dose of 15 mg. Patients with seizure disorders were 
Tapent<;tdol hydrochloride (Nucyn- Ihe primary risk of the opioid ago- excluded from the clinical studies of ta-

ta",-PrjCara»is a centrally acting anal- nists including tapentadol is res~ pentadol, and the new drug must be used 
geslc that acts via two mechanisms to tory depression, and these agents are with caution in patients with a history of 
relieve pain. Like the oploid analgesics <.. contramdIcateipIi patients with consid- seizures or who are otherwise at greater 
(e.g., morphine, oxycodone), it is a mu- efable respiratory depression or with risk of these problems. A more oroml-
opioid receptor agonist, but unlike these acute or severe bronchial asthma or hy- {nent warning regarding the risk of sei-
agents, it also inhibits norepinephrine percapnia, in un monitored settings, or in zures is included in the labeling for tra-
reuptake. The pharmacological actions tbe absence of resuscitative eQuipment. m_adol but insumcient data . 
of tapentadol are most similar to those ~ must be exercised when tapen- c.Q.mparing the two drugs with respect to 
of tramadol (e.g .. Ultram), which has an tadol is used in patients with less serl- thi.a.ro;::::.i~s:::k~ ___________ _ 
opioid agonist action and also inhibits ous underlying pulmonary problems, as .-J Tapentadol has an abuse potential 
norepinephrine and serotonin reuptake. well as in elderly or debilitated patients that is considered Similar to that of hy-
However, t e OplOl agon s ac on 0 who are at greater risk of experiencing. dromorphone (e.g., Dilaudid , and i 
pentadolls stronger than that of trama impaire~ pUlmo~ary function. OP~Oid"--~lassifled in Schedule II. Although con-
dol, and the new drug also has a greater analgesICS may mcrease cerebrospmal cems about addiction and abuse should 
potential for de endence and a fluid pressure as a result of respiratory not prevent the proper management of 

i
ThiS risk is reflected by the inclusion o~ depression. and they must be used with pain~-patientS shouJ(l be Inmrnied about 
tapentadol in Schedule II under the pro- caution in patients with head injury, in these risks. and appropriate cautions re-
visions ofthe Controlled Substances Act, tracranial lesions, or other sources of gammg tfie use of tapentadol snoutit' be 
as are the opioid analgesics, whereas increased Intracranial pressure. observed. 
tramadolls not a controlled substance. Like the other opioid agonlsts, tap- ;:':'::::;;;;a~p~e~nF';a=oT'1 Tcis;'"'c;;;I'::as;::'s:;-;'ifi'fie::d:ll.in:DP;::re:gn=[m:='-

Tapentadol is supplied in an im- entadol Is contraindicated in patients cy Category C and should only be used \ 
mediate-release tablet formulation (a with paralytic ileus. Because these during pregnancy if the anticipat-=- ) 
controlled-release formulation is under agents may cause spasm of the sphinc- eflt outweighs the risk to the fetus. The 
development) and has been approved ter of Odd!, caution must be exercised ~rug should not be used in women during 
for the relief of moderate to severe acute when they are used in patients with bill- and immediately before labor and deliv-
pain in patients 18 years or older. Both ary tract disease, including acute pan- e or in women who are breast-feedin . 
tcamadol and oxycodone are also avail- creatitis. T e effectiveness and safety of the new 
able in controlled-release formulations The adverse events most often re- d"!!B in patients younger than 18 years C<-' __ 

(e.g .. Ultram ER. OxyContin) that are ported in the clinical studies of tapen- have not heen established. 
used over longer periods of time in the tadol include nausea (30%), vomiting Serotonin syndrome has been re-
management of chronic pain. The indl- (18%), constipation (8%), dizziness ported infrequently in patients treated 
cation for certain of these formulations (24%). and somnolence (15%). In the with medications that inhibit reuptake 
(Ultram ER. OxyIR) is for the relief of studies in which some patients received of serotonin andior norepinephrine. The 

..!!!oderate..to moderately severe pain. oxycodone, the incidence of gastrointes- risk is increased by the concurrent use of 
The effectiveness of taDentadol has tinal events was lower with tapentadol. serotonergic drugs such as selective se-

been demonstrated in studies in which ~ecause of its central nervous s;vstem rotonin reuptake inhibitors (e.g., Iluox-
it was compared with placebo and. to (~S) depressant action. patients etine le.g., ProzacJ), serotonin and nor-
a more limited extent, with oxycodone. should be advised that tapentadol may epinephrine reuptake inhibitors (e.g .. 
The percentages of patients who showed 'mpalr the mental andior physical abiJi- venlafaxine le.g.. EffexorJ), tricyclic 
reduction in pain intenSity of 30% or 
greater, or 50% or greater. were 8,igniti
('Hntly higher in the patients treated with 
the new drug compared with placebo. 
The results of one study suggest that the 
analgesic benefit of tapentadol in a dose 
of 100 mg is Similar to that provided by 
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antidepressants (e.g.. amitriptyline), 
and triptans (e.g., sumatriptan [e.g .. 
Imitrexj), as weIl as monoamine oxidase 
inhibitors (MAOIs [e.g., tranylcypromine 
{e.g., Parnate)J), which inhibit the me
tabolism of serotoni e of tapentadol 

l
is contraindicated in atien ' 
taking an MAOI Of who have heen treat
ed with an MAOI within the previous 14 
daysTL 

FoIlowing oral administration. the . 
absolute bioavailability of tapentadol 
is approximately 32% because of ex
tensive first-pass metabolism. Most of 
a dose of the drug is metabolized via 
glucuronldation. and it is metabolized 
to only a limited extent via cytochrome 
P450 (CYP) metabolic pathways:rape~-

HSIiOtIiK~iLtQ interact with other 
medications via pharmacokinetlc mech
anisms: where~amadol is extensively. 
metab~fi~ed via CYP pathways and has a ' 
greater potential to interact llI,itb other 
medications that inhibit. induce. or com-

ete for these pathways. 
Tapentadol and its metabolites are 

excreted almost entirely via the kidneys. 
Only 3% of a dose of the drug Is excreted 
in unchanged form. An adjustment in 
dosage is not considered necessary in 
patients with mild or moderate renal 
impairment or with mild hepatic impair
ment. The drug has not been studied in 
patients with severe renal or severe he
patic impairment. and its use is not rec
ommended in these patients. 

The dosage of tapentadol should be 
individualized according to the sever
ity of the patient's pain, the previous 
experience of the patient with Similar 
drugs, and the ability to monitor the 
patient. The usual dosage is 50. 75, or 
100 mg every 4 to 6 hours depending on 
the intenSity of the pain. When initiating 
treatment. if adequate pain relief is not 
attained with the first dose. the second 
dose may be administered as soon as 1 
hour later. Subsequent doses should be 
administered every 4 to 6 hours. Total 
daily doses greater than 700 mg on the 
I1rst day and 600 mg on subsequent days 
have not been studied and are not rec
ommended. 

In patients with moderate hepatic 
impairment. the recommended initial 
dosage is 50 mg with the interval be-

tween doses no less than 8 hours. In 
elderly patients. consideration should 
also be given to starting treatment with 
a dose of 50 mg. 

Tapentadol immediate-release tab
lets are supplied in 50-. 75-, and 100-mg 
potencies. 

associated with underlying conditions 
such as congestive heart failure, cirrho
sis of the liver with ascites, nephrotic 
syndrome. and renal failure. Euvolemic 
hyponatremia is commonly associated 
with the syndrome of inappropriate an
tidiuretic hormone (SIADH). which is 
often present in endocrine and certain 

gent for hyponatremia other disorders. Treatment of hypona-
YDona remla IS genera y defined} tremia depends on factors such as the 

as a serum concentration of less than underlying cause of the sodium imbal-
135 mEq/L. Sodium is the primary con- ance. volume status of the patient. the 
stituent of serum osmolality. and a nor- presence of symptoms. and the severity 
mal serum concentration is essential for of symptoms. Conventional treatment 
proper physiologic function. Patients options have included fluid restriction, 
with hyponatremia may be asymptom- hypertoniC (3%) saline solution, diuret-
atic but, although conSiderable varia- ics, and selected other agents (e.g .. dem-
tion among individuals exists, symptoms eclocycline. lithium). In 2006, conivap-
are generaIlY present when the serum tan (Vaprisol) was marketed for treating 
sodium concentration decreases below euvolemic hyponatremia, and its indica-
120 mEq/L. Neurologic symptoms may lions were subsequently expanded to al-
dev~lop as a result of edema in the !'rain 0 include hypervolemic hyponatremia. 
caused by fluid shifts and can range In onlvaptan is an AVP antagonist that 
severity from mUd symptoms such as cts primarily at V2 receptors but also 
!!.eadache to mel'e sev~l'e eveRts sll~1L has amnity for VI A receptors. Its action 
as confusion seizurcs. ~aFaI~is, cema, results in aquaresis. or excretion of free 
aJld death. water. It Is administered intravenously 

Dilutional hyponatremia is the most in hospitalized patients for a period of 
common form of hyponatremia and oc- treatment that should not exceed 4 days. 
curs when total body water increases, Tolvaptan (Samsca-Otsuka) is a 
thereby diluting serum sodium concen- selective vasopressin V2 receptor an-
tratlons. The hormone arginine vaso- tagonist that is administered orally. It is 
press in (AVP). also known as antldiuret- specifically indicated for treating clini-
ic hormone, regulates water loss from cally significant hypervolemic and eu-
the body by altering water permeability volemic hyponatremia (serum sodium 
of the renal collecting ducts, primarily < 125 mEq/L or less marked hypona-
by acting at V2 receptors. Excessive se- tremia that is symptomatic and has re-
cretion of AVP can cause hyponatremia sisted correction with fluid restriction), 
by inducing water retention by increas- including patients with heart failure. cir-
ing free-water reabsorption from the rhosis. and SIADH. The effectiveness of 
renal collecting ducts. thereby diluting the new drug was demonstrated in stud-
serum sodium. Dilutlonal hyponatremia ies in which patients were treated for 30 
may be further classified as euvolemic days with tolvaptan or placebo. Serum 
or hypervolemlc, depending on the vol- sodium concentrations increased to a 
ume status of the patient. In euvolemic significantly greater degree in tolvaptan-
hyponatremia. total body water is slight- treated patients as early as 8 hours af-
Iy increased and the volume of the ex- ter the first dose, and the change was 
traceIlular fluid (ECF) compartment is maintained for 30 days. The percentage 
normal, whereas in hypervolemic hypo- of patients needing fluid restriction was 
natremia. total body water is greatly in- significantly less in the tolvaptan-treat-
creased and the ECF volume Is expanded ed group. 
with associated edema and pitting. The Tolvaptan has not been studied in 
concentration of AVP is usually elevated patients in whom an urgent need exists 
in both euvolemlc and hypervolemic hy- to raise serum sodium acutely. and it is 
ponatremia. contraindicated in these patients. Its use 

lIypervolemic hyponatremia is often is also contraindicated in patients who 
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are anuric, in patients for whom clini
cal benefit would not be expected. and 
in patients with hypovolemic hyponatre
mia. Because tolvaptan induces copious 
aquaresis. which is normally partially 
offset by fluid intake. dehydration and 
hypovolemia may occur. This risk is 
greater in potentially volume-depleted 
patients receiving diuretics or those who 
are fluid restricted. 

The most important risk associated 
with the use of tolvaptan is too rapid 
correction of hyponatremia (e.g.. > 12 
mEq/U24 hours), which may cause os
motic demyelination syndrome result
ing in dysarthria. dysphagia. lethargy. 
spastic quadriparesis. seizures. coma. 
and death. This is the subject of a boxed 
warning in the product labeling direct
ing that treatment with tolvaptan be Ini
tiated and reinitlated only in a hospital 
where serum sodium concentrations 
may be closely monitored. FlUid restric
Lion during the first 24 hours of treat
ment with tolvaptan may increase the 
likelihood of overly rapid correction of 
hyponatremia and should generally be 
avoided. The new agent Is contraindicat
ed in patients who are unable to sense or 
appropriately respond to thirst because 
of an increased risk of an overly rapid 
correction of serum sodium. 

The adverse events most often re
ported In the clinical studies of ~vaptan 
include thirst (16%). dry mouth (13%). 
pollakiuria (extraordinary urinary fre
quency) or polyuria (11%). asthenia 
(9%). constipation (7%). and hypergly
cemia (6%). GastrOintestinal bleeding 
was experienced by 10% of the patients 
with cirrhosis who were being treated 
for hyponatremia. 

The acute reduction of the ECF vol
ume aSSOCiated with the use of tolvaptan 
may result in increased serum potas
sium concentrations. These concentra
tions should be monitored after initia
tion of treatment with the new drug in 
patients with a serum potassium greater 
than 5 mEq/L. as well as in those also 
being treated with medications known 
to increase serum potassium concentra
tions (e.g .. potassium-sparing diuretics. 
angiotensin-converting enzyme inhibi
tors. angiotenSin receptor blockers). 
When tolvaptan was used in patients 

who were being treated with another 
agent that increases serum potassium. 
the incidence of hyperkalemia was ap
proximately 1 to 2% higher. 

Tolvaptan is classified in Pregnancy 
Category C. Although whether it is ex
creted in human milk is not known. a 
deCision should be made to discontinue 
nursing or not use the drug. The effec
tiveness and safety of tolvaptan in pedi
atric patients have not been established. 

The absolute bioavaiJabiJity of 
tolvaptan is not known. but at least 40% 
of a dose is absorbed and peak con
centrations observed 2 to 4 hours after 
administration. The drug is extensively 
metabolized via the CYP3A metabolic 
pathways and eliminated entirely via 
nonrenal routes. Dosage adjustment is 
not necessary in patients with hepatic 
and/or renal impairment. although the 
drug would not be effective in patients 
who are anuric. 

The exposure to tolvaptan is mark
edly increased by strong CYP3A inhibi
tors (e.g .. ketoconazole (e.g .. NizoralJ, 
itraconazole (e.g.. Sporanoxl. clar
ithromycin (e.g .. BiaxinJ, teJithromycin 
(KetekJ. indlnavir (CriXivan I, nelfinavir 
[ViraceptJ, ritonavir [NorvlrJ, saquina
vir [lnviraseJ). and concurrent use is 
contraindicated. A substantial increase 
in exposure to tolvaptan should also be 
anticipated with the use of a moderate 
CYP3A inhibitor (e.g .. fluconazole [e.g .. 
Diflucan). erythromycin. diltiazem (e.g .. 
CardizemJ, verapamil [e.g.. CalanJ, 
aprepitant [Emend)). and concurrent 
use should generally be avoided. The 
consumption of grapefruit juice has also 
been reported to increase exposure to 
tolvaptan. and patients should be ad
vised to not drink this beverage during 
treatment. 

Conversely. the exposure to tolvap
tan may be substantially reduced by CY
P3A inducers (e.g .. rifampln (e.g .. Rifa
din!. barbiturates. carbamazepine [e.g .. 
Tegretol!. phenytoin [e.g .. Dilantin/. St. 
John's wort). and concurrent use may 
necessitate an increase in dosage of the 
new drug. 

Tolvaptan is both a substrate and 
inhibitor of P-glycoprotein (P-gp). When 
used concurrently with a P-gp inhibitor 
such as cyclosporine (e.g .. Neoral). a 
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reduction in dosage of tolvaptan may be 
necessary. The concurrent use of tolvap
tan and digoxin. a P-gp substrate. has 
been reported to result in a 1.3-fold in
crease in the exposure to digoxin. 

Initiation or reinitiation of treat
ment with tolvaptan should be done in a 
hospital so that the response to therapy 
and the risk of complications may be 
closely monitored. The usual initial dos
age is 15 mg once a day. After at least 
24 hours. the dosage may be increased 
to 30 mg once a day and. as needed. to 
a maximum of 60 mg once a day. Dur
ing initiation and dosage titration. pa
tients should be frequently monitored 
for changes in serum electrolytes and 
volume and for neurologic status. Fluid 
restriction should be avoided during the 
first 24 hours of therapy. and patients 
should be advised that they can continue 
ingestion of flUid in response to thirst. 
When tolvaptan treatment Is discon
tinued. patients should be advised to 
resume flUid restriction and should be 
monitored for changes in serum sodium 
and volume status. 

Tolvaptan tablets are supplied In 15-
and 30-mg potenCies. 

Pediculicide 
For many years. benzyl alcohol has 

been included as a com ponent of numer
ous nonprescription combination prod
ucts that are applied topically and has 
also been used as an excipient in some 
solutions that are administered intrave
nously. However, most recently. it has 
been evaluated for therapeutic use as 
a pediculicide. and its approval for this 
purpose is the basis for its being desig
nated as a "new" drug. 

A lotion formulation of benzyl alco
hol (IJlesfla-Sciele) has been approved 
for prescription use for the topical treat
ment of head lice infestation in patients 
6 months of age or older. It is thought to 
inhibit lice from closing their respiratory 
spiracles. thereby allowing the lotion ve
hicle to obstruct the spiracles and caus
ing the lice to asphyxiate. This mecha
nism of action distinguishes benzyl al
cohol from other pediculicldes such as 
permethrln (e.g .. Nix). pyrethrins with 
piperonyl butoxide (e.g .. RID) that are 
available without a prescription. and Iin-
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dane and malathion (Ovlde). It has been 
suggested that the mechanism of action 
of benzyl alcohol makes it less vulner
able to the development of resistance. 
although the previously marketed agents 
continue to be highly effective. However. 
unlike its predecessors. benzyl alcotlOl 
does not have ovocidal activity. 

The effectiveness of benzyl alcohol 
was demonstrated in two vehicle-con
trolled studies in which the lotion was 
applied twice. with an interval of 1 week 
separating the two applications. In both 
studies. approximately 75% of patients 
were free of live lice 14 days after the 
second treatment. Although benzyl alco
hol has not been directly compared with 
other pedicullcides in clinical studies. 
experience with the other agents has 
usually been associated with successful 
treatment in more than 90% of patients. 

Pyrethrins with piperonyl butoxide 
are also approved for treating pubic lice 
and body lice infestation and lindane for 
pubic lice infestation. Permethrin and 
lindane are also approved for treating 
scabies. However. these are not labeled 
indications for benzyl alcohol at the 
present time. 

The adverse events most often ex
perienced with the use of benzyl alcohol 
lotion include pruritus (12%). ocular Ir-

70S- J,\1'1,,\ - 49:5 - SlOP/On 2009 

ritation (6%). application-site irritation 
(2%). and application-site anesthesia 
and hypoesthesia (2%). The intravenous 
use of products containing benzyl alco
hol has been associated with neonatal 
gasping syndrome. with manifestations 
including gasping respirations. metabol
ic acidosis. and hypotension. Although 
the risk of this complication is extremely 
low with the topical use of benzyl alco
hol. its safety has not been demonstrat
ed in patients younger than 6 months. 
and the product should not be used in 
children below this age. 

Benzyl alcohol is classified in Preg
nancy Category B. Whether it is excreted 
into human milk is unknown. and cau
tion should be exercised if it is used by a 
nursing woman. 

Benzyl alcohol Is a liquid that is for
mulated in a concentration of 5% and 
supplied as a white topical lotion in 8-oz 
bottles. The product labeling should 
be consulted for the guidelines for the 
amount of lotion to be used per treat
ment. which are based on the length of 
the hair. Patients with medium-length 
hair (4-16 in) may need up to three 
bottles of lotion. and those with long hair 
may need up to six bottles. The lotion 
should be applied to dry hair in a quan
tity suffiCient to completely saturate the 

scalp and hair. After 10 minutes. the 
lotion should be completely rinsed off 
with water. Exposure of the eyes to the 
lotion should be avoided. If the lotion 
does come in contact with the eyes. the 
eyes should be immediately flushed with 
water. 

After the lotion has been washed otf 
the hair. a tine-tooth comb may be used 
to remove dead lice and nits from the 
hair and scalp. Although benzyl alcohol 
kills lice. it is not ovocidal and does not 
get rid of the lice eggs. Therefore. a sec
ond treatment is needed t week after the 
tirst treatment. In contrast. with the use 
of permethrin. a single treatment is usu
ally suffiCient. 

Benzyl alcohol lotion should be used 
as part of an overall lice management 
program. All recently worn clothing and 
hats. as weIl as bedding and towels. 
should be washed in hot water or dry 
cleaned. Personal care items such as 
combs. brushes. and hair clips shOUld be 
washed in hot water. 

Daniel A. Hussar. PhD 
Remington Professor of Pharmacy 
Philadelphia College of Pharmacy 
University ofthe Sciences in Philadelphia 
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pedl~s~rife;Y (bu,~!Ori~ctowYif 
i~I,:,';t '1~thods: R~hdo = 901) received oral 

"" taj)entadolJ!?'SO or- one Hel IR 10 mg, or 
.~. piaceoo;eVery ~ 72-h period following surgery. 

:\Acetam(~ophen (:::2 ~ as allowed in the first 12 h after 
trie first dose otstudy drug. In the primary analysis, 
tap'Mtadol ~nd 75 mg) was evaluated for effi-
cacy sape to placebo and non-inferior to oxycodone 
HCI IR 10 mg (using sum of pain intensity difference 
[SPID] over 48 h), and tolerability superior to Q)(ycodone 
IR (using incidence of treatment-emergent adverse events 
rrEAEs] of nausea and/or vomiting). 

Results: Statistically significantly higher mean SPID48 

values were observed with tapentadol IR (50 and 75 mg) 
and oxycodone HCIIR 10 mg than placebo (all p<0.001). 
The efficacy of tapentadol IR 50 mg and 75 mg was 
non-inferior to o){ycodone Hel IR 10 mg. The incidence 
of TEAEs 

- Norl~pinephrine 

of nausea andfor vomiting was statistically significantly 
lower with tapentadollR 50 mg versus oxycodone IR 
10 mg (35 vs. 59%; P < 0.001). No statistically significant 
difference in the incidence of nausea and/or vomiting 
was observed between tapentadollR 75 mg and oxycodone 
IR 10mg (51 vs. 59%; p=O.057), A possible limitation of 
this study was that the intense dose and patient monitoring 
may not represent real-world situations and may result in 
higher incidences of TEAEs than expected in a practice 
setting; this bias would be similar for all treatment groups. 

Conclusions: Clinically meaningful and statistically sig
nificant improvements were observed with tapentadol IR 
50 mg and 75 mg compared with placebo tor the relief of 
moderate-lo-severe acute pain after orthopedic surgery, 
Tapentadol IR 50 mg and 75 mg were non-inferior to oxy
codone Hel IR 10 mg for the treatment of acute pain based 
on the primary efficacy endpoint of SPI048 and the pre
specified margin of 48 points. The incidence of nausea 
and/or vomiting was statistically significantly lower for 
tapentadol IR 50 mg and numerically lower for tapentadof 
IR 75 mg than for oxycodone HCI IR 10 mg. 
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Introduction 

Appropriate management of postoperative pain has a 
significant impact on patient outcomes. Unmanaged 
;lcute pain may delay patient recovery, increase the 
risk of life-threatening events, such as deep vein 
thrombosis or myocardial infarction, andlor lead to 
the development of chronic pain l

,2. Despite the avail
ability of numerOllS treatment options, acute pain 
follO\~ing surgery continues to be undertreated. 
A 2001 survei of 191 surgical patients found that 
76% of them experienced moderate-to-severe acute 
pain. Although the factors contributing to the sub
optimal management of pain are complex, adverse 
effects associated with pharmacologic treatment may 
playa significant role. A 2004 studl of 50 patients 
undergoing major abdominal surgery found that many 
patients were willing to sacrifice adequate pain relief 
for less severe adverse effects. Opioids, which are the 
I.:urrent standard for the treatment of moderate
to-severe postoperative pain, are associated with an 
array of gastrointestinal and central nervous system 
adverse effects. A comparably effective analgesic 
with an improved adverse event profile would be an 
important addition to the armamentarium for the 
treatment of acute pain. 

Tapentadol is a novel, centrally acting analgesic with 
two mechanisms of action, mu-opioid receptor agon
ism and norepinephrine reuptake inhibition5

,6; the 
immediate-release formulation is approved in the 
United States for the relief of moderate-to-severe 
acute pain in patients 18 years or older. A phase 2 
stud/ showed that tapentadol immediate release (IR; 
50 or 100 mg) is effective for the relief of acute pain and 
may be associated with a lower incidence of gastroin
testinal-related adverse effects than oxycodone HCl IR 
(lOmg), possibly because of an opioid-sparing effect 
related to its norepinephrine reuptake inhibitor activ
ity. In addition, a previous phase 3 study" evaluated the 
efficacy of three doses of tapentadol IR (50, 75, or 
100 mg) compared with oxycodone HCl IR (I5 mg) 
and placebo for treatment of postoperative pain after 
bunionectomy. Post h()(' analyses of sum of pain inten
sity difference at 48 h (SPID4R ) data from that study 
showed that the analgesic effect of tapentadol fR 
100 mg ,vas non-inferior (based on a non-inferiority 
margin of 48) to oxycodone FrCI IR 15 mg, yet tap en
tadol [R 100 mg was associated with a statistically sig
nitkantly lower incidence of nausea and/or vomiting 
(53 vs. 70,};" respectively; nominal p = 0.(07)8. The 
bunionectomy pain model is well suited for the evalu
ation of analgesic efficacy and safety because the sur
gery typically involves healthy patients and causes 
moderate-to-severe acute pain that is predictable in 

1552 Efficacy, safety of lapentadof fR for acute pain after bUllionectomy 

character, intensity, and duration and can last for sev
eral days after surgery'). 

The current phase 3 study used the bunionectomy 
model to evaluate the efficacy and safety of two doses 
of tapentadol [R (50 and 75 mg) for the treatment of 
acute pain following surgery. Patients received 
scheduled oral doses of tapentadol lR 50 or 75 mg, 
oxvcodone Hel IR 10 mg, or placebo over a 72-h 
pe~iod foHowing surgery. This study differs from the 
previollsly conducted phase 3 study in the administered 
doses of tapentadol IR and oxycodone IR (the cllrrent 
study reflects the most commonly used dose), the 
allowance of up to two doses of acetaminophen 1 g in 
the first 12 h after the first intake of study medication, 
and the inclusion of prespecifled comparisons 
(tapentadol IR vs. oxycodone IR) of the primary effi
cacy measurement and of the relative incidence of 
nausea and/or vomiting. 

Patients and methods 
Ethical practices 

The study protocol and associated materials were 
approved by the independent ethics committee or insti
tutional review board at each site. All participating 
patients proVided informed written consent prior to 
study enrollment. The study was conducted according 
to the protocol, Good Clinical Practice guidelines, and 
the Declaration of Helsinki. 

Trial Registry Information: NCT00613938 

Inclusion criteria 

Patients between the ages of 18 and 80 years, inclusive, 
who were scheduled to undergo primary unilateral first 
metatarsal bunionectomy were eligible for enrollment 
in this study. Within 9 h of discontinuation of anesthe
sia (the day after surgery), patients were required to 
have a baseline pain rating of at least 4 on an II-point 
numerical rating scale (NRS) for pain intensity. Patients 
Wt~re also required to have an American Society of 
Anesthesiologists physical status rating of 2 or less for 
study participation. Sexually active women with child
bearing potential were required to use an acceptable 
mt?thod of birth control and have negative pregnancy 
tests at screening and immediately prior to surgery. 

Exclusion criteria 

Patients with a history of epilepsy or seizure disorders, 
malignancy (With the exception of basal cell carcinoma) 
within the previous 2 years, human immunodeficiency 
virus, acute gout or pseudogout, substance abuse, or 
allergic reactions to acetaminophen or opioid analgesics 
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weft~ excluded from study participation. Patients who 
participated in an earlier clinical trial of tapentadol 
were also excluded from study participation. Patients 
with current active infection, impaired renal or hepatic 
function, autoimmune disease, or any other clinically 
relevant disease that might affect patient safety or study 
assessments were also excluded. Patients who were 
pregnant or breastfeeding or those who were scheduled 
to undergo additional surgical procedures along with 
primary bunionectomy were excluded. Use of anticon
vulsants, monoamine oxidase inhibitors, tricyclic anti
depressants, or neuroleptics within 2 weeks prior to 
randomization was prohibited. Consistent with all 
other phase 3 trials evaluating the efficacy of tapentadol 
IRs,lO , use of serotonin norepinephrine reuptake inhi
bitors (SNRls) within 2 weeks prior to randomization 
was prohibited, as SNRI use could confound the effi
cacy results of the trial. Patients treated with stable 
doses of selective serotonin reuptake inhibitors for at 
least 30 days prior to screening \vere permitted to par
ticipate in the study. Systemic steroid therapy, with the 
exception of inhalers or topical agents, was prohibited 
within 4 weeks prior to screening. 

Study design 

This was a phase 3, randomized, double-blind, active
and placebo-controlled, parallel group, multicenter 
study designed to evaluate the safety and efficacy of 
tapentadol IR for postoperative analgesia. Patients 
were randomly assigned in a 4 : 4 : 4 : 1 ratio to receive 
tapentadollR 50 mg, tapentadol IR 75 mg, oxycodone 
HCI IR 10 mg, or placebo over a 72-h double-blind 
treatment period following surgery. 

Continuous popliteal sciatic block and supplemental 
systemic analgesia (if needed) were administered to 
control postoperative pain until the catheter was 
removed at approximately 3 a.m. the morning after sur
gery. Patients were then assessed for pain intensity at 
regular intervals and were randomized for treatment 
if they met the inclusion criteria outlined previously. 
Following randomization, patients were treated with 
tapentadol, oxycodone, or placebo every 4-6 h for up 
to 72 h. Patients could take a dose of study medication 
as early as 4 h after the previous dose (as needed for 
pain relief) and were required to take a dose of study 
medication no later than 6 h after the previous dose. 
Patients were permitted to take the second dose of 
study medication on day 1 within 1-6 h and were 
allowed up to 2. g of acetaminophen (.::: 2 doses of 1 g, 
=::: 4 h apart) within the first 12 h after receipt of the first 
dose of study medication. Acetaminophen could only 
be administered if the patient was not yet permitted to 
fL'ceive the next dose of study medication. Patients 
rl'quiring additional rescue medication beyond the 

allowed doses of acetaminophen were withdrawn 
from the study. 

Efficacy evaluations 

Patients rated their pain intensity on an 1 I-point NRS 
(0= 'no pain' to 10= 'worst pain imaginable') and pain 
relief on as-point NRS (0 = 'none' to 4 = 'complete') 
at 12,24,48, and nh after the first dose of the study 
drug. Pain intensity and pain relief ratings were also 
collected prior to (pain intensity only) and 0.5, I, 2, 
;wd 4 h after administration of the initial dose of the 
study drug and prior to and 2 and 4 h after administra
tion of every subsequent dose of study drug. For 
patients taking allowed acetaminophen, pain intensity 
and pain relief ratings were collected before the patient 
received acetaminophen. Patients were asked at the end 
of the double-blind treatment period or at early discon
tinuation to rate their overall status (since beginning 
study medication) using a 7 -point patient global 
impression of change (PGIC) numerical rating scale 
(\ = 'very much improved' to 7 = 'very much worse'). 

The primary efHcacy endpoint was the SPID over the 
tlrst 48 h of treatment (SPID4il), which was calculated 
as :LPIDt x [hours since previous observation] where 
rID t is the difference in pain intensity at time point 't' 
and baseline. Secondary endpoints included the follow
ing: SPID over the first 12, 24, and 72 h of treatment, 
total effect on pain relief and pain intensity (SPRID) 
over 72 h of treatment (SPRID72), responder rates at 
48 h based on the reduction of pain intensity compared 
with baseline, and PGJc. SPRID72 was calculated as the 
sum of SPID72 and the weighted sum of all pain relief 
measurements from 0.5 to 72 h. The percent reduction 
from baseline in pain intensity at 48 h was calculated as 
a continuous variable, and responder rates were calcu
lated for predefined reductions in pain intensity 
(at least 30'lfo and 50% reductions in pain intensity). 
In the responder rate analYSis, it was assumed that no 
reduc:tion in pain intensity was observed for patients 
who discontinued the study for any reason prior to 
the specified 48-h time point. 

Safety evaluations 

The primary safety analysis was the incidence of treat
ment-emergent adverse events (TEAEs) of nausea and/ 
or vomiting. Adverse events were recorded as they 
occurred throughout the study. Serious adverse 
events were monitored for 30 days after the final dose 
of study medication. Standard safety analyses (labora
tory tests, electrocardiograms, and vital signs) were 
conducted during the study but results are not pre
sented here. 
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Statistical analyses 

All efficacy analyses, except the primary analyses of 
non-inferiority comparison, were performed using the 
intent-to-treat (rTT) population, which included all 
randomized patients who had taken at least one dose 
of study medication and had a baseline pain assessment. 
Non-inferiority analyses comparing the efficacy of each 
tapentadol IR dose with oxycodone IR 10 mg were 
performed using the per-protocol population and 
were supported by analyses of the ITT population. 
The per-protocol population included all randomized 
patients who had taken at least one dose of study med
ication and did not have any major protocol deviations 
that may have impacted efficacy results. Safety analyses 
were conducted for all patients who took at least one 
dose of study medication from the initiation of the 
studv to 48 h after the final dose of study medication. 
A sa~ple size of 276 patients in each of the tapentadol 
and oxycodone treatment groups was required to pro
vide 90% power with a = 0.025 (two-sided) to detect 
a difference in the incidences of the composite of the 
TEAEs of nausea and/or vomiting, based on the 
assumption that the incidence for oxycodone would 
be 60(YiJ and that an incidence of 459h for tapentadol 
would be clinically significant. 'nlis sample size also 
prOVides more than 90% power for non-inferiority 
comparisons between each of the tapentadol IR doses 
and oxycodone IR 10 mg, assuming the common stan
dard deviation of 108 and a non-inferiority margin of 
lorM) of the entire SPID4R scorc. for SPID calculations, 
if patients discontinued prior to the assessment time 
point, all pain scores beyond discontinuation were 
imputed using a last observation carried forward 
(LOCF) approach. Intermittent missing data were 
imputed using linear interpolation. Statistical analyses 
of the SPID values were performed using an analysis of 
covariance (ANCOVA) model with treatment and 
study center as factors and baseline pain intensity 
score as a covariate. Pairwise comparisons of each 
dose of tapentadol or oxycodone against placebo and 
between tapentadol and oxycodone were estimated 
based on the least-squares mean difference between 
treatments. The Hochberg procedure was applied to 
adjust p-values for multiple comparisons of SPID4R 

values for the tapentadol fR groups and placebo group. 
Tapentadol IR 50- and 7S-mg doses were evaluated 

for superiority to placebo, non-inferiority to oxycodone 
HC1 IR 10 mg, and the relative incidence of the com
posite of nausea and/or vomiting compared with oxy
l:odone IR in a prespecitled sequential manner. For the 
tapentadol IR doses that were statistically superior to 
placebo, non-inferiority to oxycoclone IR to rng, hased 
on SPID4R , was evaluated. A tapentadol fR dose was 
determined to be non-inferior if the lower bound of 
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the two-sided 97.5% confidence interval (CI) for the 
mean difference in SPID48 values was above the non
inferiority margin, which was lO% of the total primary 
endpoint range (i.e., 48 out of a total score of 480) . 
Based on this non-inferiority margin, treatment differ
ences within the lower bound were not clinically rele
vant. A non-inferiority margin of loryo was selected 
based on previous non-inferiority studies of analge
S1CS

1
1.I2, and is similar to 50% retention of the effect 

of oxvcodone Hel IR 10 mg compared with placebo 
obser~ed in a previous phase 2b study13. For the 
closes of tapentadol IR that were established as non
inferior to oxycodone IR, the incidence rate for the 
composite of nausea and/or vomiting was compared. 
Active treatment incidence rates for the composite of 
nausea and/or vomiting were compared using the 
Cochran-Mantel-Haenszel test, controning for study 
center. The Hochberg procedure was applied to 
adjust p-values for multiple comparisons of the inci
dence of the composite of nausea and/or vomiting for 
the non-inferior tapentadol IR groups and the oxyco
done IR group. Treatment group comparisons of the 
distribution of responder rates were performed using 
the Gehen vVilcoxon test controlling for study center. 
Odds ratios of the incidence rates of nausea and/or 
vomiting were calculated for each non-inferior tap en
tadol IR dose group versus the oxycodone rICl IR 
10-mg dose group. 

A sensitivity analysis of the primary endpoint 
(SPID4R) was also performed using the baseline obser
vation carried forward (BOCF) and worst observation 
carried forward (WOCF) methods for imputation. 
for the responder rates (minimum of 3(Yl/o and 50% 
improvement in pain intensity at 48 h) and the PGIC, 
active treatments were compared with placebo using 
the Cochran-Mantel-Haenszel test, controlling for 
study center. 

'With the exception of the p-values calculated to 
compare the tapentadol IR dose groups with placebo 
for SPID48 and those calculated for the analysis of the 
incidence of the composite of nausea and/or vomiting 
in the tapentadol IR dose groups compared with oxy
coclone IR, nominal p-values are presented. 

Results 
Patients 

A total of 1421 patients were screened, and of'these 
patients, 901 were randomly assigned to one of the four 
treatment groups: 69 patients in the placebo group, 275 
patients in the tapentadol IR 50-mg group, 278 patients 
in the tapentadol IR 75-mg group. and 279 patients in 
the oxycodone HCI IR lO-mg group (Figure 1). 
All randomly assigned patients receiving study 
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Figure 1. Patient disposition (CONSORT diagram). Patient choice = withdrawal of consent 

treatments were evaluable for safety. One patient in the 
oxycodone HCll O-mg group did not have a valid base
line pain score and was not included in the intent
to-treat population (n = 900 patients). A total of 867 
patients were included in the per-protocol population. 
A total of 86% of patients were female, 46\Yo were 
white, and 96!Yo were less than 65 years of age (Table 
1). The mean (standard deviation [SO]) age of patients 
was 43.1 (I3.05) years and the mean (SO) baseline pain 
intensity was 7.1 (1.86), indicating severe pain (::::6 on 
an II-point NRS) across the four treatment arms. As 
would be expected for a randomized, double-blind 
study, demographic and baseline characteristics were 
similar across the treatment groups, although by 
random chance, a larger percentage of patients in the 
placebo group were Hispanic or Latino (38%) versus 
the active-treatment groups (23-30%; Table I). The 
overall rate of study discontinuation was 29% in the 
placebo group, 10% in the tapentadol IR 50-mg 
group, 8()iJ in the tapentadol IR 75-mg group, and 9\}b 
in the oxycodone lR lO-mg group (Figure 1). 

Primary efficacy analyses 

Patients receiving tapentadol IR 50 and 75 mg reported 
statistically significant reductions in pain intensity com
pared with placebo (p<O.OCJI for both comparisons) 
based on analyses of the pri.mary efficacy endpoint 
(SPID 1t;) using the LOCF method of imputation. The 
least-squares mean differences from placebo were 62,4 
(95% CT, 39.01-8S.73) and 84.6 (95% CT, 
61.29-107.96) for tapcntadol IR 50 and 75mg, 

respectively (Figure 2). Patients receiving oxycodone 
HCl IR lOmg also reported statistically significant 
reductions in pain intensity versus placebo (p < 0.00 1) 
with a least-squares mean difference of' 81.5 (95°;b Cl, 
58.13-lO4.79; Figure 2). An increased level of pain 
relief was associated with the higher dose of tapentadol 
JR, based on the increase in mean (SO) SPJ04R values of 
122.2 (98.66) and 143.7 (96.52) for the tapentadol IR 
50- and 7S-mg doses, respectively; mean SPID48 for 
tapentadol IR 75 mg was similar to oxycodone HC1 IR 
IOmg (140.3 [99.52]), and mean SPID48 values for all 
active-treatment groups were greater than placebo 
(54.1 [105.74]). 

Tapentadol IR 50 and 75 mg were indiVidually com
pared with oxycodone HCl IR lOmg for non-inferior 
efficacy and the relative incidence rate for the compos
ite of nausea and/or vomiting. The tower bounds of 
two-sided 97S)1J CIs for the difference in mean 
SPID.~8 values behveen both tapentadol IR doses 
(50 and 75 mg) and oxycodone HC! IR lOmg were 
-36.0S and -12.91, respectively, which were within 
the prespecified non-inferiority margin of -48 (HYY!J of 
the total possible value). These prespecified analyses 
demonstrated that both doses of tapentadol IR 
(50 and 75 mg) prOVided analgesic efficacy that was 
non-inferior to that of oxycodone HCl IR lOmg 
based on SPID4;;. 

Secondary efficacy analyses 

The sensitivity analyses of the primary endpoint using 
the BOCF ~ll1d vVOCF methods for imputation were 
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Table 1. Demographic Clnd baseline characteristics (intent-to-treat pop1datiott) 

Characteristic Placebo TapcntadollR 

(11=69) 50mg 

(n=275) 

Sex, It l'll» 

Male 5 (7) 43 (16) 

Ff,ma\" 64 (93) 232 (84) 

A.ge 

<::65 years, H (ll'll) 68 (99) 265 (96) 

:': 65 Years, n (,X.) I (I) 10 (4) 

Mean (SD), years 42.8 (13.65) 42.4 (13.23) 

Rac:e, n (%) 

White 27 (39) 129 (47) 

Black' 12 (17) 67 (24) 

Hispanict 26 (38) 68 (25) 

Othert 4 (6) I I (4) 

BMI, kg/m 2 

Mean (SD) 27.8 (5.75) 27.5 (5.75) 

Bast'linc pain intensity score 

:V!oderate,* II (%) 21 (30) 60 (22) 

Severe." /I (%) 48 (70) 215 (78) 

Mean (SD) 6.8 (1.90) 7.1 (1.87) 

lR, immediate release; SD, &tandard deviation; BMI. body mass index 
"Black includes patients who are black or of African descent 
'[Hispanic includes patients who are Hispanic or Latino 
j:Other includes patients of all other racial and ethnic groups 

Tapentadol IR 

75mg 

(n=278) 

30 (11) 

248 (8Y) 

268 (96) 

10 (4) 

43.5 (12.57) 

126 (45) 

54 (19) 

83 (30) 

15 (5) 

28.4 (6.32) 

74 (27) 

204 (73) 

7.1 (1.88) 

Oxycodone HCI JR 

10mg 

(n= 2/8) 

45 (16) 

233 (84) 

265 (95) 

13 (5) 

43.4 (13.25) 

131 (47) 

67 (24) 

64 (23) 

16 (6) 

28.4 (6.23) 

66 (24) 

212 (76) 

7.1 (1.84) 

Total 

(N=900) 

123 (14) 

777 (86) 

866 (96) 

34 (4) 

43.1 (13.0S) 

413 (46) 

200 t22) 

241 (27) 

46 (5) 

28.1 (fi.CJ8) 

221 (25) 

679 (75) 

7.1 (1.86) 

~A numerical rating scale value of :;::4 and <6 indicates moderate pain intensity 
~'A numerical rati~g scale value of 2::6 indicates severe pain intensity 
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Figure 2. Differences in the SPlD at 48 h versus placebo 

(intent-to-treat population). SPID.ls, sum of pain intensity 

difference at 48 hours; LS mean, least squares mean; el, 
confidence inten-al; IR, immediate release. "Significantly 

diff;mmtfrom placebo based on analysis of covariance model 

with factors of treatment, study center, and baseline pain 

intensity as a covariate (p < 0.00 lfo)r both comparisons); 

p-values adjusted using Hochberg procedure. "Significantly 
different from placebo based 011 analysis of covariance model 

with factors of treatment, study center, and baseline pain 

intensity as a cOl'ariate (unadjusted p < 0.0(1) 

1 556 Efficacy. safety of tapentadof fR for acute pain after bunionectomy 

consistent with the findings using the LOCF approach 
for imputation (p<O.OOI for all comparisons with pla
cebo). In addition to the results of the primary analysis 
using SPID4 f<, all of the active-treatment groups 
demonstrated statistically significant reductions in 
pain intensity over 12, 24, and 72 h compared with 
placebo, as indicated by the SPID 12, SPJD24, and 
SPIOn values (p<O.OOl for aU comparisons; 
Table 2). When compared with placebo, all active
treatment groups also demonstrated statistically signif
icant increases in pain relief and reductions in pain 
intensity over 72h (all p<O.OOJ). The mean (SO) 
SPRI072 scores were as follows: t<lpentadol IR 50 mg, 
379.0 (201.48); tapentadollR 75 mg, 424.7 (I90.63); 
oxycodone HCI IR 10 mg, 421.6 (191.39); and placebo, 
237.4 (237.33). 

Analyses of the distribution of responder rates based 
on pain intensity at 48 h showed statistically significant 
differences between both tapentadol IR dose groups 
and placebo (p < 0.001 for both; Figure 3), and between 
oxycodone HCl TR IOmg and placebo (p<O.OO1; 
Figure 3). A statistically Significantly greater percentage 
of patients reported at least a 30% reduction in pain 
intensity at 48 h with t:Jpentadol IR 50 mg (77 .5%; 
p=(}OOl), tapentadol IR /Jmg (76.3%; p=O.O(2), 
dnd oxycodone HCI IR LOmg (75.2%; p=(J.(104) 
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Table 2. SPIO wer ] 2, 24, 48, and 72 h (intent-to-freat population) 

SPID 12 

LS mean difference from placebo 

95% CI 

p-value V5, placebo' 

SPID24 

LS mean difference from placebo 

95% CI 

p-value vs, placebo' 

SPlo'18 
LS mean difference from placebo 

95% CI 
p-value vs, placebo' 

SPIDn 
LS mean difference from placebo 

95% CI 
p-va]ue vs. placebo· 

T,lpentadollR 

SOmg 

(n= 275) 

12.5 
6.90-18.13 

<0.001 

30.9 

19.66-42.05 

<0.001 

62.4 
39.01-85.73 

<0.001 

89.3 
52.93-125.70 

<C>.oO I 

THpentadollR 

75mg 
(n = Z78) 

17.5 
11.88-23.09 

<0.001 

43.9 

32.67-55.04 
<0.001 

84.6 
61.29-107.96 

<0.001 

120.0 

83.64-156.33 
<flOOl 

Oxycodone HC! IR 

IOmg 
(n== 279) 

16.5 
lO. 89-22 , 11 

«)'oOI 

39.7 

28.47-50.84 
«lOOI 

81.5 
58.13-104.79 

<0.001 

119.9 
83.52-156.21 

<0.001 

SPID, sum of pain intensity difference; lR. immediate rdease; LS, least squares; CI, confidence interval 
'Based on an analysis of covariance model with factors of treatment and study center, and baseline pain intensity as a covariate. 
Nominal p-values are presented 
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Figure 3. Distribution of responder rates based on pain intensity at 48 h (intent-to-treat population) 

versus placebo (58'()%). The proportion of patients 
who reported at least a 50% reduction in pain intensity 
at 48 h was statistically significantly greater with 
tapentadol IR SChug (64.79(,; P = 0.009), tapentadol 
IR 75mg (64.0c*,; p=0.OI2), and oxycodone HCIIR 
lOmg (64.4()h; p=O.OIO) compared with placebo 
(47.80/1». 

Patients were allowed to take up to two doses of 
acetaminophen 1 g during the first 12 h of the double
hlind treatment period. A total of 55.1 'l{) of patients 
who received plan'~bo took one or two doses of allowed 

acetaminophen, whereas a markedly lower number of 
patients in the active-treatment groups received one or 
two doses of allowed acetaminophen (tapentadol IR 
50 mg, 36.4%; tapentadol IR 75 mg, 27.3%; oxycodone 
HCl IR lOmg, 32.()fJ1)). The percentage of patients 
who received rescue medication (analgesic other 
than the two allowed doses of acetaminophen) was 
highest for the placebo group (23.2%) compared with 
the active-treatment groups (tapentadol lR 50 mg, 
6.2(JrJ; tapentadol IR 75 mg, 1.4%; oxycodone fiC! IR 
10 mg, 3.2%). 
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Table 3. Treatment-emergent adlJerSe (11'ents occurring in o::.S% of patients (safety population) 

Adverse event, 

I? eX,) 

Placebo Tapentadol IR Tapentadol IR Oxycodone HCIIR 

Nausea 

Vomiting 

Dizziness 

Headache 

Somnolence 

Pruritus 

Constipation 
Alanine aminotransferase increased 

lR, immediate release 

(11:=69) 

12 (17) 

0 
7 (10) 

II (16) 
2 (3) 

2 (3) 

1 (1) 

1 (1) 

The percentage of patients who rated their status as 
'much improved' or 'very much improved' on the 
PGIC completed at the conclusion of the study or at 
early discontinuation was 83% in the tapentadol IR 
SO-mg group, 88% in the tapentadol IR 75-mg group, 
and 86% in the oxycodone HCl IR lO-mg group com
pared with 65% in the placebo group. In addition, the 
overall distribution of PG1C scores was statistically sig
nificantly more favorable for the active-treatment 
groups compared with the placebo group (p<O.OOI). 

Primary safety analyses 

A statistically significantly lower percentage of patients 
reported nausea and/or vomiting in the tapentadol IR 
sO-mg group (35%) compared with the oxycodone HCl 
IR lO-mg group (59%; p<O.OOl), and the correspond
ing result was reflected in the odds ratio of the compos
ite incidence of nausea and/or vomiting (0.36 [97.5% 
cr, 0.25-0.54]), The percentage of patients who expe
rienced nausea and/or vomiting in the tapentadol IR 
75-mg group was lower (51 Ufo) than in the oxycodone 
HCI IR lO-mg group (59%), but the difference margin
ally failed to reach statistical significance (p = 0.(57); 
the odds ratio (0. T2 (97.5% cr, 0.49-1.06]) of the com
posite incidence showed c.onsistent results. 

Secondary safety analyses 

The percentages of patients reporting at least one TEAE 
were 68% for the tapentadol IR 50-mg group, 7S()CJ for 
the tapentadol IR 75-mg group, 83% for the oxycodone 
HCI IR lO-mg group, and 51 '!1J for the placebo group. 
The most common TEAEs that were reported by 0::.5% 
of patients in any group are shown in Table 3 and 
included adverse events typical of those associated 
with analgesics that have mu-opioid agonism (nausea, 
vomiting, constipation, dizziness, and somnolence). 

1 558 Efficacy, safety of tapentadollR for acute pain after bUllionectomy 

50mg 75mg 10mg 

(n=275) (»=178) (/1 = 279) 

93 (34) 127 (46) 160 (57) 

34 (12) 77 (28) 72 (26) 
41 (15) 69 (25) 65 (23) 
56 (20) 52 (19) 73 (26) 
20 (7) 37 (13) 33 (12) 

14 (5) 23 (8) 28 (l0) 
22 (8) 15 (5) 31 (II) 

8 (3) 7 (3) 14 (5) 

Tapentadol IR 50 mg was associated with a numerically 
lower incidence of all of these TEAEs compared with 
oxycodone HCI IR IOmg (Table 3). Tapentadol IR 
75 mg was associated with a numerically lower inci
dence of nausea, headache, and constipation compared 
with oxycodone HCI IR 1 () mg (Table 3); a similar inci
dence of vomiting, diZZiness, and somnolence was 
reported for patients in these groups (Table 3). 

Across all treatment groups, less than 3% of patients 
experienced TEAEs that resulted in discontinuation 
from the study; the incidence was 1.1 % in the tapenta
dol IR 50-mg group, 2.9% in the tapentadol IR 7S-mg 
group, 1.8°A) in the oxycodone Hel IR I O-mg group, and 
1.4% in the placebo group. No deaths were reported 
during the study. One patient in the oxycodone HCl 
IR IO-mg group experienced a treatment-emergent 
serious adverse event of deep vein thrombosis 28 days 
after receiving the nnal dose of study medication. 

Discussion 

This study extends the clinical assessments of tapenta
dol IR for the treatment of moderate to severe acute 
postoperative pain. This study was similar in design to a 
previous phase 3 studyS, which was conducted in 
patients with moderate to severe pain following bunio
nectomy; however, this study included prespecifled 
stepwise comparisons to assess the superior efficacy of 
t<lpentadol IR and oxycodone IR compared with pla
cebo, non-inferior effkacy of tapentadol IR (50 and 
75 mg) compared with oxycodone HC! IR 10 mg, and 
differences in the incidence of nausea and/or vomiting 
between non-inferior analgesic doses of tapentadol IR 
compared with oxycodone IR. These comparisons were 
conducted to enable physicians to consider tapentadol 
TR within the context of the most commonly prescribed 
schedule n analgesic, which is commonly prescribed in 
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5- or lO-mg doses, alone or in combination formula
tions, to be taken every 4-6 h as needed for pain. 

The results of this trial confirmed those of a previous 
phase 3 trial conducted with tapentadol IRs. Multiple 
efficacy measures, including SPID over 12, 24, 48, and 
72 h, responder rates at 48 h, and the PGIC, consis
tently demonstrated that tapentadol IR 50 and 75 mg 
provided analgesic efficacy that was superior to that of 
placebo. These measures also showed that oxycodone 
HCI IR lOmg proVided effective pain relief based on 
consistent separation from placebo. 

The safety and tolerability profile of tapentadol IR in 
this study was similar to that of tapentadol IR in pre
viously completed phase 2 and 3 trials in patients with 
moderate to severe acute postoperative pain (including 
bunionectomy and third molar surgery pai.n 
mm:lels f,8.14. The most commonly reported TEAEs 
(nausea, vomiting, dizziness, headache, somnolence, 
and constipation) in this study are all consistent with 
the gastrointestinal and central nervous system effects 
of centrally acting analgesics with mu-opioid receptor 
agonism. A low percentage of patients who received 
tapentadol IR discontinued the study because of 
adverse events, and these findings support previous 
observations of an improved gastrointestinal tolerabil
ity of tapentadol IR compared with oxycodone IR. 
Tapentadol IR 50 mg was associated with a lower inci
dence of nausea, vomiting, dizziness, headache, somno
lence, and constipation compared with oxycodone HCl 
IR 10 mg. The highest dose of tapentadol IR (75 mg) 
evaluated in this study was associated with lower inci
dences of nausea, constipation, and headache and sim
ilar incidences of vomiting, dizziness, and somnolence 
versus oxycodone HC} IR 10 mg. 

The efficacy of tapentadol IR 50 and 75 mg was sta
tistically non-inferior to that provided by oxycodone 
HCl IR 10 mg based on prespecitlcd comparisons of 
mean SPID4R values. The results of the primary analysis 
using the LOCF method for imputation of missing 
values were consistent with those of the sensitivity 
<malyses using the BOCF and the WOCF methods for 
imputation. Similar study completion rates for patients 
in the tapentadol IR 50-mg (90%), tapentadol IR 7S-mg 
(92%), and oxycodone HCl IR lO-mg (91 f)!h) groups, 
<lS well as corresponding responder rates based on 
pain intensity, also suggest that patients in the active
treatment groups achieved.similar levels of pain relief, 
despite a statistically Significant difference in SPID<iH 
and apparent differences in the other SPID scores com
paring tapentadol IR 50 mg with oxycodone HCI IR 
1 () mg. Prespecifled tolerability comparisons demon
otrated that tapentadol IR 50 mg was associated with 
a statistically signiflcantly lower incidence of nausea 
:mcl/or vomiting versus oxycodone IICI IR 10 mg. 

These data also demonstrate that tapentadol IR 75 mg 
provides efficacy that is non-inferior to that of oxyco
done HCI IR 10 mg, but the lower incidence of nausea 
and/or vomiting marginally failed to reach statistical 
significance. 

This study may be limited by the fact that patients 
were intensely monitored and received doses of study 
medication every 4-6 h. These aspects of the trial may 
not reflect real-world situations and may have intro
duced bias resulting in lower pain scores and higher 
reporting rates for adverse events. It is unclear if these 
potential biases influenced the study results; however, 
based on the double-blind design of the study, any bias 
would have been introduced across all treatment 
groups and unlikely to result- in differences between 
treatment groups. 

The current study differs from the preViously com
pleted phase 3 bunionectomy study8 in allowing two 
doses of acetaminophen 1 g in the Hrst 12 h of the 
double-blind treatment period; the allowed use of acet
aminophen was intended to improve completion rates 
in the current study. The percentages of patients who 
completed the double-blind treatment period in the 
previous phase 3 bunionectomy study, in which 
patients were discontinued after the intake of any 
rescue medication, were 50% in the placebo group, 
761yo in the tapentadol IR 50-mg group, 80% in the 
tapentadol fR 75-mg group, 89% in the tapentadol IR 
IOO-mg group, and 86% in <the oxycodone HCl 15-mg 
group~. The allowed use of two doses of acetamino
phen 1 g appears to have contributed to higher comple
tion rates in the current study (placebo, 71 %; 
tapentadol IR 50mg, 90%; tapentadol IR 75 mg, 92%; 
and oxycodone HCI IR 10 mg, 91 %) and improved effi
cacy for patients in the placebo group, but not for the 
tapentadol IR treatment groups. The relatively high 
placebo study completion rates observed in this study 
(71 % completion rate) and in the preViously completed 
phase 3 bunionectomy study8 (50% completion rate) 
are not unusual for postoperative pain studies. For 
example, other studies that have used postoperative 
bunionectomy pain models I5

,1(i have reported comple
tion rates as high as 97 f)!) for patients treated with pla
cebo in multiple-dose analgesic effkacy trials. 

Comparisons of mean SPID.18 values between this 
trial and the previously completed phase 3 study'; 
show similar results for the tapentadol IR 50-mg and 
7S-mg groups and higher mean values in the placebo 
group in the current study; the oxycodone groups 
cannot be compared because the administered doses 
differed between the trials (lO vs. 15 mg). The inci
dence of adverse events between the t<lpentadol IR 
SO-mg, tapentadol IR 7S-mg, and placebo groups in 
the two trials was also similar. In the preViously 
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completed phase 3 trial, which demonstrated that 
tapentadol IR 100 mg provided efficacy that was non
inferior (for SPID4~' based on a non-inferiority margin 
of 48) to that of oxycodone HCI IR 15 mg, a higher 
incidence of somnolence was observed with tapentadol 
IR 100mg versus oxycodone HCl lR 15 mg (21 VS. 

J O°/rl, respectively). In the current phase 3 study, tapen
tadol IR (50 and 75 mg) provided efficacy that was non
inferior to that of oxycodone HCl IR 10 mg, and the 
tapentadol doses were associated \vith a lower or sim
ilar rate of somnolence (tapentadol IR SOmg, 7%; 
tapentadol IR 75 mg, 13%) compared with oxycodone 
HClIR lOmg (12%). The higher incidence ofsomno
lence ohserved in the previously completed phase 3 
bunionectomy trial has not been obst.'rved in other 
phase 3 trials of tapentadol conducted outside the post
operative setting I 0, 17. 

Classic opioids provide analgesia via interactions 
with mu-opioid receptors, yet these interactions also 
cause unwanted gastrointestinal-related side-effects 
that can limit their tolerability in the postoperative set
ting l

;.;,!9. Nausea and vomiting following surgery are 
estimated to occur in 25-30% of all postoperative 
patients and in 70-80% of high-risk patients20

. The 
most predictive risk factors for postoperative nausea 
and vomiting include female gender, a history of 
motion sickness or postoperative nausea and vomiting, 
nonsmoking status, and the use of opioids during and 

. after surgerll.22. Although usually not life threaten
ing, postoperative nausea and vomiting can lead to 
dehydration, wound dehiscence, bleeding, hematoma, 
aspiration of gastric contents, and in rare cases esopha
geal rupture. They can also lead to the insufficient con
trol of postoperative pain and the undertreatment of 
pain. Currently, anti-emetics are commonly adminis
tered to manage postoperative nausea and vomiting; 
however, none are entirely effective for preventing 
postoperative nausea and vomiting, especially in high
risk patients23 . Consequently, there is a need for highly 
effective analgesics with improved gastrointestinal 
tolerability such as that observed with tapentadol. 

ConclUSions 

Consistent with the results from previous phase 2 and 
3 studies, tapentadol IR 50mg and 75 mg statistically 
significantly relieve moderate to severe acute pain after 
orthopedic surgery compared with placebo; these dif
ferences in pain relief were felt to be clinically mean
ingful as well. The data also demonstrate that 
tapentadol JR 50mg and 75 mg were non-inferior to 
oxycodone HCl IR 10 mg for the treatment of acute 
pain, based on the primary efficacy endpoint of 
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SPID48 and the pre-specified margin of 48 points. 
The incidence of nausea and/or vomiting was numeri
cally lower for tapentadol IR 75 mg than for oxycodone 
HC] IR 10 mg. Tapentadol IR 50 mg is associated with a 
statistically significantly 10'wer incidence of nausea 
and/or vomiting than oxycodone HCI IR 10 mg. 
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that the company's registration is 
consistent with the public interest. The 
investigation has included inspection 
and testing ofthe company's physical 
security systems, verification of the 
company's compliance with state and 
local laws, and a review of the 
company's background and history. 
Therefore, pursuant to 21 U.S.C. 823, 
and in accordance with 21 CFR 1301.33, 
the above named company is granted 
registration as a bulk manufacturer of 
the basic classes of controlled 
substances listed. 

Dated: February 26, 2010. 
Joseph T. Rannazzisi. 
Deputy Assistant Administrator, Office of 
Diversion Control, Drug Enforcement 
Administration. 
[FR Doc. 2010-4728 Filed 3-4-10; 8:45 ami 
BILLING CODE 441~ 

DEPARTMENT OF JUSTICE 

Drug Enforcement Administration 

Manufacturer of Controlled 
Substances; Notice of Registration 

By Notice dated October 20, 2009, and 
published in the Federal Register on 
October 28. 2009. (74 FR 55588). 
Aldrich Chemical Company, Inc., DBA 
Isotec, 3858 Benner Road, Miamisburg, 
Ohio 45342-4304, made application by 
renewal to the Drug Enforcement 
Administration (DEA) to be registered as 
a bulk manufacturer of the basic classes 
of controlled substances listed in 
schedules I and II: 

Drug Schedule 

Gamma Hydroxybutyric Acid 
(2010). 

Methaqualone (2565) .................. . 
Ibogaine (7260) .......................... .. 
Tetrahydrocannabinols (7370) .... . 
2,5-Dimethoxyamphetamine 

(7396). 
Psilocyn (7438) ............................ . 
Normorphine (9313) .................... . 
Acetylmethadol (9601) ................ . 
Alphacetylmethadol except leva-

alphacetylmethadol (9603). 
Normethadone (9635) .................. I 
Norpipanone (9636) ................ ..... I 
3-Methylfentanyl (9813) ................ I 
Amphetamine (1100) .................... \I 
Methamphetamine (1105) ............ \I 
Methylphenidate (1724) ................ 1\ 
Amobarbital (2125) ....................... \I 
Pentobarbital (2270) ..................... II 
Secobarbital (2315) ..... ........ ......... " 
l-Phenylcyclohexylamine (7460) 1\ 
Phencyclidine (7471) .................... " 
Phenylacetone (8501) .................. " 
1- II 

Piperidinocyclohexanecarbonitr
ile (8603). 

Cocaine (9041) ............................. 1\ 

Drug Schedule 

Codeine (9050) ......... .................... \I 
Oxycodone (9143) ........................ \I 
Hydromorphone (9150) .. .............. \I 
Benzoylecgonine (9180) ............... \I 
Ethylmorphine (9190) ......... .......... \I 
Hydrocodone (9193) ........... .......... 1\ 
Isomethadone (9226) ................... II 
Meperidine (9230) ........ ................ " 
Meperidine intermediate-A (9232) II 
Meperidine intermediate-B (9233) " 
Methadone (9250) .......... .............. " 
Methadone intermediate (9254)... II 
Dextropropoxyphene, bulk, (non- \I 

dosage forms) (9273). 
Morphine (9300) ........................... " 
Thebaine (9333) ............... ............ \I 
Levo-alphacetylmethadol (9648).. II 
Oxymorphone (9652) ................... " 

The company plans to manufacture 
small quantities of the listed controlled 
substances to produce isotope labeled 
standards for drug testing and analysis. 

No comments or objections have been 
received. DEA has considered the 
factors in 21 U.S.c. 823(a) and 
determined that the registration of 
Aldrich Chemical Company Inc., to 
manufacture the listed basic classes of 
controlled substances is consistent with 
the public interest at this time. DEA has 
investigated Aldrich Chemical Company 
Inc., to ensure that the company's 
registration is consistent with the public 
interest. The investigation has included 
inspection and testing of the company's 
physical security systems, verification 
of the company's compliance with state 
and local laws, and a review of the 
company's background and history. 
Therefore, pursuant to 21 U.S.C. 823, 
and in accordance with 21 CFR 1301.33, 
the above named company is granted 
registration as a bulk manufacturer of 
the basic classes of controlled 
substances listed. 

Dated: February 26, 2010. 
Joseph T. Rannazzisi, 
Deputy Assistant Administrator, Office of 
Diversion Control. Drug Enforcement 
Administration. 
[FR Doc. 2010-4723 Filed 3-4-10; 8:45 aml 
BILLING CODE 4410-09-P 

DEPARTMENT OF JUSTICE 

Drug Enforcement Administration 

Manufacturer of Controlled 
Substances; Notice of Registration 

By Notice dated October 16, 2009, and 
published in the Federal Register on 
October 28, 2009, (74 FR 55586), Lin 
Zhi International Inc., 687 North 
Pastoria Avenue, Sunnyvale, California 
94085, made application by renewal to 
the Drug Enforcement Administration 

""'r'll 

(DEA) to be registered as a bulk 
manufacturer of the basic classes of 
controlled substances listed in 
schedules I and II: 

Drug 

Tetrahydrocannabinols (7370) 
3,4-

Methylenedioxymethamphetam
ine (MDMA) (7405). 

Schedule 

Cocaine (9041) ............................. \I 
Oxycodone (9143) ........................ II 
Hydrocodone (9193) .. ................... II 
Methadone (9250) .. ...................... " 
Dextropropoxyphene, bulk (non- II 

dosage forms) (9273). 
Morphine (9300) ..................... ...... II 

The company plans to manufacture 
the listed controlled substances as bulk 
reagents for use in drug abuse testing. 

No comments or objections have been 
received. DEA has considered the 
factors in 21 USC 823(a) and determined 
that the registration of Lin Zhi 
International Inc., to manufacture the 
listed basic classes of controlled 
substances is consistent with the public 
interest at this time. DEA has . 
investigated Lin Zhi International Inc., 
to ensure that the company's 
registration is consistent with the public 
interest. The investigation has included 
inspection and testing ofthe company's 
physical security systems, verification 
of the company's compliance with state 
and local laws, and a review of the 
company's background and history. 
Therefore, pursuant to 21 USC 823, and 
in accordance with 21 CFR 1301.33, the 
above named company is granted 
registration as a bulk manufacturer of 
the basic classes of controlled 
substances listed. 

Dated: February 26. 2010. 
Joseph T. Rannazzisi, 
Deputy Assistant Administrator, Office of 
Diversion Control, Drug Enforcement 
Administration. 
[FR Doc. 2010-4719 Filed 3-4-10; 8:45 aml 
BILLING CODE 4410--0&-1' 

DEPARTMENT OF JUSTICE 

Drug Enforcement Administration 

Manufacturer of Controlled 
Substances; Notice of Registration 

By Notice dated September 17, 2009, 
and published in the Federal Register 
on September 25, 2009, (74 FR 49020), 
Cerilliant Corporation. 811 Paloma 
Drive. Suite A, Round Rock. Texas 
78665-2402, made application by 
renewal to the Drug Enforcement 
Administration (DEA) to be registered as 
a bulk manufacturer of the basic classes 
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.. ,~.. of controlled substances listed in 
/ . schedules I and II: 

Drug Schedule 

Cathinone (123S) ........................................................................................................................................................................................ . 
Methcathinone (1237) ................................................................................................................................................................................. . 
N-Ethylamphetamine (1475) ...................................................................................................................................................................... .. 
N,N-Dimethylamphetamine (1480) ............................................................................................................................................................. . 
Aminorex (1S8S) ......................................................................................................................................................................................... . 
4-Methylaminorex (cis Isomer) (1S90) ...................................................................................................................................................... .. 
Gamma Hydroxybutyric Acid (2010) .......................................................................................................................................................... . 
Methaqualone (2565) ................................................................................................................................................................................. . 
Alpha-ethyltryptamine (7249) ..................................................................................................................................................................... . 
Lysergic acid diethylamide (7315) .............................................................................................................................................................. . 
2,S-Dimethoxy-4-(n)-propylthiophenethylamine (7348) ............................................................................................................................. .. 
Marihuana (7360) ....................................................................................................................................................................................... . 
Tetrahydrocannabinols (7370) ................................................................................................................................................................... .. 
Mescaline (7381) ........................................................................................................................................................................................ . 
3,4,S-Trimethoxyamphetamine (7390) ....................................................................................................................................................... . 
4-Bromo-2,S-dimethoxyamphetamine (7391) ............................................................................................................................................. . 
4-Bromo-2,5-dimethoxyphenethylamine (7392) ......................................................................................................................................... . 
4-Methyl-2,S-dimethoxyamphetamine (7395) ............................................................................................................................................. . 
2,S-Dimethoxyamphetamine (7396) ........................................................................................................................................................... . 
2,5-Dimethoxy-4-ethylamphetamine (7399) .............................................................................................................................................. .. 
3,4-Methylenedioxyamphetamine (7400) ................................................................................................................................................... . 
5-Methoxy-3,4-methylenedioxyamphetamine (7401) ................................................................................................................................. . 
N-Hydroxy-3,4-methylenedioxyamphetamine (7402) ................................................................................................................................. . 
3,4-Methylenedioxy-N-ethylamphetamine (7404) ....................................................................................................................................... . 
3,4-Methylenedioxymethamphelamine (74OS) ........................................................................................................................................... . 
4-Methoxyamphetamine (7411) .................................................................................................................................................................. . 
Alpha-methyltryptamine (7432) .................................................................................................................................................................. . 
Bufotenine (7433) ....................................................................................................................................................................................... . 
Diethyltryptamine (7434) ............................................................................................................................................................................ . 
Dimethyltryptamine (743S) .......................................................................................................................................................................... . 
Psilocybin (7437) ........................................................................................................................................................................................ . 
Psilocyn (7438) .......................................................................................................................................................................................... .. 
5-Methoxy-N,N-diisopropyltyptamine (7439) .............................................................................................................................................. . 
N-Benzylpiperazine (7493) ......................................................................................................................................................................... . 
Acetyldihydrocodeine (90S1) ...................................................................................................................................................................... . 
Benzylmorphine (90S2) .............................................................................................................................................................................. . 
Codeine-N-oxide (90S3) ............................................................................................................................................. , ............................... . 
Dihydromorphine (914S) ............................................................................................................................................................................. . 
Heroin (9200) .............................................................................................................................................................................................. . 
Hydromorphinol (9301) ............................................................................................................................................................................... . 
Methyldihydromorphine (9304) ................................................................................................................................................................... . 
Morphine-N-oxide (9307) ............................................................................................................................................................................ . 
Normorphine (9313) .................................................................................................................................................................................. .. 
Pho\codine (9314) ...................................................................................................................................................................................... . 
Acetylmethadol (9601) ........................................................................................................................................... , ................................... .. 
Allylprodine (9602) ..................................................................................................................................................................................... .. 
Alphacetylmethadol except levo-alphacetylmethadol (9603) ..................................................................................................................... . 
Alphameprodine (9604) .............................................................................................................................................................................. . 
Alphamethadol (960S) ................................................................................................................................................................................ . 
Betacetylmethadol (9607) ........................................................................................................................................................................... . 
Betameprodine (9608) ................................................................................................................................................................................ . 
Betamethadol (9609) ................................................................................................................................................................................. .. 
Betaprodine (9611) ..................................................................................................................................................................................... . 
Hydroxypethidine (9627) ............................................................................................................................................................................ . 
Noracymethadol (9633) .............................................................................................................................................................................. . 
Norlevorphanol (9634) ................................................................................................................................................................................ . 
Normethadone (963S) ................................................................................................................................................................................ . 
Trimeperidine (9646) ........ ...................................... ............................................................................................................................... ...... I 
Phenomorphan (9647) ............................................................................................................................................................................... ,. I 
1-Methyl-4-phenyl-4-propionoxypiperidine (9661) ............................................................................. ................................................. ......... I 
Para-Fluorofentanyl (9812) .......................................................................................................................................................................... I 
3-Methylfentanyl (9813) ............................................................................................................................................................................... I 
Alpha-Methylfentanyl (9814) ........................................................................................................................................................................ I 
Acetyl-alpha-methylfentanyl (981S) ............................................................................................................................................................. I 
Beta-hydroxyfentanyl (9830) .. ....... .......... ........................ ..... ... ......... .... .... ......... ..... ........................ ...... ........................ ....... .... ......... ..... ...... I 
Beta-hydroxy-3-methylfentanyl (9831) .......................................................... ,........................................................................................... .. I 
Alpha-Methylthiofentanyl (9832) .............. ........ .................................................................. .................. ........... ............................... .............. I 
3-Methylthiofentanyl (9833) .... ....... ......... ......................... ............ ..... ..... ..... ..... ....... ..... ...... ......... ............................................. .................... I 
Thiofentanyl (983S) ...................................................................................................................................................................................... I 
Amphetamine (1100) ................................................................................................................................................................................... II 
Methamphetamine (110S) ........................................................................................................................................................................... II 

T 
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Drug Schedule 

Lisdexamfetamine (1205) ............................................................................................................................................................................ 1/ 
Phenmetrazine (1631) ................................................................................................................................................................................. II 
Methylphenidate (1724) ............................................................................................................................................................................... /I 
Amobarbital (2125) ...................................................................................................................................................................................... /I 
Pentobarbital (2270) .................................................................................................................................................................................... II 
Secobarbital (2315) ..................................................................................................................................................................................... II 
Glutethimide (2550) ............................................... ........ ................................................................. ............................................... ......... ..... " 
Nabilone (7379) ........................................................................................................................................................................................... II 
1-Phenylcyclohexylamine (7460) ................................................................................................................................................................. II 
Phencyclidine (7471) ................................................................................................................................................................................... " 
1-Piperidinocyclohexanecarbonitrile (8603) ................................................................................................................................................ II 
Alphaprodine (9010) .................................................................................................................................................................................... I 
Cocaine (9041) ........................................................................................................................................................................................... . 
Codeine (9050) ........................................................................................................................................................................................... . 
Dihydrocodeine (9120) .................................................................................... ., ......................................................................................... . 
Oxycodone (9143) ...................................................................................................................................................................................... . 
Hydromorphone (9150) .............................................................................................................................................................................. . 
Diphenoxylate (9170) ................................................................................................................................................................................ .. 
Benzoylecgonine (9180) ............................................................................................................................................................................ .. 
Ethylmorphine (9190) ................................................................................................................................................................................. . 
Hydrocodone (9193) .................................................................................................................................................................................. .. 
Levomethorphan (9210) ............................................................................................................................................................................. . 
Levorphanol (9220) .................................................................................................................................................................................... . 
Isomethadone (9226) ................................................................................................................................................................................. . 
Meperidine (9230) ...................................................................................................................................................................................... . 
Meperidine Intermediate-A (9232) .............................................................................................................................................................. . 
Meperidine Intermediate-B (9233) .............................................................................................................................................................. . 
Meperidine Intermediate-C (9234) ............................................................................................................................................................. . 
Methadone (9250) ..................................................................................................................................................................................... .. 
Methadone Intermediate (9254) ................................................................................................................................................................. . 
Dextropropoxyphene, bulk (non-dosage forms) (9273) ............................................................................................................................ .. 
Morphine (9300) ......................................................................................................................................................................................... . 
Thebaine (9333) ......................................................................................................................................................................................... . 
Levo-alphacetylmethadol (9648) ................................................................................................................................................................ . 
Oxymorphone (9652) .................................................................................................................................................................................. . 
Noroxymorphone (9668) ............................................................................................................................................................................. . 
Racemethorphan (9732) ............................................................................................................................................................................. . 
Alfentanil (9737) .......................................................................................................................................................................................... II 
Sufentanil (9740) ......................................................................................................................................................................................... II 
Tapentadol (9780) ....................................................................................................................................................................................... II 
Fentanyl (9801) ......... ........................................ ....................................................................................................... .............. ..................... " 

The company plans to manufacture 
small quantities of the above listed 
controlled substances to make reference 
standards which will be distributed to 
their customers. 

No comments or objections have been 
received. DEA has considered the 
factors in 21 U.S.C. 823(a) and 
determined that the registration of 
Cerilliant Corporation to manufacture 
the listed basic classes of controlled 
substances is consistent with the public 
interest at this time. DEA has 
investigated Cerilliant Corporation to 
ensure that the company's registration is 
consistent with the public interest. The 
investigation has included inspection 
and testing of the company's physical 
security systems. verification of the 
company's compliance with state and 
local laws. and a review of the 
company's background and history. 
Therefore, pursuant to 21 U.S.c. 823, 
and in accordance with 21 CFR 1301.33, 
the above named company is granted 
registration as a bulk manufacturer of 

the basic classes of controlled 
substances listed. 

Dated: February 26. 2010. 
Joseph T. Rannazzisi, 
Deputy Assistant Administrator. Office of 
Diversion Control. Drug Enforcement 
Administration. 
[FR Doc. 2011J-4729 Filed 3--4-10: 8:45 am] 

BILLING CODE 441~ 

DEPARTMENT OF LABOR 

Office of the Secretary 

Submission for OMB Review: 
Comment Request 

March 1. 2010. 
The Department of Labor (DOL) 

hereby announces the submission of the 
following public information collection 
request (ICR) to the Office of 
Management and Budget (OMB) for 
review and approval in accordance with 
the Paperwork Reduction Act of 1995 
(Pub. L. 104-13,44 U.S.C. chapter 35). 

A copy of this ICR, with applicable 
supporting documentation, including 
among other things a description of the 
likely respondents, proposed frequency 
of response, and estimated total burden 
may be obtained from the Reglnfo.gov 
Web site at http://www.reginfo.govl 
public/dolPRAMain or by contacting 
Darrin King on 202-693-4129 (this is 
not a toll-free number)/E-mail: 
DOL _PRA _PUBUC@dol.gov. 

Interested parties are encouraged to 
send comments to the Office of 
Information and Regulatory Affairs, 
Attn: OMB Desk Officer for the 
Department of Labor-Bureau of Labor 
Statistics (BLS), Office of Management 
and Budget, Room 10235, Washington, 
DC 20503, Telephone: 202-395-73161 
Fax: 202-395-5806 (these are not ton
free numbers), E-mail: 
OIRA _ submission@omb.eop.gov within 
30 days from the date of this publication 
in the Federal Register. In order to 
ensure the appropriate consideration, 
comments should reference the OMB 
Control Number (see below). 
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New Drug 

Tapentadol Hydrochloride: A Centrally Acting Oral Analgesic 

William E. Wade, PharmD, FASHP, FCCP; and William J. Spruill, PharmD, FASHP, FCCP 

College of Pharmacy, Universiry of Georgia) Athens) Georgia {~ ij ~ ~r<: p Id,pvl'J~ 

ABSTRACT 
Background: Tapentadol h Ion e IS a 

acting oral analgesic, proved by the US Faa and 
Drug Administration n Nov . r t e treat
ment of moderate to seve~'lin. It is available as 
immediate-release 50-, 75-, ana lOO-mg tablets. 

Objective: The purpose of this article is to review 
animal studies, pharmacokinetic studies, drug-drug 
interaction studies, and Phase IIIIII trials of tapentadol 
in various conditions producing moderate to severe 
pain. Efficacy and tolerability data from these studies 
are summarized. 

Methods: A search of MEDLlNE and International 
Pharmaceutical Abstracts was conducted from January 
2005 through June 30, 2009. Search terms included 
tapel1tadol. tapentadol hydrochloride. and (--)-(1 R,2R)-
3 -(3 -Dimethylamillo-1-ethyl-2-methyl-propyl)-phenol 
hydrochloride. Relevant information was extracted 
from the identified articles, and the reference lists of 
these articles were reviewed for additional pertinent 
publications. The manufacturer was contacted for 
clinical trials, abstracts, and poster presentations that 
were not identified by the literature search. 
c[inicaITrials.gov was searched to identify recently 
completed studies. 

Results: Tapentadol produces analgesia rhrough a 
dual mechanism of action: }l-opioid--receptor acti
vation and norepinephrine reuptake inhibition. Its ef
ficacy has been reported in a number of animal 
<;tudies, as well as in Phase IIIlII clinical trials. Primary 
pain disorders in which efficacy has been reported 
include dental extraction pain, pain after bunionec
rCilny surgery, osteoarthritis pain of the knee and hip, 
and low back pain. Major adverse effects reported in 
Phase II/llI trials primarily involved the gastrointesti
nal system (2 'j;,--66'i;, of subjects) and the central 
nervous system (4'Yo--65% of subjects). The occur
rence of gastrointestinal adverse effects appeared to 

be less frequent in tapentadol recipients than in those 
receiving oxycodone. 

2804 

Conclusions: Tapentadol appears to be a well
tolerated and effective analgesic for the treatment of 
moderate to severe acute pain. Although not currently 
approved for the management of chronic pain, tapen
tadol has been reported to be effective in managing 
pain associated with osteoarthritis and low back 

in. (Clin Ther. 2009;31:2804-2818) © 2009 

Key words: tapentadol hydrochloride, acute pain, 
analgesic, opioid-receptor agonist, n~repinephrine 
reuptake inhibitor. 

INTRODUCTION 
Agonists of the f.l-opioid receptor have been used in 
the treatment of moderate to severe pain for deci1des. 
Morphine, the prototypical agent in this class, is quite 
effective in acute pain, but ,lppears to lack equivalent 
efficacy in patients with chronic pain of a neuropathic 
or inflammatory etiology. The use of morphine in pa
tients with nonneuropathic or inflammatory chronic 
pain may lead to tolerance, necessitating increasing 
doses over time, which may be associated with dose
limiting adverse effects (eg, nausea, emesis, constipa
tion. mental clouding). Respiratory depression is a rare 
but serious adverse effect. 1 

Evaluation of a combined mechanism of action, 
l1-opioid receptor activation with norepinephrine 
reuptake inhibition. has been undertaken to improve 
the therapeutic usefulness of opioid analgesics. Agents 
with the latter property have been found to be par
ticularly effective in neuropathic pain conditions and, 
at the same time, to potentiate the analgesic effects of 
drugs such as morphine. l Tapentadol hydrochloride is 
a centrally acting oral analgesic that emerged from 

Aw;pted for publication October 6, 2009. 
doi:1O.1 m 6/j.clinthera. 2009.12 .003 
0149·2918/$ - see front matter 

iO) 2009 Excerpta Medica Inc. ?.Ii rights reserved. 
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" ,'~ , t , , these evaluations. It possesses both mechanisms of ac
tion and is efficacious in acute and chronic pain of 
diverse etiologies. The US Food ,1l1d Drug Administra
tion approved tapentadol in November of 2008 for 
rhe management of acute moderate to severe pain. 
Tapentadol is currently available as 50-, 75-, and 
100-mg oral immediate-release tablets. 

The purpose of this article is to review published 
and unpublished animal studies, phannacokinetic 
studies, drug-drug interactions studies, and Phase III 
III trials of tapentadol in various conditions produc
ing moderate to severe pain. Efficacy and tolerability 
data from these studies are summarized. 

METHODS 
,0'\ search of MEDLINE and International Pharmaceu
tical Abstracts was conducted from January 2005 
through June 30, 2009. Search terms included tapen
tadol, tapentadol hydrochloride, and (-)-(1 R,2RJ-3-
(3-Di111etfrylamino-l-ethyl-2-methyl-propyl)-phenol fry
drochloride. Relevant information was extracted from 
the identified articles, and the reference lists of these 
articles were reviewed for additional pertinent publi
cations. The manufacturer was contacted for clinical 
trials, abstracts, and poster presentations that were not 
identified by the literature search. ClinicalTrials.gov 
was searched to identify recently completed studies. 
All identified studies were included in the review. 

ANIMAL STUDIES 

) 

Tzsehentke et all evaluated the in vitro characteristics 
and analgesIC, antlhyperalgesic, and antiallodynic 

, properties of tapentadoI in rat and mouse models of 
1 acute and chronic pain. This study found that tapen
I tadol binds to ~l, 8, and K opiate receptors, with mean 
I (5D) binding affinity (k) values of 0.096 (()'()09), 
\ 0.97 (0.01), and 0.91 (0.09) 11M, respectively. Dose-

\ 

l dependent inhibition of norepinephrine reuptake was 
observed, resulting in large increases in extracellular 
norepinephrine levels and only a moderate increase in 

\ serotonin levels. This indicated that tapentadol's sero-
I tonergic activity (k i 2.37 [0.54J 11M) was much lower 

\

':'1 than its norepinephrinergic activity (k, 0.48 [0.11 J ~IM). 
Other uptake systems, such as dopamine, adenosine, 
choline, and y-aminobutyric ,leid, did not appear to be 

1 clffected by rapentadol. l - In nonneuropathic pain models, morphine, the com
parator agent, was found to be 2 to 3 times more po
rem than tapentadol.2 The median doses producing 
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the desired effect in 50% of animals (EDm) for tapen
tadol and morphine were 11.8 mgJkg (95% confi
dence limit [Cl], 8.5-15.7) and 4.7 mglkg (95% CI, 
3.8-5.8), respectively, in the mouse hot plate model, and 
10.0 mglkg (95% CI, 7.9-'12.2) and 5.8 mgJkg (95% 
CI, 4.5-7.3) in the rat tail flick model. 

In the rat mustard oil-induced visceral pain model, 
EDm values for spontaneous pain reactions with tapen
tadol and morphine were 1.5 mgJkg (95'X) CI, 0.5-2.3) 
and 1.0 mglkg (95% CI, 0.8-1.3), respectively.2-9 For 
referred allodynia, the respective ED50 values were 
3.8 mgJkg (95% C/, 2.8-4.8) and 0.8 mglkg (95% Cl, 
0.4-1.1). For referred hyperalgesia, the values were 
3.9 mgJkg (95% Cl, 2.3-5.7) and 0.9 mgJkg (95% Cl, 
0.7-1.0). 

The same research group studied 3 models of neuro
pathic pain.1 In the rat spinal nerve ligation group, both 
tapentadol and morphine produced dose-dependent 
inhibition of mechanical allodynia, with ED50 values 
of 8.2 mgJkg (95% CI, 3.8-14.5) and 4.6 mgJkg 
(95% Cl, 3.8-5.7), respectively. Dose-dependent inhi
bition of mechanical hyperalgesia was observed with 
both tapentadol and morphine in the streptozotocin 
rat model group, with ED50 values of 8.9 mgJkg 

, (95% Cl, 7.1-11.1) and 3.0 mgJkg (95% Cl, 1.8-4.0). 
On the Randall-5elitto test, both agents produced 
dose-dependent antinociception, with ED50 values of 
10.1 mglkg (95%, C/, 8.6-12.0) and 5.6 mglkg (95% Cl, 
4.3-8.2). 
----TIiiSSti-u'd'y-a'I-s(-)-e-v-a'll-la""'7t-ed-r-:-tT"h-e-e""Tttre-c-'-ts-' -0""£ -:-th .... e-o-p-Ia-,t,-e---

receptor antagonist naloxone (0.3 mgJkg) and the a-2 
receptor antagonist yohimbine (2.15 mgJkg) on the 
antiallodynic effects of tapentadol and mor hine in 
the 5 inal nerve Ii ation model. A ministration of 
naloxone was associated with a nonsignificant reduc
tion in the maximum possible analgesic effect of ta
pentadol (from 72'};, to 42%) and a significant reduc
tion in the maximum possible analgesic effect of 
morphine (from 83% to 25%' P < ( 

tration of yohimbine was associated with a reduction 
in the maximum possible analgesic effect of tapen
radol (from 81 %, to 19%; P < ll(5) and a nO\1signifi

\cant reduction in the maximum possible analgesic ef
fect of morphine (from 80% to 54'1.»). 

Itlona ata comparing the ana geslc pro 
of tapentadol with those of morphine and rramadoI 
have been presented as abstracts and posters bv the ~ 

\ same investigative group.IO-(3 The efficacy of these 
~ 3-agents was compared in animal models of acute, 
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l ~ chronic neuropathic and inflammatory pain using 
various routes of administration (oral, intravenous, 
and intraperitoneal). The EDso values are presented in 
Table I. 

Christoph et a1 14-16 compared tapentadol with 
gabapentin in 4 rat models of neuropathic pain: 
vincristine-induced polyneuropathy, diabetic polyneu
ropathy, spinal nerve ligation, and chronic constric
tion injury. The ED,\) values in the vincristine-induced 
polyneuropathy model were 5.1 mg/kg IP for tapen
tadol and 372 mg/kg PO for gabapentin. In the dia
betic polyneuropathy model, the respective values 
were 8.9 mg/kg IP and 225 mg/kg PO. IIi the spinal 
nerve ligation model, the values were 8.2 mg/kg IP 
and 92.6 mg/kg IP. Finally, in the chronic constric
tion injury model, the values were -13 mg/kg IP and 
214 mg/kg PO. The percent maximum possible effect 

for tapentadol and gabapentin in the 4 models was 
74% and 69%, respectively (P < 0.05); 100% and 
80% (P < 0.05); 108% and 91 % (P < O.OS); and 89% 
and 65% (P < 0.05). A pronounced noradrenergic 
analgesic effect was produced by the introduction of 
yohimbine. Daily administration of both study agents 
over 2 \veeks did not result in the development of 
tolerance. 

Schiene et a117- 19 compared the analgesic efficacy 
of tapentadol and morphine in 3 rodent models of 
visceral pain: mouse phenylquinone writhing, rat colo
rectal distension, and mouse mustard oil-induced 
colitis. In the mouse phenyl quinone writhing model, 
EO;o values were 0.66 mg/kg for tapentadol and 
0.37 mg/kg for morphine. ED50 values in the rat colo
rectal distension model were 5.5 and 2.3 mg/kg, re
spectively. The mouse mustard oil-induced colitis 

Table I. Median doses producing the desired effect in 50% of animals (EOsoxfor tapentadol, morphine, and 
tramadol in animal pain models.10- 13 ) 

Pain Model 

Hot plate 

Tail flick, mouse 

Tail flick, rat 

Phenylquinone writhing, mouse 

Yeast model, rat 

Formalin test, rat 

Mustard oil visceral pain, rat 

Colorectal distension-induced 
visceral pain, rat 

Spinal nerve ligation neuropathy, rat 

Chronic constriction injury 
neuropathy, rat 

Vincristine polyneuropathy, rat 

Diabetic polyneuropathy, rat 

Route of 
Administration 

IP 

IV 
PO 

IV 
IP 
PO 

IV 
PO 

IV 
IP 

IP 

IV 

IV 

IP 

IP 

IP 

IP 

CI = confidence limit; ND = not determined. 
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Tapentadol 

27. 7 (19.2-39.3) 

4.2 (3.5-5.8) 
5304 (41.9-67.1) 

2.2 (1.8-2.7) 
10.0 (7.9-12.2) 
121 (93-160) 

0.7 (0.4-1.0) 
31.3 (23.4-38.0) 

2.0 (1.6-2.5) 
10.1 (8.6-12.0) 

3.8 (2.0-5.5) 

1.5 (0.5-2.3) 

5.5 (4.7-6.8) 

8.2 (3.8-14.5) 

-13 (NO) 

5.1 (2.5-1104) 

8.9 (7.1-11.1) 

E050, mg/kg (95% CI) 

Morphine Tramadol 

8.5 (6.5-11.0) 28.7 (24.5-33.6) 

104 (1.1-1.8) 13.7 (1004-18.2) 
18.9 (14.3-25.0) 23.8 (18.8-29.9) 

1.1 (0.8-1.4) 9.6 (7.8-11.6) 
5.8 (4.5-7.3) 10.0 (8.5-11.7) 

55.7 (44.0-68.6) 16.6 (12.9-21.8) 

0.4 (0.3-0.5) 3.6 (2.8-4.6) 
4.7 (3.5-6.3) 4.5 (2.7-7.5) 

0.9 (0.8-1.0) 9.3 (804-10.5) 
5.6 (4.3-8.2) 8.6 (704-9.8) 

0.8 (0.3-1.4) 5.9 (4.7-7.3) 

1.0 (0.8-1.3) 9.0 (7.3-10.8) 

3.5 (2.7-5.2) -18 (NO) 

2.9 (1.8-3.8) 4.6 (3.8-5.7) 

13.8 (9.0-39.0) 7.1 (5.7-9.4) 

3.0 «0.1-5.5) 7.2 (0.3-13.2) 

3.0 (1.8-4.0) 9.2 (7.0-11.8) 

Vofume3l Number-12.:.; 
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model included evaluation of the effect of the 2 agents 
on spontaneous pain, referred tactile allodynia, and 
referred tactile hyperalgesia. EDi {) values were 1.47 
~:md 1.01 mg/kg for spontaneous pain; 3.75 and 
0.77 mg/kg for referred tactile aUodynia; and 5.5 and 
2.3 mg/kg for referred tactile hyperalgesia. 

Results from these early animal studies provided 
valuable information regarding tapentadol, including 
confirmation of its dual mechanism of action. Tapen
tadol was found to bind to /-l, 0, and K opiate recep
tors, and was reported to have a dose-dependent in
hibitory effect on norepinephrine reuptake. Efficacy 
was reported in animal models of visceral pain, neu
ropathic pain, and inflammatory pain of both an acute 
and chronic nature. 

PHARMACOKINETIC STUDIES 
As reported in posters at national meetings, Terlinden 
et aPO-22 studied the serum pharmacokinetics of ta
pentadol administered by various routes in hel11thy 
subjects. Sixteen males and 18 females received tapen
tadol as an intravenous infusion of 10 to 80 mg and 
10 to 60 mg, respectively. Additionally, 6 males re
ceived tapentadol 60 mg by oral, buccal, or intrave
nous administration. The 16 male subjects had a mean 
age of 27 years (range, 20-45 years), a mean weight 
of 75 kg (range, 58-91 kg),· and a mean height of 
177 cm (range, 167-185 em). The 18 female subjects 
had a mean age of 28 years (range, 18-43 years), a 
mean weight of 61 kg (range, 51-72 kg), and a mean 
height of 167 em (range, 155-178 em). Linear phar
macokinetics were reported in these subjects, with a 
coefficient of determination of 0.95 for males and 
0.89 for females. After adjustment for body weight, 
no gender-specific differences were encountered, with 

the exception of a slightly higher rate of clearance for 
the 10- and 20-mg doses in female subjects. 

The 6 male subjects who received tapentadol 60 mg 
by the oral, buccal, or intravenous route had a mean 
age of 36 years (range, 26-44 years), a mean weight 
of 79 kg (range, 73-84 kg), and a mean height of 
177 cm (range, 171-186 cm)." Data comparing the 
oral and intravenous bioavailability, Tmax, AUC, and 
CL of tapentadol in these subjects are summarized in 
Table II. Buccal administration resulted in no bio
available tapentadol. The pharmacokinetics of tapen
tadol were linear. Common adverse effects observed 
with increasing doses of tapentadol included sleepi
ness, vertigo, dry mouth, and nausea (Table mi. 

In a Phase I, open-label, single-dose pharmaco
kinetic study, Terlinden et aI23 evaluated the absorption, 
metabolism, and excretion of tapentadol in 4 healthy 
white male subjects (age range, 18-45 years). A single 
HC-Iabeled capsule containing tapentadol hydrochlo
ride 100 mg (85.86 mg tapentadol) was administered 
orally. Subjects fasted overnight, and food intake was 

Table II. Pharmacokinetic data after oral and 
intravenous administration of tapenta
dol 60 mg.20-22 Values are mean (SO). 

..... _ .......... _ .............. , .. ................................. 

Parameter Oral Intravenous 
....... __ ...... _.-.... _ ...... __ .-

Cmax ' ng/mL 50.0 (23.1) 299.5 (48.7) 

T'l1ax' h 0,83 (0,13) 0.18 (0,03) 

AUC, h . ng/mL 190 (51) 588 (46) 

CL, mL/min 4840 (1401) 1468 (122) 

-----------_. __ ._'_._-'---..........., 

Table III. Reported adverse effects (% of subjects) in pharmacokinetic studies oftapentadol.20 -22 

Adverse Effect 10 mg 20 mg 

Sleepiness 25,0 33.3 
Dry mouth NR 7.4 
Nausea 3.6 3.7 
Vertigo NR 7.4 

NR = not reported, 

December 2009 

Tapentadol Dose 

40 mg 60 mg 

33.3 90.9 
18,5 72.7 
11.1 18.2 
29.6 54,6 

80 mg 

58,3 
25.0 
16.7 
8,3 

000576 

Placebo 

20,0 
2.9 

NR 
NR 
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restricted until 5 hours after drug administration. The 
study sample had a mean age of 38 years (range, 28-
45 years), mean weight of 80 kg (range, 75-84 kg), 
and mean height of 184 cm (range, 176-193 em). 
Absorption occurred rapidly, with a mean Cmax of 
2.45 ~lg Eq/mL reached in 1.25 to 1.5 hours. Substan
tial conjugation of tapentadol occurred, resulting in 
a wnjugated:unconjugated metabolite ratio of 24: 1. 
The Crn'IX of the conjugated drug was 1.69 ~g Eq/mL 
(range, 1.30-2.07 fJg Eq/mL), which occurred between 
1.25 and 2.0 hours after administration. No active 
metabolites contributed to analgesic activity. The mean 
total AUCO_120 in serum was 7.45 ~g Eq base· h/mL 
(range, 6.56-8.90 ~g Eq base· h/mL). More than 50'};) 
of drug was excreted over 4 hours, with >95% being 
excreted within 24 hours, almost exclusively by the 
renal route. 

Initial pharmacokinetic studies of tapentadol found 

r 
that the drug followed a linear model. Oral absorp-

I 
tion was rapid, reaching a Cmax in :::;'I.S hours. Signifi
cant conjugation of tapentadol occurred, and no ac
tive metabolites were identified that contributed to 
tapentadol's analgesic properties. More than 50% of 
the drug was excreted within 4 hours, primarily by the 
enal route. 

DRUG-DRUG INTERACTION STUDIES 
To determine the effects of omeprazole on the phar
macokinetics of tapentadol, Mangold et aP4,25 conduct
ed a randomized, 2-way crossover study in 32 healthy 
adults (age range, 25-55 years). The decision to study 
potential interactions with omeprazole was based on 
the observation that patients with pain often develop 
stress-related gastrointestinal erosions and may there
fore receive concomitant proton pump inhibitor thera
py. Subjects received either immediate-release tapenta
dol 80 mg once daily or omeprazole 40 mg once daily 
for 4 consecutive days. Subjects in the omeprazole 
group were administered a single 80-mg dose of ta
pentadol 2 hours after the last omeprazole dose. The 
groups that received tapentadol alone and omeprazole 
plus rapentadol had a mean (SD) age of 41.6 (l0.00) 
and 42.6 (10.38) years, respectively. The 2 groups had 
comparable mean serum concentration-time profiles. 
,Mean Cm3x values in subjects receiving tapentadol 
alone and tapenradol plus omeprazole were 79.8 (31.3) 
and 72.4 (27.8) nglmL, respectively. The mean serum 
tl12 was 4.5 (0.9) and 4.0 (0.5) hours, and the mean 
AUCO_14 was 329 (118) and 334 (112) ng . h/mL, re-
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spectively. Thus, concomitant administration of tapent
adol and omepraiole resulted in no clinical1y important 
changes in the pharmacokinetics of rapentadoL 

Kneip et a126-28 evaluated the potential of tapenta
dol to inhibit and/or induce a number of cytochrome 
P450 (CYP) enzymes using human liver microsomes 
and to interact with other drugs based on competition 
for plasma protein binding. Specifically, these investi
gators assessed the induction of CYPIA2, CYP2C9, 
and CYP3A4; inhibition of al1 7 CYP isoforms; and 
binding of radioactive-labeled tapentadol to human 
plasma proteins. No induction of CYPIA2, CYP2D6, 
or CYP3A4 activity occurred, suggesting that tapenta
dol is unlikely to affect the metabolism of concomi
tantly administered drugs that are metabolized by the 
CYP pathway. No significant cytotoxicity was re
ported at the concentrations tested, and there was 
no significant inhibition of the activity of CYPIA2, 
CYP2A6, CYP2C9, CYP2C19, CYP2El, or CYP3A4. 
However, CYP2D6 activity was inhibited to 27% of 
control activity at a tapentadol concentration of 500 ~M. 
This inhibition was determined to be reversible. Com
paring the ki of 181 ~M (40,000 ng' mL) with clinical 
plasma concentrations of -100 nglmL, the investiga
tors concluded that this degree of inhibition was not 
clinically relevant. Only 20% of tapentadol was found 
to bind to plasma proteins. The results suggested that 
tapentadol is unlikely to produce clinically important 
drug-drug interactions with agents affected by CYP 
activity or plasma protein binding. 

Drug-drug interaction studies to date have docu
mented no induction of CYPIA2, CYP2C9, or CYP3A4 
activity; in addition, these studies found no significant 
inhibition of CYPIA2, CYP2A6, CYP2C9, CYP2C19, 
CYP2El, or CYP3A4 activity. CYP2D6 activity was 
inhibited, but to a degree that did not appear to be 
clinically relevant. Tapentadol did not undergo signifi
cant protein binding. Based on these findings, it is un
likely that rapentadol will produce clinically important 
drug-drug interactions with agents affected by CYP 
activity or plasma protein binding. 

PHASE II STUDIES 
Kleinert et aJ29-32 evaluated the efficacy and rob'ability 
of single oral doses of tapentadol (25, 50, 75, 100, or 
200 mg), morphine sulfate (60 mg), ibuprofen (400 mg), 
and placebo in a randomized, double-blind, double
dummy, placebo-controlled trial in 400 adult patients 
(age range, 18-45 years) experiencing moderate to 

. -:r11 1 
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severe dental pain within 6 hours .lfter surgical third 
molar extraction. The primary efficacy end point was 
total pain relief over 8 hours (TOTPAR-8) after ad
ministration of study drug. Pain was assessed using a 
5-point verbal rating scale (from 0 = no pain relief to 
4 = complete pain relief). The treatment groups were 
comparable with respect to mean age and proportions 
of males and females. For the tapentadol doses of 75, 
100, and 200 mg, the mean (SD) TOTPAR-8 scores 
were 9.7 (8.5), 11.6 (8.2), and 15.3 (7.5), respectively, 
compared with 4.7 (7.3) for placebo (P < 0.05, P < 
0.001, and P < O.OOl vs placebo). TOTPAR-8 scores 
in the morphine and ibuprofen groups were 13.8 
(10.3) and 17.9 (9.9), respectively (P < 0.05 and P < 
0.001 vs placebo). The mean onset of action for tapen
tadol75, 100, and 200 mg was 8.0, 1.6, and 0.7 hours, 
respectively (all, P < 0.(1); in the morphine and ibu
profen groups, the mean onset of action was 1.2 and 
0.9 hour, respectively (P < O.OOl). Total pain relief 
after 4 hours was significantly greater with tapentadol 
200 mg than with morphine 60 mg (P < 0.001). The 
mean level of pain relief achieved with morphine 60 mg 
was between that achieved with tapentadol 100 and 
200 mg. Major adverse effects included nausea, dizzi
ness, somnolence, and vomiting (Table IV). 

Lange et al,33 .. 34 and Stegmann et aPS,36 reported 
the results of a similar study in 517 patients experi
encing moderate to severe pain after bunionectomy. 
The mean (SD) age of subjects in all treatment groups 
ranged from 36.9 (12.3) to 41.0 (12.6) years, and 
the proportion of females ranged from 83.3 to 95.3 
(P values not reported). The mean body mass index 
ranged from 26.0 (5.0) to 27.6 (5.2) kg/m2• The doses 
of tapentadol, morphine sulfate, ibuprofen, and pla
cebo were the same as those in the study by Kleinert 
et al.29 The primary end point was TOTPAR-8. Mean 
TOTPAR-8 scores for t<lpentadol 75 mg, tapentadol 
100 mg, and placebo were 4.4 (5.0),4.8 (5.3), and 1.5 
(2.9), respectively (P < 0.05 vs placebo). Mean scores 
in the tapentadol 200-mg group and the morphine 
60-mg group were 8.1 (6.8) and 6.7 (7.5), respectively, 
whereas the mean score in the ibuprofen group was 
8.0 (8.4) (P S;; 0.05 vs placebo). Adverse effects re
ported included nausea, dizziness, somnolence, and 
vomiting Crable IV). 

Stegmann et ap7--40 and \Veber et a141 ,42 reported 
the results of a multicenter, randomized, double-blind, 
placebo-controlled, parallel-group, multiple-dose study 
of the efficacy and tolerability of tapentadol in the 
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first 72 hours after unilateral first metatarsal bunion
ectomy with osteotomy surgery. Eligible patients had 
a postoperative pain rating of >-4 on an II-point nu
merical pain rating sOlIe (from 0 = no pain to 10 == 

worst pain imaginable) and a 2: 1 increase in pain on the 
same scale within 9 hours after regional anesthesia was 
stopped on postoperative day L Patients meeting these 
criteria were randomly assigned to receive immediate
release tapentadol 50 mg, immediate-release tapenta
dol 100 mg, immediate-release oxycodone 10 mg, or 
placebo. A second dose of study medication could be 
administered 1 to 6 hours after the first dose and ev
ery 4 to 6 hours thereafter as needed. First-, second-, 
and third-line rescue medications were available for 
patients experiencing inadequate analgesia. "The pri
mary efficacy end point was Summed Pain Intensity 
over 24 hours (SPI-24) on day 3, which was assessed on 
a 4-point verbal rating scale (from 0 = no pain to 3 = 
severe pain). Two hundred sixty-nine subjects under
went randomization, with 10 dropping out. The me,ln 
(SD) ages of the tapentadoI50-mg, tapentadol 100-mg, 
oxycodone, and placebo groups were 40.3 (13.5),40.9 
(13.3),36.8 (11.5), and 41.8 (13.5) years, respectively. 
The proportions of female patients were 83.6%, 88.2%, 
89.6%, and 99.1 %. White suqjects predominated in 
each group (62.7%,64.7%,50.7%, and 73.1 %). Mean 
body mass index was 26.5 (5.6),26.7 (5.6),27.1 (5.0), 
and 26.6 (5.0) kglm2• SPI-24 scores for tapentadol 50 
and 100 mg arid placebo were 33.6 (19.7) (P = 0.013 
vs placebo), 29.2 (15.2) (P < 0.001 vs placebo), and 
41.9 (17.7), respectively. The mean SPI-24 score in the 
oxycodone group was 35.7 (17.2) (P = 0.037 vs place
bo). Further analysis found lower SPI-24 scores in the. 
tapentadol 100-mg group compared with the oxy
codone 10-mg group (P = 0.(46). First-line rescue 
medications were received by 80.6'%, 76.5'}{), 80.6%, 
and 98.5% of subjects in the tapentadol 50-mg, tapen
radol 100-mg, oxycodone to-mg, and placebo groups, 
respectively. Fewer subjects in the 2 tapentadol groups 
received second-line rescue medications compared with 
the oxycodone and placebo groups, whereas third-line 
rescue medications were required by <25% of patients 
in the .3 active-treatment groups and nearly 50%. of 
those in the placebo group. The most common adverse 
effects included nausea, dizziness, somnolence, vomit
ing, headache, generalized pruritus, hyperhidrosis, con
stipation, pruritus, and feeling hot (Table IV). 

Phase II studies reported the efficacy of tapentadol 
in the treatment of moderate to severe pain after Sllr-
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Table IV. Common adverse effects (% of subjects) in selected Phase 11/"1 trials. 
~"~~---------y ,---~~-~-

Tapentadol 
Adverse ................................... Morphine Ibuprofen Oxycodone 
Effect 25 mg 50 mg 75 mg 100 mg 200 mg 60 mg 400 mg 10 mg Placebo 
.. ---.¥.-~-~~-----~-------.-,~-----'----~------'-------_._---------,-----
Nausea 

Kleinert et al29 10 22 16 10 50 61 2 2 
Lange et aP3 30 19 21 30 40 57 8 
Stegmann et a/37 46.3 66.2 71.6 17.9 
Hartrick et al46 18 21 23 5 

Dizziness 
Kleinert et al29 20 24 26 38 60 59 12 14 
Lange et aP3 14 18 21 20 24 35 0 
Stegmann et aj3l 32.8 64.7 56.7 14.9 
Hartrick et al46 18 26 23 5 

Somnolence 
Kleinert et al29 4 6 12 19 26 16 10 2 
Lange et al33 10 15 19 21 35 34 6 
Stegmann et aj37 28.4 36.8 26.9 7.5 
Hartrick et al46 6 10 12 

Vomiting 
Kleinert et al29 2 10 6 6 36 59 2 2 

i' Lange et aP3 12 4 10 13 40 39 5 
Stegmann ei: al37 16.4 35.3 38.8 1.5 
Hartrick et al46 7 14 34 4 

Headache 
Kleinert et al29 8 14 8 4 8 14 4 14 
Stegmann et aj37 17.9 22.1 20.9 10.4 
Hartrick et al 46 6 8 3 6 

Hyperhidrosis 
Kleinert et al29 2 4 4 a 16 6 a 0 
Stegmann et aj37 6.0 8.8 10.4 1.5 

Constipation 
Stegmann et aP7 6.0 7.4 17.9 1.5 
Hartrick et al46 4 7 26 2 

Pruritus 
Kleinert et al29 0 a 2 0 6 2 a 0 
Stegmann et aP7 7.5 7.4 11.9 3.0 
Hartrick et al"6 2 5 15 

Feeling hot 
Kleinert et al 29 2 6 0 2 6 2 9 0 
Stegmann et aj37 7.5 2.9 10.4 4.5 

Diarrhea 
Hartrick et al 46 5 3 

Fatigue 
Kleinert et aF29 2 0 6 2 6 6 2 4 

} Hartrick et al 46 7 10 
f!, 

........ w.. ., .............. ~" •••• .- ................................................... 
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gical third molar extraction and bunionectomy sur
gery. In the third molar extraction study, single doses 
of tapentadoI 75, 100, or 200 mg were associated 
with TOTPAR-8 scores that differed significantly 
from those with placebo. Morphine 60 mg was associ
ated with a TOTPAR-8 score that was significantly 
100ver than that for tapentadol 200 mg and numeri
cally greater than that for tapentadol 100 mg. Ibupro
fen 400 mg was associated with a TOTPAR-8 score 
that was numerically greater than those for tapen
tadol and morphine. Major adverse effects included 
nausea, dizziness, somnolence, and vomiting. In a study 
in patients undergoing bunionectomy surgery, the same 
tapentadol doses were associated with TOTPAR-8 
scores that were significantly greater than those with 
placebo. Tapentadol 200 mg was associated with a 
comparable score to ibuprofen 400 mg, whereas ta
pentad 01 100 mg was associated with a numerically 
lower score than morphine 60 mg. Adverse effects 
included nausea, dizziness, somnolence, and vomiting. 
Another bunionectomy trial allowed administration 
of multiple doses of study medication after surgery. 
On the third postoperative day, SPI-24 scores were 
significantly lower with tapentadol 50 and 100 mg 
than with placebo. Patients receiving oxycodone 10 mg 
had scores that were slightly higher than those for 
tapentadol 50 mg. The most common adverse effects 
were nausea, dizziness, somnolence, vomiting, head
ache, generalized pruritus, hyperhidrosis, constipa
tion, pruritus, and feeling hot. 

PHASE III TRIALS 
Hale et al43 and Oh et al44 published the results of a 
multicenter, randomized, double-blind, active-controlled 
study in which patients received either immediate
release tapentadol or immediate-release oxycodone 
for clinically diagnosed low back pain or osteoarthri
tis pain of the knee or hip (off-label uses). J\-1ale and 
female subjects aged ~18 years were randomized in a 
4:1 ratio to receive tapentadol 50 or 100 mg every 
4 to 6 hours as needed (maximum dose, 600 mg/d) or 
oxycodone 10 to 15 mg every 4 to 6 hours as needed 
(maximum dose, 90 mg/d) for 90 days. Rescue medi
cations (acetaminophen or ibuprofen) were allowed 
on no more than 3 Jays per week. The primary ohjec
tive was to assess the tolerability of tapentadol in 
these subjects; efficacy was a secondary end point. 
Three hundred ninety-one and 86 subjects completed 
the study in the tapentadol and oxycodone groups, 
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respectively. The mean (SO) ages of tapentadol and 
oxycodone subjects were 55.9 (11.96) and 56.4 
(11.86) years, respectively; 54.6% and 55.9% of the 
2. groups were female. The mean weight of subjects in 
the 2 groups was 91.6 (23.2.5) and 90.6 (22.26) kg. 
The majority of both groups were white (84.5% and 
81.2%). The most frequent adverse effects in the ta
pentadol and oxycodone groups were nausea (18.4% 
and 29.4'7'0), vomiting (16.9% and 30.0%), and con
stipation (12.8% and 27.1%). Dizziness (18.1% and 
17.1 %), headache (11.5% and 10.0%), and somno
lence (10.2% and 9.4%) occurred at comparable inci
dences in the 2 groups. The proportion of individuals 
discontinuing therapy due to adverse effects was 
20.8[10 in the tapentadol group and 30.6% in the 
oxycodone group; the time to discontinuation differed 
significantly between the 2 groups (P < 0.05). Mean 
baseline pain intensity scores were 7.0 and 7.2 in the 
respective groups; at the end of the treatment period, 
the corresponding 5cores were 4.9 and 5.2 IP value 
not reported). The mean daily doses were 284 (156) mg 
for tapentadol and 42 (25) mg for oxycodone. 

Upmalis et al4S reported the incidence of symptoms 
of opioid withdrawal on abrupt discontinuation of 
study medication at the end of the 90-day treatment 
period in the study by Hale et al.43 The Clinical Opi
oid Withdrawal Scale and Subjective Opioid With
drawal Scale were administered to subjects within 2 to 

4 days after discontinuation of study medication. Sig
nificantly fewer patients in the tapentadol group com
pared with the oxycodone group reported mild to 
moderate withdrawal symptoms (17% vs 29%, respec
tively; P < 0.05), and mean Subjective Opioid With
drawal Scale scores were lower (6.9 vs 8.7; P < 0.05). 

Hartrick et al,46,47 Afilalo et al,48 Upmalis et al,49,50 
and Haeussler et al51 published or presented the results 
of a multicenter. randomized, double-blind. active- and 
placebo-controlled study in patients aged ~18 years 
with pain secondary to end-stage osteoarthritis of 
the hip or knee that was not relieved by nonopioid 
analgesic therapy (off-label lIses). Patients received 
immediate-release tapentadol50 mg, immediate-release 
rapentadol 75 mg, immediate-release oxycodone 10 mg, 
or placebo every 4 to 6 hours (maximum of 6 doses 
per day) for 10 days. The primary end point was the 
sum of pain intensity difference (SPID) over the first 
5 days. Secondary end points included 2- and 10-day 
SPID; 2-, 5-, and 10-day TOTPAR; and sum of total 
pain relief and pain intensity difference (SPRID). Ad-
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verse events were monitored throughout the study. Six 
hundred fifty-nine and 666 subjects were included in 
the efficacy and safety analyses, respectively. Mean 
(SD) age and weight across all treatment groups were 
61.2 (9.83) years and 97 (24) kg, respectively. The least 
squares mean differences from placebo were 101.2 
(95'Yc) CI, 54.58-147.89) in the tapentadol 50-mg 
group and 97.5 (95'!{, CI, 51.81-143.26) in the tapen
tadol 75-mg group (both, P < 0.0(1). The least squares 
mean difference from placebo was also significant for 
oxycodone 10 mg (111.9; 95% CI, 66.49-157.38; P < 
0.001). There were no significant differences in anal
gesic efficacy between either tapentadol dose and 
oxycodone. Mean 2-day TOTPAR scores for the ta
pentadol 50-mg, tapentadol 75-mg, oxycodone lO-mg, 
and placebo groups were 82.0 (52.04), 80.3 (45.87), 
86.7 (52.03), and 54.5 (45.83), respectively (all. P < 
0.001 vs placebo). Mean 5-dayTOTPAR scores in the 
respective groups were 202.2 (122.32),207.6 (108.48), 
216.0 (116.85), and 142.9 (107.49) (all, P < 0.001 vs 
placebo). Mean H)-day TOTPAR scores were 376.6 
(228.37),384.5 (211.09), 391.9 (212.55), and 259.0 
(201.21) (all, P < 0.001 vs placebo). 

Mean (SD) 2-day SPRID scores in the tapentadol 
50-mg, tapentadol 75-mg, oxycodone IO-mg, aod pla
cebo groups were 164.0 (123.12), 164.0 (l16.87), 178.1 
(128.20), and 100.0 (108.96), respectively (all, P < 

0.001 vs placebo).46-51 Mean 5-day SPRID scores in 
the respective groups were 434.4 (333.04), 434.1 
(306.99),462.6 (307.26), and 274.3 (265.80) (all, P < 
0.001 vs placebo). Mean 10-day SPRID scores were 
853.5 (640.36), 817.6 (595.96), 853.7 (573.10), and 
506.8 (510.56) (all, P < 0.001 vs placebo). Neither 
dose of tapentadol was inferior to oxycodone in terms 
of pain control throughout the study. ,\tlost adverse 
effects, including nausea, dizziness, somnolence, vom
iting, headache, constipation, pruritus, diarrhea, and 
fatigue (Table IV), were of mild to moderate intensity. 
No serious adverse effects were reported in tapentadol 
recipients. Discontinuation due to adverse effects oc
curred in 13%, 18%,30%, and 4% of the tapentadol 
50-mg, rapentadol 75-mg, oxycodone 10-mg, and 
placebo groups, respectively. 

In abstract form, Rauschkolb-Loettler et aP2-54 re
ported the results of a multicenter, randomized, douole
blind, placebo-controlled trial in subjects with moder
ate to severe chronic pain secondary to osteoarthritis 
of rhe knee (off-label use). Six hundred seventy sub
jects were assigned to receive extended-release tapen-
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radol 100 mg, extended-release tapentadol 200 mg, 
controlled-release oxycoclone 20 mg, or placebo ad
ministered twice daily for 28 days. Doses were titrated 
over 2 weeks to achieve the maintenance dose. The 
primary efficacy end point was the average pain inten
sity over the previous 24 hours, measured on a 100-mm 
visual analog scale on the final day of the study. Ad
verse events were also evaluated. The mean (SD) ages 
of the tapentadol 100-mg, tapentadol 200-mg, oxy
codone 20-mg, and placebo groups were 56.8 (9.59), 
58.1 (9.34),57.8 (8.97), and 57.4 (8.68) years, respec
tively; the proportions of females were 61 %, 65%, 
64(Yo, and 59%. The majority of subjects in each 
group were white (81 %, 80%, 87%, and 82'Yt.,). The 
mean change from baseline in average pain intensity 
in the tapentadol 200-mg and placebo groups was 
-45.3 (30.37) and -36.8 (29.99) mm, respectively 
(P = 0.02). The least squares adjusted mean (S£) differ
ence in average pain intensity for tapentadol 200 rug 
versus placebo was -8.4 (3.30) mm. The mean (SD) 
change from baseline in average pain intensity in the 
tapentadollOO-mg and oxycoclone 20-mg groups was 
-42.9 (29.29) and -41.8 (28.23), respectively (statisti
cal analysis not provided). The least squares adjusted 
mean (S£) differences in average pain intensity for 
tapentadol 100 rug and oxycodone 20 mg versus pla
cebo were-5.9 (3.34) and -5.4 (3.22) (P = NS). Major 
adverse effects included nausea, vomiting, constipa
tion, somnolence, and dizziness. The reported inci
dences of gastrointestinal events were 30%, 49%, 
56°;':" and 23% in the tapentadol 100-mg, tapentadol 
200-mg, oxycodone 20-mg, and placebo groups, re
spectively. Constipation was reported in 7%. 10%, 
20%, and 5% of the respective groups. Nervous sys
tem symptoms were reported by 24%, 34%, 43%, 
and 15% of subjects. 

Okamoto et aJ55 conducted a further analysis of the 
tolerability data from the previous study and deter
mined that immediate-release tapentadol was associ
ated with improved gastrointestinal tolerability and 
similar efficacy compared with immediate-release 
oxycodone in both opioid-experienced and non
opioid-experienced patients. In non-opioid-experienced 
patients, nausea occurred in 22% of those who re
ceived tapentadol and 35% of those who received 
oxycodone. Vomiting was reported in 18% and 39% 
of these patients, respectively. In opioid-experienced 
patients, nausea was reported in 14% and 23% of 
tapentadol and oxycodone recipients, respective/y, 
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and vomiting was reported in 16(~~) and 21 % of the 
2 groups. Constipation was reported in 14 % and 
27% of non-opioid-experienced patients, and 12'% 
and 2n~ of opioid-experienced patients. 

Rauschkolb-Loeffler et aI5(',57 reported subjective 
assessment scores in the same patient population. Sub
jects rated treatment with tapentadol 100 and 200 mg 
as "very good" or "excellent" 48.8'X) of the time, com
pared with 29.2 % of the time in subjects receiving 
placebo. A further analysis by these authors found 
that the differences in the Western Ontario and i\k
Master Universities pain, stiffness, and physical func
tion subscale scores, and the total score at day 29 were 
statistically significant between tapentadol 200 mg and 
placebo (P = 0.006, P = 0.007, P = 0.023, and P = 
0.006, respectively).58 

The results of a multicenter, randomized, double
blind, active- and placebo-controlled study in 603 pa
tients undergoing first metatarsal bunionectomy have 
been reported in abstract and poster formats. 59- 61 

Patients were assigned to receive immediate-release 
tapentadol 50, 75, or 100 mg; immediate-release oxy
codone hydrochloride 15 mg; or placebo every 4 to 

6 hours (duration not reported). The primary end 
point was the SPID over 48 hours (SPID-48). Other 
evaluations included tolerability and patients' global 
impression of change. The mean (SD) age of the tapen
tadol 50-mg, tapentadol 7S-mg, tapentadol 100-mg, 
oxycodone 15-mg, and placebo groups was 41.5 
(13.27),44.8 (13.61),44.4 (13.68),46.4 (13.02), and 
44.3 (14.45) years, respectively. The proportions of 
females in the respective groups were 85%, 89%, 
84%, 88%, and 90%; the proportions of white sub
jects were 47%,59%,53%,61 %, and 57%; and the 
mean body mass index was 28.1 (5.70),27.6 (6.17), 
28.5 (5.85),28.9 (6.03), and 27.8 (6.00) kg/m2.. Mean 
SPID-48 values for tapentadol 50, 75, and 100 mg 
and placebo were 119.1 (125.86), 139.1 (118.93), 
167.2 (98.99), and 24.5 (120.93), respectively (P < 

0.001, all tapentadol doses vs placebo). The SPID-48 
value for oxycodone 15 rng was 172.3 (110.86) (P < 

0.001 vs placebo). For patients' global impression of 
change, 67%, 77%, and 89'7;, of the tapentadol 50-, 
7.5-, and lOO-mg groups rated their status as "much 
improved" or "very much improved," compared with 
88% of the oxycodone group and 41 % of the placebo 
group (P < 0.001, ,111 tapentadol doses and oxycodone 
vs placebo). Common treatment-related adverse ef
fects included nausea, vomiting, dizziness, and somno-
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lence. Gastrointestinal adverse effects occurred in 
46%,46%, and 59% of the tapentadol .50-, 7.5-, and 
100-mg groups, respectively; 73% of the oxycodone 
group; and 17% of the placebo group. 

Further analysis of these data were presented as a 
poster by Oh et al. 62 Increasing tapenradol doses were 
associated with numerically higher mean TOTPAR 
scores in the first 12,24,48, and 72 hours relative to 
placebo, suggesting a dose-response trend. Gottlieb et 
al63 reported that the SPID at 12, 24, and 72 hours 
during the double-blind treatment period was signifi
cantly improved with all doses of tapentadol com
pared with placebo (P < 0.(01). Finally, in a poster 
presentation, Upmalis et al64 reported patients' global 
impression of change and SPRID at 12, 24, 48, and 
72 hours after the first dose of study medication. For 
the global impression of change, the proportions of 
patients viewing their overall status as "much im
proved" or "very much improved" were 67%, 77%, 
and 89% in the tapentadol 50-, 75-, and 100-mg 
groups, respectively, compared with 88% of oxy
codone subjects and 41 % of placebo subjects. SPRID 
data indicated a dose-dependent increase in the effi
cacy of tapentadol. 

Phase III trials have evaluated the efficacy and tol
erability of tapentadol in several off-label uses, includ
ing low back pain, osteoarthritis pain of the hip, and 
osteoarthritis pain of the knee. Tapentadol also has 
been evaluated in postbunionectomy pain. In a study 
in patients with low back pain or osteoarthritis pain 
of the knee or hip, patients receiving tapentadol 50 to 
100 mg every 4 to 6 hours over 90 days had a lower 
incidence of nausea, vomiting, and constipation than 
did patients receiving oxycodone 1 () to 15 mg every 
4 to 6 hours over 90 days. A greater proportion of 
patients in the oxycodone group discontinued therapy 
due to adverse effects compared with the tapentadol 
group. Pain intensity scores at the end of the treat
ment period were comparable in the 2 groups. When 
study drugs were abruptly discontinued at the end of 
treatment, significantly fewer patients experienced 
mild to moderate symptoms of opiate withdrawal in 
the tapentadol group compared with the oxycodone 
group. In a study in patients with pain caused by os
teoarthritis of the hip or knee, tapentadol and oxy
cod one were associated with significant reductions in 
SPID scores at day 5 compared with placebo. A study 
in patients with chronic pain secondary to osteoar
thritis of the knee found a significant reduction in 
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average pain intensity at day 28 with extended-release 
tapentadol 200 mg compared with placebo. Major 
adverse effects were comparable to those observed in 
other trials. In patients undergoing first metatarsal 
bunionecromy, tapentadol was associated with signifi
cant reductions in SPID scores at 48 hours compared 
with placebo. Also, a significantly greater proportion 
of tapentadol patients indicated that their pain was 
"much improved" or "very much improved" compared 
with placebo. 

DOSING, ADMINISTRATION, AND 
PRECAUTIONS 
The initial recommended dose of tapenradol, which is 
a Schedule Il controlled substance, is 50, 75, or 100 mg 
every 4 to 6 hours, with individualization according to 
the severity of pain.65 On the first day of dosing, the 
second dose may be administered as early as 1 hour 
after the initial dose if satisfactory pain relief is not 
achieved. Daily doses exceeding 700 mg on day 1 of 
therapy and 600 mg/d thereafter are not recommend
ed, as higher doses have not been studied. No dosage 
adjustments are necessary in patients with mild to 
moderate renal impairment; however, the drug has not 
been studied in subjects with severe renal disease and 
tapentadol is not recommended in these individuals. 
Dosage adjustments are not necessary in patients with 
mild hepatic impairment; however, in those with mod
erate liver disease, tapentadol should be initiated at 
50 mg, with a dosing interval of no less than every 
8 hours for the first 24 hours; subsequent doses may 
be given at longer or shorter intervals based on tolera
bility and the analgesic needs of the patient. Use in 
severe hepatic impairment is not recommended. Dos
age adjustments are not necessary in the elderly with 
normal renal or hepatic function. In those with liver 
or kidney disease, dosage adjustments are recommend
ed as described previously. 

Tapentadol is listed in pregnancy category C.65 It 
has not been adequately studied in pregnant women 
and should be used during pregnancy only if the po
tential benefit justifies the potential risk to the fetns. 
The effect of this agent in women nndergoing labor 
and delivery is unknown; therefore, use of tapentadol 
is not recommended in women Juring and immedi
ately before labor and delivery. There is insufficient 
information on the excretion of tapentadol in human 
breast milk, and this agent should not be used during 
breastfeeding. The tolerability and effectiveness of ta-
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pentadol in patients aged < 18 years have not been 
established; thus, use of tapentadol is not recom
mended in this population. 

Patients with significant respiratory depression, 
acure or severe bronchial asthma, or hypercapnia in 
unmonitored settings or in the absence of resuscitative 
equipment should not receive tapentadol.65 As with 
other agents with ~I-opioid-agonist activity, tapenta
dol should not be administered to individuals with 
paralytic ileus, nor to patients receiving or having re
ceived a monoamine oxidase inhibitor within the past 
14 days due to the potential for adverse cardiovascu
lar events. 

Several warnings and precautions have been issued 
for tapentadol. 65 Tapentadol should be used with cau
tion in patients with asthma, chronic obstructive pul
monary disease, cor pulmonale, severe obesity, sleep 
apnea, myxedema, kyphoscoliosis, central nervous 
system depression, or coma. Therapeutic doses may 
lead to increased airway resistance and decreased res
piratory drive to the point of apnea in these individu
als. Concomitant administration of tapentadol with 
agents possessing central nervous system-depressant 
properties may lead to respiratory depression, hy
potension, profound sedation, coma, or death. Tapen
tadol should be used with caution in patients with 
head injury, intracranial lesions, or other sources of 
preexisting elevated intracranial pressure due to the 
risk of further elevating cerebrospinal pressure in 
these patients secondary to respiratory depression and 
carbon dioxide retention. Tapentadol has the poten
tial to be abused by crushing, chewing, snorting, or 
injecting; such practices may lead to overdose and 
death. Tapentadol may impair the physical and mental 
abilities of patients receiving it, putting them at risk 
for personal injury in the performance of hazardous 
tasks such as operating machinery or driving a motor 
vehicle. Tapentadol should be used with caution in 
patients with seizure disorders or any condition that 
would increase the risk of seizures, as systematic study 
in these conditions has not been conducted. Adminis
tration of tapentadol with selective serotonin reuptake 
inhibitors, serotonin and norepinephrine reuptake in
hibitors, tricyclic antidepressants, monoamine oxidase 
inhibitors, other agents that impair serotonin metabo
lism, and triptans may result in development of the 
potentially life-threatening serotonin syndrome. Tapen
radol may produce spasms of the sphincter of Oddi 
in patients with biliary tract disease, including acute 
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pancreatitis, and should be used with caution in this 
population. Finally, withdrawal symptoms may occur 
with abrupt discontinuation of tapentadol. Gradual 
tapering of the dose usually reduces sllch symptoms. 

PHARMACOECONOMIC CONSIDERATIONS 
No pharmacoeconomic studies of rapentadol were 
identified. The average wholesale prices of 100 tablets 
of the 3 commercially available dosage strengths are 
$204.00 for the 50-mg tablets, $238.80 for the 75-mg 
tablets, and $318.00 for the 100-mg tablets (personal 
communication, J. Stowe, RPh, October 2009). 

DISCUSSION 

of clinical trials were available in only a few cases; 
most data were in the form of published abstracts or 
poster presentations at national and international 
meetings. Many of the investigators and authors were 
affiliated with the manufacturer of tapenradol, intro
ducing a potenrial for bias. In addition, most trials 
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were conducted in acute pain f>ituations, and little 
data are available on the use of tapentadol in chronic 
pain condo ·ons:- Another limItatIOn \vas the la& of 
c mparative pharmacoeconomic data for tapentadol 
and other commonly used analgesic agents. 

CONCLUSIONS 
Tapentadol is an oral analgesic with efficacy in nu
merous pain situations. It was generally well tolerated 
in the studies reviewed and appeared to have a mini
mal potential for drug-drug interactions. It is antici
pated that tapentadol will be an important addition to 
the armamentarium for the management of moderate 
to severe pain. 
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(304) Importance of opioid side effects in pain management 
from patient perspective 

W Kwong, A Gasik, S Voeller. S Kavanagh, R Gregorian; Johnson and Johnson 
Pharmaceutical Services, L. L. C, Raritan, NJ 

opioids provide efficacious treatment for moderate to severe pain but 
they are often associated with dose-limiting side effects. This study exam
ined the relative importance of pain relief and opioid side effects in pa
tients' preferences for pain medication. A total of 618 patients (302 acute 
pain and 316 chronic pain) who had received scheduled opioids within 
the past 3 months completed an internet survey related to their experi
ence with opioid medications, including an adaptive conjoint analysis 
(ACA) experiment. In the ACA experiment, patients reviewed 20 pairs 
of hypothetical opioid pain medications described by varying levels of 
two or three of the following attributes: pain relief efficacy (reduction 
of 1 to 4 points on the II-pOint NRS); incidence rates of nausea (15 to 
75%), vomiting (5 to 45%), constipation (5 to 35%), drowsiness (5 to 
25%) and pruritus (0 to 20%). For each pair of products, patients were 
asked to state their relative preference for one product over another as
suming all other product characteristics were equal. Forty-four percent of 
patients reported experiencing nausea, 17% for vomiting, 58% for con
stipation, 76% for drowsiness, and 29% for pruritus from their recent 
opioid medications. Results of ACA found opioid side effects explained 
76% of patient preference and pain relief explained only 24%. Nausea 
and vomiting were the most important side effects, accounting for 
23% and 26% of patient preference, respectively, followed by constipa
tion (12%), pruritus (11 %) and drowsiness (4%). Acute and chronic pain 
patients had similar results. The relative importance of side effects was 
confirmed in an open-ended question where 51 % of patients identified 
side effect reduction as an unmet need for opioids, with pain relief iden
tified by only 27% patients. Reduction of opioid-related side effects was 
identified as an important area for the improvement of pain treatment 
from the patient perspective. (Funded by Johnson & Johnson Pharmaceu
tical Services, loloC) 

(305) The efficacy and safety of buprenorphine transdermal 
system (BTOS) in subjects with moderate to severe low 
back pain: a double-blind study 

D Steiner. C Munera, M Hale, S Ripa, C Landau; Purdue Pharma, L. P., Stamford, a 
This multicenter, randomized, double-blind, double-dummy, active com
parator, parallel-group study employed an enrichment design. Subjects 
who demonstrated analgesiC benefit and tolerability with BTDS 20 treat
ment in the run-in period were randomized to receive BTDS 20 q7 days, 
BTDS 5 q7 days, or OxyIR'" capsules 4O-mg daily (10 mg q6h), and match
ing placebos in the 12-week double-blind phase, There were 660 male 
and female adult subjects with chronic low back pain in the full analysis 
population. Analysis of the primary efficacy variable "average pain over 
the last 24 hours" scores collected at double-blind weeks 4,8, and 12 re
sulted in significant treatment differences for BTDS 20 vs BTDS 5 (P < .001) 
and for OxyIR'" vs BTDS 5 (P < .001). Three secondary variables were ana
lyzed using a step-wise gate-keeping approach for multiple comparisons. 
Subjects randomized to BTDS 20 reported significantly less sleep distur
bance (P <: .001) and decreased use of s'!Pplemental analgesic medication 
(P", .006) vs BTDS 5. Analyses of OxyIR' vs BTDS 5 were not significantly 
different for any secondary endpOint. 49%, 55%, and 35% of subjects in 
BTDS 20, OxyIR, ., and BTDS 5 groups, respectively, demonstrated a 30% 
improvement in pain. There was 1 death (drowning) in the run-in period, 
considered unrelated to treatment. The nature and frequency of treat
ment-emergent adverse events observed (BTDS 5, [58%); BTDS 20, 
[77%); OxyIR"', [71%)) were similar for those systemic events expected 
with opioid agonists and for application site reactions associated with 
transdermal preparations. Clinical laboratory tests and vital signs did 
not reveal any apparent safety concerns. This study demonstrated the an
algesic efficacy and safety of BTDS 20 for the relief of moderate to severe 
chronic low back pain. (Funded by Purdue Pharma loP.) 

(306) A randomized, double-blind, placebo- and active-con
trolled phase III study of tapentadol ER for chronic low 
back pain: analysis of efficacy endpoint sensitivity 

M Etropo/ski, C Rauschkolb-L6ffler, D Shapiro, A Okamoto, C Lange; Johnson & 
Johnson Pharmaceutical Research and Development, L.L. c.. Titusville, NJ 
Tbis phase III st, ,dl' evah ,ated the efficacy and safety of taDentadol ER for 
the relief of moderate-to-severe cbrQOic low back pain over a 3-week ti
tration period and all-week m'\inl:eoaOl:e..petiad Bandami7.ed rJ.alients 
received controlled adjustatl/e dn;;;;;;ap;ntadn, iRiiooo25Oriigi oxy
c HCI CR 20-50m ), or lacebo bid. The change from baseline in 
average pain intensity at Wee 12 of the maintenance period was 
measured using the last observation carried forward (LOCF) for missing 
values. Sensitivity analyses to assess the impact of imputation method 
used baseline observation carried forward (BOCF), worst observation 
carried forward (WOCF), placebo mean imputation (PM I), and modified 
BOCF based on the patient's global impression of change. Of the 981 
randomized patients, 965 were evaluable for safety and 958 for efficacy. 
Compared with placebo, tapentadol ER significantly reduced PI at Week 
12 using LOCF (P <: 0.001) and all other imputation methods (P = 0.003 or 
better). Oxycodone CR significantly reduced PI at Week 12 using LOCF 
(P <: 0.001), PMI, and modified BOCF, but not BOCF or WOCF. Significantly 
higher proportions of patients taking tapentadol ER responded with 
::=:30% (P < 0.001) and ;,,50% (P '" 0.016) improvements in PI compared 
with placebo at Week 12. Oxycodone CR did not differ significantly 
from placebo in the number of patients with ;,,30% or ;,,50% improve
ments in PI. Oxycodone CR was associated with higher incidences of 
treatment-emergent adverse events (TEAEs; 84.8%) and discontinuations 
due to TEAEs (31.7%) than tapentadol ER (75.5% and 16.7%, respec
tively) or placebo (59.6% and 4.4%). The higher tolerability-related dis
continuation rate of oxycodone CR likely impacted sensitivity analyses 
that more conservatively accounted for discontinuations and the inabil-
ity to maintain treatment through Week 12. Ta entadol . ely \ 
relieved chronic low back ain usin a . thod$ with an ) 
im rove 0 era I ro I e. (Stud su Johnson & Johnson 

I 
P rmaceutical Researc - mbH.) 

I.-. 
------------------------~ 
(307) An open label study of oxymorphone extended release in 

patients with chronic neuropathic pain 
S Nalamachu, A Chhatre, A Reece; International Clinical Research Institute, 
Overland Park, KS 
Neuropathic pain (NP), a complex condition with hypoesthesia, allody
nia, and hypersensitivity, can develop subsequent to nerve damage and 
is difficult to treat with substantial negative effects on patient quality 
of life (QoL). Diabetic neuropathy, postherpetic neuralgia, and neuropa
thy secondary to chemotherapy are NP conditions. Treatment may re
quire combinations of therapies (antidepressants, antiepileptics, topical 
anesthetics, opioid analgesics), yet can result in unacceptable adverse 
events (AEs), including sedation and cognitive dysfunction. A single 
effective analgesic might decrease the likelihood of AEs and potentially 
improve QoL. This single-center, open-label, 12-week study is evaluating 
the efficacy and safety of oxymorphone extended-release (ER) in opioid
tolerant NP patients (n '" 30). Patients must be aged 18 to 75 years with 
chronic (>6 months) pain secondary to documented neuropathy; women 
must use approved birth control. Exclusion criteria include: uncontrolled 
pain, opioid allergy, alcohol or substance abuse, previous oxymorphone 
use, medically-significant severe asthma. Breakthrough pain therapies 
and other medications previously used for NP (excluding long-acting opi
oids) can continue at the same dose. Oxymorphone ER will be used at the 
closest lowest dose to patients' previous opioid therapy. At 2, 4, 8, and 12 
weeks, patients complete the Brief Pain Inventory (BPI), Pain Quality 
Assessment Scale (PQAS), and Sleep Quality Assessment (SQA). Efficacy 
endpoints are BPI average daily pain intensity (question 5) change from 
baseline at 12 weeks (primary) and changes from baseline for other ques
tions on the BPI, PQAS, and SQA (secondary). AEs are recorded through
out for onset severity, outcome, and relationship to treatment. This 
study is designed to determine if oxymorphone ER will alleviate NP of 
>6 months duration. Preliminary data suggest that patients tolerated 
oxymorphone ER well (with no serious AEs), had effective meaningful 
pain relief, and showed improvement in sleep quality. (Supported by 
Endo Pharmaceuticals Inc, Chadds Ford, PA.) 
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Tapentadol takes on pain and takes out GI adverse events 

Tapentadol, a novel centrally acting pain reliever, has two mechanisms of action in 

a single molecule: IJ-opioid receptor antagonism and norepinephrine reuptake inhibition. 

An immediate-release (IR) formulation of tapentadol • has demonstrated analgesic 

efficacy and satisfactory tolerability, particularly regarding GI adverse events in three 

multicentre, randomised phase III studies that were presented at the 27th annual 

scientific meeting of the American Pain Society. 1 '2'3 

Gets the jump on joint pain 

659 patients with end-stage jOint disease and awaiting joint replacement surgery 

received either oral tapentadollR 50mg, tapentadollR 75mg, oxycodone IR 10mg or 

placebo, every 4-6 hours. 1 

The sum of pain intensity differences was assessed at 2, 5 and 10 days. Significant 

relief of pain from end-stage joint disease was observed with tapentadollR 50mg and 

75mg, compared with placebo, when assessed over 5 days of treatment. 

The incidence of GI adverse effects, such as nausea, vomiting and constipation, was 

significantly lower with tapentadollR than with oxycodone IR [see Table 1]. 

Table 1. GI adverse effects: tapentadol vs oxycodone 

https://ovidsp.tx.ovid.comlsP-3.2.1/ovidweb.clZi 
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Overall, treatment emergent adverse events were reported in 52% of the 

tapentadollR 50mg recipients, 71% of the tapentadollR 75mg recipients and 84% of the 

oxycodone IR 10mg recipients. 

Bunionectomy pain busted 

In another trial, 603 patients who had undergone bunionectomy received 50mg, 

75mg or 100mg doses of tapentadollR, oxycodone IR 15 mg or placebo.2 

The sum of pain intensity differences at 12, 24, 48 and 7Z hours significantly 

favoured each of the tapentadollR groups over the placebo group. Notably, the 

proportion of tapentadollR 100mg recipients achieving a >= 30% improvement in pain 

intensity at 48 hours, was similar to that for the oxycodone IR 15mg recipients (79% vs 

78%, respectively). 

The incidence of GI adverse effects was lower with the 50mg, 75mg and 100mg 

doses of tapentadollR than with the 15mg dose of oxycodone IR (46%, 46% and 59% vs 

73%, respectively). 

Musculoskeletal pain managed 

878 patients with low back pain or pain from osteoarthritis of the knee or hip were 

assigned in a ratio of 4: 1 to receive flexible dosing every 4-6 hours with tapentadollR 50 

or 100 mg/dose (maximum 600 mg/day) or oxycodone IR 10 or 15 mg/dose (maximum 90 

mg/day).3 Patients were treated for up to 90 days. 

Both the tapentadollR and oxycodone recipients achieved significant reductions in 

pain. However, a smaller proportion of the tapentadollR recipients experienced 

treatment emergent adverse events than the oxycodone IR recipients (76% vs 83%). 

Furthermore, the incidence of nausea, vomiting and constipation and composite 

nausea/vomiting was Significantly lower with tapentadollR than with oxycodone IR • 

• Grunenthal, Ortho-McNeil, Johnson ft Johnson Pharmaceutical Research and 

Development; preregistration in the US for pain, and phase III in the EU, Russia, Croatia, 

Serbia and Montenegro and Ukraine for postoperative pain [Context Link] 

1. Johnson ft Johnson Pharmaceutical Research and Development LLC.Results of Phase 3 

Study Show TapentadollR Relieves Acute Pain and Offers Favorable Gastrointestinal 

httos:/ /ovidso.tx.ovid.com/so-3 .2.1 /ovidweh.cQi 
1 
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t Tolerability Profile. Media Release: 9 May 2008. Available from: URL: 

http://www.jnjpharrnamd.(:orn [Context Link] 

) 

2. Johnson &. Johnson Pharmaceutical Research and Development LLC. New Data From 

Phase 3 Study Suggests Tapentadol Immediate Release Effective for Acute Pain From 

Common Foot Surgery. Media Release: 9 May 2008. Available from: URL: 

httP;!/www.injpharmarnd.com [Context Link] 

3. Johnson &. Johnson Pharmaceutical Research and Development LLC.New Study 

Suggests Tapentadol IR for Acute Pain Is Associated With Improved Gastrointestinal 

Tolerability Compared to Oxycodone IR. Media Release: 9 May 2008. Available from: 

URL: http:Uwww.jnjpharmarnd.com [Context Link] 
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(300) A randomized. double-blind study of OROS"" hydromo .... 
phone extended release compared to placebo in opioid
tolerant patients with moderate-to-severe chronic low 
back pain 

M Hale, R Rauck, S U, M Kutch; Goldcoast Research. Weston, FL 

Chronic low back pain (LBP) contributes substantially to both individual 
and societal healthcare burden and work-related disability often requir
ing treatment with around-the-clock opioids. This was a 12-week, ran
domized, placebo-controlled, double-blind trial evaluating the efficacy 
and safety of once-daily OROS'" hydromorphone extended-release (ER) 
in the treatment of chronic LBP in opioid-tolerant patients. Patients 
who had a diagnosis of moderate-to-severe chronic LBP and required 
daily scheduled opioid analgesics (oral morphine equivalent doses be
tween 60 - 320 mglday) for ;,,2 months prior to screening, were eligible 
for inclusion. Following a dose conversion, patients were enrolled in 
a 2-4 week titration phase. Those patients who established a stable 
dose of study medication were randomized to receive either OROS 
hydromorphone ER (individually titrated to 12, 16,24,32,40,48, or 64 
mg doses) or placebo. Immediate-release hydromorphone (2, 4, or 8 
mg) was supplied as rescue medication. The primary efficacy variable 
was the mean change from baseline to week 12 or final visit in average 
weekly pain intensity scores on ll-point Numeric Rating Scale (NRS) 
obtained from patient diaries. Secondary efficacy variables included 
the mean change from baseline to the entire 12-week treatment phase 
(AUC analysis) based on diary NRS scores, mean change from baseline 
to each post-baseline clinic visit based on visit NRS scores, time to treat
ment failure, patient global assessments, disability assessment, rescue 
medication use, and total drop-out analysis. Safety assessments included 
overall adverse events (AEs), serious AEs, vital signs, standard laboratory 
tests, and ECG. Full efficacy and safety results will be presented. (This 
study was supported by Neuromed Pharmaceuticals.) 

Abstracts 
(302) Does the use of short-acting opioid for breakthrough 

pain improve pain scores and quality of life in chronic 
pain patients? 

K Luu, B Huh; Duke University Medical Center. Durham, NC 
Breakthrough pain (BTP) is a pain which comes on abruptly for short pe
riods of time and is not alleviated by a patient's normal pain manage
ment. BTP may have significant impact on a patient's quality of life and 
on health care costs. We examined whether the use of short-acting opi
oid for BTP improves pain scores and the functional status in chronic 
pain patients. After obtaining institutional review board approval, the 
medical records of patients on chronic opioid seen in the Duke Pain CliniC 
over a two month period were reviewed. The control group comprised of 
patients taking a stable dose of long-acting opioid for greater than 3 
months, while the BTP group had patients who were taking long-acting 
opioid (> 3 months) plus short-acting opioid for BTP on an as-needed ba
sis. The visual analog score (VAS) and Brief Pain Inventory (BPI) scores 
(measuring seven quality of life parameters including general actiVity, 
mood, ability to walk, affects on normal work, relationship, sleep, and 
enjoyment of life) between the two groups were compared. A total of 
92 patients were selected with 51 patients (17 males, 34 females; mean 
age 52.4 years) in the control and 41 patients (20 males and 21 females, 
mean age 53.1 years) in the BTP group. Our study did not detect a statis
tical difference in the VAS or BPI scores (quality of life parameters) be
tween the two groups (range of p = 0.42 to p = 0.9). Although patients 
in the BTP group used more total oral morphine equivalent opioid 
per day than the control group (114 mg vs. 79.7 mg, p<0.OOO2) and had 
longer duration of care in the pain clinic, this latter result did not reach 
statistical Significance (72 months vs. 67 months, p = 0.42). 

~ ____ ~~~/~v~~~~q~~~?~I~~~~------l\ 
(301) Efficacy and safety of tapentadol ER for chronic low back (303) Long-term use of narcotics by patients with chronic pan-

pain: results of a randomized. double-blind. placebo- and creatitis pain: A case study from Taiwan 
active-controlled phase III study C Chang, C Chien, C TSeng, P Hsu; National Bureau of Controlled Drugs. Taipei, 

R Buynak, D Shapiro. A Okamoto, I Van Hove, M Etropolski; Northwest Indiana Taiwan 
Center for Clinical Research. Valparaiso,/N In recent years, chronic illness had brought the tremendous influence to 
The efficacy and safety of tapentadol ER for chronic low back pain were human health. In Taiwan, when patients with chronic intractable non-
evaluated in a randomized, double-blind, active- and placebo-controlled cancer pain needed long-term use of narcotics, they had to be approved 
phase III study that included a 3-week titration period and 12-week main- by RACCDMU (Review and Approval Committee on Controlled Drugs for 
tenance period. Randomly assigned patients (N = 981) received con- Medical Use, Department of Health). In this study, we utilized 200S-2007 

I 

trolled adjustable doses of tapentadol ER (100-2S0mg), oxycodone HCI case data reviewed by RACCDMU to analyze the medication, follow-up, 

.1' 

CR (20-50mg), or placebo bid; 965 patients were evaluable for safety and related risk factor of patient with chronic pancreatitis. This research 
and 958 for efficacy. The change from baseline in mean pain intensity analyzed 34 cases with chronic pancreatitis in 2005-2007. The average 
(measured by an l1-point numerical rating scale) was measured at age of male and female was 39.3 and 46.0 ylo, respectively. We mainly dis-
Week 12 of the maintenance period using the last observation carried covered: (l)There is a preponderance male patient in all cases (male:32, 
forward for missing values. Pain intensity declined significantly more female:2). Further, approximately 85.3% male cases had heavy drinking 

I with tapentadol ER (mean, -2.9; standard deviation, 2.66; P < 0.001) records; contrariwise, all female cases weren't alcoholism. (2}The five 
I and oxycodone CR (-2.9, 2.52; P < 0.001) than placebo (-2.1, 2.33). The in- narcotics used frequently: Pethidine Inj. 50mg/ml (41.2%), Morphine I cidence of treatment-emergent adverse events (TEAEs) during the study tab. 10mg (38.2%), Morphine Sulfate Sustained Release Tab. 30mg 

were 59.6%, 75.5%, and 84.8%, respectively, for the placebo, tapentadol (35.3%), Fentanyl patch 2S-50ug/h (23.5%), and MST Conti nus Tab. 

\ 

ER, and oxycodone CR groups; the incidences of specific TEAEs, respec- 60mg (20.6%). It appeared that some patients received more than one 
tively, were 9.1 %, 20.1 %, and 34.5% for nausea; 1.6%, 9.1%, and kind of narcotics. (3}Additionally, 55.9% patients were associated with 
19.2% for vomiting; 5.0%, 13.8%, and 26.8% for constipation; 5.6%, psyc~ological problems. Regarding patients' follow-up, 25 patients still 
11.9%, and 17.1 % for dizziness; and 2.5%, 13.2%, and 16.2% for somno- continued to use; however, 6 patients already quitted and 3 patients 
lence. The incidences of serious AEs (SAEs) were 0.9% in the placebo had d.eceased. In. ~ummary, excessive drinking maybe a risk factor of 

I
I group, 2.2% in the tapentadol ER group, and 3.4% in the oxycodone chrome pancreatitis; however, the other pathogenic causes (such as: 

CR group; no specific SAE was reported by > 1 patient per treatment genes, etc.) need further studies. Moreover. because chronic pancreatitis 
! group. Considerably more patients treated with oxycodone CR discontin- often attacks repeatedly, the majority of physicians prescribe Pethidine 

I
I. ued treatment due to AEs during the entire study (32.3%) and during the and long-acting opioids to alleviate patients' pain simultaneously. 

titration period (26.5%) compared with tapentadol ER (16.7% and Finally, in order to avoid patients becoming addicted, hospitals must 
\ 10.7%, respectively) and placebo (4.7% and 2.5%). In this study, tapenta- establish appropriate treatment plans for patients to reduce use of 

I
!, dol ER effectively relieved chroniC low back pain with better gastrointes- narcotics gradually. 

tinal tolerability and fewer discontinuations due to AEs, especially during 1\ 
the titration of study medication, than oxycodone CR. (Study supported 

\ by Johnson & Johnson Pharmaceutical Research & Development, L.l.c. \ 
< and Grunenthal GmbH.) 

\ 
'------------------------------------' 
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TAPENTADOL, A NOVEL CENTRALLY ACTING ANALGESIC: 
PRECLINICAL EVIDENCE FOR A DUAL MODE OF ACTION 
UNDERLYING ITS BROAD EFFICACY PROFILE 

T.M. Tzschentke 1 ., 1. De Vry 1, T. Christoph 1, B. Kogel1, K. Schiene 1• 

H.H. Hennies1, W. Englberger1, U. Jahnel1, T.I.F.H. Cremers2, 
E. Friderichs 1. 'Preclinical Research and Development. Griinenthal 
GmbH. Aachen. Germany. 2 Brains-on-Line. Groningen. The Netherlands 

Background and Aims: Tapentadol [(-)-(IR,2R)-3-(3-Dimethylamino-l
ethyl-2-methyl-propyl)-phenol] is a novel analgesic with a dual mode of 
action, !J. opioid receptor (MOR) agonism and noradrenaline (NA) reuptake 
inhibition, and a broad analgesic efficacy. 
Methods: Tapentadol was tested in a range of in vitro and in vivo 
experiments to characterize its dual mode of action. 
Results: Tapentadol binds to MOR with a Ki = 0.1 ~tM, and has an efficacy 
of 88% in a [3SS]GTPgammaS binding assay, relative to morphine. In 
addition, it has a Ki = O.5!J.M for synaptosomal NA reuptake inhibition. 
The functional relevance of NA reuptake inhibition was supported by in 
vivo brain microdialysis studies showing that tapentadol, in contrast to 
morphine, produces dose-dependent increases in extracellular levels of 
NA in the analgesic dose range (up to 4S0% at IOmglkg). A pronounced 
noradrenergic contribution to the analgesic efficacy was demonstrated in 
a rat neuropathic pain model, where the analgesic effect of tapentadol 
(IOmglkg) was strongly antagonized by the a2-NA receptor antagonist 
yohimbine (2.IS mglkg), but was only weakly affected by the MOR 
antagonist naloxone (0.3 mg/kg), whereas the opposite was the case for 
morphine (6.81 mglkg). In the mouse writhing model, the analgesic effect 
of morphine (0.681 mglkg) was much more susceptible to antagonism by 
naloxone (0.001--1 mglkg) than that of an equipotent dose of tapentadol 
(3.16 mglkg). 
Conclusions: Tapentadol's dual mode of action is based on MOR agonism 
and NA reuptake inhibition. There is clear evidence that both mechanisms 
of action contribute to its analgesic effects. 

197 
IN VITRO STUDY FOR THE POSSIBLE NEUROTOXIC 
EFFECT OF CLONIDINE IN NEURONAL CELLS FROM RAT 
NEUROBLASTOMA CELL LINE 

E. Guner1, E.A. Yentur 1 ., I. Tuglu2• I Anaesthesiology Dept._ 2 Histology 
Dept .• Celel Bayar University. Manisa. Turkey 

In this study, Cells differentiated by 24 hours treatment with I mM 
dbcAMP. which induces outgrowth of axonal neurites. Cell viability was 
measured by MTT and neurite inhibition was calculate by neurotoxicity 
screen test. 
We treated NB2a neuroblastoma cells with cIonidine which were diluted 
to I: I, 1:5 and I :25 concentration. There was no obvious but slight 
toxic effect at all selected time intervals during culture period. In the 
presence of any concentration of clonidine, toxic effect did not significantiy 
inhibite the outgrowth ofneurites from differentiating NB2a neuroblastoma 
cells. However, there was dose dependent cell death according to MTT 
measurements and neurite inhibition according to neurotoxicity screen 
test measurements before and after differentiation of the cells in culture. 
Moreover, high density cultures were more protective this slight but not 
significant toxic effect. 
In this study, we used neurotoxicity screen test to understand the neurotoxic 
effect of c10nidine without any complication of in vivo condition. The 
slight effect of neurotoxicity may originate from preservation agents 
in the drug even c10nidine may show neuroptotective effect for them. 
Investigating the toxic effects on the neurons that are deprived from the 
protection of their environment in vivo conditions by using this method, 
can be important to show both the acute and late effects. As the result of 
this study, the administration of new compounds to neuron life must be 
supported by data of neurotoxicity screen test and the lack of neurotoxicity 
must have been previously checked before clinical administration. 

Abstracts, 5th EFIC Congress, Free Presentations 

Topic B: SYSTEMS (PHYSIOLOGY, ANATOMY, 
ANIMAL MODELS) 

BOI ANIMALS MODELS OF CHRONIC PAIN 

198 
HYPERTENSIVE MONOARTHRITIC RATS EXHIBIT LOWER 
INFLAMMATION AND HYPERALGESIA THAN THEIR 
NORMOTENSIVE CONTROLS 

D. Pinho 1, M. Morato 1.3, 1. Marques-Lopes 1, T. Sousa 1 , L Tavares2, 

A. Albino-Teixeira 1 •• 'Institute of Pharmacology and Therapeutics; 
! Institute of Histology and Embryology. Faculty of Medicine & IBMC, 
Porto. 3 Pharmacology Department. Faculty of Pharmacy. Porto. Portugal 

Backgroundlaims: Hypertension is associated with decreased responses 
to acute pain. Although chronic pain is highly prevalent in hypertensive 
humans, it remains to be evaluated whether hypertension-induced hypoal
gesia also occurs in that pain condition. Here we evaluated this issue, using 
a chronic inflammatory pain model (monoarthritis) in and 1,3-dipropyl-
8-disulfophenylxanthine (DPSPX)-induced and spontaneous hypertension 
(SHR). 
Methods: Complete Freund's adjuvant (CFA) was injected in left tibio
tarsal joint of male Wi star rats infused for 7 days with DPSPX or 
saline, and SHR or Wistar-Kyoto controls. Before CFA injection, and on 
days 2, 4, 7, 10, and 14, von Frey thresholds and ankle-bend responses 
were determined and the progressiun of monoarthritis was evaluated by 
measuring joint diameter and inflammation score. On day 16, anaesthetised 
animals were subjected to noxious mechanical stimulation of the ipsilateral 
hindlimb skin and spinal dorsal hom Fos-expression was quantified. 
Results: Before CFA injection, all hypertensive rats exhibited higher 
von Frey thresholds than normotensives. On day 2, von Frey thresholds 
decreased in all groups, and ankle-bend and inflammation scores were 
maximal. From day 7 onwards, ankle-bend and inflammation scores, and 
joint diameter of hypertensives started to decrease, while inflammation 
continued to increase in normotensives. Von Frey thresholds remained 
consistently lower in normotensives. Fos-expression was lower in deep 
dorsal hom laminae of hypertensives. 
Conclusions: During chronic inflammatory pain, hypertensives exhibit 
lower hyperalgesia and decreased activation of deep dorsal hom neurones. 
It is important to ascertain if that lower hyperalgesia is due to the lower 
inflammation observed. 
POCTIINSE/45409/2002 and POCTIINSE/3895212001 of FCT/FEDER. 

199 
THALAMOCORTICAL PAIN PROCESSING IN FREELY 
BEHAVING RATS: A STUDY BASED ON CHRONIC 
EXTRACELLULAR MULTICHANNEL RECORDINGS 

H. Cardoso-Cruz 1 ., D. Lima 1,3, V. Galhardo 1.2. I Morphophysiology 
of the Somatosensory System Dept .• Institute for Molecular and Cell 
Biology. University of Porto 21nstitute of Histology and Embryology. 
Faculty of Medicine. University of Porto. 3 Laboratory of Molecular and 
Cell Biology, Faculty of Medicine, University of Porto. Portugal 

Thalamocortical (TC) loop between VPL nuclei and SI cortex of the rat 
somatosensory system has been proposed to be involved in the sensory
discriminative processing of pain. This study aims at the description of TC 
neuronal dynamics during pain processing induced by peripheral formalin 
injection. Eleven male Sprague-Dawley rats were used in this study. 
Chronic implantation of matrices of 4x2 isonel-tungsten microelectrodes 
was used to record multi-neuron activity and local-field-potentials (LFPs). 
We have recorded 179 neurons (84-VPL, 95-SI). During experiments. ani
mals were awake and allowed to move freely in a recording chamber. One 
hour after the beginning of recording a subcutaneous injection of formalin 
was done in the dorsal surface of the contra- or ipsilateral hindpaw and 

000593 



S54 European Journal of Pain 2006, Vol JO (suppl SI) 

196 
TAPENTADOL, A NOVEL CENTRALLY ACTING ANALGESIC: 
PRECLINICAL EVIDENCE FOR A DUAL MODE OF ACTION 
UNDERLYING ITS BROAD EFFICACY PROFILE 

T.M. Tzschentke 1 " J. De Vry 1, T. Christoph 1 , B. Kogel1 , K. Schiene 1• 

H.H. Hennies1, W. Englbergerl, U. Jahnel1, T.I.F.H. Cremers2 , 

E. Friderichs 1. / Preclinical Research and Development. Griinenthal 
GmbH. Aachen. Germany. 2 Brains-on-Line. Groningen. The Netherlands 

Background and Aims: Tapentadol (-:-)-(IR,2R)-3-(3-Dimethylamino-l
ethyl-2-methyl-propyl)-phenol] is a novel analgesic with a dual mode of 
action, ft opioid receptor (MOR) agonism and noradrenaline (NA) reuptake 
inhibition, and a broad analgesic efficacy. 
Methods: Tapentadol was tested in a range of in vitro and in vivo 
experiments to characterize its dual mode of action. 
Results: Tapentadol binds to MOR with a Ki = 0.1 ~lM, and has an efficacy 
of 88% in a [35S]GTPgammaS binding assay, relative to morphine. In 
addition, it has a Ki = 0.5 ftM for synaptosomal NA reuptake inhibition. 
The functional relevance of NA reuptake inhibition was supported by in 
vivo brain microdialysis studies showing that tapentadol, in contrast to 
morphine, produces dose-dependent increases in extracellular levels of 
NA in the analgesic dose range (up to 450% at 10mg/kg). A pronounced 
noradrenergic contribution to the analgesic efficacy was demonstrated in 
a rat neuropathic pain model, where the analgesic effect of tapentadol 
(10 mg/kg) was strongly antagonized by the a2-NA receptor antagonist 
yohimbine (2.15 mg/kg), but was only weakly affected by the MOR 
antagonist naloxone (0.3 mg/kg), whereas the opposite was the case for 
morphine (6.81 mglkg). In the mouse writhing model, the analgesic effect 
of morphine (0.681 mg/kg) was much more susceptible to antagonism by 
naloxone (0.00 1-·1 mg/kg) than that of an equipotent dose of tapentadol 
(3.16mg/kg). 
Conclusions: Tapentadol's dual mode of action is based on MOR agonism 
and NA reuptake inhibition. There is clear evidence that both mechanisms 
of action contribute to its analgesic effects. 

197 
IN VITRO STUDY FOR THE POSSIBLE NEUROTOXIC 
EFFECT OF CLONIDINE IN NEURONAL CELLS FROM RAT 
NEUROBLASTOMA CELL LINE 

E. Guner1, E.A. Yentur1 ., I. Tuglu2 . / Anaesthesiology Dept •. ! Histology 
Dept .• Celel Bayar University. Manisa. Turkey 

In this study, Cells differentiated by 24 hours treatment with I mM 
dbcAMP, which induces outgrowth of axonal neurites. Cell viability was 
measured by MTT and neurite inhibition was calculate by neurotoxicity 
screen test. 
We treated NB2a neuroblastoma cells with c10nidine which were diluted 
to 1: 1, 1:5 and I :25 concentration. There was no obvious but slight 
toxic effect at all selected time intervals during culture period. In the 
presence of any concentration of clonidine, toxic effect did not significantly 
inhibite the outgrowth of neurites from differentiating NB2a neuroblastoma 
cells. However, there was dose dependent cell death according to MTT 
measurements and neurite inhibition according to neurotoxicity screen 
test measurements before and after differentiation of the cells in culture. 
Moreover. high density cultures were more protective this slight but not 
significant toxic effect. 
In this study, we used neurotoxicity screen test to understand the neurotoxic 
effect of clonidine without any complication of in vivo condition. The 
slight effect of neurotoxicity may originate from preservation agents 
in the drug even clonidine may show neuroptotective effect for them. 
Investigating the toxic effects on the neurons that are deprived from the 
protection of their environment in vivo conditions by using this method, 
can be important to show both the acute and late effects. As the result of 
this study, the administration of new compounds to neuron life must be 
supported by data of neurotoxicity screen test and the lack of neurotoxicity 
must have been previously checked before clinical administration. 
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198 
HYPERTENSIVE MONOARTHRITIC RATS EXHIBIT LOWER 
INFLAMMATION AND HYPERALGESIA THAN THEIR 
NORMOTENSIVE CONTROLS 

D. Pinho 1, M. Morato 1.3, J. Marques-Lopes 1, T. Sousa 1, I. Tavares2, 
A. Albino-Teixeira 1 '. / Institute of Pharmacology and Therapeutics; 
! Institute of Histology and Embryology. Faculty of Medicine & IBMC. 
Porto. J Pharmacology Department. Faculty of Pharmacy. Porto, Portugal 

Background/aims: Hypertension is associated with decreased responses 
to acute pain. Although chronic pain is highly prevalent in hypertensive 
humans, it remains to be evaluated whether hypertension-induced hypoal
gesia also occurs in that pain condition. Here we evaluated this issue, using 
a chronic inflammatory pain model (monoarthritis) in and 1,3-dipropyl-
8-disulfophenylxanthine (DPSPX)-induced and spontaneous hypertension 
(SHR). 
Methods: Complete Freund's adjuvant (CFA) was injected in left tibio
tarsal joint of male Wistar rats infused for 7 days with DPSPX or 
saline, and SHR or Wistar-Kyoto controls. Before CFA injection, and on 
days 2, 4, 7, 10. and 14, von Frey thresholds and ankle-bend responses 
were determined and the progressivn of monoarthritis was evaluated by 
measuring joint diameter and inflammation score. On day 16, anaesthetised 
animals were subjected to noxious mechanical stimulation of the ipsilateral 
hindlimb skin and spinal dorsal hom Fos-expression was quantified. 
Results: Before CFA injection, all hypertensive rats exhibited higher 
von Frey thresholds than normotensives. On day 2, von Frey thresholds 
decreased in all groups, and ankle-bend and inflammation scores were 
maximal. From day 7 onwards, ankle-bend and inflammation scores, and 
joint diameter of hypertensives started to decrease, while inflammation 
continued to increase in normotensives. Von Frey thresholds remained 
consistently lower in normotensives. Fos-expression was lower in deep 
dorsal hom laminae of hypertensives. 
Conclusions: During chronic inflammatory pain, hypertensives exhibit 
lower hyperalgesia and decreased activation of deep dorsal hom neurones. 
It is important to ascertain if that lower hyperalgesia is due to the lower 
inflammation observed. 
POCTIINSE/45409/2002 and POCTIINSE/38952/200l of FCT/FEDER. 

199 
THALAMOCORTICAL PAIN PROCESSING IN FREELY 
BEHAVING RATS: A STUDY BASED ON CHRONIC 
EXTRACELLULAR MULTICHANNEL RECORDINGS 

H. Cardoso-Cruz 1 ., D. Lima 1.3, V. Galhardo 1.2. / Morphophysiology 
of the Somatosensory System Dept.. Institute for Molecular and Cell 
Biology, University of Porto 2Institute of Histology and Embryology. 
Faculty of Medicine. University of Porto. 3 Laboratory of Molecular and 
Cell Biology. Faculty of Medicine. University of Porto. Portugal 

Thalamocortical (TC) loop between VPL nuclei and SI cortex of the rat 
somatosensory system has been proposed to be involved in the sensory
discriminative processing of pain. This study aims at the description of TC 
neuronal dynamics during pain processing induced by peripheral formalin 
injection. Eleven male Sprague-Dawley rats were used in this study. 
Chronic implantation of matrices of 4x2 isonel-tungsten microelectrodes 
was used to record multi-neuron activity and local-field-potentials (LFPs). 
We have recorded 179 neurons (84-VPL, 95-SI). During experiments, ani
mals were awake and allowed to move freely in a recording chamber. One 
hour after the beginning of recording a subcutaneous injection of formalin 
was done in the dorsal surface of the contra- or ipsilateral hindpaw and 
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REVIEW 

Recent Advances in Postoperative 
Pain Management 
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Departments ofaAnesthesiology and cSurge'Y.~Je University School of Medicine,> 
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Proper pajn relief is a major concern 
and area offocus in the ( luited States today. 
Pre-operatively, one of the most common 
questions asked by patients pertains to the 
amount of pain they will experience after 
the surgery. Pain is also one of the primary 

concerns of the surgeon because of its close 
ties with clinical outcome and acute post
operative patient well-bein~tudies have 
indicated suc1(Pcgativc c.Jjujeal outcome~ 

~o includS;::decreases in vital capacity and 
alveolar ventilation. pneumonia. tachycar-
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E-mail: nalinLvadivelu@yale.edu. 

tAbbreviations: NMDA, N-Methyl D-Aspartate; LTP, long-term potentiation; PCA, patient
controlled analgesia; BK, bradykinin; 5HT, 5 hydroxytryptamin; CGRP, calcitonin gene-re
lated protein; AMPA, amino-3-hydroxyl-5-methyl-4-proprionic acid; KAR, Kainate; EPSP, 
excitatory postsynaptic potentials; NO, nitric oxide; SO, superoxides; NK1, neurokinin re
ceptor; COX-2. cycloxygenase 2; EREM, extended-release epidural morphine; fentanyl 
ITS. fentanyl hydrochloride iontophoretic transdermal system; FDA, U.S. Food and Drug 
Administration; IV, intravenous; MAOI, monoamine oxidase inhibitors; PCRA. patient-con
trolled regional analgesia; RM, ropivacaine/morphine; RMK, ropivacaine/morphine/ketoro
lac; IN. intranasal; PCINA. patient-controlled intranasal analgesia; NNT. 
number-needed-to-treat; lA, intraarticular. 

Keywords: opioids, acute pain, pain mechanisms, postoperative, patient-controlled anal
gesia 
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dia, hypertension, myocardial ischemia, my
ocardial jnfar~Jion, transitiolL_to chronic 
PS poor wound hl'aJing, :md insomnia 
[1,2,31~ 
~has been found to be one of the 
three most commQn medical causes of de
Jayed discharge after ambulatory surgery, 
the other two being drowsiness and nau
sea/vomiting. \~espite this overwhelming 
rationale for effective postoperative pain 
control, the clinical reality is, unfortu
nately, still far from satisfactoty\As a re
cent editorial title suggests, we have a long 
way to go to achieve satisfactory postop
erative pain control [3J. In an often-cited 
study [4] that assessed patients' postoper
ative pain experience and the status of 
acute pain management in a random sam
p'le, approximately 80 percent of patients 
said they experienced acute pain after sur-. 
~The authors concluded that despite an 
increased focus on pain management pro
grams and the development of new stan
dards for pain management, many patients 
continue to experience intense pain after 
surgery. 

During the last couple of decades .and 
especially the last few years, major technos 
logical breakthroughs that have the potential 
to slgmficantly advance the field of po stop
erative analgesia have occurred and are still 
underway. (fhis article discusses some of the 
m~:·;. ~JPortant of these recent advances.1We 
fOCluwn the deyelopments particularly over 
the. last five years. \.. 

There are several strands of devcillp
ment that overlap, and it is difficult to do 
justice to thirPurgeoning ar~within the 
scope and limits of this article. This review 
will outline the main directions of this de
velopment and dwell upon a few selected re
ccnt oncs in some detaiL 

The recent advances in postoperative 
pai!Lmanagement can be loosely grouped in 
th.' following areas: 

• Molecular Mechanisms 
• Pharmaceutical products 
• Routes and modes of delivery 
• Other modes of analgesia 
• Organizational and procedural aspects 

MOLECULAR MECHANISMS 

It is important to know about the recent 
a~vances in central sensjtjzation since it 
plays an impoliant role in post surgical and 
P2st traumatic pain 15,6]. Postoperative pain 
i~mostl~ciceptiY9hich is pain percep
tion followmg surgical ins.!:ill. v 

However, there can be exacerbation of 
acute nociceptive pain leading to neural s~ 
sitization when sensations that are not nor
mally painful are perceived as painful. as in 
hyperalgesia andellodynia\\1echanical al
lodynia occurs due to the iJease of several 
prImary and secondary noxious sensitizers 
such as PGEs, leukotrienes [71, bradykinin 
(BK), histamine, and 5 hvdroxytryptamine ~~ 
(5HT). These conditions are commonly scen 
ill"those patients developing neuropathic 
pam. Primary hyperalgesia occurs when 
there is sensitization of peripheral nocicep-
tors, while secondary hyperalgesia is asso-
ciated with the sensitization of the spinal 
cord and the central nervous system. 

In peripheral sensitization, there is a re
lease of primary mediators such as 
prostaglandins, 5 hydroxytryptamine, 
leukotrienes, and bradykinins. These pri
mary mediators stimulate the release of pep
tidcs such as calcitonin gene-related protein 
(CORP) [8], substance P [9], and cholecy
tokinin [10] at the site of injury. Histamine
induced vasodilatation, nerve growth factor 
release, and reflex sympathetic efferent re
lease of norepinephrine are other processes 
related with peripheral sensitization. 

Impulses from the peripheral nocicep
tors travel via A delta and C fibers to 
synapse in the lamina II and lamina V of the 
spinal cord. C tibers also synapse in the lam
ina I of the spinal cord. 

The second order neurons of the spinal 
cord are of two types: the tirst, in lamina 1, re
sponds to impulses from the C fibers; the sec
ond is the wide dynamic range neuron located 
in lamina V that responds to both noxious and 
non noxious stimuli. Neurotransmitters slIch 
as glutamate and aspartate present in lamina V 
produce fast synaptic transmission. They do so 
by binding and activating amino-3-hydroxyl-
5-l11cthyl-4-proprionic acid (AMPA) and 
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Kainate (KAR) receptors that regulate Na+ 
and K + ion intltLx. AMPA and KAR are almost 
impervious to Ca++ ions. Once theAL\1:PA and 
KAR receptors are activated, they start the 
pliming ofNMDA. which is voltage mediated 
[II]. 

NMDA receptor and central sensitization 

NMDA is a membrane protein that reg
ulates the tlow of Na+ and Ca++ into the 
cell and the outflow of K + outside the cell 
by an ion channel present intrinsically_ The 
NMDA receptor is made up of four subunits: 
two NRI, one NR2A, and one NR2B. Each 
of these has a cytoplasmic p011ion outside 
the cytoplasm that can be allosterically mod
ified by zinc ions. 

NMDAreceptors require ligand binding 
with glutamate and aspartate and AMPA-in
duced membrane depolarization and a posi
tive change in the voltage inside the cell. 
This makes NMDA receptors ligand de
pendent and voltage gated. Activated AMPA 
receptors produce a depolarization that dis
lodges a magnesium plug from the ion chan
nel of the NMDA receptor. The removal of 
the magnesium plug initiates the entry of 
calcium ions into the neuronal. Direct action 
of glutamate at the glutamate binding site 
further sensitizes the channel [12]. 

As intracellular calcium accumulates, a 
chain of neurochemical and neurophysio
logic changes leads to the rapid and inde
pendent tiring of spinal neurons without 
stimulation. This process is tenned as ""vind 
liP," which is the excitation of the dorsal 
horn neurons not dependent on transcription 
of specific genes. 

Long-term potentiation of pain 

Clinical hyperalgesia occurs from the 
processes of NMDA activation, wind up, 
and central sensitization [13]. Central sensi
tization can occur in the spinal cord as well 
as in the supraspinal regions of the central 
nervous system, such as anterior cingulate 
gyrus, amygdale. and rostroventral medulla. 
Activation of the NMDA in the spinal cord 
:.md the supraspinal areas and increased neu
ronal calcium ion (Ca++) influx lead to wind 
up and early LTP [14] of pain that is tran-

scription independent in the induction phase. 
Long-term potentiation of pain increases the 
excitatory postsynaptic potentials (EPSP) in
volved in chronic pain. 

Transcription-independent and 
transcription-dependent central 
sensitization 

Central sensitization can be transcrip
tion dependent and transcription independ
ent. Both activation ofNMDA wind up and 
early LTP of pain are transcription-indepen
dent processes. There is increasing pain with 
each repetitive stimulation [15]. The tran
scription-independent process is heterosy
naptic central sensitization, in which Jow 
threshold A Beta input elicit responses aiter 
C fiber conditioning. Wind up and early LTP 
are reversible processes. 

Transcription-dependent sensitization 
occurs in prolonged noxious facilitation 
leading to the activation of genes, mRNA 
transcription, and subsequent translation 
into modified proteins. Excitotoxicity occurs 
from increased influx ofCa++ with resultant 
increase in prostaglandins PGE, nitric oxide 
(NO). and superoxides (SO). Transcription
dependent sensitization affects the spinal 
cord and other areas within the central nerv
ous system. It is now thought that transcrip
tion-dependent sensitization is mediated by 
inflammation and related alterations in the 
dorsal root ganglion, the dorsal horn, and ir
reversible structural moditications in the 
central nervolls system [16]. Transcription
dependent sensitization can take two forms: 
activity independent localized fonn, which 
includes the late phase of LTP. and the ac
tivity independent widespread form. Late 
phase LTP has been studied mainly in the 
hippocampus and other cortical areas [11]. 

Common mechanisms of pain 
and memory 

It has been seen that the neurokinin re
ceptor (NKl) and cycloxygenase 2 (COX-
2) are involved in central sensitization. The 
genes for Dynol1Jhin and NK 1 have been 
seen to be upregulated in the spinal cord, 
and widespread COX-2 has been seen to be 
uprcgulatcd in many areas of the central 
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nervous system by pain facilitation [11]. 
However, NK 1 and COX2, which are in
volved in central sensitization, are not in
volved in hippocampal LTP. It is also known 
that NMDA receptors, essential for activity 
dependent central sensitization, also are nec
essary for the initiation of LTP, which has a 
role in the consolidation of memory. The 
common mechanisms in hippocampal early 
phase LTP and central sensitization are 
phosphorylation of synaptic receptors and 
the insertion of AMPA receptors into the 
post-synaptic membrane. There is only 
synaptic strengthening in hippocampal LTP, 
while central sensitization also can cause 
neuronal network changes and other cellular 
mechanisms. It is necessary then to avoid 
the interruption of memory formation and 
C0l1icai function while treating central sen
sitization since the process ofLTP is present 
in central sensitization as well as in memory 
mechanisms in the cortex [11]. 

Advances in knowledge of the molecu
lar mechanisms of pain have led to develop
ment of multimodal analgesia and new 
pharmaceutical products to treat pain. We 
will highlight the imp0l1ant recent advances 
in pharmaceutical products and the routes 
through which they can be given, as well as 
important non-pharmacological advances in 
pain control that are useful for health care 
personnel treating postoperative pain. Non
phamlacological advances in analgesia are 
exemplified by application of acupuncture, 
and related therapies for postoperative pain 
control will be discussed. In addition, dntg 
tolerance in patients with illicit dntg use or a 
history of taking high doses of pain prescrip
tion medications prior to admission are mak
ing postoperative pain management a 
challenge and warrants discussion as well. 

ARMACEUTICAL 

most important new products 
are extend\fd-' 'tion epidural morphine and 
iontophov~tic tra'n~.ermal fqntanyl. Others 
include/the use of ~ non-analgesic 
substa,,{ces as adjuvants, major examples 
beinglkctamine and some anticonvulsants 

(notably gabapentin). There is also a re
newed interest injudicious use ofcyclooxy
genase inhibitors (coxibs). Long-acting 
preparations of local anesthetics constitute 
another area of ongoing research. 

Newer PCA in modcs such as in
tranasal, regional, transdermal, and pul
monary presents an interesting avenue of 
developmcnt. 

Multimodal analgesia 

The concept of multimodal analgesia 
first proposed about 15 years ago is now 
quite well established in clinical practice. For 
example, non-steroidal anti-inflammatory 
medications combined with intravenous pa
tient-controlled morphine administration 
may decrease nausea and sedation in patients 
when compared with those using patient
controlled morphine alone [17]. Different 
classes of analgesics using different routes of 
administration such as intravenous and 
epidural are used to produce fewer side ef
fects of sedation, nausea, vomiting pntritis. 
constipation, and improved pain relief Mul
timodal analgesia also can produce opioid 
sparing. Other studies have shown, however. 
that multimodal analgesia may not improve 
postoperative outcome significantly. Faster 
recovery, reduced hospital stay, and de
creased length of convalescence can occur if 
multimodal analgesia is combined with a re
habilitation program that is multidisciplinary 
and multimodal [18). The development of 
newer agents available for postoperative pain 
control opens up possibilities for newer com
binations in ultimodal analgesia. 

orphine 

The goal 0 'cun-ent post er'ative pain re
search and devel ment is find a medication 
that can work loca to ( ve long-lasting pain 
relief at the site of sur . al tOcus. The new drug, 
a Sin. gle-dose, extenp:e e1ease epidural mor
phine (EREM) 9tled De oDur™, may be a 
step toward thjs'analgesic go' When clinically 
applicable(ihe lise of Depo 'rTM has been 
found to have a duration of action up to 48 
hours [19,201 with long-lasting analgesia in the 
absence of large systemic concentrations of 
opioids as well as better patient activity levds. 
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EREM is formulated for a one-time 
dose, given epidurally at the lumbar level. 
DepoDurTM has been evaluated in such sur
gelies as knee arthroplasty and cesarean sec
tion. Several studies have shown that EREM 
produces long-teml pain relief [8-1 OJ. 

Side etfects of EREM have been 
treated with opioid antagonists. Twelve to 
12.5 percent of patients who received 
EREM required opioid antagonists [19.20]. 
It has been stated that pruritis [19] and res
piratory depression (20] were the primary 
causes for antagonist administration. The 
dderly arc particularly sensitive to the ef
fects of EREM and require close perioper
ative monitoring. It was shown that the 
elderly treated with 15 mg of EREM had 
equivalent fentanyl usage as younger pa
tients treated with 20 mg ofEREM [21]. At
tentive perioperative monitoring is needed 
for elderly patients. 

Fentanyl iontoph retic transdermal 
syste 

gh P A has demonstrated effi
cacy and p ie satisfaction, current tech
niques using in avenous (IV) administration 
present limitati ns;"i!1cluding the risk of pro
gramming err s and ~~ential to limit pa
tient mobility ue to pumps, lines, and tubing. 
The patient-c ntrolled fentanyl hydrochloride 
iontophoreti transdermal system (fentanyl 

ITS,) was d~e igned to address these concern,s 
[22]. Fentm I ITS is an innovative, needle-
free, self-c ntained, pre-programmed drug
delivery 'ystem that uses iontophoretic 
technoloK to deliver fentanyl through the 
skin by application of a low-intensity electri
cal field [23,24.25]. It has not been approved 
by the U.S. Food and Dmg Administration 
(FDA) for current clinical use; however. clin
ical studies have been conducted on human 
subjects to evaluate it tor eflicacy, safety, and 
tolerability. 

Efficacy of fentant" ITS 

The effie, 'y ot~fentanyl ITS in treating 
acute postopera:'v~ pain was first estab
lished in three phas double-blind placebo
controlled clinical \ ials [26,27]. More 
importantly, fentanyl J:1:.S now has been 

demonstrated to have efficacy and safety 
equivalent to morphine IV-PCA in four ran
domized controlled trials [28,18], a sub
group analysis [29], and a meta-analysis 
[30]. It is thought that 40 percent of the ad
ministered dosc is absorbed in the tirst hour 
of treatment and the system reaches 100 per
cent et1lcacy in 100 hours. 

Panchal et al. [31] evaluated the inci
dence of analgesic gaps resulting from sys
tem-related events (SREs) for patients using 
the fentanyl ITS vs. morphine IV PCA for 
postoperative pain management. Fentanyl 
ITS was associated with a significantly 
lower incidence of analgesic gaps than mor-

phine IV PCA. "" ,/. 

Safety and tOlerab)IIt~~ntanYIITS 
The safety and to1 aotiity of fentanyl 

ITS have been foun to be acceptable by 
several studies a pooled data analysis 
[32). Adverse eyents associated with fen
tanyl ITS are sfmilar to those reported with 
IV opioid ~dfuinistration, including nausea, 
vomitinglpmritis, headache, and mild-to
moderate dizziness. Nausea was the most 
common adverse event, with the incidcnce 
ranging between 26.6 percent and 67.5 per
cent [27,28,33). 

Disadvantages 

As with all transdermal systems, skin 
hypersensitivity, skin redness, and hyperpig
mentation are potential problems. The sys
tem has not been adequately studied in 
children. [t should be used with extreme 
caution for in-patients with severe hepatic 
dysfunction, head injuries, sleep apnea. and 
impending rcspiratory failure and in patients 
with increased intracranial pressure of any 
etiology. 

The system lacks programmability and 
a basal infusion rate that may be important 
in opioid-dependent and opioid-tolerant pa
tients. The number and timing of attempts 
by the patient also cannot be determined. 
The system has to be disposed only after dis
assembly by the pharmacist. The most im
portant disadvantage at the current time is 
the availability of fentanyl ITS, sinee it is 
not currently being produced due to techni-
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cal problems. Perhaps technological modi
fications, including recording the number 
and timing of the attempts and the addition 
of a basal rate, may make it more advanta
geous in the future. 

ANALGESIC ADJUVANTS 

Adjuvants are compounds, which by 
themselves have undesirable side effects or 
low potency but in combination with opi
oids allow a reduction of narcotic dosing 
for postoperative pain control. Adjuvants 
are needed for postoperati ve pain manage
ment due to side effects of opioid anal
gesics, which hinder recovery, especially in 
the increasingly utilized ambulatory surgi
cal procedures [34]. Multiple adjuvanta rc
cently have been developed for the control 
of pain. 

Capsaicin 

C psaicin (8-methyl-N-vanillyl-6-
non en a ide) is a non narcotic and acts pe
ripheral y. It acts as a TRPV-\ agonist [35]. 
TRPV 1 is a receptor that is markedly re
duced i intlammatory conditions and is 
present 0 unmyelinated C fiber endings in 
the perip cry. The activation of the TRPV 
receptors eleases high intensity impUlses 
and release substance P, which results in the 
initial phas of burning. Continued release 
of substance P in the presence of capsaicin 
leads to the d letion of capsaicin and a sub
sequent deere e in C fiber activation. It is 
important to re 1ember that capsaicin does 
not produce sign Icant effects on the A delta 
and A alpha fibe and does not affect the 
temperature and to ch sensations. 

It can be used ac a cream and also as an 
injectable analgesic. t is not an FDA ap
proved product but is 'uITentiy in Phase 3 
trials for postoperative p' 'n control, arthritis, 
musculoskeletal pain, an chronic neuro
pathic pain. Capsaicin is pre cnt in high con
centration in the seeds an stem of chili 
peppers. It is an alkaloid. \ 

Capsaicin cream contains c\lpsaicin that 
is usuallv combined with narcoti~ analgesics 
and NSAIDS to relieve a variety\of p;inful 
ailments such as back pain, artht{tic joint 

pains, and strains and sprains. Capsaicin 
cream is als used in higher concentrations 
for the treat cnt of the neuropathic pain of 
post herpeti neuralgia. It can be used in the 
elderly as a adjuvant, as it is thought to 
have opioid s aring eilects. This can be par
ticularly ben ficial for the elderly who are 
sensitive to r 'piratory depression that can 
occur with opi ids. 

Injectable apsaicin is used for the con
trol of post oper, tive pain, such as after total 
knee replaceme ,t, total hip replacement, 
hernia repair [36J,~houlder arthroscopy, and 
bumonectomy. It al 0 has uses 111 more long
term pain such as th due to intcdigital neu
romas, osteoarthriti of the knee, and 
neuropathic pain occu ing after surgery or 
trauma. Pre-administra 'on of neural block
ade before injection of ClI sakin may greatly 
decrease the burning disc mfort. 

Capsaicin appears to 1J a relatively safe 
dmg with the only absolute ontraindication 
being patient hypersensitivit,. Relative con
traindications include age les~ than 2 years, 
patients with elevated liver enzYmes, patients 
on ACE inhibitors, and patients showing 
signs of septic alihritis and joint infections. 

receptor antagonists. and 
specific Uy ketamine commonly used in 
clinical p ctice, have been used in perioper
ative pain nanagcment. Routes of adminis
tration inc lde intravenous. subcutaneous, 
epidural, tra sdermal, and intra-articular. At 
low sub anc thetic doses (0.\5-1 mg/kg). 
ketamine exel s a specific NMDA blockade 
and, hence, m dulates central sensitization 
induced both by the incision and tissue dam
age and by perio erative analgesics such as 
opioids. 

There has bee a renewed interest in the 
use of sub-anestheti doses of kctamine as an 
adjtIDct to provide po. toperative pain relief in 
opioid-dependent pati·· ts [37]. There is a def
inite role ofketamine i preventing opioid-in
duced hyperalgesia in p Itients receiving high 
doses of opioid for their ostoperative pain re
lief [38]. However, climal use of ketamine 
can be limited due to psychotomimetic adverse 
clfects such as hallucinations and bad dreams. 
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Other common adverse effects are dizziness, 
blurred vision, ard nausea and vomiting [39]. 

I 

Gabapentin a d pregabalin 

Gabapenti is an anti-epileptic drug that 
has demonstrat, d analgesic eficct in diabetic 
neuropathy, pst-herpetic neuralgia, and 
neuropathic pai . Gabapentin does not bind 
to GABA A or 'ABA B receptor but to the 
alpha-2 delta su mit of the presynaptic volt
age gated-calciu channels responsible for 
the inhibition oft e calcium influx. The in-
hibition of calci release then prevents the 
release of excitat neurotransmitters in-
volved in the pain pathways. Most of the 
studies of gabapen in (and occasionally its 
structural analog pr gabalin) in the perioper
ative setting have b· en published in the last 
three to four years, and several systematic 
reviews on the subj ct are available [31,39]. 

Most of the re .. iews and meta-analyses 
concur that perioper tive gabapentin helps to 
produce a significa t opioid-sparing effect 
and probably also i lproves postoperative 
pain score relative to the control group [40}. 
Tiippana et a1. [41] ound that the opioid
sparing effect during he first 24 hours after 
a single 300 to 1;200 g dose of gabapentin, 
administered one to wo hours preopera
tively, ranged from 20 ercent to 62 percent. 
Gabapentin and simila drugs seem to have a 
strong potential for pe . operative use as an 
analgesic adjuvant an anti-hyperalgesic 
agent whrn used in eonju etion with opioids. 

Pregab/~in 

Rec~~t years also h~ve witnessed a 
heightene,\research interest 'in the analgesic, 
sedative, :.:n\xiolytie, and opioid-sparing ef
tects ofpreg,balin (S+ 3-isobutyl GABA), a 
stlUctural ana\og of GABA and a derivative 
of gabapentin\n various pain settings, in
cluding postopef\ltive pain. Its mechanism of 
action is thought\to be probably similar to 

\ 

that of gabapentin b'ut has a superior pharma-
cokinetic protile [421, Pregabalin has an es
tablished efficacy 0'\ varying degree in 
neuropathic pain condi«ons such as post her
petie neuralgia, painful ~iabetic neuropathy, 
central neuropathic pain, 'and tlbromyaJgia. 
While some studies do not demonstrate a sig-

nificant ana1gesic etfect in the acute, includ
ing postoper 've, pain scenario [43], other 
studies suggest regabalin to have etfective 
sedative [44] 'nd opioid-sparing effects 
[45,46], useful aracteristics for the control 
of acute pain. R search on its established role 
as an analgesi' adjuvant as a part of multi
modal analgesi for acute pain control is on
going. Opioid paring effects and improved 
pain scores ha e been seen after abdominal 
and pelvic sllr ery. Its many potential actions 
such as reduc ng opioid requirements, pre
vention and r duction of opioid tolerance, 
improvement bf the quality of opioid analge
sia, decrease~ respiratory depression, relief 
of anxiety, and gastric sparing make it an at
tractive drug t~ consider for control of pain 
in the post operative period [47]. 

\ 
Dexmedetomldine 

\ 
Dexmedetot~idine is a relatively new, 

highly selective ce < tral alpha2 agonist Its seda
tive, pro-anestheti and pro-analgesic effects 
at 0.5-2 microgr sikg given intravenously 
stem mainly from it ability to blunt the centml 
sympathetic respon e by as yet unknown 
mechanism(s). It al. minimizes opioid-in~ 
duced muscle rigidi ,lessens postoperative 
shivering, causes mini'\t'lal respiratory depres
sion, and has hemodymknic stabilizing ctTects. 
Dexmedetomidine, wh~ used as an adjunct, 
can reduce postoperative\morphine consump
tion in various surgical sittings using various 
routes such as intravenouS, [48,49]. A recent 
study has shown the anal~esic efficacy of 
dexmedetomidine in postopera,tive pain relief 
The authors ofthis study found tl,at the addition 
of dexmedetomidine to IV PCA'morphine re
sulted in superior analgesia, sign'ificant mor
phine sparing, and less morphin~-induced 
nausea, while it was devoid of additional seda
tion and untoward hemodynamic changes [49]. 

OTHER RECENT ADVANCES IN 
PERIOPERATIVE 
PHARMACOTHERAPY 

Local anesthetics 

To effectively respond to the issue of 
sending the ambulatory patient home in a pain-

000601 



) 

18 Vadivelu: Advances in postoperative pain management 

tl'ee state, one has to have methods to provide 
several days of effective and safe relief of 
moderate to severe pain for the unmonitored 
patients at home. It is clear that local anesthetic 
techniques, particularly peripheral nerve 
blockade, will be one of the cornerstones of 
postoperative pain management [50]. 

There are basically two overarching 
approaches for prolongation of local anes
thetic action. One is the use of novel deliv
ery techniques for existing drugs. In an 
endeavor to "make old dmgs new" (51], li
posome or polymer encapsulation of local 
anesthetics are being fornmlated. The sec
ond approach is the development of novel, 
extremely long-acting local anesthetics. 

Liposomes are microscopic phospho
lipid-bilayered vesicles that are biocompati
ble, biodegradable, and non-immumnogenic. 
Recently, substantial interest has been shown 
in developing dmg delivery systems utilizing 
nanoparticles, micro-particles composed of 
biodegradable polymers. They have some 
advantages over liposomes in terms of sta
bility both during storage and in vivo. 

To date, many local anesthetics (most 
commonly bupivacaine, but also mepiva
caine, ropivacaine, lidocaine, prilocaine, 
etc.) have been loaded in liposomes or 
polymer microspheres [52,36]. It is hoped 
that in the near future, some of these for
mulations will become a part of the pain 
clinician's armamentarium. However, the 
road toward achieving this goal may be 
long and winding, due to problems ofthese 
drug delivery systems, such as shelf life, 
aggregation, leakage, and toxicity [53]. 

Renewed interest in NSAIDs and coxibs 
and acetaminophen 

A recent review highlights current ad
vances in our understanding of the role peri
operative NSAIDs have on modulating 
nociception, their benefits when utilized as 
components of a multi modal analgesic reg
imen, and potential deleterious cardiovascu
lar and estrogenic effects. Recent research 
indicates that, in addition to peripheral 
blockade of prostaglandin synthesis, central 
inhibition of cyclooxygenase-2 may play an 
important role in modulating nociccption. 

Although nonspecific NSAIDs provide anal
gesic efficacy similar to coxibs, their usc has 
been limited in the perioperative setting be
cause of platelet dysfunction and gastroin
testinal toxicity. Coxibs may be a safer 
alternative in that setting. Both coxibs and 
traditional NSAIDs may contribute to a 
dose-dependent increase in cardiovascular 
toxicity and impaired osteogenesis. When 
used short term at the lowest effective dose, 
however, NSAIDs may provide for anal
gesic benetit without significant toxicity. 

The potential benefits of coxibs include 
r 18] improved quality of analgesia: reduced 
incidence of GI side effects vs. conventional 
NSAIDs; and no platelet inhibition. Aceta
minophen is antipyretic and analgesic but has 
little, if any. anti-inflammatory action. Its 
analgesic efficacy is not more than that of 
traditional analgesics; however, it has fewer 
side effects. The mechanism of action has 
been debated. In animal models, it has been 
seen to inhibit COX-3. At the spinal cord 
level, it has been shown to antagonize ncuro
transmission by NMDA, substance P. and ni
tric oxide pathways. Preparation of 
intravenous (IV) acetaminophen recently has 
been released in the United Kingdom and 
Europe (Perfalgan®, Bristol Meyers Squibb, 
New York). It is dissolved in mannitol and 
pH-buffered by disodium phosphate, with 
cysteine added as an anti-oxidant. A 100 ml 
solution is presented as 10 mg/ml for admin
istration over a period of 15 minutes. The 
onset of action is within five to 10 minutes, 
with the peak at one to two hours. Optimal 
analgesia for moderate to severe postopera
tive pain cannot be achieved using a single 
agent alone, but a balanced approach in com
bination with non-steroidal agents can result 
in lip to a 40 to 50 percent reduction in opioid 
requircments. IV propacctamol (1 g), a pro
dnlg of acetaminophen, has been shown to 
be as etlicacious as intramuscular morphine 
(10 mg) following dental extractions [54 J 
and as effective as intramuscular ketorolac 
(30 mg) following lower limb atihroplasty 
[55]. With its inherent safety and demon
strated efficacy, IV acetaminophen can prove 
to be an asset in managing perioperative 
pain, especially of mild to moderate severity. 
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Other agents Tapentadol's two mechanisms of ac-
Other non-opioid analgesic adjuvants tions also may lend it opioid-sparing effects 

include clonidine, neostigmine, tapentadol, while maintaining adequate analgesia. 
and, recently, adenosine [56], though further irapentadOl is considered to have a poten~y' 
research is necessary to establish their clin- between tram ado I and morphine, with J 
ical eff1cacy. Of these, the use of low doses equivalent potency to that of 0 Ji )' . " 
of clonidine proved to be a useful adjunct y rocodone and oxvcodone. The role of an 
analgesic when given neuraxially and in 
combination with peripheral nerve blocks. 
Data about the systemic administration of 
c10nidine could support the usefulness of 
low-dose IV administration (57]. 

• Tapentadol 

L':':~~=~'""""""'-'~="-'"~"=':"""''''' L!!J2.~nta 
dol was approved by the FDA in November 
2008 for the treatment of moderate to severe 
pain in patients 18 years or older. Tapentadol 
is a centrally acting analgesic with a unique 
dual mode of action as an agonist at the ~l
opioid receptor and as a norepinephrine re
uptake inhibitor [58.59]. 

Tapentadol has an 18-fold affinity for 

I
the ).l opioid receptor in humans as compared 
to morphine but is about two- to three-fOld 
less potent than morphine, most likely be
cause it is a norepine hrine feu take i -

. ') it has improved gastrointestinal 
tolerability when compared to classical opi-
aids. The dose ot'tapentadol does not have to 
be adjusted in the presence of renal impair
ment. Hepatoxicity has not been reported. 

The incidence of nausea and vomiting 
has been seen to be lower in patients taking 
tapentadol as compared to patients taking 
oxycodone immediate release [44,60]. 

-JIp Tapentadoillas been useful tOr postoperative 
r.ain atter bunionectomy Significant pain re
l~'was obtained 32 to 46 minutes atteu.ur
g:cry [pI]. 

oral preparation has inherent limitations in 
the acute postoperativ~ -iod, but some re
cent data ha ' lown its efficac . dental 
surgery J and bunionectomy. 

apentadol is contraindicated in patients 
w· 1 severe bronchial asthma, paralytic ileus, 
and in patients taking monoamine oxidase 
inhibitors (MAOl)_ Serotonin syndrome "an 
develop with the use of tapeQtadol, and it 
should not be combined with serotonergic 
drugs such as selective serotonin reuptake in
hibitor_ selective norepinephrine reuptake in
hibitor, tryl2tans. or tricyclic antidepressants, 
which can cause serotonin syndrome. Sero
tonin syndrome can include mental status 
changes sucb as hal1ucinations, coma. auto
nomjc jnstability such as tachycardia. hyper
thermia, and neuromuscular abnQrOla I jties 
.such as hyperreflexia and incoordinatiol!.: 

The term acupuncture describes a family 
of procedures involving the stimulation of 
anatomical points on the body using a variety 
of techniques. Acupuncture theory is based on 
two conditions: "yin," which is considered 
feminine, passive, dark, and cold, and "yang," 
which is masculine, aggressive, bright, and 
hot, as well as "qi," which is considered the 
vital energy that Hows and cycles throughout 
the body. The acupuncture theory is to harmo
nize any imbalance in yin-yang and qi in a 
human body to restore the body to a healthy 
condition. Acupuncture is thought to 1mblock 
any obstruction to the flow ofqi and, thereby, 
rclieves pain. The acupuncture technique that 
has been most often studied scientifically in
volves penetrating the skin with thin, solid, 
mctallic needles that are manipulated by the 
bands or electrical stimulation. 

Acupuncture has been used to treat a 
variety of conditions such as chronic lower 
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back pain, chronic neck and shoulder pain, 
osteoarthritis of the knee, migraine 
headache. dysmenorrhea, labor pains, and 
acute post operative pain. 

Sun et a!. [63] conducted a systematic 
review to quantitatively evaluate the effi
cacy of acupunchlre and related techniques 
as adjunct analgesics for acute postoperative 
pain management. The authors concluded 
that perioperative acupunchlre might be a 
lIsettl1 adjunct for acute postoperative pain 
management. However, there are issues with 
applicability and generalizability of the pro
cedure [64]. 

Further, acupuncture is an umbrella 
term that encompasses several often dis
parate procedures. This can create confusion 
in scientific studies and their interpretation. 
To reduce this confusion, Usichenko et a1. 
r 65] focused on randomized controlled trials 
of only auricular acupuncture (a popular 
method in which needles are placed in vari
ous parts of the earlobe) for postoperative 
pain control. They identified nine studies of 
acceptable quality (though none of the best 
quality), of which eight upheld the superior
ity of auricular acupuncture ovcr the control 
conditions. The mechanism of pain reliefby 
auricular acupuncture is not known. The au
thors concluded that the evidence that auric
ular acupuncmre controls postoperative pain 
is promising but not compelling. More re
search of methodologically rigorous design 
(especially ensuring therapist blindness, 
which none of the published studies ad
dressed) on larger samples from ditIerent 
centers are needed to reach a detinitive con
dusion in this regard. 

NEWER PATIENT-CONTROLLED 
ANALGESIC ROUTES 

Patient-controlled regional analgesia 

One of the most significant changes in 
surgical practice during the last two decades 
bas been the growth of ambulatory surgery 
[66]. Adequate postoperative analgesia is a 
prerequisite tor successful ambulatory sur
gery. Sending patients home with perineural, 
1nci310nal, and intra-articular catheters is a 

new and evolving area of postoperative pain 
management. CutTent evidence suggests that 
these techniques are effective, feasible, and 
sate in the home environment if appropriate 
patient selection routines and organization 
for tollow-up are in place [25,66]. 

Patient-controlled regional analgesia 
(PCRA) encompasses a variety of tech
niques that provide etIective postoperative 
pain relief without systemic exposure to opi
oids [25]. Using PCRA, patients control the 
application of pre-programmed doses of 
local anesthetics, most frequently ropiva
caine or bupivacaine (occasionally in combi
nation with an opioid), via an indwelling 
catheter, which can be placed in different re
gions of the body depending upon the type 
of surgery. Infusions are controlled either by 
a staff-programmed electronic pump (simi
lar to that used for IV PCA) or a disposable 
elastomeric pump. An elastomeric pump is a 
device that has a distensible bulb inside a 
protective bulb with a built-in filling port, 
delivery tube, and bacterial filter [56]. Anal
gesia can be delivered directly into a surgi
cal inCiSIOn (ineisional PCRA), 
intra-atiicular (IA) tissue (IA PCRA), or per
ineural site (perineural PCRA). 

Incisional PCRA 

Placebo-controlled trials have estab
lished the efficacy and safety of incisional 
PCRA [67]. In an active-comparator trial 
[68], incisional PCRA with ropivacaine 0.5 
percent via an elastomeric PCRA. pump pro
vided superior analgesia without major side 
effects compared with bolus infusion in pa
tients recovering from arthroscopic subacro
mial decompression. 

Intraarticular (fA) PCRA 

Although IA administration of opioids 
with or without local anesthetics is estab
lished practice tor joint anesthesia. studies 
evaluating 1A PCRA arc limited, as pub
lished data tocus primarily on single-dose 
and continuous modes of fA administration. 
Vintar ct al. [69J conducted a randomized. 
placebo-controlled trial evaluating the effi
cacy ofropivacaine/morphine (RM), ropiva
cuineJrnorphinc/ketorolac (RMK), and saline 
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tor postoperative pain management follow
ing anterior cruciate ligament construction. 
Patients self-initiated bolus doses ofthe anal
gesic mixture or saline solution via Microject 
PCA pump. While no significant differences 
in pain scores, side effects, and patient satis
faction were noted among the study groups, 
patients receiving RMK consumed signifi
cantly less rescue morphine per day com
pared with those receiving RM and placebo 
(RMK, 8 ± 8 mg; RM, 23 ± 20 mg; placebo, 
46 ± 21 mg; p < 0.00l). 

Perineural PCRA 

Perineural PCRA allows patients to 
self-titrate local anesthetic peripheral nerve 
blocks to achieve comfort. In a randomized. 
double-blind, placebo-controlled study (Il
feld et al. [70]), perineural PCRA with ropi
vacaine 0.2 percent in the interscalene 
brachial plexus was shown to provide pain 
control superior to placebo in outpatients 
after moderately painful orthopedic surgery 
of the shoulder. On the first postoperative 
day, patients receiving perineural PCRA 
with ropivacaine reported significantly re
duced pain (P < 0.0(1), less oral opioid use 
(P < 0.001), and lower sleep disturbance 
scores (P = 0.13) compared with patients re
ceiving placebo infusions. 

Rawal et aL [71] studied ambulatory pa
tients receiving perineural PCRA into the 
brachial plexus at home. They have demon
strated that treatment with either ropivacaine 
0.125 percent or bupivacaine J 25 percent 
provides effective analgesia without signs 
and symptoms of local anesthetic toxicity. 
The incidence of side etTects and technical 
problems was generally low with the most 
common complaint being numbness of the 
fingers (6.9 percent of ropivacaine patients 
and 29.0 percent of bupivacaine patients). 
On the day after surgery, the percentage of 
patients \vho were "satisfied or "very satis
fied" was similar in the two groups t 79 per
cent ft)r ropivacaine and 83 percent tor 
bupivacaine, respectively). 

A number of studies have demonstrated 
that perineural peRA results in equivalent 
or superior analgesic dlicacy with lower 
total anesthetic consumption compared with 

continuous infusion in various settings and 
operations [72]. 

Patient-controlled intranasal analgesia 
(PCINA) 

Intranasal (IN) opioids, either in the 
form of a dry powder or water or saline so
lution, are delivered using a syringe, nasal 
spray or dropper, or nebulized inhaler. In ad
dition to needle-tree administration, patient
controlled IN opioid administration 
(especially fentanyl) bypasses the hepatic 
first-pass effect and because of the excellent 
perfusion of the nasal mucosa, displays 
rapid absorption and rise in plasma concen
tration [73,74,75]. 

\\11ile evidence suggests that PCINA is 
efficacious, safe, noninvasive, and easy to 
administer, there have been only a limited 
number of small-sampled, randomized, 
placebo-controlled trials evaluating this 
route of analgesic administration in the post
operative period [75]. An acceptability study 
reported that 79 percent of patients receiving 
PCINA would want to use it again [76]. 

Patient-controlled transpulmonary 
analgesia 

AeroLEpM (aerosolized liposome-encap
sulated Fentanyl; YM BioSciences Inc., On
tario, Canada) is a novel, proprietary inhalation 
formulation of free and liposome-encapsulated 
fentanyl intended to provide rapid, extended, 
and personalized analgesia for patients experi
encing acute pain episodes. AeroLEpM is in 
development for the treatment of moderate to 
severe pain, including cancer pain. 

Tn contrast to fixed-dose approaches to 
opioid delivery, in which a significant titra
tion period is often required to detennine the 
suitable dose for the patient, AeroLEpM is 
being developed to otTer a simple and non
invasive route of administration, rapid onset 
of action, sllstained effect, and self·titratable 
dosing for the treatment of acute and break
through pain. Using AeroLEPM, patients 
can identify and select a personalized dose 
for each pain episode, achieving both rapid 
onset and extended duration of analgesia. 
However, it is still a long way fi'om being 
used in clinical practice. 
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ADVANCES IN ORGANIZATIONAL 
ASPECTS OF POSTOPERATIVE 
PAIN CONTROL 

Procedure-specific analgesia 

There is a need for the development of 
an evidence-based approach to reliable, 
comprehensive, individualized analgesic 
plans for specific surgical procedures. Al
though number-needed-to-treat (NNT) of a 
particular analgesic can give a valuable 
overview of efficacy, this concept is not nec
essarily applicable to all types of surgery. 
They proposed that procedure-specific acute 
pain management guidelines may be helpful 
because the pain intensity and its conse
quences may be procedure-related. Although 
the intensity of the acute pain state is ex
pected to be related to the magnitude of the 
operation, this may not necessarily be so. 
When the size of the injury is considered, 
dental pain with a smaller injury may be rel
atively more painful compared with the pain 
observed in rcJation to the magnitude of tis
sue injury after hip replacement. However, 
the consequences of the injury and pain may 
be entirely different between these proce
dures because stress responses and organ 
dysfunctions resulting from the injury are 
ditferent. The risk-benefit ratio of different 
analgesics also may vary according to the 
surgical procedure. Thus, the clinical effects 
of opioid sparing (which are variable be
tween analgesics) also may depend on the 
dfects of the surgical injury. Similarly, the 
risk and clinical implications of postopera
tive bleeding associated with certain anal
gesics are also procedure-specific. For 
example, the inhibition of platelet aggrega
tion and, theretore, the risk of bleeding asso
ciated with NSAIDs are more relevant in 
operations that pose a risk of bleeding (e.g., 
a tonsillectomy). Therefore, analgesics with 
no effects on platelet function (e.g., aceta
minophen and COX-2 specific inhibitors) 
may be preferable in these but not in other 
operations. 

Kehlet et al. [77] argued that clinicians 
need int0n11ation in which the choice of 
analgesic technique includes the considera
lion of the operation and is based on the 

available evidence from that particular sur
gical procedure. Such procedure specific 
guidelines are available trom two sources: 
I) the U.S. Veteran's Health Administration, 
in collaboration with the U.S. Department of 
Defense and the University of Iowa 
(W\V\¥.oqp.med.va.govicpg/cpg.htm) [78], 
and 2) the PROSPECT Working Group 
(www.postoppain.org), a group of European 
anesthesiologists and surgeons [79]. 

CONCLUSION 

With the many advances in pain man
agement for the surgical patient, surgeons 
and pain care providers have myriad choices 
of analgesic pharmacotherapy and analgesic 
techniques to choose from to provide ade
quate postoperative pain control for the sur
gical patient in the 21 st century. However, 
many· factors must be considered before de
ciding on the type of pain therapy to be pro
vided to the surgical patient. These include 
the patients' co-morbid conditions, psycho
logical status, exposure to analgesic thera
pies, and the type of surgical procedure. 

In the future, genetically informed "per
sonalized medicine" may become a reality 
even for acute pain management. With the 
recent advent of studies documenting ge
netic polymorphisms with respect to pain re
sponse to morphine [80] and pressure pain 
sensitivity [81], this exciting possibility 
looks promising in the near thture. 
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Role ofTapentadol Immediate Release 
(Nucynta) in the Management 
Of Moderate-to-Severe Pain 
Bazhena Fidman, PharmD Candidate, and Anna Nogid, BS, PharmD, BepS 

iNTRODUCTION 
Widespread in the U.S .• pain is asso

ciated with significant adverse economic. 
clinical, and quality-of-Iife outcomes: 
from 15% to 20,)\, of patients in the U.S. ex
perience acute pain, lip to 75% of patients 
experience pain after surgery, and 68 mil
lion people have chronic pain each year. U 

Uncontrolled pain is the leading calise of 
disability; it may also delay patient re
covery from surgery. increase risk onile
threatening events (such as deep-vein 
thrombosis or myocardial infarction), 
and lead to the development of chronic 

•• 1 or ac pam one, total health 
care expenditures in 2004 and 2005 were 
eStimated at $85 billion to $100 billion.3 

tra 
sants tidepressants are associated 
Vl-lth intolerable adverse effects (AEs) 
and numerous drug interactions. and 
successful analgesia is achieved in only 
5DX, of patients Vl-lth neuropathic pam.z 

NSAIDs are eltectlve for managmg 
chronic pain. but their use is limited by 
their gastrointestinal (GI) and cardio-

," "-'~ 

&ziteridfii:1rri'lltt; is (j'swdentistAtno!d:.' $i':; 
MCI;ieSchWart2:.COlr~·ofPharm<1Cy.a;;d.~ 
Heaith,Sdenct1S; Long Island' University,iri.;? 

Nov 
te-to-severe acute pain. A long-acting 

formulation is being investigated. 

P'HARMACOLOGY 
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", gestmg lInear pharmacokmelU-s. Tapen-
tadol's AUC and CmiL, are increased by 
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a single dose s 32')( as a result of the 
medication's ex 'enSlve first-pass metab
olism. Tapentadol is widely distributed 
~lghout the body: with a volume qr: 
dlstnbufion ot approximatel 540 liters.5 

~ 'tp-
rY ' 

tadol (1:3%) as a r by l .1(("· ... 
CYP 2C9 . 19. and hydroxytapen- fIJ""""' 
t 70), as a result of metabolism by ,. ,Jii)..J. 
CypZDfi which are flJrthermetahoUzed l"" J 
by conjugation! The metabolites of ~l.t, 
taEenta~ol do. n?t ~ontdbute to the drug's ' 
analgeSIC actIVIty.' 

Tapentadol is excreted primarily by 
the renal system (99%); 69% is excreted 
in the form of conjugates, 27% as other 
metabolites, and 3% as unchanged drug. 
Fecal clearance accounts for 1% of tapen
tadoI's elimination. 

The apparent half·life of tapentadol fol
lowing oral administration is 3.93 hours. 
and more than 95% of the drug is ex
creted within 24 hours of dosing.? The 
total tapentadol clearance is 1,530 ± 177 
mL/minute." 

The pharmacokinetic properties of 
tapentadol do not appear to be affected 
by renal impairment. Moderate hepatic 
impairment results in decreased metab
olism of tapentadol, resulting in higher 
exposures and serum tapentadollevels. 
The pharmacokinetic parameters of 
tapentadol have not been evaluated in 
patients with severe hepatic impairment.:; 

CLINICAL TRIALS 
Phase 2 Trials 

Stegmann et' a1.9 

Ste,I,.'111ann and associates conducted a 
randomized, double-blind. phase 2 study 
to assess the efficacy and tolerability of 
multiple doses of tapentadol for the relief 
of acute pain following orthopedic sur-
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gery. Patients (n = 269) between 18 and 
65 years of age who underwent a uni
lateral first metatarsal bunionectomy were 
induded in the study if they experienced 
postoperative pain of greater or equal to 
4 on an II-point numeric rating scale 
(NRS) (where 0 = no pain and 10 = the 
worst pain imaginable) and an increase in 
pain of greater or equal to 1 point within 
nine bours after anesthesia was dis
continued on the first postoperative day. 

Patients with moderate-to-severe post
operative pain received tapentadol50 mg 
(n = 67), tapentadol IR 100 mg (n = 68), 
oxycodone HCI IR 10 mg (OxyContin, 
Purdue) (n = 67), or placebo (n '" 67).'I11e 
study drug was administered every four 
to six hours over a 72-hour period starting 
one day after surgery (evaluation day 2). 
'I11e primary efficacy endpoint was the 
sum of pain intensity over 24 hours (SPI~4) 
on the second day after randomization 
(evaluation day 3). Pain intensity was 
measured with the lise of the verba! rat
ing scale (VRS) and the NRS. 

Compared with placebo. tapentadol 
treatment resulted in a significant de
crease in pain intensity, as reported by 
patients, on the third evaluation day with 
mean SPI~4 (VRS) scores of33.6 for tapen
tadol50 mg, 29.2 for tapentadollOO mg, 
35.7 for oxycodone, and 41.9 for placebo 
(P < 0.05 for placebo vs. tapentadol). 
Tapentado! also resulted in lower SPI~4 
(VRS) scores, compared with placebo, 
on evaluation days 2 and 4. A statistically 
significant decrease in mean SPI24 (NRS) 
scores for both tapentadol groups, com
pared with the placebo group, was noted 
on evaluation days 2, 3, and 4. 

Tapentadol 50 mg resulted in a signif
icant decrease in total pain relief after 24 
hours (TOTPAR~1) on evaluation day 2, 
compared ~1th placebo. TapentadollOO 
mg resulted in a significant decrease in 
TOTPARu, compared with placebo, on 
all evaluation days. 

In addition, 61.4% of patients in the 
tapentadol50-mg group, 86.4% of patients 
in the tapentadoll00-mg group, 74.2% of 
patients in the oxycodone group, and 
:15.4% of patients in the placebo group 
rated the study medication as good, very 
good. or excellent at controlling their pain 
OIl study day 3. More placebo patients 
(98.596) required the study medication 
compared with those receiving tapenta
dol 50 mg (80.6%). tapentadol 100 mg 
('76.5%). and oxycodone (80.696). 

The most common AEs included nau
sea, dizziness, somnolence, vomiting, 
headache, generalized pruritus, hyper
hidrosis, constipation, and feeling hot. 
Tapentadol 50 mg was associated with 
lower rates of nausea, dizziness, and 
constipation and a similar rate of somno
lence, compared with oxycodone IR 
10 mg. Statistical analysis for differences 
in AEs was not performed. 

In this trial, tapentadol IR was effective 
and safe for the relief of acute postoper
ative pain following bunionectomy. 

Kleinert et aI.1O 
Kleinert and colleagues conducted a 

randomized, double-blind, placebo
controlled trial to assess the efficacy and 
tolerability of tapentadol, compared with 
morphine, ibuprofen, and placebo, in 
patients with moderate-to-severe post
operative dental pain. Patients (n = 400) 
were between 18 and 45 years of age who 
had undergone extraction of the man
dibular third molar with bone removal 
because of impaction and pain within six 
hours after surgery. 'The patients re
ceived a single ora! dose of tapentadol 
25,50,75,100, or 200 mg; morphine sul
fate 60 mg; ibuprofen 400 mg; or placebo. 
The primary effi- cacy endpoint was 
mean total pain relief over eight hours 
(TOTPARs). Secondary efficacy end
points were total pain relief over four 
bours (fOTPAR,) and the time to onset 
of analgesia. 

Mean TOTP~ scores were signifi
cantly higher with placebo than with 
tapentadol.75 mg, 100 mg, 200 mg; mor
phine; and ibuprofen. Similar findings 
were noted for mean TOTPAA scores 
for those receiving tapentadol 50 mg. 75 
mg. toO mg. 200 mg, morphine, and 
ibuprofen. 

Pain-intensity difference scores in
creased in a dose-proportional manner, 
with peak differences noted at two bours 
and decreasing gradually thereafter. 'The 
percentages of patients rating study med
ication as good, very good, or excel1ent 
were 22'16, 2896. 35%, 50'16. and 68% for 
tapentadol25 mg, 50 mg. 75mg, 100 mg. 
and 200 mg, respectively; 55% for meth
adone; and 12'){, for placebo. The per
centages of patients experiencing a 50'16 
reduction in pain were :{2.7% for tapenta
do125 mg, 4G% for tapentadol 50 mg and 
75 mg. 64.6'1.) for tapentadollOO mg, 87.8% 
tor tapenladol 200 mg. 64.7% for mor-
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phine. 76.5% for ibuprofen. and 25.1% for 
placebo. The onset of effect appeared to 
be more rapid for the 200-mg dose of 
tapentadol, compared wi.th morphine (0.7 
vs. 1.2 hours). 

The most commonly reported AEs 
were dizziness, nausea, vomiting, and 
somnolence, as follows: 

• The incidence of AEs was lowest 
with ibuprofen and placebo. 

• 'The incidence of nausea and vomit
ing appeared to be lower with all 
doses of tapentadol when compared 
with morphine. 

• The incidence of dizziness was 
lower with tapentadol 100 mg or 
less, compared with placebo. 

• The incidence of dizziness wi.th 
tapentadol 200 mg was similar to 
that with morphine. 

• The incidence of somnolence was 
higher with tapentadol 200 mg and 
morphine. 

Differences in safety findings between 
study groups were not statistically sig
nificant. 

These results suggest that tapentadol 
was effective and well tolerated for man
aging moderate-to-severe pain after den
tal procedures. The efficat:y of tapentadol 
100 mg and 200 mg was comparable to 
that of morphine and ibuprofen. Tapen
tadol had a more rapid onset of analgesic 
eHectand resulted in patient satisfaction 
similar to that of morphine and ibupro
fen. 

In summary, the safety profile of tapen
tadollOO mg and 200 mg was similar to 
that of morphine, with a potentially lower 
incidence of AEs when doses of tapenta
dol were less than 100 mg. 

Phase 3 Studies 
Daniels et at. 11 

Daniels and coworkers conducted a 
randomized. double-blind. and placebo
and active-controlled study to evaluate 
the efficacy of tapentadol following a bun
ionectomy in patients with moderate-to
severe pain. Patients (N = 603) received 
tapentadol50, 75, or 100 mg; oxycodone 
IR 15 mg; or placebo every four to six 
hours tor three days following the pro
cedure. 'Dw plimary endpoint was the 
sum of pain-intensity difference (SPID) 
over 48 hours (SPlD I'). Secondary end
points included the SPID over a period of 

Vol. 35 No.6· June 2010 • P&'l'® 331 

000611 



DRUG FORECAST 

12. 24, and 72 hours (SPID!2, SPID~j, and 
SPlDn, respectively); total pain relief; use 
of rescue medication; overall impression 
of change; and perceived onset of action 
of the medication. 

Patients receiving tapentadol (regard
less of the dose) and oxycodone showed 
a statistically significant decrease in pain 
intensity, as evidenced by a decrease in 
SPID48, when compared with placebo. 
Higher doses of tapentadol were associ
ated with higher levels of pain relief. A 
similar decrease in pain intensity was 
noted in SPlDe, SPlDu• and SPlD72• The 
proportion of patients achieving pain re
duction of at least 30% to 50% was sig
nificantly higher in the active-treatment 
patients compared with patients assigned 
to receive placebo. A reduction in pain 
intensity of 50')(, or greater was noted in 
30% of the placebo patients, in 56.7% to 
70.3% of patients assigned to tapentadol, 
and in 72.8% of patients receiving oxy
codone (P< 0.001 vs. placebo). The per
centage of patients requiring rescue med
ication was 49% in the placebo group, 10% 
to 19% in the tapentadol groups, and 9% in 
the oxycodone group. Patients receiving 
tapentado\ also attained pain relief more 
quickly than those receiving placebo 
(P:s 0.(05). 

The incidence of AEs was 70% with 
tapentadol 50 mg; 75% with tapentadol 
75 mg; 85% with tapentadoll00 mg; 87% 
with oxycodone IR 15 mg; and 41% with 
placebo. The most common AEs ob
served were nausea, vomiting, constipa
tion. dizziness. and somnolence. The 
incidence of G1 effects was lower with 
tapenladol compared with oxycodone. 
The incidence of somnolence was similar 
for tapentadol 100 mg and oxycodone 
and lower with tapentadol 50 mg and 75 
mg compared with oxycodone. The dif~ 
ference in AEs between the tapentadol 
and oxycodone groups was statistically 
significant. 

Thus. multiple doses of tapentadol 
significantly reduced acute. postsurgical 
pain when compared with placebo. Fur
thermore. tapenladol 100 mg had effi
cacy comparable to that of oxycoc!one IR 
15 mg. Tapentadol provided effective an
algesia and a potentially superior G1 
tolerability profile compared with oxy
codone. 

Daniels et al. 12 

Another randomized. double-blind. 
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active- and placebo-controlled, parallel
group multicenter trial was conducted to 
evaluate the safety and efficacy of tapen
tadol for acute postsurgical pain. Patients 
(n ~ 901) received tapentadol 50 mg. 
tapentadol75 mg. oxycodone 10 mg. and 
placebo. 'TIle primary efficacy endpoint 
was SPlD 4>!.The primary safety endpoint 
was the incidence of treatment-emergent 
AEs of nausea andlor vomiting. 

Patients receiving tapentadol and oxy
cod one reported sUltistically significant 
reductions in pain intensity compared 
with those receiving placebo. based on 
SPID48• A similar trend in reduced pain 
intensity was noted at 12. 24, and 72 
hours with tapentadol and oxycodone, 
compared with placebo (P< 0.001). 

An additional analysis showed that 
analgesic efficacy of both doses of I:apen
tadol was non-inferior to that of oxy
codone. The proportion of patients with 
a reduction of 50% or more in pain in
tensity was 64.7% for tapentadol 50 mg 
(P ~ 0.009 vs. placebo), 64% for tapenta
dol 75 mg (P= 0.12 vs. placebo), 64.4% for 
oxycodone (P ~ 0.010 vs. placebo), and 
47.8% for placebo. More placebo patients 
(23.2%) required rescue medications 
compared with the oxycodone group 
(3.2%). patients receiving tapentadol 
75 mg (1.4%), and those receiving tapen
tadol 50 mg (6.2%). 

AEs occurred in 68% of patients re
ceiving tapentadol 50 mg. in 75% of 
patients receiving tapentadol 75 mg. in 
83% of patients receiving oxycodone. and 
in 51% of patients in the placebo group. 
'The most commonly reported AEs were 
nausea, vomiting, constipalion. dizziness. 
and somnolence. The number of AEs was 
lower with tapentadol 50 mg than with 
placebo. The percentage of patients re
ceiving tapentadol 50 mg who reported 
nausea or vomiting was significantly 
lower (::15%) compared with the oxy
codone group (59%) (P< 0.(01). 

In summary. tapentadol was more 
effective than placebo and was non
inferior to oxycodone for manaf,>ing acute 
pain. It was also associated with a poten
tially lower incidence of (;I adverse efe 
fects. 

Hartrick et aI. 1:1 

Hartrick and colleagues conducted a 
randomized, double-blind study to eval
uate the efficacy and tolerability of 10 
days of treatment with tapentadol50 rng 

and 75 mg. oxycodone 10 mg, and pla
cebo for patients with poorly controlled 
pain associated with osteoarthritis of the 
hip or knee. Patients were asked to dis
continue the use of products cont'lining 
opioids before the study run-in period. 
The use of non-opioid analgesics at a 
steady dose was allowed. The investiga
tors used the numeric rating scale (NRS) 
for pain intensity, the NRS for pain relief. 
and the Patient Global Impression of 
Change (PGI-C) for assessment of pain 
and measurement of the primary effi
cacyoutcomes. 

Ine investigators randomly assigned 
674 patients to treatment; 659 patients 
were included in the efficacy analysis 
and 666 patients were included in the 
safety analysis. Administration oftapen
tadol50 mg, tapentadol 75 mg. and oxy
cocione result.ed in a statistically sig
nificant decrease in pain intensity, com
pared with placebo. at days 2, 5, and 10. 
The percentage of patients with a de
crease in pain intensity of at least 30% at 
day 5 was 43% for tapentadol 50 mg 
(P = 0.028 vs. placebo), 41% for tapenta
dol 75 mg (P~ 0.033 vs. placebo), 40% for 
oxycodone 10 mg, and 30% for placebo. 

Significantly more patients who re
ceived oxycodone discontinued treat
ment, compared with patients receiving 
tapentadol 50 mg (35% vs. 18%. respec
tively; P < 0.001). AEs. particularly GI 
and neurological effects, were the pri
mary reason for discontinuing the study 
drug in 13% of the tapentadol 50-mg 
group. 18% of the tapentadol 100-mg 
group, 30% of the oxycodone group. and 
4% of the placebo group. 

The most common AEs were dizzi
ness, nausea. vomiting. somnolence. con
stipation. pruritus. and fatigue. 'The num
ber of AEs was lower for both doses of 
tapentadol compared with oxycodone. 

Hale et al. 14 

Hale et a!. conducted a randomized. 
double-blind. active-control. paralIel
group multicenter trial to evaluate the 
long-term tolerability and safety of tapen
tadol in patients with low back pain or 
()steoarthritis. Patients (n = 878) with a 
pain-intensity score of at least 4, on an 
ll-point NRS while taking non-opioid 
analgesics received tapentadol 50 or 
100 mg every four to six hours (n = (79), 
as needed, or oxycodone 10 or 15 mg 
every four to six hours (n ~ 170). as 
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needed, for a total of 90 days. The use of 
non-opioid analgesics at a stable dose was 
allowed, but the use of opioid rescue 
medication was not permitted. 

During the study period, AEs were re
ported by 76.3% of the tapentadol patients 
and by 82.9% of the oxycodone patients. 
The most common AEs were GI events 
((14.2% for tapentadol vs. 63.5% for oxy
codone), central nervous system (CNS) 
events (36.7% fortapentadol vs. 37.1% for 
oxycodone), and pruritus (4.3% for tapen
tadol vs. 11.8% for oxycodone). 

Of those patients in the tapentadol 
group, 42% discontinued the study drug 
early, compared with 49% of patients in 
the oxycodone IR group; 21% of patients 
receiving tapentadol and 31% of the oxy
codone patients discontinued the drug 
secondary to AEs. There were no differ
ences in pain-intensity scores between 
the tapentadol group (4.9) and the oxy
codone group (5.2). 

At the end of treatment, 66% of the 
tapentado\ patients and 62% of the oxy
cod one patients reported their overall 
status as improved, suggesting that tht:re 
was no difference in efficacy between the 
two study groups. 

Although statistical analyses were not 
performed in this study, it appears that 
tapentadol was as effective as oxycodone 
in managing chronic pain and was as
sociated with a lower risk of GI adverse 
events. 

SAFETY AND TOLERABILITY 
'The most commonly reported AEs of 

tapentadollherapy in clinical trials have 
been nausea, vomiting dizziness som
nolence. pruritus. dry mouth. headache, 
and fatigue. The effects appear to be 
dose-related, with higher doses result
ing in a higher potential for AEs Y·-14 

(ONTRAINDICATIONS 
AND PRECAUTIONS 

Tapentadol is contraindicated in those 
patients with impaired pulmonary func
tion and paralytic ileus. This medication 
should not be used in combination with 
monoamine oxidase (MAO) inhibitors or 
within 14 days of discontinuation of MAO 
inhibitors. It should be used with caution 
in patients with asthma. chronic obstruc
tive pulmonary disease. cor pulmonale. 
severe obesity, sleep apnea, myxedema, 
kyphoscoliosis, eNS depression, sei
zures. or coma. 

Tapentadol should not be prescribed 
for patients with head injury or increased 
intracranial pressure." 

DOSAGE 
The manufac!mer recommends that 

tapentadol be initiated at a dose of 50 mg, 
75 mg, or 100 mg, administered every 
four to six hours. The dose should then 
be tailored to each individual, based on 
the severity of pain and the patient's pre
vious experience with similar drugs, to 
maintain adequate analgesia while avoid
ing unwanted effects of therapy. On the 
first day of dosing. the second dose may 
be administered one hour after the first 
dose. Doses greater than 700 mg on day 
1 and 600 mg on subsequent days are 
not recommended. 

Dose adjustments are not needed in 
patients with renal insufficiency or in 
those with mild hepatic impairment. In 
patients with moderate hepatic impair
ment, tapentadol should be initiated at a 
dose of 50 mg. with the interval between 
doses of at least eight hours. Tapentadol 
has not been studied in patients with 
severe liver impairment.s 

DRUG INTERACTIONS 
Tapentadol has minimal potential for 

pharmacokinetic drug interactions be
cause it does not undergo significant me
tabolism by the CYP 450 system. Tapen
tadol does not inhibit the activity of CYP 
lA2, 2A6, 2C9, 2C19. 2El, or 3A4, but it 
has been shown to inhibit CYP 2D6 to a 
limited extent.s Tapentadol does not in
duce CYP lA2, 2D6, or 3A4 metabolism. 
Displacement interactions are unlikely 
as a result of the drug's low protein-bind
ing properties.~ 

Administration of tapentadol con
comitantly with acetaminophen. acetyl
salicylic acid, and naproxen has not re
sulted in clinically relevant changes in 
[apentadol serum concentrations.];; Co
administration of tapentadol with opioid 
analgesics. general anesthetics, pheno
thiazines, other tranquilizers, sedatives. 
hypnotics, or other CNS depressants 
may result in additive CNS depression. 
Administering tapentado) with seroto
nerh>ic drugs such as selective serotonin 
reuptake inhibitors (SSRIs), selective nor
epinephrine reuptake inhibitors (SNRIs), 
tricyclic antjdepressants (I'CAs), MAO 
inhibitors. ,md triptans may result in sero
tonin syndrome. ~ 

DRUG FORECA~"T 

CONCLUSION 
Tapentadol is a centrally acting an

algesic with established efficacy in acute 
pain, chronic pain, neuropati1ic pain, and 
pain with an inflammatory origin. The 
drug follows linear pharmacokinetics, is 
absorbed rapidly, attains maximum con
centrations quickly, and is excreted pri
marily by the renal system in the form of 
inactive metabolites. Tapentadoi is not 
metabolized by the CYP 450 system to a 
significant extent, and it does not induce 
or inhibit CYP enzymes to a clinically 
significant effect, resulting in a low po
tential for drug interactions. 

Adverse effects are primarily related to 
the CNS and GI tract and have been 
reported to occur less frequently than in 
patients treated with opioids. Tapentadol 
is an important addition to the arma
mentarium for the management of mod
erate-to-severe pain. 
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DRUG REVIEW 

) Oxymorphone Extended-Release Tablets (Opana ER) 
For the Management of Chronic Pain 

A Practical Review for Pharmacists 
David S. Craig, PharmD, BCPS 

Key words: oxymorphone. opioid, chronic pain, opioid 
rotation. opioid switching 

INTRODUCTION 
vVhether in a dedicated pain-management clinic or in a com

munity pharmacy, n.harmacists can provide valuable education 
and treatment recommendations to patients and clinicians. 
Pain programs, jointly managed by pharmacists, nurse prac
titioners, specialists in behavioral medicine and functional 
restoration. and specialty pain physicians, can enhance the sat
isfaction of patients and health care professionals, improve 
clinical outcomes. and minimize the need for secondary pain 
referrals.1 Pharmacists who become knowledgeable in pain 
pharmacotherapy can facilitate safe, effective, and cost-bene
ficial equianalgesic opioid conversions in primary care set
tings." 

Long-acting (LA) opioids are recommended for l:&:lOQgrate
to-severe chronic cancer and non-cancer pain,.Y:{n their most 
recent evidence review. the American Pain Society and Arner
ican Academy of Pain Medicine concluded that there is insuf
ficient evidence to recommend that LA opioids be used in 
place of shorblcting opioids for chronic non-cancer pain, but 
they acknowledge that LA opioids might provide more con
sistent pain control, improve adherence. and reduce the risk 
of addiction or abuse.' Additional research is needed to eval
uate these proposed advantages.'" 

Differences among opioids influence individual patient re
sponse and tolerability. risks and benefits in specific disease 
states, the likelihood of drug interactions. and ease of moni
toring. Differences among patients with respect to genetic 
t:1ctors. age. sex, and the prior use of opioids also conttibute 
to variability of response to individual opioids." Consequently, 
when selecting L,\ opioids. clinicians cannot reliably predict 
how a given patient will respond. Patients with chronic pain 
usually require consecutive trials of several LA opioids before 
they find one that provides adequate analgesia with acceptable 
lolerability.7~9 For this reason. it is essential to have multiple L,\ 

opioids from which to choose. 
In 2006. the FDA approved extended-release oxymorphone 

Hel (Opana ER, Endo) for the control of moderate-to-severe 
chronic pain. At that time, morphine CMsContin, Purdue); 
Oramorph SR, Xanodyne; oxycodone (OxyContin, Purdue); 
methadone (Dolophine. Roxane); and transdermal fentanyl 
(Duragesic. Or tho-McNeil-Janssen ) were the only LA opioids 
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approved in the U.S .• and they remain the primary alternatives 
to o:ll.-ymorphone ER today. Some pain specialists do not con
sider L,\ tramadol (Uitram, PriCara) to be an equivalent 
alternative to these drugs because of its predominantly non
opioid mechanism of actionil! and relatively weak analgesic 
potency, compared with other more potent opioids. 

L,\ hydromorphone (Palladone, Purdue) was withdrawn 
from the U.S. market in 2005 because of a potentially fatal 
interaction with alcohol. 11 A new formulation (Exalgo, Covid
ien) has received FDA approval. 12.J:l 

Transdermal buprenorphine (e.g., Transtee. Butrans, or 
Norspan in Europe) is being studied for the management of 
chronic pain. It will probably represent another l.A opioid £!.j ~ 
choice if it receives FDA approval. 1i 4') ( r 

Tapenuldol (Nucynta, Pri(ara~es mu-opioid recep
tor agonism with norepinephrine reuptake inhibition. It is 
available as an immediate-release (lR) tablet. and a long-acting 
preparation is being investigated~Tapentadol is featured in 
this month's Drug Forecast column on pag@V 

A Schedule IIcontroUed substance (CII). oxymorphone ER 
is a selective mu-opioid agonist!6 that is embedded in an ag
glomerated hydrophilic matrix to provide sustained activity 
over a 12-hour dosing intervaJ.17 This article describes the 
agent's pharmacology. pharmacokinetics. efficacy and safety, 
and clinical considerations of significance to pharmacists, cli
nicians. and members of P&T committees. 

PHARMACOLOGY AND PHARMACOKINETICS 
Oxymorphone has selective affinity for the mu-opioid 

receptor,lt) whereas oxycodone has weaker mu-receptor affin
ity and greater kappa-receptor affinity.!" Oxymorphone has 
lower protein binding (10% to 12%) compared with morphine 
(30% to 35%) or oxycodone (45%).16 Its highly lipophilic prop
erties facilitate its transit across the blood-brain barrierY 

'The pharmacokinetic profile of oxymorphone ER is pre
dictable. linear, and dose-proportionaI.1 7.i9 The technology 
used in the ER formulation, TIMER..: (Penwest Pharmaceuti
cals). maintains steady plasma levels over a 12-hour period.!?,!!l 
With a half-life of9 toll hours,ii' oxymorphone ER maintains 
a low tluctuation index of less than 1 after achieving steady 
state, as do its two metabolites.!7.l9 Oxymorphone is metabo
lized primarily via hepatic glucuronidation!7 to one active 
metabolite (6-0H-oxymorphone) and to one inactive metabo
lite (oxymorphone-:3-g!ucuronide). It is neither metabolized by 

Disclosure. Dana Franznick, PharmD. and Nicole Strangman. PhD. of 
Complete Healthcare Communications. Inc .. in Chadds Ford. Penn
sylvania. provided research and editorial assistance for the develop
ment of the submitted manuscript, with support from Endo Pharma
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cytochrome P-450 (CYP) enzymes nor inhibited or induced by 
CYP substrates. ",) Consequently. oxymorphone ER. along with 
morphine and hydromorphone. lacks significant potential for 
CYP-mediated drug interactions and is unaffected by genetic 
factors inl1uencing these enzymes?' By contrast. oxycodone, 
fentanyl, methadone, buprenorphine, and other opioids are 
metabolized by CYP enzymes and therefore have the potential 
for clinically important pharmacokinetic interactions with 
other drugs that share this metabolic pathway.'i.21 Interest
ingly, the CYP 3A4 enzyme alone is responsible for the 
metabolism of more than 50% of currently available drugs." 

The absence of CYP-mediated metabolism is also advanta
geous because genetic variations in the activity of CYP 
enzymes have been associated with altered opioid metabo
lism. For example. codeine and hydrocodone are metabolized 
by CYP 206 to more active metabolites (morphine and hy
dromorphone. respectively). 6 Some patients who are poor GYP 
206 metabolizers (i.e., 5% to 10% of Caucasians) or ultra-rapid 
CYP 2D6 metabolizers (Le .. 1% to 7% of Caucasians) may 
experience reduced efficacy or an increase in adverse events 
(AEs) because of a reduced or accelerated production of 
metabolites."·22-24 A small portion of oxycodone undergoes 
CYP 2D6 metabolism to oxymorphone. and increased AEs 
have been reported for poor CYP 2D6 metabolizers.:!2.24 

Although oxymorphone ER has minimal potential for phar
macokinetic interactions, its use with sedatives, tranquilizers, 
hypnotics, phenothiazines, and other central nervous system 
(CNS) depressants can produce additive effects. Hence, as with 
other opioids. vigilance is required in preventing pharmaco
dynamic interactions during therapy with oxymorphone ER. 

Pharmacists can help prevent medication errors. particularly 
those that result in drug interactions. Patients receiving opi
aid therapy for chronic pain may have complex medical prob
lems. often requiring the involvement of their primary care 
physician, a pain specialist, and one or more medical or surgical 
specialists. Although each prescriber has an obligation to be 
aware of all of a patient's prescription and over-the-counter 
medications, the pharmacist is in a unique position to monitor 
the patient's medications from all sources. 

Pharmacists must recognize and be vigilant in guarding 
against potential drug interactions. redundancy. misuse, or 
evidence of abuse and must take action to advise prescribers 
and caution patients accordingly. In this regard. pharmacists 
can be most successful by developing a collegial, cooperative 
relationship with t.he prescribing physician. 

CLINICAL TRIAL PROGRAM 
The clinical trial program for oxymorphone ER has included 

more than 2,000 opioid-naive and opioid-experienced patients 
with chronic cancer pain and non-cancer pain. The duration 
of treatment ranged from two weeks to two years. Collec
tively, the trials demonstrated that oxymorphone ER was an 
effective, generally well-tolerated 12-hour opioid agent in con
trolling chronic pain. 

In long-term. open-label trials of cancer and non-cancer 
pain, analgesic effects were maint.ined over time, and in pa
tients with osteoarthritis and low back pain, the effects were 
accompanied by improvements in functional outcomes. 

Use of Oxymorphone Eft in Opioid-Naive Patients 
In clinical trials. individualized gradual titration improved the 

tolerability of oxyInorphone ER in opioid-naive patients with 
moderate-to-severe chronic low back pain.G" These patients 
underwent a flexible, tailored. open-label, dose-titration period 
consisting of Q).:ymorphone ER 5 mg every 12 hours. titrated at 
increments of 5 and 10 mg every three to seven days. A well
tolerated mean dose of approximately 40 mg in 205 of :Q5 
patients (63%) was achieved. TIlese responders (n = 205) entered 
a randomized, double-blind. placebo-controlled 12-week period. 
Rescue medication, consisting of oxymorphone JR, was used to 
manage breakthrough pain and to prevent withdrawal symp
toms in patients switching from oxymorphone ER to placebo 
for the double-blind treatment period. 

Outcome measures included pain intensity. as measured 
by a lOO-mm Visual Analogue Scale (VAS) and by patient and 
physician global ratings of treatment. No functional outcome 
measures were assessed. The Adjective Rating Scale (ARS) for 
Withdrawal and the Clinical Opiate Withdrawal Scale (COWS) 
were administered to ensure that between-group differences 
were not a result of \vithdrawal by patients who switched from 
oxymorphone ER to placebo. 

Patients given oxymorphone ER were significantly more 
likely than placebo patients to complete the double-blind treat
ment period (68% vs. 47% respectively; P < 0.0(1) and were 
significantly less likely to stop treatment owing to a lack of effi
cacy (11% vs. 35%. respectively; P < 0.0(1). Oiscontinuations at
tributed to AEs occurred with similar frequency in the two 
groups (oxymorphone ER. 8.6%; placebo. 8%). Only one patient 
receiving oxymorphone ER and two patients receiving placebo 
discontinued treatment because of withdrawal symptoms. 

Patients who received oxymorphone ERin the double-blind 
period exhibited consistent statistically significant improve
ment in VAS-rated pain intensity relative to placebo-treated 
patients (P < 0.0(1). Before enrollment into the study. most 
patients (87%) had rated their previous pain regimen as poor 
or fair. After the trial. 97% of patients and 87% of physicians rated 
oxymorphone ER as good, very good. or excellent. 

In an open-label, six-month study of opioid-naive patients 
with osteoarthritis.2

(; a similar flexible. individualized titration 
peliod resulted in a stable. effective. and tolerable dose of 
oxymorphone ER in 94 of 126 patients (75%). Mean (ST)) 
average pain intensity significantly declined from 6.2 (1.3) at 
screening to below 2.5 (1.6) at the end of titration. on a lO ... point 
pain intensity scale. Measures of general activity, work. 
enjoyment of life, walking ability, sleep. mood. and relations 
\vith others also showed significant improvement. Sixty of the 
94 patients (64%) completed the titration phase successfully. 
Analgesia and improvements in measures of function were 
maintained, and the mean daily dose of oxymorphone ER 
remained stable for the duration of the study. Rates of discon
tinuation resulting from AEs were low during the titration and 
maintenance phases (16% and 17%, respectively). 

Use of Oxymorphone in Opioid·Experienced Patients 
The safety and efficacy of oxymorphone ER in opioid-expe

rienced patients were assessed in a pivotal two-period studyP 
Opioid-experienced patients with moderate-to-severe chronic 
low back pain who were following a stable opioid pain regimen 
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at screening were switched to an equianalgesic dose of oxy
morphone ER twice daily based on established conversion 
ratios Crable 1). Outcome measures included pain intensity 
scores from a 100-mm VAS and both patient and physician sat
isfaction with treatment. No functional outcomes were assessed. 

After achieving adequate pain control, patients received 
oxymorphone ER or placebo in the 12-week double-blind pe
riod. Rescue medication (oxymorphone IR) was allowed for 
breakthrough pain and to prevent withdrawal symptoms after 
a switch from a previous opioid to oxymorphone ER during 
titration or from oxymorphone ER to placebo during double
blind treatment. 

Of 250 patients, 149 (60%) completed titration and were 
assigned to double-blind treatment with oxymorphone ER or 
placebo. After randomization, patients receiving oxymorphone 
(70%) were more likely to complete treatment compared with 
placebo patients (25%) (P <: 0.001). A lack of efficacY' led to dis
continuation of therapy in 53% of placebo patients and in 11% 
of oxymorphone patients, but discontinuations resulting from 
AEs were similar (for oxymorphone ER, 10%: for placebo, 
11%). Opioid withdrawal, as measured on the ARS and the 
COWS, was infrequent but nonetheless was the most common 
occurrence leading to discontinuation by the placebo patients 
,7%). 

Continuation of the individually titrated dose of oxymor
phone ER over the next 12 weeks maintained relief of chronic 
low back pain with little change, as measured via the VAS. Be
fore entering the trial. only 14% of patients had rated their pain 
regimen as excellent or very good. After the dose-titration pe
riod, 72% of patients and 68% of physicians rated oxymorphone 
ER as excellent or very good. 'Ille most common AEs (con
stipation, nausea, headache, and somnolence) were typical of 
opioid therapy. 

Table I Conversion Ratios of Daily Oral Opioid 
Doses to an Equivalent Dose of Oxymorphone 
Extended Release 

Approximate Oral 
Equivalent Daily Conversion 
Oral Dose (mg) Ratio* 

Oxymorphone 10 1.0 

Hydrocodone 20 0.5 
Oxycodone 20 O.S 
Methadonet 20 O.S 
Morphine 30 0.333 

" Ratio for conversion of an oral opioid dose to an approximate 
oxymorphone equivalent dose. The total daily dose for the opioid 
was summed and multiplied by the conversion ratio to calculate the 
oxymorphone total daily dose. 

t It is extremely important to closely monitor all patients who 
are switched from methadone to other opioid agonists.The conver
sion ratio of methadone to other opioid agonists may vary widely as 
a function of previous exposure, because methadone has a long half
life and tends to accumulate in the plasma." 

Data from Opana ER, prescribing information. I 7 
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Importance of Slow, Individualized Titration 
Outcomes are typically less successful for patients whose 

opioid doses are titrated on a fixed-dose schedule. More recent 
guidelines for the use of opioids in chronic non-cancer pain 
recommend individualized, flexible titration to minimize AEs 
and premature discontinuation of therapy.4 

'Illis was the case in two earlier trials of oxymorphone ER.'~·:l9 
In a two-week dose-ranging study,28 opioid-naive and opioid
experienced patients with moderate-ta-severe osteoarthritis of 
the knee or hip received initial doses of oxymorphone ER 
10 mg twice daily or 20 mg hvice daily dming week 1. followed 
by 40 mg twice daily or 50 mg twice daily during week 2. In a 
fixed-dose, double-blind, placebo-controlled and active com
parator-controlled trial,;!!! opioid-naive and opioid-experienced 
patients with moderate-to-severe osteoarthritis pain initiated 
oxymorphone ER 20 mg or 40 mg twice daily.c'\) In the two tri
als combined, 225 of 521 patients (43.2%) receiving oxymor
phone ER discontinued therapy because of AEs. 

By contrast, a pooled analysis of two clinical trials of oxy
morphone ER in patients with chronic low back pain con
firmed the value of flexible titration.;;v,3! Of 575 patients, 348 
(60.5%) completed titration to an effective, well-tolerated oxy
morphone ER dose.30 Only 106 patients (18.4%) stopped ther
apy because of AEs. These results were consistent with 
outcomes for other LA opioids titrated during a t1exible, ilHli
vidualized dosing schedule. For exanJple, in a randomized, 
open-label trial by Ronck et al.,:!l 68% of LA opioid-naive patients 
(266 of 392) completed the opioid dose titration phase to ef" 
fective and generally well-tolerated doses of either once-daily 
morphine sulfate ER (Avinza, King) or twice-daily oxycodone 
CR (OxyContin, Purdue). 

After titration, the proportion of patients discontinuing dou
ble-blind treatment with oxymorphone ER (54 of 175 patients, 
or 30.8%) was nearly identical to the discontinuation rate re
ported in a systematic review of randomized controlled trials 
that evaluated other LA opioids in patients with chronic non
cancer pain (209 of 698 patients, or 29.9%).:12 

ROLE OF THE PHARMACIST 
When initiati.ng oxymorphone ER or other opioid agents, 

pharmacists can help patients understand essential informa
tion, such as instructions for taking medications. They can also 
advise patients about how to distinguish between AEs that 
are likely to resolve over time and those indicating the need 
for a medication switch. a dose reduction, or another inter
vention. Some patients who experience inadequate analgesia 
or bothersome AEs find it more convenient and less costly to 
consult with their pharmacist rather than their physician. How
ever, relationship building between patients and physicians is 
an important component of clinical care and may improve 
physician decision making and patient outcomes. 

Pharmacists are often placed in the position of managing 
over-the-counter treatments that are complementary to or fun
dmllental adjuncts to prescription therapy, such as a bowel reg
imen during chronic opioid therapy. Informing patients that the 
cause of opioid-induced constipation is impaired intestinal 
motility, pharmacists can recommend a stimulant laxative, but 
they should emphasize tllat a stool softener in the absence of 
a stimulant is ineffective and that bulk-forming laxatives may 
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lead t.o intestinal obstruction.:!:{ Elderly patients and those with 
complex medical conditions may also need to be steered away 
from osmotic laxatives and enemas, which raise the risk of 
dehydration, electrolyte imbalances, and renal dysfunction.:':! 

Ultimately, prOl,rrams that optimize the relationship between 
patients and pharmacists may provide an opportunity to im
prove health care and reduce costs. Research suggests that 
pharmacist-intervention programs can improve pain manage
ment, reduce drug interactions and other AEs. enhance patient 
compliance. and identify unaddressed patient needs. 1.34-36 For 
example,:>l patients with chronic disease who participated in a 
primary care pharmacist-intervention program were signifi
cantly more likely than nonparticipants t.o address non
compliance with therapy and untreated conditions and to 
receive necessary medications. Costs were lower among 
progranl participants, although not significantly. 

The pharmacist's observation of patients' use of over-the
counter medications may prompt interventions to increase 
the quality of opioid prescribing. One important area of con
cern is the use of short-acting combination opioids for chronic 
pain. The most frequently prescribed opioids for chronic pain 
are combination products that contain acetaJ11inophen,:l7 which 
is hepatotoxic at doses of 4 g/day or greater:lll 

Pharmacists should be aware that combination opioids, 
when used for chronic pain, pose risks for undertreatment of 
pain and acetaminophen toxicity. Clinical trials of oxymor
phone ER in opioid-experienced patients found that most 
patients who were switched from combination opioids had 
been taking ilie maximum dose of these products and reported 
low satisfaction with pain relief.3U;19 Patients with undertreated 
pain may be tempted to self-medicate with over-ilie-counter 
medications containing acetaminophen in addition to their com
bination opioid, thereby risking liver toxicity. Patients may 
further increase their exposure if they are also using other non
prescription drugs, such as pain, cold, and allergy products. 

In addition to alerting patients to the danger of over-the
counter medications containing acetaminophen, pharmacists 
can help identify the inappropriate concomitant use of pre
scription and nonprescription agents. They might suggest that 
the physician consider substituting either a short-acting opioid 
that does not include aspirin or acetaminophen or, if appro
priate. a long-acting opioid. 

SWITCHING TO OXYMORPHONE ER 
Patients with chronic pain may have to endure switching to 

three or four opioids before they discover one that offers ef
fective analgesia with tolerable AEs. Patients may feel per
plexed when the efficacy or tolerability of an opioid wanes over 
time, so that rotation to a different opioid becomes necessary. 
Pharmacists must often explain why switching and rotation are 
sometimes necessary. Some of these reasons inc1ude:41l.41 

• development of tolerance. 
• emergence of drug interactions when new medications 

are added. 
• changes in hepatic or renal drug clearance, leading to 

intolerable side effects. 
• differences in the patient's response that may be related 

to age, sex, and genetic variability. 

Although genetic and other factors (e.g., renal or hepatic 
function) do influence the patient's Tesponse to opioids in gen
eral, in a combined analysis of a cohort with chronic low back 
pain who completed initial titration to oxymorphone ER. age, 
sex, and previous opioid experience had no impact on the 
effectiveness and tolerability of oxymorphone ER.'i,;lO How
ever, completing this step was more challenging in several 
patient subgroups. Patients 65 years of age or older experi
enced more opioid-related AEs than younger patients and 
were more likely to discontinue treatment as a result. Similar 
proportions of opioid-naive and opioid-experienced patients 
completed titration; however. patients who took hydro
codone/acetaminophen (e.g., Vicodin, Abbott) as theirprevi
ous opioid were more likely to complete the titration phase suc
cessfully than patients who had previously used oxycodone. 1'1,:19 

Among patients switching from oxycodone, the success rate 
was higher among men (56.4%) than women (35%) and among 
patients 65 years of age or younger (47.8%) compared with 
those 65 years of age or older (33.3%).42'111e initial starting dose 
of oxymorphone ER might have been lower ilian needed in 
women and in older patients because (1) oxycodone blood lev
els are 25% higher in women than in men: (2) they are 15% 
higher in older patients than in younger patients; and (3) con
version tables do not give sex or age recommendations based 
on pharmacokinetic differences in subpopuiations.43 

Two studies suggest iliat patients who were successfully 
switched from hydrocodone to oxymorphone ER likely en
tered the study \\-1th undertreated pain.:l(!.:J~ More than half of 
the hydrocodone-experienced patients required a daily dose of 
oxymorphone ER 65 mg or greater. which is more ilian the 
maximum dose of their prestudy combination agent, hydro
codone/acetaminophen, consisting of approximately 120 mg 
of hydro cod one and 4 g of acetaminophen. 14 Patients previously 
taking oxycodone CR, with no dose maximum, might have en
tered the study with more satisfactory pain control and with 
less motivation to switch to oxymorphone ER. 

Alternatively, differences in the pharmacokinetics of oxy
codone CR and oxymorphone ER could have contributed to a 
perceived lack of efficacy with oxymorphone ER. compared 
with oxycodone CR, which undergoes biphasic release with 
absorption peaks at 0.6 and 6.9 hours after the dose is given. 13 

Patients experience a rapid onset of effect with the first peak 
and then continuous analgesia thereafter. 

By contrast, oxymorphone ER's TIMERx technology en
ables steady drug release throughout the 12-hour dosing 
intervalY It is possible that ()xycodone CR-experienced 
patients who switched to oxymorphone ER did not believe 
that they were receiving comparable analgesia because they 
did not experience an initial rapid onset of effect. Whether the 
absence of a rapid-onset phase is a disadvantage for oxymor
phone ER is debatable. because this phase can be associated 
with increased euphoria and abuse potentia!.":; 

ADVERSE EVENTS AND SAFETY 
CONSIDERATIONS 

As previously mentioned, one of the most common AEs ob
served in clinical trials of oxymorphone ER is constipation. 
Pharmacists should be aware that failure to include an effec
tive bowel regimen during chronic opioid therapy produces 

Vol. 35 No.6· June 2010 • P&T® 327 

000625 



·t···. 

-~,~ 

:\ 

Oxymorphone Extended-Release Tablets (Opana ER) 

constipation and myriad associated signs and symptoms that 
augment pain. Lack of a bowel regimen can be debilitating and 
can lead to poor adherence 'With treatment, impair quality of 
life, and create complications such as hemorrhoids. impaction, 
ileus. and rectal prolapse."" The pivotal trials with oxymor
phone ER that demonstrated t~1Vorable tolerability incorporated 
an effective bowel regimen as part of the study protocoJ.25.27.2R 
This is an area in which pharmacists can assist in the patient's 
pain-management plan. 

As with other opioids, oxymorphone ER should not be taken 
with alcohol. '111e package labeling for the drug includes a 
boxed (black-box) warning for patients not to consume alco
holic beverages. or prescription or nonprescription medica
tions containing alcohol, while they are receiving oxymor
phone ER.ln pharmacokinetic studies, there was a significant 
rise in maximum drug concentration when 40% alcohol was 
ingested willi oxymorphoneY However. the area under the 
concentration (AUC) versus time curve did not change. indi
cating no change in overall drug exposure. This is important 
because in vitro, Ule 'TIMERx delivery system does not release 
oxymorphone more rapidly (Le .• no dose dumping occurs) in 
solutions of up to 40% ethanol. The rapid absorption of oxy
morphone ER occurring with alcohol coadministration in vit'o 
may be a result of increased splanchnic blood flow. 

Vigilance in identifying opioid abuse or the diversion of opi
oids is a duty of prescribers and pharmacists. Urine monitor
ing of oxymorphone is facilitated by the drug's lack of metabo
lites, which can be mistaken for other prescribed. opioids. 
Oxymorphone tablets may contain up to 1% oxycodone, de
pending on the method of production. but urine testing by 
liquid chromatography or tandem mass spectrometry usually 
reports more than 99% oxymorphone. 1tl Interpretation of urine 
monitoring tests is more complicated when the prescribed 
opioid has metabolites that are identical to other prescription 
opioids. For exan1ple, codeine produces morphine and hydro
cod one. morphine produces hydromorphone. oxycodone pro
duces oxymorphone. and hydrocodone produces hydromor
phone.';,4:lA,-19 

Although pharmacists are valuable in detecting and pre
venting drug abuse and diversion. a survey conducted by the 
National Center on Addiction and Substance Abuse indicated 
that fewer than 50% of pharmacists receive training in this 
area:>ll Checking the legitimacy of a prescription is an essen
tial first step; the pharmacist should evaluate the prescription 
itself, the patient. licensing information about the prescribing 
physician, and the state's prescription drug-monitoring pro
grams if applicable. The pharmacist should also be aware of 
other ongoing drug-diversion programs in the jurisdiction. 

Errors included in a written prescription may call into ques
tion its legitimacy. but mistakes alone do not mean that a pre
scription is forged or fraudulent. A forged prescription may be 
attributed to a tktitious physician. or the script might contain 
errors in a physician's name, address. telephone number. or 
license number. The drug name might be misspelled. or a 
drug may be ordered in an unavailable dose or an unusual 
quantity. There might be refill orders for a Schedule II 
controlled subst.ance (CII). The pharmacist should check for 
evidence of tampering, such as photocopying; an absence of 
safety features. such as watermarks: obscured, unclear. or 
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obliterated content; erasures; and correction fluid or tape. 
Pharmacists should be alert for suspicious patient behavior. 

such a,.<; impatience, anxiety. or hostility. One red flag might be 
an insured patient who pays with cash. because insurers usu
ally have systems in place to identify redundant prescriptions.50 

i\ simple safeguard against diversion is to request identification 
and to telephone the patient when a third party anives to pick 
up medication for a patient said to be "100 sick to come in." 

Familiarity with the surrounding community can be helpful 
in identifying potential abusers. Increased vigilance is warranted 
in areas of frequent drug abuse, but prescribers should keep in 
mind that abusers sometimes travel outside their community to 
find a pharmacy willi less experience in dealing with those who 
aim to engage in illegal activities. Asking why a patient is filling 
a prescription far from home is a legitimate action. 

The patient's relationship to the prescribing physician is 
also important. It is unusual for a physician to prescribe opi
oids to a person working in his or her office. and it is unethi
cal to prescribe opioids to a family member. 

A questionable prescription that appears to have been le
gitimately written by a physician may represent an honest 
mistake or an error in judgment. or it might have been writ
ten under duress. It is appropriate for the pharmacist to ques
tion the prescribing physician about the therapeutic need for 
the medication-is it for trauma, palliative care, or chronic 
pain? The pharmacist might also ask about the physician's 
level offamiliarity with the patient-is this the patient's primary 
physician or a physician at a walk-in clinic? 

When in doubt. the pharmacist should phone the physician, 
focusing on llie specific reasons for concern. Tlle pharmacist 
should also notify all prescribers if it is evident that a patient is 
receiving opioids from multiple prescribers. It is common for 
patients who are prescribed opioids on a long-term basis to 
enter into a patient-prescriber agreement typically including lan
guage stating that if a patient knowingly accepts or solicits 
opioids from another prescriber. this would result in termina
tion of the agreement and the patient-provider relationship. 

The pharmacist should ensure that any prescription written 
for a controlled substance complies with the requirements of 
the Controlled Substances Act. Prescriptions for Schedule II 
drugs must be received in writing (except in an emergency) 
and cannot be refilled. Schedule III and IV drugs can be pre
scribed in writing or by telephone and refilled up to /1ve times 
williin six months ofthe original prescliption.b1 However, state 
laws may differ from federal law and may impose additional1irn
its, such as the quantity of medication or time permitted to 
elapse between writing and re1illing prescriptions. 

When there is a discrepancy between state and federal laws. 
the more restrictive legislation is observed. For example, 
Virginia sets no limit on U1e qmmtity for a Schedule II drug pre
s(:ription and allows up to six months for the prescription to be 
tilled. By contrast. New Hampshire limits the quantity to 100 
dosage units and Hawaii requires Schedule 11 prescriptions to 
be filled within seven days."2 These differences may mean 
that a patient who travels out of state to see a specialist could 
return with a prescription that cannot be tiDed as written. 
Awareness of these potential differences can help prevent 
misunderstandings and reduce patient distress. 

After a prescription is filled. pharmacists can help in moni-
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toring the correct use of the drug. Signs of medication misuse 
and abuse may include multiple requests for early refills. lost 
prescriptions, and unauthorized dose escalations. Patients tak
ing opioids on a long-term basis should be expected to refill the 
medication at regular intervals; a prolonged interval between 
the date 011 the prescription and the date tilled or erratic fill
ing frequency may suggest diversion. hoarding, or bingeing, 
but this situation may also legitimately rellect chronic pain with 
episodic flares and remissions. With proper safeguards and 
vigilance, pharmacists can substantially improve patient out
comes and reduce the likelihood of opioid misuse. 

CONCLUSION 
Oxymorphone ER is a valuable addition to the limited selec

tion of 1...'\ opioids available to physicians in the U.S .. providing 
a much-needed option for patients requiring pain manage
ment or opioid rotation. There is strong clinical evidence 
supporting its use for cancer pain, chronic low back pain, and 
other chronic non-cancer pain. This drug is generally well 
tolerated in opioid-naive and opioid-experienced patients. pro
viding 12-hour analgesia and maintaining its effects over time. 

Oxymorphone ER has advantages over other opioids; it is 
associated with few drug interactions, and urine-monitoring 
results are easy to interpret. Despite these benellts, oxymor
phone ER carries a risk of AEs common with other opioids and 
has the same potential for abuse or diversion. Moreover, a su 1>
set of patients might not respond to or tolerate any given 
opioid, and patients who initially do well with a specillc opioid 
may experience diminishing benefit over time and require 
rotation to another opioid. Given the inherent complexity of 
opioid therapy, pharmacists can play an important role in 
initiating or switching therapies, preventing medication errors, 
minimizing and managing AEs, guarding against abuse, en
couraging prescriber compliance with therapeutic guidelines, 
and counseling patients. 
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, fully during such therapy. When acidemia is present. bicarbonate 
I ,hould also be given to correct the serum pH, increase the ionization 
I of serum salicylate. and limit its tissue distribution. Diuresis is con

traindicated when cerebral or pUlmonary edema and renal failure are 
present. Salicylates are effectively removed by hemodialysis. Indica
lions for hemodialysis include severe clinical toxicity. levels that ap

, I Jlroach or exceed 7 mmol/L (100 mg/dL) following acute overdose, 
i '!Ild wntraindications or failure to respond to other treatment modal
! dies. 
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Diagnosis The diagnosis is based on clinical manifestations and 
the history of drug exposure. Toxicology testing is useful only for 
confirming an exposure or detecting an unsuspected one. In contrast 
to the neuroleptic malignant syndrome (Chap. 363), with which its 
shares many features. the serotonin syndrome becomes maximal and 
later resolves over a period of hours rather than days. and there is 
myclonus and hyperreflexia in contrast to "lead-pipe" rigidity. 

~l TRFATVIE"iT Gastrointestinal decontamination may be in
'-'-' dicated for acute overdose. Supportive measures include hydra
tion with intravenous fluids. airway protection and mechanical venti
lation. benzodiazepines (and paralytics. if necessary) for 
neuromuscular hyperactivity. and mechanical cooling measures for hy
perthermia. 

The administration of serotonin-receptor antagonists may hasten 
the resolution of this syndrome. Cyproheptadine (periactin), an anti
histamine with 5HT-la and 5HT2 receptor blocking activity. and 
chlorpromazine (Thorazine). a nonspecific serotonin receptor antago
nist, have been used with success. Cyproheptadine is given orally or 
by gastric tube in an initial dose of 4 to 8 mg and repeated as necessary 
every 2 to 4 h up to a maximum of 32 mg in 24 h. A response is 
usually noted in I to 2 h but may be absent in severe cases. Chlor
promazine has the advantage that it can be given parenterally (intra
muscularly or by slow intravenous injection in doses of 50 to 100 mg). 
Since it can cause hypotension, its use should be preceded by adequate 
fluid hydration. The use of chlorpromazine for the neuroleptic malig
nant syndrome misdiagnosed as the serotonin syndrome, and con
versely, the use of bromocriptine for the serotonin syndrome misdi
agnosed as the neuroleptic malignant syndrome may result in 
worsening of symptoms. Other medications with variable success in 
treating the serotonin syndrome include propranolol, methysergide, 
and dantrolene. 

SYMPATHOMIMETICS Amphetamines (amphetamine itself. 
benzphetamine. dextroamphetamine. diethylpropion. methampheta

SEROTONIN SYNDROME This syndrome is due to exces- mine. phendimetrazine. phentermine). cathinone (from khat. or the 
live CNS and peripheral serotonergic (5HT-la and possibly 5HT-2) plant Catha edulis). ephedrine. mazindol. methylphenidate. and pe
IICtivity and results from the concomitant use of agents that promote moline directly stimulate c;- and /3-adrenergic receptors. Some also 
Ihe release of serotonin from presynaptic neurons (e.g .• amphetamines. induce the release of dopamine and norepinephrine. Phenylephrine. 
~ocaine. codeine. methylenedioxy-methamphetamine or MDMA. pseudoephedrine. and phenylpropanolamine primarily stimulate c; re
/Cserpine. some MAO inhibitors), inhibit its reuptake (e.g .• cyclic an- ceptors. whereas mephentermine and bronchodilators such as a1bu
lidepressants. particularly the SSRIs, ergot derivatives. dextromethor- derol. bitoterol. isoetherine. etaproterenol, pirbuterol. and salmeterol 

pentazocine. sumatriptan and related agents~ primarily stimulate (3 receptors. 
MAO inhibitors) or metabolism (e.g., cocaine. MAO These agents are readily absorbed. with peak serum levels occur-

,"nlOlI,Un,), or stimulate postsynaptic serotonin receptors (e.g., brom- ring I to 2 h after ingestion (sooner after nasal insufflation and with 
ocryptine. bupropion. buspirone, levodopa. lithium, L-tryptophan. Iys- "ice" or crystalline form of methamphetamine. which, like crack 
~rgic acid diethylamide or LSD. Il)escaline. trazodone). Less often, it can be smoked). They are weak bases with volumes of dis-
results from the lise or allerdQ~e gf a ~iR!!le semtonergic agent or when of 2 to 6 L/kg body weight. Elimination occurs by a com-

~~Un~e~a~g~en~t~jS¥t~a~k~e~DfrS~Q~Q~n~~~~~~h~as~be~e~n~d~i~sc~0~n~t~in~u~e~d:~t:o:2~1~~~~r: of hepatic metabolism and renal excretion of unchanged drug. range from 2 to 34 h. Excretion is enhanced in an acid urine 
slowed in an alkaline one. 

occurs as early as an hour after single 
or multiple drug overdose or the addition of another serotonergic agent 
to current therapy and as a long as several days after increasing the 
dose of one or more agents. Manifestations include altered mental 
\Ultus (agitation, confusion, delirium. mutism. coma. and seizures). 
neuromuscular hyperactivity (restlessness. incoordination. hyperre
Aexia, myoclonus, rigidity. and tremors), and autonomic dysfunction 
labdominal pain, diarrhea. diaphoresis. fever, elevated and fluctuating 
blood pressure. flushed skin. mydriasis, tearing. salivation. shivering, 
iIId tachycardia). Complications include hyperthermia. lactic acidosis, 
rhabdomyolysis, kidney and liver failure. ARDS, and disseminated 
iltlravascular coagulation. Effects last from 6 to 48 h. depending on 

Clinical Toxicity Effects are seen within 30 to 60 min after in
gestion and include nausea. vomiting. abdominal cramps. and head
ache as well as manifestations of adrenergic and CNS stimulation (Ta
ble 396-2). Although hypertension and tachycardia occur with 
nonselective agents. hypertension with reflex bradycardia, and even 
A V block, may occur with agents that have predominantly alpha ef
fects. Tachycardia with hypotension (as a result of vasodilation) can 
be seen with selective {3 agonists. Other findings may include com
bativeness. auditory and visual hallucinations. dilated pupils, dry 
mouth. pallor, and tachypnea. Complications include lactic acidosis. 
rhabdomyolysis. and intracranial hemorrhage. ,a-Adrenergic stimula
tion causes potassium to move into cells and may result in hypokalemia. 

Diagnosis The diagnosis is supported by finding these agents in 
the urine by toxicology screening. Quantitative measurement is not 
useful. 
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REVIEW 

The case for the development of novel analgesic 
agents targeting both fatty acid amide hydrolase 
and either cyclooxygenase or TRPVl 

C] Fowler l
, PS Naidu2*, A Lichtman2 and V Onnis3 
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Although the dominant approach to drug development is the design of compounds selective for a given target, compounds 
targeting more than one biological process may have superior efficacy, or alternatively a better safety profile than standard 
selective compounds. Here, this possibility has been explored with respect to the@docaonahiooid system and pai~ 
Compounds Inhibiting the enzyme fatty acid amide hydrolase (FAAH), by increasing local endocannabinoid tone, produce 
potentially useful effects in models of inflammatory and possibly neuropathic pain. Local increases in levels of the endocan
nabinoid anandamide potentiate the actions of cyclooxygenase inhibitors, raising the possibility that compounds inhibiting 
both FAAH and cyclooxygenase can be as effective as non-steroidal anti-inflammatory drugs but with a reduced cyclooxyge
nase inhibitory 'load'. An ibuprofen analogue active in models of visceral pain and with FAAH and cyclooxygenase inhibitory 
properties has been identified. Another approach, built in to the experimental analgesic compound N-arachidonoylserotonin, 
is the combination of FAAH inhibitory and transient receptor potential vanilloid type 1 antagonist properties. Although finding 
the right balance of actions upon the two targets is a key to success, it is hoped that dual-action compounds of the types 
illustrated in this review will prove to be useful analgesic drugs. 
British Journal of Pharmacology (2009) 156, 412-419; doi:l 0.1111 /j.1476-5 381.2008.00029.x 
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Introduction 

.-\ standard approach to drug development has been the 
design of compounds that selectively affect a given target, 
with the aim of achieving a therapeutic effect with an 
acceptable safety profiJe. However, this approach has not 
always been successful, and indeed the efficacy of selective 
ulmpounds may in some cases be less than suggested on the 
basis of published clinical trials flurner et <1i., 2008). One 
way of both increasing efficacy and improving safety, long 
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used in cancer treatment regimes, is the use of more than 
one drug. The drugs can be given either separately or in 
single tablets containing more than one active ingredient, 
such as combinations of angiotensin converting inhibitors 
and diuretics for the treatment of hypertension in patients 
where monotherapy is insufficient. While the former 
approach is highly flexible in terms of dosing, the drawback 
of both of these strategies is the potential for a large phar
macokinetic variability that is associated with the concomi
tant use of separate drugs. 

An alternative that avoids this difficulty is the develop
ment of drugs that target more than one molecular mecha
nism (for a review of 'designed multiple ligands' from a 
pharmaceutical industrial standpoint, see fvtorphy and 
Rankovic, 200S). A recent example of a designed multiple 
ligand is the compound tapentadol [(-)-(1R,2R)-3-(3-
dimethylamino-l-ethyl-2-methyl-propyl)-phenol hydrochlo
ridel, which both activates ~-opioid receptors and inhibits 
the reuptake of noradrenaline (Tzschentke et (/1., 2007) The 
rationale for the compound, that the two pharmacodynal 'c 
effects will improve efficacy (or the range of pain states that 
are amenable to treatment) and/or reduce the !l-opioid 'load' 
for a given degree of analgeSia, was based upon the proper
ties of tramodol, and taeentadol was found to be active 

.r"'."" [11 models of both inflammatory and neuropathic pain 
:;.IA, .Jot'" J (Tzschentke ~t al., 2007J.. Most importantly, the development 
rJ~ / of ' 'tolerance to the analgesic effect of tapentadol in the 

{

"'.. _ C.h. TOnic constriction injury model of neuropathic ain was 
: C~ , ·lowe than seen with an equi-anal esic dose of mor hine 

, .hJ" ( (Tzschentke et £II .. 2007). 

'\,11"""£ ment of dual-action anal 'esic com .. 
~. or (: In the present review, tlJ.b.1.le;;....o...caa.;s"'e'-jus'-lp.1.lr"'e~ses.Jnu.t..,e""dLJ.\fo"'rLt ... h..,e ...... d,.ev,lC·("",lop-

tT t~rgets is the endocannabinoid metabolizing enzyme fatty
add amjde hydrolase (FAAH). 

) 

Fatty acid amide hydrolase as the 
endocannabinoid target 

It has been known since ancient times that extracts of can
nabis have anti nociceptive properties (see Reynolds 1890; lias 
d IIi., 1993), and the buccal extract Sativex™ is now used in 
Canada for the treatment of pain in patients with multiple 
sclerosis. The main drawback of this approach is that the 
psychotropic actions of cannabis, which are mediated via 
activation of cannabinoid (eB)t receptors, together with con
cerns about long-term effects of cannabis treatment, place a 
limitation upon the dose that can be given, and hence the 
pain relief obtained (review, see \'fcCarberg and Barkin, 
2(07). CHI receptors are part of the endocannabinoid system, 
which is defmed here as comprising the endogenous CB 
ligands arachidonoylethanolamide (anandamide, AEA) and 
2-arachidonoylglycerol (2-AG), their target receptors (CHI and 
CB~ receptors) and their synthetic and degradative enzymes 
(review, see Pacher et 01.. 20(6). This definition is restrictive, 
because it does not include candidate endocannabinoid 
ligands mch as noladin ether and docosatetraenoylethanola
mine or putative CB receptors such as (JPR55 and the endot
helial non-CHI non-CH~ receptor, but it is sufficient for this 
review. Potential targets for the treatment of pain, where 

COX-2 and the endocannabinoid system 
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beneficial effects can be separated from the psychotropic 
effects resulting from central CBt receptor activation include 
peripherally located CBt receptors (see Agarwal et al., 20(7), 
eBl receptors (review see Guindon and Hohmann, 2008) and 
FAAH (see below). 

FAAH hydrolyses AEA and related N-acylethanalamines to 
their corresponding fatty acids and at least in some tissues, 
such as the rat paw and periaqueductaJ grey, contributes 
significantly to the hydrolysis of 2-AG (Schmid et <11., 1985; 
Deutsch and Chin, 1993; Cravatt et aI., 1996; Jhaveri et aI., 
2006; M.aione et al., 2006). In 1999, Walker et 01. reported 
that inflammatory pain produced by formalin injection into 
the paw produced a release of AEA in the periaqueductal grey. 
The authors concluded that the 'release of anandamide in a 
pain suppression circuit suggests that drugs that inhibit the 
reuptake of anandamide or block its degradation may form 
the basis of a modern pharmacotherapy for pain' (Walker 
et 01. 1999). Consistent with this conclusion, mice lacking 
FAAH show increased brain and spinal cord AEA levels, 
reduced pain-related behaviour in response to intra plantar 
administration of either formalin or carrageenan, a reduced 
sensitivity to thermal pain and a hypoalgesic profile in a 
model of visceral pain, but do not show a hypoalgesic 
response in the chronic constriction injury model of neuro
pathic pain (Cravatt t't aI., 20(H; 2004; Lichtman et £/1., 2004a; 
Naidu and Lichtman, 2(07). Further studies using mice 
lacking peripheral FAAH alone indicated that the reduced 
sensitivity to thermal pain was mediated centrally (Cravatt 
et al., 2004). In contrast, the reduced oedema response to 
carrageenan seen in the FAAH+ mice (Lichtman et al., 2004a) 
was a peripherally mediated effect (Cravatt t't al., 2004). 

A variety of selective inhibitors of FAAH have been 
described in the literature, and, judging from the patent lit
erature and recent publications of high-throughput screening 
strategies for the enzyme (see e.g. Kage et al., 2007 for a 
method with a capacity >100 000 compounds per day), more 
compounds are on the way (for a recent review see Vi. Marzo, 
20(8). Selective FAAH inhibitors also produce increased levels 
of brain and spinal cord AEA (see e.g. Kathuria d al., 2003; 
Lichtman et al., 2004b) and show useful analgesic properties. 
With respect to inflammatory pain, Jayamanne d al. (2006) 
reported that the potent selective FAAH inhibitor URB597 
\cyclohexylcarbamic acid :r-carbamoylbiphenyl-3-yl ester) 
reduced mechanical aJIodynia and thermal hyperalgesia pro
duced by the injection 24 h previously of complete Freund's 
adjuvant. Motor performance on the rotowd test was not 
affected (Jayamanne d al., 2(06), nor other markers of a 
general central CB, receptor activation (Kathuria et 01., 20(3). 
This effect of URBS97 in the models of intlammatory pain was 
blocked completely by a combination of the CHI receptor 
antagonist AM2S 1 !N-( piperidin-l-yl)-5-( 4-iodophenyl)-1-
(2,4-dichlorophenyl) -4-methyl-lH -pyrazoJe-3-carboxamide! 
and SR144528 (N-I( lS)·endo-l,3,3-trimethyl bicyclo 12.2.1J 
heptan -2· yll-S -(4-chloro-3 -methyl phenyl) -1- (4-methylben
zyl)-pyrazole-3-carboxarnide). lhe latter compound was 
llsed ostensibly to block CB1 receptors. although it also has 
an off-target action upon peroxisome proliferator-activated 
receptor a (Pl'ARa) (LoVerme et tli., 2(06). Given that palmi
t()ylethanoJamiLie, which has analgesic actions. is also a sub
strate for FAAH (Schmid et al., 1985) and can activate l'PARa 
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(LoVerme et aI., 20(6), antagonist effects of SRH4528 cannot 
be ascribed with certainty to actions upon CB2 receptors. 
URBS97 has also been found to potentiate non-opioid stress
induced analgesia by a mechanism involving CB, receptors 
(llohmann et ai., 2005), and to show antinociceptive effects 
in models of visceral pain (Naidu and Lichtman, 2007; see 
also Haller et a/., 2(06). Finally, URB597 has been shown to 
increase the levels of 2-AG in the paws of sham-operated rats 
Ohaveri t!t aI., 2006). 2-AG is antinociceptive when given 
intraplantarly (Guindon t't ai., 200T). Interestingly, prostag
landin E~ l-glyeeryl ester [the C.ycloDxygenase (COX)-2-
catalysed product of l-AGI produces mechanical allodynia 
and thermal hyperalgesia when given by this route (Bu et aI., 
2(08). Increased 2-AG levels have also been seen following 
administration of URB597 into the periaqueductal grey, an 
administration that produces both analgesia and hyperalge
sia, dependent upon the dose used (Maione et al., 2006). 

OLl35 (1-oxo-1[5-(2-pyridyl)-2-ylJ-7-phenylheptane), is a 
potent FAAH inhibitor reported to show less off-target actions 
than URBS97, and with a reversible mode of action in con
trast to the irreversible action of the latter (Lichtman et aI., 
2004b). OL135 was efficacious in both phases of the formalin 
test in mice in a manner blocked by the CB I receptor antago
nist rimonabant, but not by SR144S28 (Lichtman et al .. 
2004b). Other selective FAAH inhibitors have also been 
reported to be active in the formalin test in a manner blocked 
by rimonabant (e.g. Sit et al., 2(07), and so it can be consid
ered as a class effect. In a rat model of peripheral tissue 
damage (mild thermal injury), OLl35 reduced the tactile allo
dynia, but this was blocked by the. opioid antagonist nalox
one rather than by rimonabant and SR144528 (Chang et al., 
2006). Because no effect of OLl35 upon the allodynia was 
seen in FAAH-I- mice (in contrast to wild-type mice), the 
simplest explanation for these results is that the compound 
produces a mobilization of endogenous opioids secondary to 
inhibition of FAAH (Chang et al., 2006). 

Effects of FAAH inhibitors in models of neuropathic pain 
are less clear-cut. URB597 was reported initially not to reduce 
allodynia in rats with partial sciatic nerve ligations, in 
contrast to the marked effects of the CB I /CB2 receptor agonist 
HU2lO I( 6aR)-trans-3-( I, I-dirnNhylheptyl )-6a, 7,10,1 Oa
tetrahyd ro-l-hydroxy-6,6-dimethyl-6H-dibenzo[b,dlpyran-9-
methanoli (Jayamanne et al., 20(6). A subsequent paper, 
however, reported that the repeated oral administration of 
URBS97 to mice following chronic constriction injury 
reduced allodynia in a manner blocked by rimonabant, and to 
a similar extent as seen with gabapentin (Russo et al., 20(7). 
Local administration of URB597 into the paw of rats with 
allodynia subsequent to spinal nerve ligations was without 
effect upon the response of wide-dynamic range spinal 
neurons to mechanical stimulation, whereas the compound 
was efficacious when given spinally, in a manner reduced by 
spinally pre-administered AM251 (fhaveri et Il/ .. 2006). OLl35 
given Lp. \intraperitoneally) showed efflcacy, in a manner 
blocked by SR144S38 or by naloxone, but not by rimonabant, 
in the spinal nerve ligation model of neuropathic pain 
(Chang et al., 2006) and repeated treatment with the com
pound also reduced mechanical allod}TIia and thermal hyper
;ilgesia in rats with chronic constriction i.njury, whereas the 
effects of lJRB597 were restricted to thermal analgesia alone at 
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Figure 1 Interaction of AEA with CB and TRPVl receptors and its 
metabolism by FAAH and COX-2. Normally, AEA is an order of mag
nitude more potent as an agonist at CB receptors than at TRPVl 
receptors. However inflammatory conditions sensitize TRPVl recep
tors to AEA (Singh Tahim et al., 2005 and references therein). AEA is 
primarily metabolized by FAAH to produce M, but can also act as a 
substrate for COX-2 to produce PC-EAs. It is not known whether 
these metabolites, which are biologically active, are involved in 
inflammatory pain, but the COX-2 pathway represents an alternative 
metabolic route for AEA when FMH is inhibited (review, see Fowler, 
2007). Other metabolic pathways, such as lipoxygenase and P4S0 
oxidative metabolism, are not shown in the figure for reasons of 
simplicity. AA, arachidonic acid; AEA, anandamide; CB, cannabinoid; 
COX, cyclooxygenase; FMH, fatty acid amide hydrolase; PC, pros
taglandin; PC-EA, prostaglandin ethanolamide; TRPV1, transient 
receptor potential vanilloid 1. 

the dose used (Maione et al., 2(07). Other novel compounds 
(bisarylimidazole and benzyl piperidine derivatives) with 
T1I110\·L· I potency towards FAAH have also been reported to be 
efficacious in redudng tactile allodynia in spinally ligated rats 
(Sit 1ft aI., 2007; Timmons 1ft al., 20(8). Thus, the efficacies of 
FAAH inhibitors per se in neuropathic pain are dependent 
upon the compound, mode of administration and/or the 
animal model used. 

Choice of the second target 

From the above discussion, FAAH is a good target for the 
development of novel dmgs aimed at the treatment of inflam
matory pain, whereas the potential of FAAH inhibitors in the 
treatment of neuropathic pain is less clear. The choice of the 
second target for a dual-action drug can be based upon a 
number of considerations, such as the potential to provide 
synergistic or additional effects, a profIle of unwanted actions 
(for targets with drugs already on the market) that can be 
[educed rather than potentiated by the FAAH inhibitory com
ponent of the drug, and last but not least the availability of 
lead compounds with which to develop drugs with the 
desired profiles. The ability of AEA to interact both with FAAH 
and with the pain-related targets COX-2 and transient recep
tor potential vanilloid type 1 (TRPVl) (see figure I for a 
schematic), would suggest that these targets are reasonable 
ones to consider as examples of potential second targets. 

Combined FAAH/COX inhibitors 

Non-steroidal anti-intlammatory drugs (NSAlDs, cumprising 
both non-selective and COX-2-seIective inhibitors) are a stan
darel and effective treatment for int1ammatory pain. The long-

T··,,:~, I~l , 
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term use of non-selective NSAIDs is associated with an 
unacceptably high incidence of gastrointestinal complica
tions, although this has been reduced by concomitant medi
cation with proton pump inhibitors (Ray d ai., 2007). A 
second issue, noted originally for the COX-2 selective com
pound rofecoxib, is an increased risk for cardiovascular events 
due at least in part to the pressor effects of NSAIDs (White, 
20(7). These unwanted actions remain an obstacle to long
term NSAID use, ,md novel compounds are sorely needed (for 
a review on possible approaches targeting components of 
the prostaglandin system other than COX. see Zeilhofer and 
Hrune, 2(06). There is evidence to support the contention 
that dual-action FAAH/COX inhibitors may be useful in this 
respect. Guindon t't al. (2006a) reported that the intraplantar 
administration of AEA and the NSAID ibuprofen reduced the 
inflammatory pain response in the formalin model in an 
additive manner, and that the effects of the combined admin
istration of the two were blocked by AM2S1. A subsequent 
,tudy demonstrated that the COX-2 inhibitor rofecoxib also 
acted additively with AEA in this model, and that the combi
nation of AEA with either ibuprofen or rofecoxib produced 
increases in the tissue levels of AEA and the related 
N-acylethanolamines oleoylethanolamide and palmitoyletha
noJamide that were greater than seen after administration of 
either AEA or NSAID alone ~Guindon et al., 2006b). The 
ability of ibuprofen to inhibit FAAH (Fowler et ai., 1997) may 
contribute to this effect. More recently, synergistic effects 
were reported between systemically administered URBS97 
and the NSAID diclofenac in a model of visceral pain in the 
mouse. The ED,,, values for the two compounds given 
together in a 1:1 ratio were approximately ninefold lower 
than their corresponding EDon values when given separately 
INaidu and Lichtman, 2007). 

On the basis of the discussion above, a case can be made 
that compounds with inhibitory actions towards both FAAH 
and COX can provide the same degree of efficacy in intlam
matory pain as NSAIDs while reducing the COX-inhibitory 
'load' and hence incidence of gastrointestinal disturbances 
and potential cardiovascular complicatiOns. Cannabinoids 
have long been known to have actions on the cardiovascular 
system (Ashton and Smith, 20(7). With respect to FAAH, old 
(28-31 months) FAAH+ mice show better haernodynamics 
(such as a higher stroke work and cardiac output) than old 
FAAH'-i+ mice, while no differences were seen for 2-3 month
old animals (Batkai et al., 20(7). Young FAAH+ mice are more 
sensitive to the hypotensive actions of AEA than FAAH+i. mice 
(Pacher d al., 200S). URB597 reduces the mean arterial pres
sure of spontaneously and angiotensin II-induced hyperten
sive rats without affecting the blood pressure in normotensive 
animals (llatkai et £11.,2(04). In vitro, relaxation of mesenteric 
arteries by AEA is potentiated both by URBS97 and by COX-2 
inhibitors (Ho and Randall, 2007). AEA can also act as a 
pulmonary vasoconstrictor as a result of its metabolism by 
FAAH and then COX-2 (\Vahn et ai., 200S). Thus, FAAH 
inhibitors are unlikt;ly to compound, and may even negate, 
tIle pressor effects of COX inhibitors, although this sugges
tion requires further investigation in \'ivo. 

One way of identifying a useful lead compound capable of 
inhibiting both FAAH and COX-2 is to start with a compound 
with these actions, but where one predominates, and t11e1'e-

COX-2 and the endocannabinoid system 
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after optimize the compound with respect to the weaker 
action. AM404 [N-(4-hydroxyphenyl) arachidonylamide, a 
compound that inhibits the cellular accumulation of AEAj 
could be considered in this respect, because it affects both 
intlammatory and neuropathic pain (La Rana ct ai., 2(06) and 
is both an FAAH inhibitor (by acting as a competing substrate) 
and a COX inhibitor (Lang et ai., 1999; Hogestatt et al., 200S). 
Intriguingly, A?v1404 is a metabolite of paracetamol (Hogestatt 
t't aI., 2005)_ Whether or not this metabolic pathway is suffi
cient in terms of capacity to explain the CB I receptor 
antagonist-sensitive actions of paracetamol in some pain 
models (Ottani et <11., 2006; Dani et ai., 2007) is as yet unclear. 
With respect to Mv1404 itself, the compound has off-target 
effects including agonism at TRPVl receptors and cell-toxic 
actions over the same concentration range (Zygmunt et til., 
2000; De Lago d al., 2006), which limits its usefulness. An 
alternative is to start with a COX inhibitor like ibuprofen or 
indomethacin, because both compounds inhibit FM\H, par
ticularly at low pH, such as is found in inflamed tissue (Fowler 
et aI., 1997; 2003a; see Figure 2). It is unlikely in our view that 
the E4.AH-inhibitory components of these compounds are 
sufficient to contribute to the actions of these drugs when 
given orally to patients. However, FAAH inhibition may play 
a role when the drug is given locally. In this respect, Gilhring 
rt al. (2002) reported that the effects of indomethacin 
(9 ~lInoJ.L-', given by spinal microdialysis) on the pain 
response to formalin was not reversed by prostaglandin E2, 

but was blocked by AM2Sl. Furthermore, the effect of 
indomethacin was not seen in CB1-i- mice (Giihring et £II., 
2002). 

In 2003, Cocco l't al. reported the synthesis and actions 
of a series of heteroaromatic ibuprofen amides in a model of 
visceral pain in the rat. One compound, N-(3-methylpyridin-
2-yl)-2-(4'-isobutylphenyl)propionamide ('ibu-amS') was sig
nificantly more efficacious than the same dose (20 mg·kg l 

Lp.) of ibuprofen. The efficacy of ibu-amS is also seen in the 
mouse (Figure 3)_ The compound also showed a much lower 
ulcerogenic potency than ibuprofen (Cocco et aI., 2(03)- Sub
sequently, it was found that ibu-am5 was approximately two 
orders of magnitude more potent as an FAAH inhibitor than 
ibuprofen, while the potencies of the two compounds 
towards COX-l and -2 were broadly similar (Holt et al., 2007). 
In intact cells, the compound inhibited the hydrolysis of 
AEA with an IC,,, value of 1.2Ilmol·L--' (Holt et aI., 20(7). 
While the potency of ibu-amS is lower than for compounds 
like URB597 and 0L13S, it is similar to the potency for 
N-arachidonoylserotonin (AA-S-HTi Bisogno t't al., 1998; see 
Figure 2), a compound that is active in vivo (Maione et aI., 
2007, see the next section). The efficacy of ibu-amS in pain 
models other than the visceral pain model have not yet been 
tested, but the compound can be considered a useful lead 
compound for the design and evaluation of dual-action 
FAAH/COX inhibitory agents. 

FAAH inhibitor/TRPVl receptor antagonists 

TRPVl receptors are non-selective ion channe.ls located, 
among other places, in sensory neurons and gate responses 
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Figure 2 Inhibition of 2 ~lmol·L·l AEA hydrolysis in rat brain (minus cerebellum) homogenates by URB597, AA-5-HT, ibu-am5 and ibuprofen. 
With the exception of AA-S-HT, the compounds were preincubated with the enzyme for 10 min prior to addition of substrate. The values 
(means), which were all obtained in the same laboratory to facilitate comparison, are redrawn from the raw data of Fowler et al. (2003b), Paylor 
et 01. (2006) and Holt et 01. (2007). The pH dependencies of URB597 and ibuprofen (and lack thereof for ibu-am5) are also seen in intact cells 
(Holt &. Fowler, 2003; Paylor et 01., 2006; Holt et 01., 2007). AA-5-HT shows very little pH dependency for_inhibition of AEA hydrolysis by rat 
brain homogenates (Holt et 01.,2001). The inhibition of FAAH by URB597 is time-dependent, and the pH dependency shown in the figure is 
primarily due to differences in the rate constants for the covalent binding phase (Paylor et 01., 2006). AA-5-HT also shows a time-dependent 
inhibition of FAAH (8i50gno et al., 1998) whereas ibuprofen and ibu-amS do not (Fpwler et 01., 1997; Holt et al., 2007). The pH dependencies 
of URBS97 and ibuprofen may have relevance in vivo given that the pH of inflamed tissue is lower than normal tissue (Habler, 1929). AEA, 
anandamide; AA-5-HT, N-arachidonoylserotonin; ibu-am5, N-(3-methylpyridin-2-yl)-2-(4' -isobutylphenyl)propionamide; URB597, cyclohexy
Icarbamic acid 3'-carbamoylbiphenyl-3-yl ester. 

vehicle diclofenac j!)u..am5 ibu.am5 
130 mg·kg·1) (10 mg. kg" ) (30 mg·kg'-1) 

Figure 3 Comparison of the effects of diclofenac and N-(3-
methylpyridin-2-yl)-2-( 4' -isobutylpheny!)propionamide (ibu-amS) in 
a model of visceral pain in mice. Animals were treated subcutane
ously, with the compounds 60 min prior to the instillation of 0.6% 
(1 mL 100 9 1, intraperitoneally) acetic acid, and the number of 
abdominal stretches was scored for 20 min. Data are means ::':: SEM, 
n = 8-11. 'P < 0.05, **P < 0.01 vs. vehicle ANOVA followed by Schef
fe's test (A. Lichtman and V. Onnis, unpubl. data). 

to painful stimuli such as heat, low pH and capsaicin, the 
pungent ingredient of chilli peppers. Use of both genetically 
moditied mice and selective TRPVl antagonists (as well as 
capsaicin desensitization experiments) have indicated that 
this receptor is ,\ promising target for drug development 
(review, see lInmke Jnd Gavva. 2006). although a potential 
problem is the hyperthermic response elicited by antagonists 
(Cavva et ai., 2008). AEA activates TRPVl receptors, albeit at 
higher concentrations than are needed for activation of en 
receptors (Zygmunt et aI., 1999). However, under int1amma
tory conditions, such as in the presence of bradykinin and 
prostaglandin E~, the sensitivity of TRPV 1 receptors in sensory 
neurons to AEA is increased (Singh l'ahim et ai., 2005), a 
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tinding consistent with the ability of protein kinase A and C 
activation to increase TRPVl sensitivity to AEA in both het
erologous expression systems and in sensory neurons (De 
l'etrocellis et al .. 2001; Ahluwalia t't al., 2003). In other words, 
a potential antinociceptive action of an increased AEA result
ing fromfAAH inhibition may be offset by an increased 
concomitant TRPVl receptor activation (see Dinis et ai., 
2004). The situation is far from simple, not the least given the 
propensity of TRPVl to desensitize, and the additional 
involvement of both spinal and supraspinal receptors in the 
regulation of pain (Maione et al., 2006; Horvath d ai., 2008). 
Nonetheless, the findings of Singh Tahim et ai. (2005) and 
Din is et ai. (2004), together with the known anti nociceptive 
effects of TRPVl antagonists, suggest that a compound with 
MAH inhibitoryiTRPVl receptor antagonist actions should 
be more efficacious than an FAAH inhibitor alone. 

AA-S-HT was originally described as an FAAH inhibitor of 
moderate (]ow J.llllol.L 1

) potency (Bisogno et ai.,. 1998) and 
has been shown to increase both peripheral and central AEA 
levels in vivo (Capasso et al., 2005; de Lag-o et ai., 2(05). The 
compound also behaves in the manner expected for an 
FAAH inhibitor (i.e. blocked by a eBI receptor antagonist/ 
inverse agonist) when given Lp. in the formalin test of 
inflammatory pain in the mouse and with respect to its 
effects in stress-induced analgesia ~Suplita I!t ,i/., 2005; 
\iaione et ai., 20(7). However, AA-5-HT is a potent (mid
nanomolar) antagonist of TRPVl receptors expressed in 
HEK-293 cells (Maione et ai., 2007), and this may contribute 
to the efficacy of the compound in models of both inflam
matory (rat) and neuropathic pain (anti-allodynic effect, rat) 
(l'vlaione r.'t ai., 2007). 'fhe effects of the compound in the 
formalin model in the rat and w.ith respect to mechanical 
allodynia in the rat chron.ic constriction injury model are 
somewhat complex, because both ;\),,,1251 and the 'fRPV1 
antagonist capsazepine could antagonize its actions (Maione 
et a/., 20(7). Tl1e authors 5uggested that in these cases, 
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AA-5-HT acted by increasing endocannabinoid tone at CB1 

receptors and that the increased AEA levels produced a 
desensitization of TRPVl receptors in sensory neurons that 
contributed to, but were not directly involved in, nocicep
tion (Maione et ,i/., 2007). Several analogues of AA-5-HT 
have been investigated with respect to FAAH inhibition and 
interaction with TRPV 1 receptors, but as yet none have 
improved on the lead compound (Ortar et a/., 2007; see also 
Fowler et al., 2003b), although the analgesic agent arvani! 
may be a possible alternative lead in this respect (see Di 
Marzo et al., 2002). 

Conclusions 

In this review, a case has been made for novel analgesic 
compounds targeting FAAH and an additional mediator 
involved in pain processing. 'rINO examples of additional 
targets have been presented, COX and TRPVl. These targets 
are not necessarily the best - indeed, in the wake of the 
Vioxx debacle there may be some reticence in the. pharma
ceutical industry to involve itself with COX - but were 
chosen because there are sufficient data to illustrate the 
conc;;opt. fhe report of hyperthermia associated \vith a 
TRPVl antagonist in a clinical setting (Gavva et al., 2008) is 
also worrisome in this respect, although there are preclinical 
data to suggest that this issue is not a universal phenom
enon \Bisogno et ai., 1998; Lehto et ai., 2008). In theory, 
compounds combining inhibition of FAAH with effects 
upon other systems known to be involved in analgesia (such 
as, for example, activation of opioid receptors) may be of 
potential interest, although to our knowledge no such com
pounds with such a profile have been reported in the litera
ture. Similarly, CB2 receptor agonists may be an alternative 
for the endocannabinoid component of dual-action drugs, 
given the analgesic profile of such compounds in preclinical 
models (review, see Guindon and Hohmann, 2008), and 
that compounds interacting with both CBz receptors and 
TRPVl have been identified (Appendino et ai., 2006). 

A key issue, of course, is getting the balance right. Are, for 
example, the relative potencies of AA-5-HT towards EL\AH and 
TRPVl, or ibu-am5 towards FAAH and COX, optimal? !sobo
lographic anaJyses of FAAH inhibitors given with either 
rRPVl antagonists or NSAfDs (see e.g. Naidu and Lichtman, 
2007) should shed light on relative dosages required, but in 
the end, the only way forward is to investigate the concept in 
the clinic. We hope the interest of the pharmaceutical indus
try in the endocannabinoid system will continue to increase, 
and extend to the development of designed multiple ligands 
il'v!orphy and Rankovic, ZOOS) of the type discussed here. 
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I Time to Opioid Use among Patients with Diabetic 
Peripheral Neuropathic Pain Who Initiated 
Duloxetlne Versus Other Treatments Yang Zhao, Indi-

E
' apolis, IN, Luke Boulanger, Ning Wu, Kimberly Fraser, Lexing

i ~ ,MA 
'"' . CTIVE: This study compared the use of opioids between DPNP 

patients who initiated treatment with duloxetine versus other standard of 
care (SOC) treatments. BACKGROUND: Opioids have commonly been 
used to treat diabetic peripheral neuropathic pain (DPNP), but tolerance 
issues have limited their use. Newer drugs are approved for DPNP therapy, 
but no published data currently exists that assess patterns of opioid ther
apy following treatment with these newer agents. DESIGNIMETHODS: 
This study employed a retrospective cohort design and administrative 
claims to assess opioid treatment and healthcare costs over one-year among 
DPNP patients with either commercial or Medicare supplemental insur
ance. Adult patients who initiated duloxetine or other SOC medications 
("SOC") between 41112005 and 1213112005 were included in the analysis. 
SOC treatments included tricyclic antidepressants, venlafaxine, gabapen
tin, and pregabalin. We constructed the SOC cohort via propensity scoring 
methodology based on similar demographic and clinical characteristics as 
duloxetine patients. Multivariate models were estimated to compare time 
to opioid use as well as resource use and costs between the cohorts. RE· 
SULTS: Both duloxetine and SOC patients have mean age of65 years, and 
54% are female. Compared with those in the SOC cohort, duloxetine pa
tients were 0.27 times as likely to receive opioid during 1-year follow-up 
(p<O.OOl). Patients who initiated duloxetine had 0.7 fewer opioids dis
pensed (p<O.OOl) and 28 fewer days on opioids (p<O.OOl). Furthermore, 
duloxetine patients were initiated on opioids more than 6 months later 
than those in the SOC cohort (p<O.OOl). Total healthcare costs for dulox
etine patients were approximately $3,000 less (p = 0.09). Costs due to 
DPNP were $165 less for patients in the duloxetine cohort (p ~ 0.76). 
CONCLUSIONSIRELEVANCE: This analysis observed that duloxetine 
treatment significantly deferred the use of opioids in patients with DPNP. 
However, healthcare costs were similar between the two patient popula
tions. 
Di..,loaure: Dr. Zhao has nothing to disclose. Dr. Boulanger has nothing to di.do .... Dr. 
Wu has nothing to disclose. Dr. Fras .. r has nothing to disdo .... 

POS.044 
Ultrastructural Study of the Phrenic Nerve in 
Streptozotocln-Induced Diabetic Rats: Eftects of 
Insulin Treatment Valeria Paula S. Fazan, Iowa City, lA, 

.r.ar A. Rodrigues Filho, Uberaba, MG, Brazil, Caroline E. R. 
i~ dao, Ribeirao Preto, Sao Paulo, Brazil, Kenneth C. Moore, Iowa 
'f tty, IA 

OBJECTIVE: To investigate phrenic nerve neuropathy due to streptozoto
cin (STZ)-induced experimental diabetes and compare the evolution of this 
neuropathy in diabetic rats. treated with insulin. BACKGROUND: STZ
induced diabetes is known to cause a reduction of both conduction velocity 
and myelinated axon caliber in rat nerves which is reversed by insulin 
treatment. Nevertheless, very few literature reports deal with the effects of 
diabetes on unmyelinated fiber morphology and morphometry. In addition, 
there are no reports on how insulin treatment affects the unmyelinated 
fibers in experimental diabetes. The phrenic nerve is long, constant in its 
morphology and protected from external trauma, and as such is a model for 
investigations involving experimental neuropathies. DESIGNIMETHODS: 
Proximal and distal segments of phrenic nerves from rats rendered diabetic 
for 12 weeks by injection of STZ were evaluated with the aid of a digital 
transmission electron microscope (TEM). Treated rats received a single 
subcutaneous injection of insulin on a daily basis. USULTS: Phrenic 
nerves of diabetic rats had lesions of myelinated and unmyelinated fibers 
as well as the endoneural vessels and Schwann cell nuclei. Main alterations 
were the presence of axonal atrophy with loose myelin sheaths on the large 
caliber myelinated fiber. The small myelinated fibers presented signs of 
axonal atrophy or demyelination. Basement membrane thickening and 
signs of endothelial hyperplasia were present in the endoneural blood ves
sels of both diabetic groups but were more severe in the untreated animals. 
In the insulin treated animals, most alterations were seen in the small 
myelinated fibers and were related to demyelination. CONCLUSIONSI 
RELEVANCE: The phrenic nerve is affected by experimental diabetes but 
conventional insulin treatment was not capable of preventing small fiber 
neuropathy identified by TEM. 
Supported by: FAPESP 2006103200-7,2006106362-8 and 2007/08498-7, 
CNPq 30380212006-5 and 202079/2007-4, and FAEPA 
m..,lo8ure; Dr. F ...... n h .... nothing to disclose. Dr. Rodrigues Filho has nothing to 
disclose. Dr. Jordao has nothing to disclose. Dr. Moore has nothing to disclose. 

POS.04S 
A New Marker for Chronic Demyelination in 
Diabetic Neuropathy Nizar Souayah, Westfield, NJ, Abu 
Nasar, Nataliya Krivitskaya, Newark, NJ, Peter Siao-Tick-Chong, 
"lmont, MA, Russell Chin, New York, NY, Amer Alshekhlee, 
:,eveland, OR, Hafiz Khan, Newark, NJ, Sami Khella, Timothy 
Cunningham, Philadelphia, PA 
OBJECTIVE: To develop a new maker for chronic demyelination in dia
betic neuropathy. BACKGROUND: There has been a longstanding agree
ment that motor conduction slowing in diabetic distal symmetrical 

I ':::;u~'l~'$:2~ "~) J'inf,r}y'y'y"ts:;;tjl"'in 
polyneuropathy disia£" axonal 'i>olyne\ir6paUiy;' Kow
ever, there is a longstanding controversy as to the significance of this 
slowing. Conventional nerve conduction studies (NCS) do not permit a clear 
distinction between large-fiber loss and minor degrees of demyelination. 
Demyelination in DSP may involve lipid mediators including systemic se
cretory phospholipase (sPLA2) activity. DESIGNIMETHODS: 12 diabetic 
patients (DP) underwent NCS and urine sPLA2 activity analysis which was 
compared to the activity in 6 normal controls. DP were divided into two 
groups: group A included 6 patients with conduction slowing in the AAN 
demyelination range in at least one nerve, group B with axonal neuropathy. 
We also developed regression equation for CMAP amplitude versus conduc
tion velocity (CV) from 73 patients who met AAN criteria for CIDP. RE. 
SULTS: There is a significant difference in urine sPLA2 activity between 
group A and control groups. (p<0.0037) [The mean urine sPLA2 activity in 
group A was 303:t136 pM! minlmg; in group B 86.24:t; in controls 62:t25.5 
J. Using the AAN criteria for demyelination, only one patient in group A 
and no patients from group B fulfill these criteria. All 6 patients in group A 
and only 4 patients in group B have at least 3 CV in the range predicted by 
the CIDP regression equations. When the regression analysis criteria are 
combined to urine sPLA2 activity, all patients in group A and only one 
patient in group B fulfill the combined conditions. CONCLUSIONSI 
RELEVANCE: Urine sPLA2 activity may be an accurate marker of demy
elination in diabetic neuropathy especially when combined to NCV. 
Di""I_ Dr. Souayah has nothing to disclose. Dr. Nasar has nothing to disclose. Dr. 
Krivitskaya has nothing to disclose. Dr. Siao-Tick.Chong has nothing to disclose. Dr. 
Chin has nothing to disclose. Dr. AJshekhlee has nothing to disclo .... Dr. Khan has 
nothing to disclo .... Dr. Khells has nothing to disclose. Dr. Cunningham has nothing to 
disclose. 

POS.046 
Clinical, Electrophysiologic and Skin Biopsy 
Findings in Cryptogenic Sensorimotor 
Polyneuropathy Compared to Diabetic 
Polyneuropathy and Normal Controls Mamatha Pas
noor, Laura Herbelin, Megan Johnson, Janelle Ryals, Mazen Di
machkie, Doug Wright, Richard Barohn, Kansas City, KS 
OBJECTIVE: To assess the clinical, electrophysiologic features and skin 
biopsy findings in patients with cryptogenic sensory polyneuropathy(CSPN) 
and compare these with diabetic and control subjects. BACKGROUND: 
Peripheral neuropathy is a frequent complication of diabetes. However, 
even with modern diagnostic approaches, many polyneuropathies remain 
unclassified. Slowly progressive neuropathy that begins in late adulthood 
with predominant sensory symptoms and signs, limited motor impairment 
and no identifiable cause is classified as CSPN. DESIGNIMETHODS: We 
initiated Ii prospective study to assess and compare clinical, electrophysi
ologic and skin biopsy findings in CSPN with diabetic polyneuropathy 
(DPN) and control subjects. All patients received clinical examination, 
Michigan Neuropathy Screening Instrument, which includes the Michigan 
Patient Questionnaire (MNSIPQ) and Michigan Neuropathy Physical As
sessment Scale (MNSIPA). AIl patients also received nerve conduction 
studies, quantitative sensory testing(QSTl and skin biopsies. RESULTS: 
Nine CSPN patients, twenty diabetic and ten healthy volunteers were 
enrolled in this study. The mean age ofCSPN patients was 63.1(:!:13), DPN 
59.7(:t12) and control subjects was 39.8(:!:10). Mean MNSIPQ score for 
CSPN:6.1(:!:2.6) and DPN:3.5(:t2.7); mean MNSIPA for CSPN:3.6(:t2.1) 
and DPN:3.5 (:t2.7). Median peroneal and tibial latencies and amplitude 
did not differ significantly between the DPN and CSPN. However, median 
conduction velocities(CV) of peroneal and tibial were slower in DPN(39.6m1 
s,39.5m1s) compared to CSPN(41m1s,40m/s) and control subjects(51.2m1 
s,50.5m1s). Median sural latency was prolonged in DPN(4.9ms) compared to 
CSPN(4.1ms) and controI<3.9ms); amplitude was smaller in DPN(1.7mV) 
compared to CSPN(4.0mVl and control(17.9mVl. Mean epidermal nerve 
fiber density(ENFD) was lower in CSPN[4.8(:t3.18)fibersimmJ compared to 
DPN[5.4(:!:6.7)fibersimm) and contro1[15.7(:t 17.8)fiberslmmJ. CONCLU
SIONSIRELEV ANCE: MNSIPQ scores were higher in CSPN compared to 
DPN; motor nerve conduction velocities and sensory amplitude are less 
severely affected in CSPN compared to DPN; and ENFD was lower in 
CSPN compared to DPN and control subjects. All these fmdings suggest 
prominent small fiber involvement in CSPN compared to DPN. 
Supported by: KU General Clinical Research Center. 
maeloaure: Dr. Pasnoor haa nothing to disclose. Dr. Herbelin has nothing to di.c1ose. 
Dr. Johnson has nothing to disclose. Dr. Ryals has nothing to disclose. Dr. Dimaehkie 
has nothing to disclose. Dr. Wright has received research support from Genentech, Inc. 
Dr. Barohn has nothing to disclose. 
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Efti~acL!ncI Saf~t~!!"~'!Uor Diabetic 
Peripheral Neuropathic P9in: Results of a 
R.andomiz!J(.WitlUt.ravul. PtUI!I.-IJlnd e!.~4!~ 
CO~!!o.!!!!I.~~J!!.~JJ.L$!usIyila Etr2120lsTh Douglas Sha
piro, Akiko Okamoto, Christine Rauschkolb-Loeffler, Juergen 
Haeussler, Titusville, NJ 

,., ..... .....-""''''''''''''''-."", 
OBJECTIVE: Report results from a ~~3 t~ tapentadol EKW);"th~ 
treatment of~4l!p~£"_l!~J.mhetN..JillJ.!r.qJ!~IT l!W (DPN). BACK· 
GROUND: Tapentadol, a noveicentrally acting m-opioid agonist and nor
epinephrine reuptake inhibitor has!.demllllllU:JU!l2 efficacf, wiilijewer 
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.. • ,.ri~ r:\"" with "1"""--~!.t~1""",~~,, L( ~ears (range 29-87 years). Four patients were women. Three had CD and 
~aiiliQID.· Jeo placelio.!lt_.tapentalioLERfor ... 12 wee~~:!!linc[m.Bt six UC. In all cases PN developed after diagnosis of IBD, ranging from 
period). 'Dl~pJj!l!al'Y-.endpoint-was-changein pain. intensitY.Cll-point nu- more than 1 year to up to 40 years. Five patient required bowel resection 
merical ratingscal~) from the beginning.Jo the. end. of the 12-week DB from complication of IBD. Four of them developed PN before 10 years. The 
petip~1.!~j!1g .tl;1e la!lLo.l>!H!rvatioIl c. anied ti"o£!",!lrd for mis!!ipg ·V!!l~. - other four were either in remission, had rare flare-ups or mild chronic 
dard safety assessments"'!yJ~!:I:U::QpJl.J!.~g, FSULTS: A total 1 p symptoms. Three of them developed PN after 10 years. The clinical pat-
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Ilain) in ~tien~~~.!m.\i!l.~i!J!l!tDBperiod;by_the end.of.the.OL..peciod, stead County. CONCLUSIONSIRELEVANCE: Clinically-significant PN 
mean pam -intenSity decreased to 3.~. \!!!!!g.J!lIW). Patients r.lU.llimnized to in IBD patients is probably not as common as previously thought. PN 
tapentli~lian.~tmlfiE!IfIl,.i:-diffll!'elltPlm .. inw.ll§ib'.ji:Jl.m..lll;!,!;ebo.Jpri-!lf...'or' seems to develop after many years following IBD diagnosis, apparently 
mary enapomtI:Y'<SI,QQl, a leM~.:!!quat:e!l",meal1difference-,gt:A.31),cwhere\j sooner in more severe cases of lBD. Early GI referral may be associated 
paumilsl'tiCelvlIIg'placeoo worsened and,PI!!i4!'nj;s receivjngJap~~Hldol ER with less frequency of neuropathy. Whether PN occurs more frequently in 

_ maintained th~I!l..R!<1Y\l!!l.~!I.l..!hu:mg,,:flie.l)lt~TiQ.d. The safety profile of IBD than in the general popUlation needs to be determined. 
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Axonal Polyneuropathies: Aetiologies and 
Relevance of Paraclinical Investigations in a 
Cohort of 420 Patients Marianne Giroux, Arnaud Lacour, 
Lille, France, Tanya Stojkovic, Paris, France, Helene Zephir, 
Olivier Outteryck, Patrick Vermersch, Lille, France 
OBJECTIVE: To describe the spectrum of aetiologies in a population of 
patients with axonal polyneuropathy and to evaluate the relevance of the 
systematic paraclinical investigations performed in our unit. BACK
GROUND: Axonal polyneuropathies are a comm.on neurological disorder 
and are diagnosed according to clinical and neurophysiological findings. 
Various aetiologies are deSCribed, requiring exhaustive investigations. DE-
SIGNJMETHODS: We performed a retrospective study including 420 pa
tients consecutively admitted in Department of Neurology and 
Neuromuscular Diseases Center for an axonal polyneuropathy since 1996. 
Systematic laboratory analyses were carried out in this population. In some 
patients, additional investigations were performed according to clinical 
findings. After this diagnostic assessment, patients were classified accord
ing to final diagnoses. RESULTS: Patients had a median age at onset of 59 
years (1-85), a male/female ratio of 1.7 and predominantly sensorimotor 
axonal and chronic neuropathy. Most frequent causes were diabetes melli
tus (21 %), axonal Charcot-Marie-Tooth diseases (16.7%), chronic alcoholism 
(13.6%), Sjogren's syndrome (6%), vitamin deficiencies (5%) and amyloid 
(hereditary or primary) neuropathies (4.1%). Other aetiolOgies like para
neoplastic syndrome, vasculitis, hematologic diseases, infections (hepatitis 
C, HlV) were rare. The most important part of this population is repre
sented by idiopathic axonal polyneuropathies (26.9%). These patients were 
older at onset (median age: 63 years) and presented a chronic sensory 
neuropathy with less disability. Results of investigations relevance allowed 
us to establish paraclinical diagnostic guidelines in two steps: first step, 
corresponding to investigations for the most common causes, performed by 
Ckneral Practitioner and Neurologists and second step conducted in neuro
muscular diseases centers. CONCLUSIONSIRELEV ANCE: Distribution 
of aetiologies of axonal polyneuropathies in Our study was very similar to 
those described in the literature. Thus, the two-steps assessment proposed, 
based on investigations yield, could be applied in clinical practice. 
Disclolure, Dr. GiroUJ[ has nothing to disclose. Dr. Laoour has nothing to disclose. Dr. 
Stojkovie has nothing to disclose. Dr. Zephir has nothing to disclose. Dr. Outteryck h8ll 
nothing to disclose. Dr. Vermersch hIlS received research support from Bayer-Schering, 
Merck-Serono, Teva Neuroscience, and Biogen Idee. 

P05.049 
Neuropathy in a Population with Inflammatory 
Bowel Disease in Olmstead County, Minnesota 
Juan J. Figueroa, Edward V. Loftus, P. James B. Dyck, Christo
pher J. Klein, Rochester, MN 
OBJECTIVE: To ascertain the frequency of peripheral neuropathy (PN) in 
inflammatory bowel disease (IBD) using a population-based cohort and to 
characterize the clinical pattern of that PN. BACKGROUND: Although 
previous studies report a high prevalence of PN in IBD, these are referral
based studies with possible overestimation due to referral bias of more 
severely affected persons. Population-based studies are lacking. DESIGNI 
METHODS: Retrospective chart review at Mayo Clinic identified Olmsted 
County residents with clinically-significant PN (referred to a Mayo neurol
ogist) and Crohn's disease (CD) or ulcerative colitis mC) between 1988 and 
2004. Mayo Clinic is the only center with gastroenterology and neurologyl 
electromyography services in Olmsted County. RESULTS; On January 1, 
2005, the number of residents with IBD in Olmstead County were 684 
(CD=306, UC= 37B). There were only 9 cases of clinically-significant PN in 
the IBD population. The mean age at time of diagnosis of PN was 53.3 

A Prospective Controlled Population-Based 
Radiographic Study of Lower Limb Arterial 
Calcification in Patients with and without 
Diabetes Mellitus and Risk Covariates Joon-Shik 
Moon, John W. Beabout, Ronald G. Swee, Vicky M. Clark, Jenny 
L. Davies, Peter C. O'Brien, Peter J. Dyck, Rochester, MN 
OBJECTIVE: To assess prevalence of radiographic arterial calcification in 
representative patients with and without diabetes mellitus (DM) and risk 
covariates in Olmsted County. MN, USA, mainly of persons of northern 
European extraction. BACKGROUND: Vascular calcification, especially 
medial arterial calcification is known to be more common and severe in 
diabetics than in healthy subjects, but the reported prevalence is quite 
variable and risk covariates are largely unknown - perhaps due to method· 
ological problems. DESIGNIMETHODS: 257 persons with DM and 225 
healthy subjects recruited from the Rochester Diabetic Neuropathy Study 
(RDNS) and from the healthy subject cohort (RDNS-HS) underwent X-ray 
of legs and feet between 1995 and 2002. Two of us (RS and lSI, the 
radiologists specializing in radiographic abnormalities of limbs indepen
dently assessed for vessel calcification. A broad array of risk covariates 
assessed cross sectionally and longitudinally, in some cases as often as 
every three months, was available. RESULTS: Of the 482 studied persons, 
66 (13.7%) had arterial calcification. Of 257 diabetics, 55 (21%) had calcifi
cation; whereas only 11 (5%) of 225 healthy persons did (p<O.OOI by chi
square). On univariate analysis of the entire group, the patients with 
calcification were older and taller and more frequently were men. Calcifica
tion was more frequent in patients with DM, poor glucose control, advanced 
retinopathy stage or nephropathy stage, autonomic dysfunction, abnormal
ities in quantitative sensation test or most scores of neuropathy ~ymptoms 
and impairments and Dyck Disability score. In a multivariate logistic re
gression model, older age, male gender, and the presence of DM including 
higher GE index (HbAlc and duration of diabetes), and advanced retinopa' 
thy stage were found to be significant covariates for lower limb arterial 
calcification. CONCLUSIONS/RELEVANCE: Lower limb arterial calcifi
cation significantly correlated with diabetic microvascular complications 
such as retinopathy, polyneuropathy and the patient's age, male gender, 
duration of diabetes, and diabetes control. 
Supported by: In part by a grant obtained from the National Institute of 
Neurologic Disorders and Stroke (NINDS 36797). 
Discloaure, Dr. Moon has nothing to disclose. Dr. Beabout has nothing tn di.do5. Dr. 
Swee has nothing to disclose. Dr. Clark has nothing to disclose. Dr. Davi •• ha. nothing 
to disclose. Dr. O'Brien has notbing to disclose. Dr. Dyck has nothing to disclose. 

P05.051 
Leprosy Neuropathy: Clinical and 
Electrophysiological Evaluation before and after 
Multldrug Therapy Robson T. Vital, Marcia Jardim, Ximena 
lllarramendi, Euzenir N. Sarno, Rio de Janeiro, Brazil, Osvaldo 
J. M. Nascimeno, Niteroi, Rio de Janiero, Brazil 
OBJECTIVE: Clinical, electrophysiologieal and autonomic evaluation of 
Leprosy neuropathy before and after treatment. BACKGROUND: It is 
known that the small fibers are particularly vulnerable to damage from the 
inflammatory infiltrate induced by M [eprae. It is necessary to determine 
the reliability of different techniques that measure nerve fibers functions in 
order to evaluate the early appearance of neuropathy. DESIGNIMETH
ODS: A prospective study was performed in 10 paucibaciIlary (PB) and 12 
multi bacillary (MB) patients. They had been evaluated at onset and one 
year after the cessation of multidrug therapy (MDT) by means: clinical 
neurological evaluation, nerve conduction study (NCS), laser Doppler flux
ometry (LDF) and sympathetic skin response (SSR). RESULTS: At onset: 
16 patients (73%) had clinical nerve function impairment: 83% of MB oases 
and 60% of PB cases. Twelve patients (55%) had sensory impairment and 
two patients (9%) had motor deficit. Eight (36%) patients had nerve en
largement. Clinical signs of small fiber neuropathy by thermal and/or pain 
sensory impairment of ulnar and median nerves was compared with auto
nomic tests. Eleven (50%) patients had clinical signs of small fiber neurop
athy: 75% of MB and 20% PB patients. Seventeen patients (77<7d ;;howed 
abnormal NCS (5 PB and 12 MB patients (p=0,002». Eight patients 136'II 
had sltered LDF and SSR absent. Only MB patients developed overt reac' 
tion during evaluation. One year after cessation of MDT: seven (709(') PB 
patients had normal neurological examination. All of MB patients had 
abnormal neurological examination one year after cessation of MDT 
(p=O,OOl). Most of the patients recovered the autonomic function except 
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and sensory function. DESIGNIMEmODS: Each subject (n=36) was ex
ppsed for 60 minutes to two 5.Ox5.5 em patches of NGX-4010, one on each 
dlstal inner thigh. Two 5.0I5.5 em. adjacent untreated skin areas served as 
controls. ENFD was evaluated with protein gene product 9.5 and type IV 
collagen immunostaining of skin biopsies at weeks 1. 12, and 24. Sharp 
pain sensation, tactile threshold, and thermal Quantitative Sensory Test
ing (Qsn were also evaluated at weeks I, 12, and 24. RESULTS: At week 
I, skin exposed to NGX-4010 had an 80% reduction in ENFD compared to 
the controls. At week 12, only a 20% reduction remained, and by week 24 
full recovery of ENFD was achieved. At week 1. there was a 15% reduction 
from baseline in sharp pain detection at treated sites; this normalized by 
week 12. Sharp pain detection did not change at untreated sites. No differ
ences were noted in thermal QST or tactile thresholds. CONCLUSIONSI 
RELEVANCE: This study found that NGX-4010 transiently reduces 
ENFD and results in small changes in cutaneous nociceptive function. This 
is consistent with known pharmacodynamic effects of capsaicin on nocicep
tive nerve endings. The epidermal and sensory effects returned to nonnal 
within 12 to 24 weeks after treatment. 
Supported by: NeurogesX, Inc. 
Dieelonare: Dr. Vanhove has received personal compensation for activities with Neu ..... 
gesX al an employee. Dr. Ke!llledy has nothing to disclose. Dr. Sutton has received 
personal compensation Cor activities with Neurogess as an employee. Dr. Tobias has 
received personal compensation for activities with NeurogesX as an employee. Dr. 
Tobias holds stock end/Dr stock options in NeurogesX. Dr. Bley has received personal 
compensation for activities with NeurogesX as an employee. Dr. Wendelsehafer·Crabb 
has nothing to disclose. Dr. Simone has nothing to disclose. Dr. Salim has nothing to 
disclose. 

P03.154 
Efficacy and to0~~ :!~=~~. Relief 
of MOderate.~~ra::oftiCP8iJ;nu;ic) 
Osteoarthritis of tbe Kn .. Christine Rauschkolb·Loefller, 
At'ko Okanwto, Titusville. NJ. Achim Steup. Claudia Lange, 
Aachen, Germany 

P03.155 
Duloxetine in the Treatment of Intractable 
Trigeminal Neuralgia Domenico A Restivo, Catania, Italy,· 
Marcello Romano. Palermo. Italy, Antonino Pavone, Catania, Italy 
OBJECTIVE: Duloxetine is a potent reuptake inhibitor of both serotonin 
and norepinephrine. Because these neurotransmitters playa role in pain 
inhibition, dulo%etine is considered a possible treatment of diabetic periph. 
eral neuropathic pain. The aim of the present open-label study was to 
evaluate the efficacy of duloxetine in Trigeminal Neuralgia (TN). BACK. 
GROUND: TN is a common disorder of middle age and later life, consisting 
of paroxysms of intense, stabbing pain in the distribution of the Trigeminal 
nerve. The treatment of TN is, at present a major therapeutic challenge. 
The antiepUeptic: drugs (AED) carbamazepine is considered the treatment 
of choice. However, a substantial proportion of patients tolerate this drug 
poorly, predominantly due to its side effects related to the central nervous 
system. A variety of other traditional AEDs have been evaluated for effi
cacy in TN. among these, lamotrigine, oxicarbazepine, and gabapentin 
seem to provide a more favourable efficacy and safety profIle. However, 
their use may be limited by side effects. DESIGNlMETHODS: Eighteen 
patients with TN refractory to medical treatment were enrolled into the 

study. TN wl!SI,dia:m.qi;'<hacco~g;::UI'ltI)e401lo~lr~!lIrrn--1!nce of 
paroxysmal trrg~nillfat'ifdUi)Thr lit 1easfa"days 1)J't'onj ftl1e4~lliidIlement. 
Presence of "trigeminal trigger points". Pain severity was assessed by .a 
visual analogue scale (VAS). Patients were also asked to report in a diary 
the daily frequency and intensity oCpain. Nine patients received duloxetine 
60 mg/day. and nine patients duloxetine 120 mg/day. Patients were evalu
ated weekly for 12 weeks. RESULTS: Duloxetine 60 and 120 mg/day in
duced a significant improvement in aU the evaluation parameters 
beginning 1 week after the treatment and continuing through the 12-week 
trial. The effect was stronger for 120 mg. Adverse events ",'ere present in 3 
patients. CONCLUSIONSIRELEVANCE: Duloxetine at 60 and 120 mg 
was safe and effective in the management of TN. 
m..,l .......... Dr. Restivo has nothing to disclose. Dr. Romano has nothing '" disclose. 
Dr. Pavone has nothing to disclose. 

P03.156 
Efficacy of Tapentadol, a Novel Centrally Acting 
Analgesic with a Dual Mode of Action, in Animal 
Models of Chronic Neuropathic Pain Thomas Chris
toph, Murielle Mien, Jean De VIJI, Thomas M. Tzschentke. 
Aachen, Germany 
OBJECTIVE: To demonstrate the effica and the ten of nt 
animal models of Dlluropatbic pain. B : Tapentadol [(-)-
(Df,2R)-3.(3-Dimethylamino-l-ethyl-2-methyl-propyl)-phenol) is a novel an
algesic with a dual mode of action: mu opioid receptor (MOR) agonism (I{; == 
0.1 jlll for rat MOR binding), and noradrenaline (NA) reuptake inhibition 
(K == 0.5 jlll for rat synaptosomal NA reuptake inhibition). Due to its dual 
mclde of action tapentadol is an interesting candidate for the treatment of 
neuropathic pain conditions. DESIGNlMEmODS: The etrects of tapent
adol and aba 'dard in neuro lithic ain treatment, 

ere investi ated . models c aln: vuu:ristine-
in u po yneuropathy (VPN>, 'abetic polyneuropathy ( N), spinal 
nerve ligation (SNL), and chronic constriction injury (eel). RESULTS: 
Ta entadol was much more potent than ntin and also sho bet
ter e cacy 1ll eac me. e so values of tapantadollga apentin, re
sji'eaively. were 5.1mgntg ijV'372mg/kg po (VPN), 8.9mgikg ipf225mgikg ip 
(DPN), 8.2mg/kg ipl92.6mglkg ip (SNL), and -13.0mglkg ipl214mg!kg po 
(ecl). The maximum etrects (expressed as %MPE) of tapentadollgabapen
tin, respectively, were 74%/69% (VPN), 100%/80% (DPN), 108%191% (SNL), 
and 89%/65% (CCI). A pronounced noradrenergic contribution to analgesic 
efficacy was demonstrated in SNL rats, where the analgesic effect or tapen
tadol (lOmg/kg iv) was strongly antagonized by the a:z-NA receptor antago
nist yohimbine (2.15mg/kg ip), but was only weakly affected by the MOR 
antagonist naloxone (O.3mglkg ip). Daily administration of equianalgesic 
doses of tapentadol (6.81mglkg ip) and gabapentin (215mg/kg ip) for two 
weeks did not reveal tolerance for eith NSI 

. n 0 IS a novel centrally-acting analgesic with botli 

Supported by: Griinent al GmbH. 
Disclo ..... e: Dr. Christoph has received personal compensation for aetivitles with 
Grunenthal GmbH as an employee. Dr. Meen has received personal compensation Co. 
activities with Grunentha1 as an employee. Dr. De Vry has received personal compellBa· 
tioll. for activities with Grunenthal u an employee. Dr. TzsdIentlte has received per
sonal compensation Cor activities with Grunenthal GmbH as an employee. 

P03.157 
Efficacy of Tapentadol, a Novel Centrally Acting 
Analgesic wlth a Dual Mode of Action, in Animal 
Models of Visceral pain Klaus Schiene. Babette Kogel. 
Thomas M. Tzschentke. Jean De Vry, Thomas Christoph. Ao.chen, 
Germany 
OBJECTIVE: To demonstrate the efficacy and the potency of tapentadol in 
animal models of visceral pain. BACKGROUND: Tapentadol [(-).(lR,2R>-
3-(3-Dimethylamino-l-ethyl-2-methyl-propyl>-phcnol) is a novel analgesic 
with a dual mode of action: mu opioid receptor (MOR) agonism (K; == O.l,..M 
for rat MOR binding), and noradrenaline (NA) reuptake inhibition (K; = 
0.5,..111 for rat synaptosomal NA reuptake inhibition). Because of its lower 
depressant effect on the activity of the intestine compared to morphine, as 
shown in the guinea pig ileum twitch model, tapentadol may be an interest· 
ing substance for the treatment of visceral pain. DESIGNJMETHODS: 
The effects of tapentadol and morphine were investigated in three rodent 
models of visceral pain: mouse phenylquinone writhing (PQ-WR), rat colo
rectal distension (CRD), mouse mustard oil-induced colitis (MO-VP). RE· 
SULTS: Based on median etrective dose values (ED50) and the percentage 
of maximal possible effect (l'.lPE), tapentadol and morphine showed compa
rable analgesic effects in all models tested. CONCLUSIONSlRELE· 
VANCE: Tapentadol is a novel centrally acting analgesic ,vith broad 
efficacy profile in several animal models of visceral pain. Tapentadol sho\vs 
analgesic efficacy in spontaneous as well as referred parameters of visceral 
pMn. . 
Supported by: Griinenthal GmbH. 
Dllclolure: Dr. Swene has received per.Dnai campellBation fot activities with 
GNnenthal GmbH as an employee. Dr. Koegel has =ived personal compensation for 
activities with Grunentbal as an employee. Dr. Tzsch.ntk. has received personal com
pensation for activities with Grunenthal GmbH as an employee. Dr. De Vry has received 
personal compensation for activities with Grunenthal as an employee. Dr. Christoph 
has received personal compensation for aetivitie. "ith Grunenthal GmbH as an em
ployee. 
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. 849-P 
Raised LlYlfI uf Glutamatt/Glutlmine in Diebetu. a Clue to the Petho· 
genesis of Thalllllic Neuronal Dysfunetion in Diabetic Neuropathy' . 
DINESH SELVARAJAH, fAIN D. WILKINSON. PAUL D. GRIFFITHS, RAJIV 
GANDHI. SOlOMON TESfAYE. Sheffield, Great Britain . 

The thalamus plays a central role in somatosensory perception and pro
ton magnetic resonance spectroscopic (H-MRSI studies have demonstrated 
thalamic neuronal' dysfunction in diabetic neuropathy ION). Understanding 
the pathological change~ that lead to thalamic impairment is vitally im
. portan!. In this H-MRS study we explore the role of glutamine/glutamate 
(Glx) in this process. Glutamate is the primary excitatory neurotransmitter 
in the central nervous system. and implicaied in the induction of apoptosis 
in neurodegenerative diseases. In neuropathic pain syndromes. long-term 
increase in glutaminergic signaling in nociceptive' pathways has been shown 
to result in central sensitilation. Eighteen. right-handed. subjects with type~ 
1 diabetes (no-DN';'6. painful-ON=5. painless-ON=7} and 5 healthy volun
teers (HVI underwent detailed neurophysiological assessments (NIS(lL)+7 
tests). H'MRS evaluation of the thalamus was performed at 1.5T. Proton 
spectra were obtained from a single voxel using short echo-time technique 
(STEAM: TE=20ms. TR=300ms. Short TE results are expressed .as the areas 
under the Glx resonances relative to that of unsuppressed water. In the full 
sample ·of subjects with diabetes compared with the HV. unpaired t tests 
revealed significantlv increased thalamic Glx in subjects with diabetes 
(mean(SO) 0.47(0.12)) compared with HV (0.27(0.131. p=O.OOll. A one-way 
ANOVA revealed a main effect of group (HV. 0.27(0.141; rio-ON. 0.53(0.13k 
painful-ON; 0.48(0.141 and painless-ON. 0.43(0.9411 on thalamic Glx levels 
(p=0.006). Post hoc pairwise comparisons showed that HV had significantly 
lower Glx in comparison with aU diabetic 'subgroups (No-ON (p=O.OOII. 
painful-ON (p=o.006) and painless-ON (p=0.03)). Ther!! was no significant 
difference in Glx between diabetic subgroups. This cross sectional study 
demonstrates abnormally high levels of thalamic Glx in subj~cts with dia' 
betes compared to HV. These findings may represent a generaliled"diabe
tes effect· or a susceptibility to developing thalamic neuronal dysfunction. 
Given the pathophysiological importance of glutamate. further prospective 
studies are require~ to investigate the role of Glx in ON. 

.... 
. 850-P 

Redacad Small Nan. Fibr. 0 ...... May Uri,dia a Lovm Incid_ at 
Foot Ulcantion in ASiia Camp.red to Eunpe .. Patieats willi Diabam 
HASSAN FADAVI, MITRA TAVAKOU, JOANNE FINNIGAN. SARAH DOYLE. NISH 
CHATURVEOI.ANOREWJ.M. BOUl.TON,RAYAZA. MAUK, CAROUNEA. ABBOTT, 
Manchester, Great Btftain.london. Great Bdtain 
'. Despite the higher incidence of cardiovascular disease and nephropathy 
the incidence of foot ulceration and amputation are lower in South' Asian 
~ompared to European diabetic patients. To establish the mechanistic ba; 
sis for this difference detailed studies of large and small fibre function and 
pathology. and foot skin oxygenation were undertaken in 19 so~th Asian and 
19 European diabetic patients (age: 63 :I: 1.8 v 63 :I: 1 yrs. BMt 31.65:1: 1.5 v 
31.85 :I: 0.66 kg/m2• duration of diabetes: 112.66±11 v (14±lyrsl; HbAlc: 
(7.57±0.381 v (7.75±0.32%). Each patient underWent an assessment of the 
neuropathy symptoms profile (NSP). Neuropathy deficit score (NDSI.sural 
nerve electrophysiology,Vibration perception threshold (VPTI and cool and 
heat pain detection thre~holds. C nerve fiber pathology was assessed using 
the novel technique of corneal confocal microscopy (CCMI. 

Both European and Asian patients with mild neuropathy with a low risk 
of ulceration were studied to assess early factors which may predispose 
to later increased risk. NOS was increased consistent with mild neuropa
thy. but did not differ significantly between the 2 groups (3.3 :I: 1.6 v 2.6 :I: 
0.8. P=0.641. There was no significant difference in sural nerve amplitude 
(p=0.131. and velocity (P=0.921.VPT (P=0:93J. cold sensation (P=0.581. warm 
sensation 1P=0.641. cold induced pain (P=0.3).and heat induced pain(P=0.931 
and TCPOz(P=0.24) between the 2 groups. However.using CCM corneal nerve 
density was non-significantly higher in Asians (52.5:1: 4.11 compared to Eu
ropeans (47.9 ± 2.9 no/mm2, P=0.37) and corneal nerve branch density was 
significantly higher in Asians 151.7 ± 4.9 Y 29.9 ± 3.7 no/mm2, P=0.0031. 

These data demonstrate that established neuropathy tests which inctude 
neurophysiology and OST of large and small fibers fail to detect preservation 
of nerve fibre function in Asian compared to European patients. However, 
using CCM. a novel measure af small fibre pathology. we ace able to dem
onstrate that C-nerve fiber pathology is lower in Asians compared to Euro· 
peans. suggesting that preservation of small fibers may be relevant to the 
pathogenesis af reduced foot ulcer risk in Asian diabetic patients. 

For author disclosure information. see page A713. 
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Reproducibility of Moter Nerve Conduction ill Black Illd Wbite 
Older Di.betic and Nondiabetic Adult. . 
RACHR E. WARD. ROBERT M. BOUDREAU. AARON I. VlNIK, SASAA. ZM<OVIC, 
SUZANNE SAmRFIElO. TAMARA B. HARRIS. ANNE B. NEWMAN. ELSA S. 
STROTMEYER, ffttsbulflh. fA. NOlfoIk, VA. Memphis. TN, Bethesda, MD 

Nerve conduction (NC) testing is the "gold standard' quantitative test 
for diagnosing large fib'er neuropathy, a common complication of diabetes 
10M). In OM adults. NC has moderate to high reproducibility: However. NC 
is also impacted bV age, BMI and nerve entrapments and few have tested 
reproducibility in the very old. We measured peroneal motor NC at the ankle 
(AKI. popliteal fossa (PFI and fibular head (FHI locations in a subset of very 
old participants (mean age=84. n=62; 52% female, 53% black, 26% OMI in 
the Health Aging and BodV Composition (Health ABC) StUdy. a prospective 
cohort study established in 1997-98 to investigate body composition and dis
ability changes. We sampled participants by race and sex to include OM and 
obesity (BMk25. 25sBMk30 and BMI~O] at each of the study sites (Mem
phis. TN and Pittsburgh, PAl and compared two sets af five measurements 
by the same examiner. taken on the same day, at each site. Using rank sum 
and t-tests, we found no differences between primary (10] and reproduced 
(2°1 AK. PF and FH amplitudes (AMP) and PF and FH conduction velocities. 
Correlation coefficients between the two sets of measures were high (Table 
11. Few niean coefficients of variation (eV) exceeded 5%, (AK, PF and FH 
AMP for participants with OM and/or BMI~OI and no r:-J exceeded 8.5%. 
Only the AK AMP mean CV between OM and nonOM participants were sig
nificantly different (CV=B.3%, 2.8%. p=.04; 1°=2.92mV, 3.40mV; 2°=3.02mV. 
3.34mVJ. There were no differences. in reproducibility by rate or sex. In con~ 
elusion, motor NC is highly reproducible even in very old adults with slightly 
higher AMP CV in OM and obese adults. . . 

T.bl.l. 1· ~1Id Z· paRa •• I .... er NC ~ .... r'.IIII'''+SD). corr.l.tici .. co.'-
licint, .nd "' .... CY . . . . 

\0 Measure 2° Measure Correlation MeanCV 
Coefficients for each 

participant 
Ankle Amplitude ImV} 3.28 ± 1.8 3.29:1: 1.8 .0.995" 4.14%' 
Popliteal Fossa AmplitlJde (mV) 2.78± 1.5 2.77 ± 1.5 0.944" 4.84% 
Fibular Head Amplitude ImV} 2.91:1: 1.6 2.92:1: 1.6 0.995· 3.55% 
PO~liteal Fossa Conduction 42.1 :1:3.8 ~1.9:1:3.7 0.917" 2.18% 
Ve ocity (m/s) : 
Fibular Head Conduction 42.3:1:4.2 .42.0:1:4.3. 0.739" 2.94%' 
Velocity Im/sl 

*p<0.0001 for correlation coefficients 

m·p 
Safety andTalerability of Tlpantadof Extended Rela .. (ER) I. Pade ... 
with Poialul Diabetic Peripberel Neurapatlly (DPN): Rnults of • Re.· 
demiied-Wi1bdrawal Pbase 3 Study . 
MILA ETROPOLSKI, DOUGLAS SHAPIRO, AKIKO OKAMOTO. CHRISTINE 
RAUSCHKOLB-LOFfLER. ROBERT LANGE. JORGEN HAUSSLER, Hanlan. NJ, 
Aachen, Germany . . . 

The efficacy and safety of tapentadol ER were assessed in patients wiih 
moderate to severe pain due to chronic OPN_ Patients (n=5881 were titrated 
to an optimal dose of tapentadol ER (100-250 mg bidl during a 3-week open
label (Oll phase; at the end of Ot. patients (n=3921 with C!1-point reduction 
in pain intensity on an II-point numeric rating scale were randomized to 
receive placebo or tapentadol ER for 12 weeks (double-blind (DB) phase~ 
During the DB phase. 193 patients received placebo and 195 received fixed 
bid doses of tapentadol ER (100 mg: n=30; \50 mg: n=34; 200 mg: n=25; 250 
mg: n=1061. Optional supplemental medication was offered as tapentadol ER 
25 mg bid on Days 1-4, and 25 mg/day on Days 5-84. Analysis of the primary 
efficacy endpoint {change in mean pain intensity from the start to Week 12 
of the DB phasel showed that patients receiving tapentadol ER maintained 
the improvement observed in the OL phase, whereas·patients receiving pla
cebo significantly worsened from the start of the DB phase (least-squares 
mean difference betweeri treatment groups of 1.31; /l::0.001). During the 
OL phase, the overall discontinuation rate was 33%. and the most common 
treatment-emergent adverse events (TEAEsI with ta'pentadol ER were nau
sea (21.6%), dizziness (15.8%~ somnolence (15.1%1. constipation (10.7%1. 
and vomiting (8.0%1. Rates of discontinuation due to AEs in the DB phase 
were 7.8% Iplacebo) and 14.8% (tapentadoll The incidence of TEAEs (new 
or more severe TEAEsI in the DB phase was 51.8% with placebo and 70.9% 
witll tapcntadol. with specific incidences as follows (placebo vs tapentadoi, 
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respectivelyl: nausea. 6.2% vs 13.8%; anxiety. 4.1 % vs 9.2%; diarrhea. 4.1% 
ys 8.2%; dizziness. 1.6% vs 7.7%. The serious AE incidence in the DB phase 
was 1.6% Iplacebo) and 5.1% Itapentadol). The safety profile of tapentadol 
ER was similar to previous observations in completed phase 3 trials in pa· 
tients with moderate to severe chronic pain. These findings indicate that in 
patients with pain resulting from DPN and an initial response to tapentadol 
ER. 12·week treatment is effective. safe. and well tolerated. 

B53--P 
Scr'.IIillll 'IId Foot Clrt Prllcticlls Imong Tholl It Risk of foot 
Ulcer.tion: The AusDi •• Study 
ROBYN J. TAPP. BRIAN F. OLDENBURG. PAUL Z. ZIMMET. JONATHAN E. 
SHAW, Melbourne. Victoria. AlJsllalia 

We e~amined foot screening and care practices among those with pre· 
viously diagnosed type 2 diabetes and assessed factors associated with 
regular screening. The Australian Diabetes Obesity and lifestyle study 
IAusDiab). is a national. longitudinal study of adults aged ~5 years from 
42 randomly selected areas of Australia. Participants identified as having 
dia!letes at baseline 1l9S9·2000\were invited to participate in the complica· 
tions study at follow-up 12004·2005J_ Two hundred and ninety three partici· 
pants completed both the complications survey and diabetes questionnaire 
at follow· up. Measures included the neuropathy symptom score, neuropathy 
disability score. monofilament test. postural BP drop. ankle brachial pressure 
index [ABPlJ. and a diabetes knowledge Questionnaire. At follow·up. 61% of 
participants reported having their feet examined in the previous year. Of 
those at high risk of foot ulceration (based on the presence of neuropathy. 
ABPkO.9 or history of foot ulceration) 63% reported a health professional 
had examined their feet in the previous year. 52% reported having seen a 
podiatrist in the previous 12 months and 65% reported they had examined 
their feet in the previous week. logistiC regression modeling was used to 
determine factors associated with regular foot SCleening. Factors entered 
into the logistic regression model included type of doctor treating diabetes. 
diabetes treatment. age. sex. visiting a diabetes nurse educator in the pre· 
vious 12 months and fasting plasma glucose. The study identified viSiting 
a diabetes nurse educator in the previous 12 months (odds ratio (OR) and 
95% confident interval [CI). 3.1 11.5·6.4)) and type of doctor treating diabe· 
tes (specialist care. OR & 95% CI. 2.811.4·5.61 vs GPI as factors associated 
with regular foot screening. Eighty three percent of those who had seen an 
educator in the previous 12 months Ivs 56% who had not seen an educator) 
reported a foot examination in the previous year. This study has shown that 
screening for diabetes related foot complications in Australia remains poor. 
Diabetes educators and specialist care playa key role in promoting screen-
ing for foot complications. . 

854-P 
Subendocardial Myocardia' Via.ility at Faltlng lind atter Ora' 
Glueo.elntake in O"se Petienb.IAftuence of Cardiac AulD"mic Dye
fUllction 
YAHYA JABER. SABRINA CHIHEB. EMMANUa COSSON. MINH TUAN NGUY· 
EN.ISABElA BANU. MABROUK BRAHIMI, PAUL VAlENSI. Bondy, fi;Jnce 

A decrease of diastole/systole durations ratio IDD/SDI and aortic still· 
ness may reduce subendocardial myocardial viability index (SVII. Relative 
increase in sympathetic activity might so reduce SVI in obese patients. 
Througn its vasorelaxing and tachycardic effects. insulin might also alter 
SVI. The aim of the present study was to investigate the relations between 
SVI, DD/SO and aortic stiffness in nondiabetic obese patients. the hemody
namic changes after Dial glutose intake 115g) and the potential influence of 
cardiac autonomic dysfunction ICAOI. 

We included 33 patients 18MI 36:l:7 kg/rnZ). aged 43±13 years_ CAD was 
assessed by 3 standard tests. CAD was absent or mild IG1) in Z2 patients. 
confirmed or severe (G2J in 11 patients. Heart rate IHR). DO. SD and 001 
SO. artery stillness (amplification index A1x and P2/PlI and systolic blood 
pressure at aortic and radial artery levels ISBPao and SBPr) were measured 
by applanation tonometry (SphygmoCor®). and SVI was calculated. before 
and after glucose. . 

Age. gender. BMI. blood glucose and insulin values at fasting and af
ter glucose did not differ significantly between Gl and G2. HOMA insulin 
resistance index was higher in G2 Ip=0.009). Compared with Gl. HR was 
higher. DO. SO. DO/SO and SVI were lower (p:O.Ol to O.OBI in G2.ln the total 
population. before glucose. SVI correlated strongly witll DO/SO [r =0.845, 
p<O.OOOlJ but not with artery stiffness. After glucose. HR increased only 
in G 1 (p<O.OOl) but was quicker in G2 (p=D.021. DO. SO. DO/SO and SVI de· 
creased significantlv only in Gl but remained lower in G2 (p=0.02 to O.OBJ. 
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SBPao and SBPr decreased significantly only in Gl. AI~ and P2/Pl decreased 
in Gl and G2 (p<O.OI to 0.0001). 

In obese patients. 1. SVI depends more on DO than on aortic stiffness; 
2. Tile sympathetic predominance associated with DAC is likely to explain 
DO shortening and may therefore contribute to SVI reduction. 3. These al· 
terations are not aggravated after glucose intake in the patients with DAe 
because HR does not increase linsulin resistance). while insulin induces its 
vasorelaxing effect like in the patients free of DAC. 

855-P 
Taurine Reduces Nitrosylative SlreA iK Glucose ElIpOSlld SchwllnK Cell 
TREVOR S. ASKWITH. MARTIN J. STEVENS. Birmingham, Great Britain 

Increased oxidative stress [OS) and nitric oxide synthase INOS) activity 
and consequent excess protein nitrosylation are viewed as key pathogenic 
factors in diabetic neuropathy IDNJ. However the relative importance of 
glucose-induced OS vs NOS induction in mediating nitrosative stress at tis
sue sites for diabetes complications remains poorly understood. Hence we 
e~plored these relationships in human Schwann cells IHSC) which are criti· 
cal for the maintenance of nerve integrity. 

Protein nitrosylation was measured by western blotting. nNOS [neuronal 
NOSI. iNOS (inducible NOS) and taurine transporter [TauT) expression by (q
RT·PCRI. nitrate and nitrite (NOx) by Greiss reaction and reactive oxygen 
species IROSJ by a commercial assay in a HSC strain maintained for 7 days in 
normal 15mM G) and high G conditions (10 and 30mM GJ. 

Compared with HSC cultured in 5mM glucose ((i). HSC culture in 10mM 
and 30mM G increased nitrosylative stress and in 30 mM G increased both 
nNOS and iNOS expression. NOx was marginally increased at 10mM G; 
however. there was no measurable change at 30mM G. TauT expression de
creased in 10 and 30mM G. 

5mM 5mM 10mM 10mM 30mM 30mM 
G 6+T G G+T G G+T 

Protein nitrosylation 1 0.501 1.46" 0.461 1.56 " 0.43t 
nNOS 2.37t 0.99 1.07 2.2" 1.23t 
iNOS 1.31 0.84 1.451 I.SS' 1.12t 
NOx 1.151 1.07" 1.211 1.00 1.05 
TauT 0.85 0.33' 
Data ~pressed as fold change. I"P<O.05 vs 5mM G. t p<fJ.05 vs respective GJ 

Taurine ITI treatment (250JlM) reduced nitrosylative stress by 50% 
Ip<0.05) in 5. 10 and 30mM G. T increased nNOS and iNOS ~pression in 
SmM G (160% and 40% respectively. p<O.05 bothJ but reduced nNOS and 
iNOS expression in 30mM G.ln concert. T increased NOx in 5 mM and 10mM 
G by 15% and 26% respectively [p<O.05). but was without effect in 30mM G. 
T completely reversed the increase of ROS in 10 mM and 30mM G. 

Pathophysiological elevations of G increase nitrosative stress and down· 
regulate TauT. In 5 mM G. T augments NO production. whereas in high G. 
taurine profoundly inhibits nitrosyJation via scavenging superoxide and 
partiallv inhibiting NOS upregulation. These data indicate a complex inter· 
relationship of T with NO. whose disruption in diabetes may facilitate the 
development of ON. 

856-P 
The Effec:tol Stratified Oi."tes DR PrneRtive Effeetivell .. s.1 Me1IIyI
cobalamin on Experiemntal Oi •• etic NeurDplltlly Vi. LocallGF·1 Gena 
Expressi08 
JIANBO 1I. JIAWEI CHEN. CHENGYA WANG. XIAOtU 1I. ZHENOING fEN6. 
Nanjing. Jiangsu. China 

We explore the preventive ellect of methylcobalamin on neuropathy in 
rats with varied hyperglycemia and diabetic durations. and nerve IGf..l gene 
expression. We includeif sixteen rats in normal control group(NGJ. thirty 
two rats in relatively good blood glucose grouplGG: 1O.94± 1.0Bmmollll. 
and thirty two rats in relatively poor group(PG:lg.34:t1.03mmol/l). Each 
rat of treatment groups was given methylcobalamin(500ug/kg/d. imJ. We 
measured sciatic nerve IGF·l cDNA to l3·actin cDNA band density ratio and 
IGF·l peptide to total protein ratio/ n9/ mg )using RT·PCR or ELISA. sciatic 
sensory and motor nerve conduction velocity (SNCV. MNCV(m/s)J using 
evoked electromyograph. At week 2 after onset of diabetes. untreated GG 
and PG showed a reduced nerve IGF·lmRNAIO.37±0.016. 0.Z8±0.017 VS 
0.43±0.031 P<0.05 P<O.OI). peptide contents (30.06:l:3.BO. 23.71%2.70 VS 
38.44±3.BO P<O.05 P<O.01), SNCV(25.70±1.59 VS 26.32:!:1.51 P<0.05) and 
MNCV(18.61±I.BS VS 20.11±1.76 P<0.05J as compared to NG. Nerve IGF·l 
contents in methylcobalamin treated GG and P6 were greater than untreat· 

For author disclosure infOfmation. see page A 113. 
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fohll Hurlburt. MD. Phd. Richard Fox. FRCSe. MD-i. Stephell Lewis. 
Md. Marcel Dvorak. MD. FRCSC'; IUlliversity of British Columbia. 
Vallcouver. British Columbia. Callada; 2UIliversity of Toro/lto. Torollto. 
Ontario. Callada; 3Calgary. Alberta. Callada; 4UIliversity of Alberta. 
Edmollfoll. Alberta. Canada 

BACKGROUND CONTEXT: Controversy and inconsistency surround 
the oncologic management of primary bone tumors of the spine (PBTS). 
Previous case series sugges~ the Enneking Classification and its emphasis 
on resection margin can be applied safely and effectively, appearing to de
crease local recurrence and mortality. Stronger levels of evidence support
ing its effectiveness should facilatate standardization of care. 
PURPOSE: The purpose of this study is to determine whether applying 
the Enneking Classification, and its principles of surgical margin, to the 
management of PBTS significantly decreases: I. local recurrence and 
2.mortality. 
STUDY DESIGN/SETTING: An ambispective multi-center Cohort 
StUdy. 
PATIENT SAMPLE: Inclusion criteria were PBTS treated with surgi
cal resection between Jan 19S2 and Jan 200S at one of four tertiary 
spine oncology centers. Patients with known metastatic disease and re
vision surgery were excluded. Baseline demographic and surgical vari
ables were recorded. Patients were staged using the Enneking system. 
Based on the final pathology report of an experienced MSK Tumor Pa
thologist patients were divided into 2 cohorts: those resected with intra
lesional margins(control) and those with marginal or wide margins(en 
bloc). 
OUTCOME MEASURES: Survivor analysis with the endpoints of 
local recurrence and mortality. Peri operative and postoperative 
complications. 
METHODS: The 2 cohorts were compared for local recurrence and sur
vival using Kaplan-Meier survival curves and log-rank test. To further re
tine results. covariate analysis was conducted using Cox proportional 
hazard model. Age, gender, tumor grade (low and high), adjuvant therapy 
and spine level were evaluated together with treating center variable for 
their impact on the relationship between the study group and outcomes. 
Significance was decided by p-value less than 0.05. 
RESULTS: A statistically significant decrease in local recurrence 
(p=O.OOOl) was observed in favor of wide or marginal (en bloc) resection. 
In patients with local recurrence there was a significant increased risk of 
mortality, (p<O.OOOl). There was a trend to decreased mortality in the 
en bloc resection group, not statistically significant (p=O.3). Complica
tions were higher in the en bloc group but these did not have an adverse 
effect on early or late mortality. 
CONCLUSIONS: In spine oncology centers, the application of the En
neking classification when managing PBTS significantly reduces local re
currence. Optimal management for PBTS should utilize the Enneking 
Classification to minimize local recurrence and probably increase survival. 
FDA DEVICEIDRUG STATUS: This abstract does not discuss or include 
any applicable devices or drugs. 

doi: 1O.1016/j.spinee.2009.08.226 
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IS7. Injection Treatment Effectively Reduces Lower Back Pain 
Associated with Lumbar Spinal Stenosis in Older Adults 
Virginia Brigg/. Patricia Franklin. MD. MPH. MBA2. 
Thomas McLaughlin', Well}un Li. PhD'. David LombardiJ

• Mark Kaplall. 
MD'. Mark Eskallder. MD'; I University o{Massachusetts Medical School 

(Worcester). Worcester. MA, USA; 2Worcester. MA. USA; 'Liberty Mutual 
Research institute, Hopkimon. MA, USA 

BACKGROUND CONTEXT: Lumbar spinal stenosis (LSS) is a common 
condition that causes pressure on the spinal cord and nerve roots, resulting 
in lower back and leg pain. LSS is commonly caused by degenerative 
changes in older adults. Treatments to reduce pain include both surgical 
and non-surgical interventions. Many physicians and patients choose 
non-surgical methods for treatment such as injections. As the proportion 
of older adults in the general population grows each year, it is expected 
that degenerative changes associated with LSS will increase. Older patients 
may likely continue to seek alternative, less invasive treatments for their 
lower back pain. However, much of the research to date has been con
ducted among younger patients with LSS. 
PURPOSE: Injection treatment is a commonly used non-surgical proce
dure to alleviate lower back pain. (nformation is lacking about the effec
tiveness of injection treatment, particularly in older adults. This study 
quantified the amount of pain relief reported by adults 60 years and over 
who were diagnosed with degenerative lumbar spinal stenosis, a common 
cause of lower back pain in older adults. 
STUDY DESIGN/SETTING: Patients scheduled for injection treatment 
were prospectively selected from a high volume spine center. 
PATIENT SAMPLE: All patients; 60 years old, who had been diagnosed 
with lumbar spinal stenosis and were scheduled to receive an injection for 
lower back pain at the Spine Center were eligible. Diagnosis of LSS was 
confirmed using Magnetic Resonance Imaging reports and clinical notes. 
Exclusion criteria included previous lumbar injection in the past 6 
months, lumbar surgery within the past 2 years and history of lumbar 
fracture. 
OUTCOME MEASURES: The SF-36 Questionnaire is one of the most 
frequently used questionnaires to assess health related quality of life in 
patients with back pain. In this study, two components were used; the Pain 
sub-score of the PCS (primary outcome) and the MCS (covariate). 
METHODS: Patients were enrolled between January I and July I, 200S 
and followed for 3 months. Post-injection Pain scores were compared to 
baseline using T-tests and univariate and multivariate regressions. 
RESULTS: Of 78 patients meeting study inclusion criteria, the mean Pain 
score at baseline was 28.6, 43.2 at I month and 3S.0 at 3 months. Using t
tests between baseline and 1 month and between baseline and 3 months, 
mean Pain scores were significantly improved in all patient characteristic 
categories at both timepoints. Change in Pain score was examined using 
univariate and multivariate mixed models for all patient characteristics. 
Higher emotional status (SF-36 MCS) was associated with improvement 
in pain at one month in both univariate (p=0.09) and multivariate 
(p=0.02) models. It was found that for every 10 points a patient's MCS 
increased, there was an increase of almost 4 points of their Pain score. 
Change in Pain score was not significant at 3 months. 
CONCLUSIONS: Injection treatment effectively decreases lower back 
pain in older adults with lumbar spinal stenosis. Clinicians will have more 
information available about pain relief when discussing treatment options 
with their older patients. In addition, higher emotional status increases the 
amount of pain relief experienced at I month following injection. Clini
cians may choose to recommend mental health treatment for patients with 
low emotional status prior to beginning injections. 
FDA DEVICEIDRUG STATUS: This abstract does not discuss or include 
any applicable devices or drugs. 

doi: 1O.1016/j.spinee.2009.08.228 

IS8. Gastrointestinal Tolerability of Tapentadol Extended Release 
Treatment for Chronic Low Back Pain 
Harvey Leslie. MDI. Douglas Shapiro. MD. Phd. Akiko Okamot02• 
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Pharmaceutical Research & Development. Division of Janssen 
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BACKGROUND CONTEXT: Tapentadol is a new. centrally acting anal
gesic with 2 modes of action, J.l-opioid receptor agonism and norepineph
rine reuptake inhibition. 
PURPOSE: To determine the efficacy and gastrointestinal (GI) tolerability 
of tapentadol extended release (ER) for treatment of moderate to severe 
chronic low back pain. 
STUDY DESIGN/SETTING: A randomized, double-blind, placebo- and 
active-controlled trial with controlled dose adjustment. 
PATIENT SAMPLE: Adults with baseline mean pain intensity S.O (0-10 

NRS). 
OUTCOME MEASURES: Efficacy was assessed as reduction from base
line in mean pain intensity (0-10 NRS) through a 12-week maintenance pe
riod; last observation carried forward was used for imputing missing 
values. Tolerability measures included incidences and intensity of treat
ment-emergent adverse events (TEAEs), and TEAEs that led to study 
discontinuation. 
METHODS: During an initial 3-week period, randomized patients were 
titrated to bid doses of tapentadol ER, oxycodone HCl controlled release 
(CR), or placebo providing an optimal balance of efficacy and tolerability. 
During a subsequent 12-week maintenance period, patients were allowed 
10 make additional dose adjustments, if necessary, as long as the total daily 
dose was within the allowed ranges of 200-500 mg tapentadol ER or 40-
100 mg oxycodone CR. 
RESULTS: The study included 981 randomized patients (intent-to-treat 
population, n=958; safety population, n=965). Tapentadol ER and oxyco
done CR improved mean pain intensity scores more than placebo from 
baseline to Week 12 of the maintenance period (least-squares mean differ
ence, 0.8 and 0.9, respectively; P<O.OOl for both); percentages of patients 
reporting 30% (39.7% vs 27.1%; P<O.OOl) and 50% (27.0% vs 18.9%; 
P=0.016) improvement at Week 12 (patients who discontinued were 
non-responders) were significantly higher for tapentadol ER than placebo, 
respectively, while results versus placebo were not significant for oxyco
done CR (30%: 30.4%, P=0.365; 50%: 23.3%, P=0.174). In the tapenta
dol ER, oxycodone CR, and placebo groups, respectively, TEAEs were 
reported by 75.5%, 84.8%, and 59.6% of patients, and GI TEAEs were re
ported by 43.7%, 61.9%, and 26.3% of patients; specific incidences were 
nausea, 20.1%, 34.5%, and 9.1%; vomiting, 9.1%,19.2%, and 1.6%; and 
constipation, 13.8%, 26.8%, and 5.0%, respectively. TEAEs led to study 
discontinuation in 16.7% of the tapentadol ER group, 31.7% of the oxyco
done CR group, and 4.4% of the placebo group; GI TEAEs led to discon
tinuation in 5.3% of the tapentadol ER group, 18.3% of the oxycodone CR 
group, and 1.3% of the placebo group and included nausea (1.6%, 11.3%, 
and 0.3%), vomiting (2.5%, 7.0%, and 0%), and constipation (1.3%, 4.3%, 
and 0%). Most TEAEs were mild to moderate in intensity across all treat
ment groups. For tapentadol ER, oxycodone CR, and placebo, respectively, 
incidences of 01 TEAEs that were severe in intensity were nausea (1.6%, 
3.4%, and 0.3%), vomiting (1.3%, 1.8%, and 0%), and constipation (0.3%, 
4.0%. and 0%). 
CONCLUSIONS: In addition to an analgesic effect versus placebo, tapen
tadol ER 100-250 mg bid demonstrated better GI tolerability than oxyco
done CR 20-:50 mg bid, as eVIdenced by reduced inCIdence and IDtensity 
of. and fewer discontinuations due to 01 TEAEs. e to n-

t ' . y concernm .. .. e atie . -
J iJ.!.a. on long-term treatment as required for the management of mpdgFRte ttl 

severe chronic low back pain. 
FDA DEVICElDRUG STATUS: Tapentadol ER: Investigational/Not ap
proved; Oxycodone CR: Approved for this indication. 

Joi: 10.1016/j.spinee.2009.08.229 

189. Does Erythropoietin Combined with Steroids Rapidly Reverse 
Acute Sciatic Nerve Motor Palsy? 
Bradley Weiner. MD'. Kenneth Mathis'; IHoustOIl, TX. USA 

BACKGROUND CONTEXT: Background Context: Sciatic nerve in
jury resulting in acute motor palsy is a potentially devastating conse
quence of either neurological compression (herniated disc, spinal canal 
stenosis) or traction (iatrogenic injury(battered root, sciatic traction». 
Recent studies have demonstrated neuroprotective and neurotrophic roles 
for erythropoietin; with animal models demonstrating accelerated func
tional recovery. 
PURPOSE: Purpose: In this paper, the authors report the use of erythro- ' 
poietin for this purpose in adults with acute sciatic motor nerve palsies. 
STUDY DESIGNISETTING: Study Design: Case series. 
PATIENT SAMPLE: Patient Sample: Three patients with acute sciatic 
nerve motor palsy. 
OUTCOME MEASURES: Outcome Measures: Motor function following 
treatment. 
METHODS: Methods: From October to November 2008, three cases of 
acute sciatic motor nerve palsy presented within our combined academic 
orthopaedic/spine unit. One was due to herniated lumbar disc at L4-L5; 
one was due to traction injury during total hip replacement via a posterior 
approach; and the third was due to stretch injury following total knee ar
throplasty with valgus deformity. Prior to treatment with erythropoietin 
and steroids. two had no motor function and one had grade 115 motor func
tion. Following appropriate consent, all three were treated with 40 mcg of 
erythropoietin combined with either IV or oral steroids. 
RESULTS: Results: All three patients regained motor function within 
24 hours; two with 5/5 strength and one with 4/5 strength. Ali were 5/5 
on six weeks follow-up. 
CONCLUSIONS: Conclusion: The untreated natural history of acute sci
atic motor nerve palsies is unfavorable; generally, only a third recover 
complete strength and it takes, on average, about two years to do so. While 
small case series' are generally of little value; the findings of this current 
series coupled with recent animal model findings and the favorable side-ef
fect profile of erythropoietin suggests a significant potential impact with 
small relative risk. Further study is indicated. 
FDA DEVICEIDRUG STATUS: Erythropoietin: Not approved for this 
indication. 

doi: 1O.1016/j.spinee.2009.08.230 

190. Experimental Efficacy and Safety Study on a New Navigatable 
Percutaneous Disc Decompression Device (UDisq) - Histologic 
Evaluation and Thermo-Mapping in Human Cadaver Spines 
Sang-Heon Lee. MD, PhDl. Richard Derby, Md. Yung Chen. MlY. Jeong
Eun Leel. Young·Ki Honl. Lee Wolfer. Md. Ki-Bong Roh4. Seok Kang4, 
Sang Wun Kim"'. Bong Su Kang5

, Sung-Youlz Cho5
• Chang Mo Hwang. 

MD4; IKorea University Medical Center. Seoul. South Korea; 2Daly City, 
CA. USA; "Spinal Diagnostics & Treatment Center. Daly City, CA, USA; 
·Seoul, South Korea; 5KYUlzggi-do. South Korea 

BACKGROUND CONTEXT: Advanced percutaneous techniques have 
been developed to treat discogenic low back pain. However, a major short
coming of these techniques is the inability to access the posterior annulus. 
which is a common location of anular tears or herniation. We developed 
the L'DISQ which is a minimally-invasive device for percutaneous disc de
compression using radiofrequency energy with funding from the Korean 
Health Industry Development Institute (KHIDI). The tip of the L'DISQ 
can be placed into the posterolateral or posterocentral annulus to decom
press a herniated nucleus or ablate sensitized nocioceptors. With this tech
nological advance, we will be able to expand minimally invasive 
treatments of discogenic low back pain. 
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Research letter 

Changes in illicit opioid use across Canada 

Benedikt Fischer.JOrgen Rehm, Jayadeep Pat .... Michelle Firestone Cruz 

- See related article page 1395 

For almost a c:entmy. heroin addiction has been a core 
element of the illicit drug use problem in Canada. I,Z 

According to recent data. there are an estimated 
U.S 000 injection drug users in Canada, most of whom use 
heroin and cocaine! Heroin addiction is associated with a va
riety of harms. including death, morbidity and crime. There 
are many examples of these banns: the number of overdose
related deaths in British Columbia rose ckamatically from 39 
to 331 between 1988 and 1993;4 the majority of new cases of 
hepatitis C in Canada are related to illicit drug use;' and most 
heroin addicCI are involved in regular c:rimioaJ activity.' Con
siderable public resources are expended on beroin addiction. 
Canadian law enfon:ement agenda direct substantial ex· 
penditures to prevent heroin importation and distribution -
albeit with limited IUcees •• 7 

.. On the health care side, the 
number of people receiving methadone IDaintenance treat· 
ment (the prinwy treatment reapoDJe for heroin addiction) 
has increased 5 times since the mid-I99GS, to about.1S 000 

spaces across CanacIa.-' Purthermore, al~ternat1Vei~·~trea~tm~en~t~~~~~~~~~~~~~~~;;'~;~~JI options are in development, including bupreno hine main-
tenance and medical heroin treatment. s,u" 

1 

feaR, there have been i 0 substantiall in- X2 feB co were 
ea level. of rescri tion 0 ioid abuse in Canada the dependent sample ttestB analysis ofvarianc:e. In the cue 

United State. and other jurisdiction ...... '· However(lintil of unequal variances, the KrusJcal-WalJi. and median tests 
now' im on amon street dru users in were also performed on continuous data.. AD variabJe. were 
Canada has been unclear and not temad documented. considered statistically significant if pwas J 

em tistte OPICAN cobon: (fOrmed through community· " 35 years of age; most were 

\ 

supported outreach and snowball recruitment methods and male and white. Half were not stably housed, and about .1 in 5 
comprising ,gular illicit opioid users who were not ~ ~ income from illicit sourtes in the 30 days befOre 
treatment at the time of recruitment) was I!!IIi!hljabc:d in .1001 ~ment (1- I). = one-ddldof:1Dti1 sam~ 
with a baseline sam Ie of 6 '0 IS to asses. current ~g heroin durin the30 ~~reas!!eS8men-!J 
opioid use patrems and reJarI!d social and health indicato 17 Howem, heroin was the most commonJy uwd opioid in onIy.1 
The participants were recruited from z 9inadian cities (Van- oftbe7 stuciGsifes (Vanc::o!ll!l!l'apdMon~ .. rtaLbyabout 
couver, Edmonton. Toronto, Man"""", Quebec, BuderictDn IWfOf"ifieIOCaipardcipantl..Ar4ofthesit~,J~mil!.!!!! 
and St. John) and were assesaed most recently in .100S. T1!I mal" absent" QJaJOriIf nfpznicipanlll in these cilie., pre-
OPICAN study sita were chosen to produce a c:ross-section of 'ption opioida (e.&t,hydromo!phone, morphine, oxyaxIone) 
existing profiles ofiUicit opioid use in Jarae and midsized cities . t opioids used, in locaJly different paIIm1S 

2' across Canada and were determined by local feasibility of tile (l"able 2). Moreover, e oDgl II sugges 

I study prorocol Between 2001 and die assessment in :.lOO5, the heroin use had significantly decreased in all sife! since :1001 
. longitudinal component of the study bad a follaw=up rate of (~ effect -24-9%' p < 0.001). Use of c:oc:aine and cmck co-
... sM'lb. ParticipanlB who were lost 10 folJow-up were MJ)1aced caine was also very common ac.rosa the silea and also decreased 
~ with newly recruited participants to ensure large enough sam· over time (-14-1% and -II.tL respectively, P < o.ool). Parallel to 
~ pies for hypothesis testing. Local samples of population. in the abOYe changes, key nsf behaviours (e.g., dffig injection, I ~ ~ on<! ... 1oIm ..... oddod .. ""'5. AIl_ ...olIe obodngon<!.........., --For_ ..... 

loo{"\ /~/ _____ ) uze:c" CMA,/ • NOYEMII1l21,ZOO8 • 115(11) I 1315 

• aM eM .. Madia 'nc. or itillean.ars 
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don drug use reponed during the 30 days belDze assessment de
aeased significantly in the total gmplc ~ 2001 and~, 
from 4sCJt to 63.;'% (p < 0.001). 
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has become an~ increasingly marginal form 0 
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• patterns, including evidence that the rate of prescription opi
oid abuse has exceeded the rate of heroin use in American 
household survey populations in recent years.14,15.1a 

Our findings highUght several goda! POiDtI..~irst, pre
scription opioids used b;stteet drug users originally come 
from the medical system rather than from illicit production 
and distribution (as is the case for heroin). Our data on this 
are limited, but ~ey do indicate that, although the vast ma
joritY. f cohort . ci ants reported 6uymg their heroin 
from drug dealers, a substantial proportlon 0 prescnp on 
iliLiids uSed were obtained directlY or indilectl1 (e.g., 

through friends or partners) from sources m 
system (dati not shown). The problem of illicitly obtained 
prescription opioids from medical sources has been repeat
edly documented and is currently receiving increased atten
tion @Jlle U~. . 15:.11:_ We cannot de
termine..at ~ental s1iIff1iQm 
heroin to 2!.escriptiQn op;o;d...abuse in Canada is driven 
m!inly by demand or supply. However, Canada is t . 
world'~_~o.2~E~~ta consumer of a number of opioid 
(e.B;~-liydroJD_o~,I1pne)tW1ilaC~ii: for an ."Opiotct-ric 

~_-cnvrro.lLq._eJU.j·22 Since prescription opioid control meas
ures are lax CespeciRU, when compared with measures im
plemented in the United States) and inconsistent across 
Canada (opr, a few pmviDcca hac prescription monitoriq 

-." ... ' 

'" 

pro~s in 2lace), this approach needs to be reconsidered 
in t1ieliiWl'at o[prevention.25-25 However, such measures 
should not undermine access to ad~uate opioid-based pain 
tre,abDent, which bas taken a lon, time to accomplish. D,a,27 

Furthermore, II better understlnding of illicit opioid users' 
comorbidity profiles is needed. Many report their prescrip-
tion opioid abuse as being related to previous exposure to 
pain treatment or report psychiatric symptoms that are un
diagnosed or untreated (e.g., depreSSion), for which their 
continu function as "self-medication. ,,--

Finally. the documented m t 10 

~. IS In 0 loid addiction treatment or-
rendy availabl- or proposed treatment interventions (e.g., 
methadone mainIImance, buprenorphine maintenance or med
icalireroin treatment) pnnapaDy target heroin addiction.ll')l 

111e ~ Of these mterventions mr die growing ~n -
ofillicit prescrip~ opioid users seeking treatment needs to be 
validated, or alternative treatment interventions identilied. I 

This article baa been l*I' reviewed. 
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ria, BC (Pilcher); the Centre for AddJc:rion and Mental. Health, Unimail)' of 
ToronlD. ToronlD. Ont. (all autbon); and the RaeardI fnItitute on Publ~ 
Health and Mdic:tioa, Zurich, Switzerland (khm) 

CoInpednf ....... NODe declared. 

ContriJJuIarIr BenedlJct Filcher detiped the sllldy. oo-ciewloped the malyIiI 
plm ami data interpretation and wal the principal author. JQrgen Rehm eo
developed the anaIysia plm and c:olltribUled ID the data interpMldon aud 
drafting of the manlllCript. Jayadeep Patra eJlecuted the data analysil plan 
:and contributed to the data interpretation and drafting of the manlllCript. 
Michelle PilellDfte contributed to the data interptetatiOll ami drafting of the 
manuscript. All of the authon approved the final version of the manlllCript 

Adm.owIedsemeIl Thilltudy was funded by a gmtt from the Canadlan In
stitulel of Health Research. 

REFERENCIS 
(. Gifml PJ. Endlcoa: S, Lambat So Pmk _ buIiIfcmJce: 1M poIitkI of QuudI'I 

dtuf ..... Ottawa: cauadlaa CemR OD Subltulce""-; 1991-

2. I.e DIiD G. dIIIr.CommlA/oD 0I'1nquiIJ Iaeo die NIIII·MedIaI Ute 0I'Drup. or
_IDfonnadoDCaIIad8; 1972. 

i. Healdl cauda. bdvt:/Ilf die.", IIMJdMrd IIIirII inj«:tJDa .." 1M ill cu.d& 
Ottawa, Heallb CaaIdI; 1001. 

.. CaiDJ. JllpllfoflbtT.uk FcIIcIrlneol1lldrNMlCldco.n-~ /D BdrIU eo
Jumbi& VICCDria: MIDiaIIy 01' Alflxrtl!tCieMrll; IfJ94. 

5. ileml8 Il. A Imdy eo cballCllHlae !he epideCDloIo., of bepadda C la&ctIoD III 
CanadI, aooa. FinII JePOtt. 0IIIIwI: Helidl CIaIda; 2004-

6. Pilcher B. MedvaI w. Klnt M. ec aI. Widt opiala aad cdIDet rauIII of au WI
aeatm Iller c:oboIt...., /a T_IIID. CIa / Ctim 200J14J'197"217. 

7. Wood. B, TyDClaI1 M, Spilllll P, etiL lIDplCtol'~pallciellixCODll'Ol ofD
lidt cIrup /a !be _ oI'dIe AIDS .. 0ftIdaIe epidemicIa inwIdpdoa. ofa au-
1M heIII/n NIzare. CMAJ200J;r68,r6s-t. 

8. 19yII CaudIaa MouIIIId PoUce (lCMP). DrII6Ii1U11br 111 c.-fa - J/IOJ. Ot
tawa, CrimIaa1lJ111111&eace Dim:CDaI:e, IlCMP; :zoD4. Available: __ p-p: 
.sc.ca/crim/arldruauoo3J.ldm (acaIIIed ao6 Sept at). 

90 strike C. G_ w. UrbIaoIId 1, ec II. Fac:CDn predlc:daa 2',aJ _doa III 
modudaae mm--.-rfilr opicJid iltprnofa ..... AddIt:t Bar2C!DSIJOI 
1025-8. 

10. AIIdenoIII. Wama L Clleat retntioa /a die BriIIIII CoIwDbia medIIIdoae JIIV" 
pam, ~ CIII/PublJeHelldl2l104l95ua.t'9-

n. Wud I. HIlI W. MIaidr Il. lDIeofmedlldoae .... ""'""- /a opJaId fepon¥nce 
UlxWJ99\);35JIlal-6. 

12. SdIecIJeer MY. NAOMI- Her lime _-. NorIb AmerIcaa Opla MedIcIIiaa 

IDkiaIift, / UrfJu HtMIb -:79:1"'" 
13. PisdIer B. IlduD J. XiIIl M, &t II. fIeIoIa.aIIIIII __ •• !apOIIIt eo dII 

public beaIIb pmb/eCD ofopialedepal __ BurT PubIk Ha/tb 2OOa;ut2:z1.M
J4. Clcem 1'J. IuciudI fA, M_ A, 1'ImdI /a ..... ofoa,coadllllld odIIr opIoW 

aaalpIica ill die UailId S1IIIaI, --2004-J l'IlII20115;6:662"7J. 
15. Complllll W. VoIkuw N. MIlar ~ /a opicJid ____ Ia die UaiIecl 

SraIIat ~1IIId -.- DrII6A1t:011a1Ikpttt1tJ2OO6;Br,1OH. 
16. Ha,doa B, IlduD J, PiIcber B, et II. PraaIpUoD .allwela Caaada IIIId die cIo I t1 

getIloa ofJllllClipdoD clruplmD!be 1IIicIt .. ....- Clal PubIk HtMIb aoas; C1vr~ 

17. l'isdIer B, IlduD J. BIIAIIa S. et ILlIIIdt opicJid _Ia CIIuIdIc COIIIpIIIar ~ ~ 
/mI1b od .... _~CI ofallllalBl a_In 11ft adell (OPf-CAH----+--r.> 
....".IU"""HaItb ;boa 

ConespolUknce fD: Dr. Benedikt Fischer, eentre for Addict/oll$ 
R.eseartb ofBC, UnivenityofVictDrU, RJn. lZof., Tec1uJalol1 
Enterprise Facility, PO Box 1700 Stn esc, Victoria Be V8W ~y~; 
fix ~So 472-S321j bBscbezfDuvic.ca 

'MAl . NOVEMIER2',200111 • 175(") I 1317 

Sf qspevdf e!x iu !qf S'I it t ipolpgli f ldpqzsjhi Llpx of s'! !Gts..i f sis qspevdtjpo!qspi jcjd e!x ju pvLlqf S'I jt t jpol 

000650 



C9 <) S(~A,J -2-", 

_ 'Uz:()0\ -kd.. 0\ ~ - 0 UX..{ d'l-.. "'.,.. t; g-S J -z...o Co' '7; • 

!.A:~frl- -'\ 'f\.-~ -Jv.<. ... -teJ '-- ~~j",-- -
f 

--,,,--,-~-~,~~~, '_~''' __ '_~ __ ''''''_~'~_~~~ ___ ",~,k''",''''''''~'''''''''' _______ ---.,,,-,, I 

",,~:A~~LA.,~~~~_t_~~, __ ,. __ 1 

_~G-~..ili--.;l __ ~ __ " _'~ ___ ~ __ ' __ ~ __ '''_''''~'_~'_~'''_' ___ ~_'''_'''I 

"~~T~-~~~~~.,..~~S~~J~¢.JI¥-__ '~---1 
~"----:'%~~{~~¥~'iJ~~- ~&,:+.~ JLep~b. ___ . __ ,,~j 

~~1'-'U,~~d~~~~~~-$~~! IL,~,:~J n ~' ~ I 

,_",,~_L<4~.A ':U:L~fih~~-':-~ 

® OP~4,J ~g 1 _ 

~\4M...\IA\x~ ~)0~~AIA..(r~ 

~-, -=.-~+eMi:)£:iLL*'~_1M':h k~,_,~L~_~"~~~~-'-i 
~_f~_~ 1 ilLil:44 "d.J ~ _~.,t._",",_",_>-._.~_,,_,,~. __ " __ ~, ______ ._,~,~,, __ ". ", 

,_,=,_,l~.~,,~_,~ __ ~ ,~~ l~ -t~,AJd~:?r~~:~L_~~~~~ ___ i 
,_._,,,,, ___ ,~~y..0-: ~i'~ ~-":!!b'~~:-'--~"~~-'''~-~-''-~--'-''''''''-1 

000651 



J 

The National Pharmaceuticals Strategy: Rest in peace, 
revive or renew? 

Neil J. MacKinnon PhD MSc, Ivan Ip MBA 

Publ.ished at www.cmaj.ca on Feb. 3. 2009. 

T he fact thatsme of the main treatment modalities in 
health care - prescription drugs used outside the hospi:
tal settmg - remams out~ide the medicare envelope in 

"'009 perplexes many clinicians. academics and the general pub
lic. Canada has an overall public health care system, but the lack 
oJ coverage for prescription drugs is a gaping hole in the system 
with adverse consequences for many Canadians. Moreover, 
Canada lags behind many comparator nations in issues related 
tQ prescription access and affordabilirv. rtle ,gqalny and safe!}" of 
medication use, and the use of technologies such as 
e-prescribmg that would help to Improve the system (TaoTe I ).l-l 

The National Pharmaceuticals Strategy, part of the federal, 
provincial and territorial health accord signed in 2004.4 was an 
attempt by the participating governments to jointly develop and 
implement drug policy solutions. More specifically, the prime 
minister and premiers directed their health ministers to focus on 
9 specitic action items that dealt with issues related to access 
and affordability of medications and the quality and safety of 
the medication-use system (Box I). Although many solutions 
had been proposed previously, the National Pharmaceuticals 
Strategy - one of the critical social safety nets - was hailed as 
an important milestone in public policy, which would address 
critical problems related to affordability of pharmacotherapy 
:md safety of mcdication use to achieve good value for money 
and, most importantly, improved health. In 2005, the health 
ministers met. reaffirmed their commitment to the National 
Pharmaceuticals Strategy and added an action item related to 
coverage of expensive drugs for rare disea<;es. 

Four and a half years after its launch, many people are left 
wondering what happened to the National Pharmaceuticals 
Strategy. On Jan. 30, 2009, the Health Council of Canada, a 
not-for-profit and nongovemment agency funded by the federal 
government that aims to foster accountability and transparency 
of the health care system, released 2 reports that answered this 
question and provided guidance for the next steps.'" The status 
report is a valuable read for those who wish to refresh them
selves on the original commitments and review the progress 
made in fulfilling the promises. The other report, a commentary 
\)J1 the National Pharmaceuticals Strategy, offers suggestions 
on how to achieve 4 key element<;: cata~trophic drug covemge, 
atfordability of prescription drugs, patient safety issues related 

,-- to better prescribing, and equal access to mcdications through a :g 
'0 common dlllg formulary. TIle Health Council of Canada argues 
.::; 

items in the original National Pharmaceuticals Strategy docu
ment. Although the Common Drug Review was established 
separately, it complements the National Pharmaceuticals 
Strategy's goal of a national common drug formulary. Some 
progress has been made on providing coverage tor eXfJCnsive 
drugs for a few rare diseases, including Fabry disease. Several 
provinces are contributing data to the National Prescription 
Drug Utilization Information System, although the action 
item of analysis of the cost-etfectiveness and best practices in 
drug plans remains largely unfulfilled. 

The action item for which there appears to be renewed en
ergy and action is the evaluation of real-world drug safety and 
effectiveness. On Jan. 14, 2009, the federal government an
nounced a commitment of $32 million over 5 years, followed 
by an annual commitment of $10 million thereafter, to create 
the Drug Safety and Effectiveness Network.' The size of this 
commitment compares favourably. for example, with the an
nual budget of the Canadian Patient Safety Institute, which 
addresses all aspects of patient safety. Still. this announce
ment was made by the federal government and not by the 
stmcture of the National Pharmaceuticals Strategy. Moreover, 
it is odd that there is no mention of how this new network re
hite:-to Health Canada's proposed progressive licensing 
f1]lmework for newly approved pharmaceuticals. ---

One could excuse those involved with the National Phar
maceuticals Strategy. for not delivering on promises \vere they 
no longer needed or relevant. Clearly, that is not the case. In-I that while progress has becn made on some of the commit-

)
'... :-: ments, overall progress has been less than satisfactory and that 

c;-., it is time tor all stakeholders to renew their commitment to the 
0;; 

realization of the principles of a national drug policy strategy. 
Neil MacKinnon is with the College of Pharmacy, Faculty of Medicine. Dal· 
housie University, Halifax. NS, and Ivan Ip is with the Health Council of 
Canada, Toronto, Onto g Limited progress has been made on a few of the action 

All editorial matter in CMAl represents the opinions of the authors and not necessarily those of the Canadian Medical Association. 

(MAl • APRIL 14, 2009 • 180(8) 801 
© 2009 Canadian Medical Association or its licensors 

000652 



) 

, COMl\lENTARY 

deed, we could argue that the need for a national strategy is 
even greater in 2009 than it was in 2004. Total expenditures 
for prescliption drugs have increa'ied nearly 37% since 2004, 
from $21.8 billion in 2004 to $29.8 billion in 2008,s further 
straining public and private payers. The affordability of pre
scription drugs continues to be a challenge for many Canad
ians, [n terms of safety. the Canadian Adverse Event'> Study· 
was relea'led just before the original National Pharmaceuticals 
Strategy report. Since then. the evidence showing that our 
medication-use system is unsafe has greatly increased.») Drug
related morbidity is a major contributor to health care use," 
and the impact of existing drug policies on clinical and hu
manistic outcomes. such as health status and satisfaction, has 
been inadequately studied. I! Unfortunately, in 2006. the Na
tional Pharmaceuticals Strategy task force decided that some 
of the action items would take priority over others. and they 
chose not to include 2 items (influencing prescribing behav
iour and e-prescribing) on the priority list. 

It would be incorrect to say that drug policy has been a 
barren wasteland in Canada since 2004. Rather, much has 
happened in recent years, but most of the activity has been at 
the provincial or territorial level, outside the structure of the 
National Pharmaceuticals Strategy. Indeed, legislation or re-

ports related to drug policy in Ontario, Quebec, British Col
umbia and, most recently. Alberta are all examples of note
worthy initiatives. As a result. the drug policy hmdscape in 
Canada has been altered from a National Pharmaceuticals 
Strategy to provincial and territorial pharmaceuticals strate
gies. One could argue that this approach is acceptable. given 
that some of commitments of the strategy are being fulfilled, 
albeit on a province-by-province basis. However, the spirit 
and essence of a pan-Canadian approach is that improvements 
in affordability, safety and the overall quality should be avail
able to all Canadians through a nationwide coordinated effort. 

The prevailing approach of decentralized decision-making 
at the provincial and territorial level may tarnish national col
laborations. For ex.ample, Ontario's Transparent Drug System 
for Patients Act, which ironically includes nontransparent 
pricing agreements between the province of Ontario and phar
maceutical manufacturers, could affect the credibility of the 
Common Drug Review process. While the Common Drug 
Review recommended that the provinces not provide cover
age for escitalopram (Cipralex) in November 2008. Ontario's 
Committee to Evaluate Drugs decided to provide coverage for 
this drug on the Ontario Drug Benefit Formulary as a general 
benefit based on a "subsequent pricing agreement."13 

The New 
Perspective Canada Australia Germany Nethet"lands Zealand 

United 
Kingdom 

United 
States 
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Renewing the National Phannaceuticals Strategy with a new 
mandate and new structure is the right decision for all stake
holders. but especially for the Canadian public. Specifically, we 
suggest a more effective organizational structure of sufficient 
size, scale and stability. The current structure of a ministerial 
ta~k force may be useful for final policy decision-making. but 
does not seem sufficient to ensure adequate financial and politi
cal stability for support staff to make decisions or to achieve 
timely action. Second. there should be a set of clear goals, ob
jectives and principles to guide priority-setting and decision
making. This is especially critical given that the priorities of the 
federal government may not be the same as the priorities of the 
provinces and territories, who are primarily concerned with con
troIling drug expenditures. Seveml active nationwide initiatives 
could serve as examples for structure and format, including the 
Canadian Strategy for Cancer Control and the Canadian Dia
betes Stmtegy. Finally. there should be a transparent process for 
monitoring and reporting progress. including timelines and on
line quarterly reports made available to all Canadians. 

What \ve have proposed is a formidable task. one that will 
require considerable political will. Moreovcr. the current de
centralized decision-making approach will not be easily 
reversed. Those involved in the National Pharmaceuticals 
Strategy deserve praise for the progress made and will require 

COl\f M ENT,\RY 

support to see the remaining promises fultilled. The total cost 
of the strategy has never been clearly detined and is undoubt
edly massive. an especially difficult barrier given current eco
nomic conditions. However, without such support, the National 
Pharmaceuticals Strategy will remain largely a prescliption 
untilled; yet it is a necessary prescription to achieve a stronger, 
sustainable ,md more equitable Canadian health system. 

This article has been peer reviewed. 
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Deaths related to the use of prescription opioids 

Benedikt Fischer PhD, Jurgen Rehm PhD 
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0000 See related research article by Dhalla and colleagues. page 891 

D 
halla and colleagues' report that the number of 
annuaf deaths related to oxycodone use in Ontario 
increased about 5-fold between 1999 and 2004 and 

that there was a 41 % increase in all opioid-related deaths 
(i.e., deaths from prescription and illegal opioids). Their 
paper adds to the evidence showing that the substantial 
increase in morbidity and mortality from the use of prescrip
tion opioids is a major public health challenge in Canada.~ 
Here we offer an interpretation of Dhalla and colleagues' 
results as well as propose implications for interventions. 

Although oxycodone is associated with a rising number of 
overdose deaths in Ontario. it is not the only prescription opi
oid analgesic associated with substantial mortality. In fact. 
Dhalla and colleagues show that a substantial proportion of 
deaths related to prescription opioid use in the observation 
period were associated with prescription opioids other than 
oxycodone. This has also been reported by other recent stud
ies in Ontario.' In the United States. where oxycodone-related 
deaths have also increased sharply. the involvement of many 
opioid formulations, such as codeine, fentanyl, hydrocodone 
and methadone, illustrates the wide range of prescription
opioid products linked with an increasing number of deaths.' 

Most deaths related to the use of prescription opioids 
occur in conjunction with (i.e., are likely co-caused by) one or 
more nonprescription-opioid substances. In the case of 
oxycodone-related deaths in Ontario. 92% involved a non
opioid depressant of the central nervous system (e.g., alcohol. 
benzodiazepines, cyclic antidepressants or a combination of 
these).' Thus. the preeminent risk in most deaths was from the 
use of multiple drugs involving prescription opioids and 
other substances that are widely and legally dispensed. This is 
of importance for targeted prevention. Furthermore, prescrip
tion pharmaceuticals are now involved in more overdose 
deaths than either heroin or cocaine in North America.' This 
may also have shifted the distribution of the socio
demographic profiles of the dead from marginalized popUla
tions more toward "middle class" individuals, although con
clusive data on this are lacking. These realities are clearly not 

(: in sync with the emphasis of CUlTent federal drug policy 
g; efforts on the enforcement of "illicit drugs:" If disease bur
l den and public health are supposed to he guiding lenses, it 
.2 appears that some refocusing is necessary. 

') Wefneed to rellect on wjidher dyhnarnics behind the observed 
morta Jty associatIOns. A t (lug oxycodone is a powerful 

;:::-;: analgesic that can ea~ily cause death in an adult if taken in 

."',MQstilfth~d~~tI:1~aISa iiM>tVe,~ nervoUs~iarit:" 
T' <:tia"r~rJt(e.g;r ~diazepines;'ak9pol)i: 

.,J£ '0' 0 "CQI 0" ' 

,d 

,,' '0 ,,'; f~lll~dny~ttri,Ottai~{,,:(y 
;,; 0' ,efat 0 0 0, ' ' 0 0 .Opioidus~~hpWd' ifiVolVe a:i ,':; 
i{';/reductrqtf of th~jfusEtinareaS th'afd(t n~oomp$omi5erf;' , 

'ifff' <~ 9'.' ~,onj~:p~!~:!:;'~:;~( ~ti~:.{·"(" .:"/;:<:'/" ' 
".> . --, . >. ;.,,,,'- ?,<~!~!<;, 

excessive quantities or in problematic combinations with 
other drugs, the rise of oxycodone-related deaths in Ontario 
may simply reflect a volume effect. Specifically, the quantita
tive increase in the volume of oxycodone prescriptions in 
Ontario - as shown by Dhalla and colleagues' - COlTes
ponds to the rise in mortality from overdoses. In fact, other 
studies have shown that trends in morbidity indicators related 
to prescription opioid use (e.g., admissions to emergency 
departments or treatment facilities for substance use) in North 
America are closely cOlTelated with volume changes in the 
consumption of prescription opioids." A simple comparison 
of the rate of overdoses related to prescription opioid use in 
Ontario and the US in 2002 shows that the overall death rates 
adjusted to the rates of per capita prescription-opioid use in 
these jurisdictions are very similar."" 

This observation is important for policy development, 
especially given that North America has the world's highest 
consumption of medical prescription opioids and that these 
consumption levels have doubled in the US and Canada in the 
past decade.' Thus, emphasis should be given to the questions 
of why these extensive increases in the use of prescription 
opioids - resulting in "prescription-opioid-rich" environ
ments - have occurred. whether these compounds are neces-
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sary for the intended health outcomes and what may be done 
to reduce the use of prescription opioids to maximize public 
health without undue collateral damage. 

Specifically, the aim of regulation and policy development 
for the use of prescription opioids and the related harms poses 
distinct and complex challenges. Prescription opioid anal
gesics are essential therapeutic tools primarily in pain medi
cine, a field in which progress has been made in the past few 
decades mainly by increasing the availability and dosing of 
medications, especially for severe and chronic pain." The 
quick and possible "chilling effects" (i.e., a sudden decrease 
in physicians' willingness to prescribe such medications and 
hence a reduction in available care) of tightened regulatory 
..:ontrol measures for psychotropic drugs (e.g .. prescription
monitoring programs, rescheduling of prescription-opioid 
substances) are well documented.'" Yet regardless of what 
interventions are initiated, the achieved standards of access 
and quality in pain medicine involving prescription opioids 
must not be compromised. 

There is probably room in Canada to ease the heavy 
reliance on prescribing prescription opioids, especially in 
patients with pain that is not severe or chronic. For example, 
Canada. on a per capita basis. currently uses five times the 
amount of prescription opioids used in the United Kingdom." 
This enormous discrepancy cannot be explained by differ
ences in the prevalence of pain alone. A reduction in the use 
of prescription opioids for non severe pain alone would prob
ably reduce the volume of overall consumption of prescrip
tion opioids and hence reduce the number of deaths associ
ated with the use of prescription opioids in Canada. 

Further emphasis needs to be given to prevention and edu
cation.' Given the rising number of deaths associated with 
prescription opioids and other prescription drugs, simple 
multimedia education canlpaigns about the risks of extensive 
or combination use of prescliption drugs may be beneficial in 
increasing awareness. 

Misuse of prescription drugs and related harms - includ
ing overdose mortality - have emerged in Canada as impor
tant challenges related to substance use, pain care and public 
health. It is time for governmental leadership and a concerted 
prevention strategy with closely monitored outcomes. 
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Prescribing of opioid analgesics and related mortality 
before and after the introduction of long-acting oxycodone 
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of dire 
mon: f9rexampr.i of the; 
physidatl visits were: a', "ai/able. 
in the month befon~·death; . 1095' patients for whom;!); 
individual·levei prescribing data wete availabler· 56,;1 % hadU: 
filled a prescription for an opioid rnthe. month before death;;: 

, . ~ .. , ,.".., . ,,,,j 

Interpretation: Opioid~related.deaths in Ontario have'in~;ij 
creased markedly since 1291.41< significant portion of the,;) 
increase was associated with the addition 0" 16ng:.actin9:~:1 
oxycodone to the provindaJdrug formularyi)Most of thei.f 
deaths were deemed unintentiol'la}; The frequency of visits~ 
to a physician and prescriptions for opioids in the montlie. 
before death suggests a missed opportunity. for preventiom 

(? 

@ 0 pioid analgesics are among the most commonly pre
scribed medications in Canada. One reason for their 

:; popularity is an increased awareness that these drugs 1 may be appropriate for patients with chronic nonmalignant 
pain.' Coincident with the increased willin§.'TJess of physicians 

c.: to prescribe opioids are reports of increasing opioid abuse and 

opioid-related deaths."> Particular attention has been focused 
on a long-acting formulation of oxycodone (OxyContin. Pur
due Pharma) approved by Health Canada in 1996 and added to 
the Ontario provincial drug formulary in 2000.'" Oxycodone is 
a potent agonist of the mu- and kappa-opioid receptors, with 
an analgesic potency greater than that of morphine.' I Although 
the original product monograph stated that the long-acting for
mulation would impart a lower risk ti)r abuse compared with 
other opioid analgesics. it was quickly recognized that the 
product's controlled-release characteristics could be defeated 
simply by chewing or crushing the tablets." 

We performed a study to determine whether opioid-related 
mortality increa.'ied followirig the introduction of long-acting 
oxycodone. We analyzed trends in the prescribing of opioids ( 

~
. n Ontario between 1991 and 2007. We reviewed all deaths 
elated to opioid use in Ontario between 1991 and 2004. We 
Iso examined the use of health care services before death 

, mong individuals whose deaths were related to opioid use. 

Methods 

Prescribing data 
We obtained aggregated prescribing data from IMS Health 
Canada, which collects monthly prescription records from 
nearly two-thirds of all Canadian pharmacies. These data are 
extrapolated to provincial and national levels and are regularly 
used to characterize prescribing trends. LUI Annual data on pre
scriptions for each opioid formulation were available from 
1991 to 2001; detailed monthly data were available from 200J 
to 2007. We included data on all opioid-containing analgesics 
and cough suppressants prescribed on an outpatient basis. 
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Deaths related to opioid' use 
We examined the records of the Office of the Chief Coroner 
of Ontario to identify deaths related to opioid use. In accor
dance with Ontario's Coroners Act. all deaths that are sudden 
and unexpected, or unnaturaL must be reponed to the coro
ner's office. The coroner ascenains the cause and manner of 
death and. when necessary, conducts a postmonem examina
tion that usually includes detailed toxicologic testing. We 
reviewed all deaths involving drugs or alcohol over the 14-
year period from Jan. 1, 1991, to Dec. 31. 2004. We did not 
analyze files from subsequent years because many later cases 
were still under review by the coroner at the start of our 
study. One of us (O.Q.) abstracted data using an encrypted 
computer database. 

Deaths were deemed to have involved opioids if the coro
ner's investigation concluded so. In almost all instances, this 
conclusion was based on (a) a toxicologic analysis revealing 
that opioid concentrations were sufficiently high to cause 
death or (b) the coroner's determination that a combination 
of drugs (including at least one opioid present at a clinically 
significant concentration) resulted in death. Deaths were con
~idered not to be related to opioid use if another drug was 
present at a concentration high enough to cause death and 
one or more opioids were present at levels that could be 
associated with therapeutic use. If the abstractor was uncer
tain about the cause of death, the file was reviewed by one or 
more of us (LA.D., M.L.A.S. and D.N.J.) until consensus 
was achieved. 

Before the collection of data began. a training exercise was 
perfol1ned in which the abstractor and the principal investiga
tor independently abstracted data from 20 charts. Midway 
through the data-collection period, the validation exercise was 
repeated on another 20 charts. In both exercises, there was 
complete agreement on all major data fields. including 
whether or not each death was related to opioid use. 
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Use of health care services before death 
To examine the use of health care services before death 
among individuals who died of opioid-related causes, we 
linked coroner's records with population-based health care 
clata held at the Institute for Clinical Evaluative Sciences.'s'. 
Because complete data on health care utilization have been 
available as of July 1991, we included deaths that OCCUlTed 
on or after July 1. 1992, thereby allowing a full year of ante
monem health care data. For a subset of patients with avail
able data. we also analyzed patient-level use of prescription 
drugs in the year before death. In Ontario, complete prescrip
tion records are available from April 1991 onward for people 
65 years or older. and from April 1997 onward for younger 
people who are covered under the public drug plan. 

Statistical analysis 
We performed descriptive analyses using populatjon data 
from Statistics Canada'7 to standardize death rates and re
SCl1ptlOn rates, e use t e number of opioid prescriptions 
dispensed from 1991 to 2007 as a proxy for the total quantity 
of opioids prescribed in Ontmio. We validated this assump
tion for oxycodone specifically from 2001 to 2007. when 
more detailed prescribing data were available. For the people 
included in the analysis of health care utilization. we deter
mined the median number of physician visits, emergency 
department visits and opioid prescriptions in the year before 
death. We also examined the time between the last physician 
visit and death, and the reason for the visit. 

We used time-series analysis to examine temporal trend,> in 
oxycodone-related ,md opioid-re1ated monality." We assessed 
the effect of the introduction of long-acting oxycodone to the 
drug formulary by using interventional autoregressive integrated 
moving average (ARlMA) models with ramp functions. Ramp 
fUfll.tions are used to model the situation that occurs in a data 
series when there appears to be a ch,mge in the slope.'" To test 

1991 1992 1993 1994 1995 1996 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 

Figure 1: Annual number of opioid analgesics prescribed on an outpatient basis in Ontario from 1991 to 2007. 
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the appropriateness of model assumptions, we assessed the auto
correlation. partial autocorrelation and inverse autocorrelation 
functions; perfol1ned the augmented Dickey-Fuller test;'H ,md 
calculated the Ljung-Box X' statistic at various lags. ~I We 
adjusted statistical analyses for incomplete data in 1993 using a 
step function. All p values were two-sided; we used a value of 
(105 as the threshold for statistical significance. 

Ethics approval 
This study was approved by the Research Ethics Board of the 
Sunny brook Health Sciences Centre. 

Results 

Prescribing of opioid analgesics 
From January 1991 to May 2007, the prescribing of opioid anal
gesics in Ontario increased by 29%, from 4';8 to 591 prescrip
tions per I fX)() individuals annually (Figure I). Codeine was the 
most frequently prescribed agent, although the number of pre
scriptions for the drug declined gradually during the study 
period. In contra'>t, the number of oxycodone prescriptions rose 
more than 850% during the same period, from 23 per 1000 indi
viduals in 1991 to 197 per 1000 in 2007. The prescribing of 
hydromorphone, fentanyl and morphine also increased consider
ably over the same period, although the total number of pre
scriptions for these drugs was far lower than that for oxycodone
containing products (Figure I). By 2006, oxycodone accounted 
for 32% of the almost 7.2 million prescriptions for opioids dis
pensed that year. Of the 2.3 million oxycodone prescriptions 
dispensed in 2006, 28% were for the long-acting fommlation. 

From January 2001 to May 2007. the period during 
which we had detailed population-level prescribing data, 
the average amount of long-acting oxycodone dispensed 
per prescription increased by 24%. from 1830 mg to 2280 
mg. The amount of long-acting morphine dispensed per 
prescription increased by 3%. During this period, the corre
lation between prescription counts of oxycodone and total 
mass of drug dispensed was exceptionally high (r = 0.996), 
\vhich validates the use of prescription counts as a measure 
of prescribing before 2001. 

Opioid-related deaths 
Between 1991 and 2004, the Office of the Chief Coroner of 
Ontario classified 7353 deaths as involving alcohol, drugs or 
both. Of these, the files of 254 individuals (3.5%) were 
unavailable for study; approximately 180 of the missing files 
were for deaths during 1993. We examined the remaining 
7099 records individually. In 3406 of these. opioids were 
implicated as a cause of death (Table I). 

Most of the 3406 deaths (2108 (61.9%:]) involved a single 
opioid (or possibly morphine and heroin together, since mor
phine is the only detectable metabolite in many heroin-related 
deaths). Morphine or heroin (Or both) were involved in 761 of 
these deaths, of which 49 were contirmed to involve heroin 
based on the presence of the 6-monoacetylmorphine metabo
lite. The next most common opioids involved in single-opioid 
deaths were codeine (II == 431), methadone (n == 3(4) and oxy
codone (n = 234). 

Note: lOR = interquartile range. 
'Unless stated otherwise. 

RESEARCH 

tValu~ for age and sex are based on the 3271 individuals whose files were 
linked to data on use of health care services. 
Hhe remaining 1298 deaths were either associated with a combination of 
opioids (n = US1) or the spetific opioid(s) could not be determined (n = 47). 
§Morphine is the only detectable metabolite in many heroin·related deaths. 

The majority of opioid-reIated deaths also involved at least 
1 non-opioid central nervous system depressant. This was the 
case in 425 (91.6%) of the 464 deaths involving oxycodone, 
for example. The most commonly implicated non-opioid cen
tral nervous system depressants in deaths related to oxy
codone use were benzodiazepines (11 = 276 [59.5%]), alcohol 
'l( 43.5% and c 'e1i ' .., 

Opioid-related monality doubled, from 13 7 per million in 
1991 to 27.2 per million in 2004. The median age at death 
was 40 years (interquartile range 34--48 years); 67% of the 
deaths occurred in men. The manner of death was deemed by 
the coroner to be unintentional in 1847 cases (52.4%), suicide 
in 803 (23.6%) and undetermined in 745 (21.9%). 

We observed a substantial increase in overall opioid
rdated mortality following the addition of long-acting oxy
cod one to the provincial drug formulary in January 2000. 
Between 1999 and 2004, the annual number of opioid-related 
deaths increased by 41% (p = 0.02). from 19.4 to 27.2 per 
million annually (Figure 2, top panel). The number of oxy
cod one-related deaths increased by 416£)1(' (p < O.OI) during 
the same period, from 1.39 per million to 7.17 per million 
annually (Figure 2. bottom panel). The rise in opioid-related 
deaths wa~ due in large part to inadvenent toxicity: there was 
no significant increase in the number of deaths from suicide 
involving opioids over the study period (Figure 3). 

Health care utilization before death 
We linked coroner's data to existing health care databases for 
3271 (96.O<k) individuals who died of opioid-related causes. 
We included 3066 deaths that OCCUlTed on or after July I, 
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1992. Most of the patients (2037 [66.4%]) were seen by a 
physician in an outpatient setting at least once in the 4 weeks 
before death. The median number of outpatient physician vis
its per individual in the 52 weeks before death was 15 
(interquartile range 6-29). Emergency department visits were 
also common, with 1807 (58.9%) of the individuals having at 
least I visit in the year before death. 

The final encounter with a physician before death was an 
office visit for 2476 patients and an emergency department 
visit for 378 patients. The median number of days (and 
interquarti1e range) between the visit and death was II (4-34) 

for those who made an office visit and 9 (2-37) for those who 
went to an emergency department. Analysis of physician 
claims for these visits revealed that diagnoses of mental 
health problems (e.g., anxiety, depression or drug depen
dence) and pain-related complaints (e.g., joint pain or back 
pain) comprised the most common reasons for medical atten
tion, which suggests that opioids prescribed to patients with 
these conditions may have contributed to death. 

Of the J 095 patients for whom we had individual-level pre
scribing data, 897 (81.9%) received at least 1 prescription for 
an opioid in the year before death; 614 (56.1%) received at 
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Figure 2: Deaths related to the use of opioid analgesics (top) and long-acting oxycodone (bottom) in Ontario, 1991 to 2004. *The 
value for 1993 is an underestimate owing to missing data (see text for details). 
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least 1 opioid prescription in the month before death. The 
median number of opioid prescriptions dispensed in the year 
before death was 10 (interquartile range 2-28). Many patient'i 
who were dispensed an opioid or other central nervous system 
depressant following their final physician visit had the same 
phannaceutical identified on post-mortem toxicological analy
sis. For example, of the 75 individuals who were dispensed 
oxycodone following their last physician visit, 50 (66.79'(,) had 
oxycodone present on post-mortem toxicological analysis. 

Interpretation 

We identified substantial increases in the prescribing of opi
oids and opioid-related mortality in Ontario over more than a 
decade. The prescribing of oxycodone rose far more rapidly 
than that of any other opioid. This was accompanied by a 5-
fold rise in oxycodone-related deaths, most of which were 
unintentional and involved patients taking other central ner
vous system depressants. We also observed an increase in 
overall opioid-related mortality following the addition of 
long-acting oxycodone to the provincial drug formulary. 
Finally, we found that use of health care services was high 
among individuals whose deaths were related to opioid use, 
with almost two-thirds having seen a physician in the month 
before death. 

The societal burden of opioid-related mortality and mor
bidity in Canada is substantial. In our study. the annual inci
dence of opioid-related deaths in 2004 (27.2 per million) falls 
between the incidence of death from HIV infection (12 per 
million) and sepsis (40 per million)." Moreover, with a 
median age of 40 years at death, the potential years of life lost 
from opioid-related death is almost certainly greater than that 
of many diseases primarily affecting older individuals. 
Although increases in opioid abuse and opioid-related deaths 
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have been documented in several countries/·7
.
n some authors 

have argued that prescribing is not a major contributor to the 
adverse health consequences related to abuse of opioid anal
gesics."'" In contra.st. our individual-level analysis strongly 
supports the hypothesis that increased rates of opioid pre
scribing contribute significantly to morbidity and uninten
tional opioid-related death. 

As far as we are aware, there is no evidence that long
acting oxycodone is more addictive or intrinsically more 
dangerous than other highly potent opioid analgesics. How
ever, the marketing campaign that accompanied the introduc
tion of long-acting oxycodone may have contributed to it 
being prescribed more liberally than other highly potent opi
oids. Notably, senior executives of Purdue Phamla pleaded 
guilty to charges of deceptive marketing in the United States 
and agreed to individual and corporate fines in excess of 
US$600 million in 2007.20 

In addition to a general increa<;e in awareness. several spe
cific interventions may help reduce the adverse health conse
ljuences of opioid prescribing. Real-time electronic databases 
accessible to physicians and pharmacists would make it more 
difticult for individuals to surreptitiously obtain opioids from 
multiple prescribers or phannaciesM1 and might reduce the risk 
of drug interactions between opioids and other central nervous 
system depressant"'." Prescribers and pharmacists need to be 
better educated about the relative potency of different opioid<;, 
the use of physician-patient contracts in opioid prescribing, '2-34 

the outpatient care of opioid-dependent individuals353
• and the 

potential interaction of opioids with other central nervous sys
tem depressants. In some instances, physicians could use urine 
toxicology assays when prescribing opioids to help identify 
illicit drug use and drug diversion.'"' Finally, formulary restric
tions could be used to deter the prescribing of pharmaceuticals 
with a high potential for abuse.'''-4<! 

1991 1992 1993* 1994 1995 1996 1997 1998 1999 2000 2001 2002 2003 2004 

Figure 3: Deaths related to the use of opioid analgesics from 1991 to 2004, by manner of death. *The value for 1993 is an under
estimate owing to missing data. (See text for details.) 
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Limitations 
Our study has several limitations. First, because coroners do 
not investigate all deaths, particularly those involving elderly 
people, we may not have been able to account for all opioid
related deaths. However, this limitation can only underesti
mate the true number of opioid-related deaths. Second. we did 
not have detailed data regarding opioid-related deaths after 
2004. However, preliminary data from the Chief Coroner of 
Ontario suggest that the rates of oxycodone-related deaths 
and opioid-related deaths in Ontario have both continued to 
increase since 2004 (Dr. Andrew McCallum: personal com
munication, 2009). Finally, we relied on administrative data 
to assess use of health care services and prescribing. These 
data are incomplete and less detailed than individual health 
records. However. the methods and data used in our study are 
reliable and have been validated extensively."-") 

Conclusion 
We found large and sustained increases in opioid prescribing 
and opioid-related mortality in Ontario over an extended 
period. The addition of long-acting oxycodone to the provin
cial drug formulary was associated with a 5-f'old rise in deaths 
related to oxycodone use, as well as an increase in overall 
opioid-related mortality. The frequency of visits to a physi
cian and prescriptions for opioids in the month before death 
suggests a missed opportunity for prevention. 
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Fewer o~ioid.related side effeds with tapentadol 
!}Jew phase III clinical trial Tapentadol PR (prolonged - evenes leading to treatment dis
data were reponed for tapen- release) provided c::ffective continuation were gastromtes
tadol in the management of rcrief of chronic low back pain tinal- or CNS-related. reponed 
chronic pain, a centrally-act- with better gastrointestinal by a lower percentage of 
ing analgesic with a dual mode tolerability than oxyeodone patients in the tapentadol PR 
of action - iJ-opioid-receptor CR (controlled-release) at group [han in the oxycodone 
agonism and noradrenaline equianalp"esic doses ove,"-" 1'1- CR group (8,6% VI 21.5% for 
r:euptake inhibi£ion. _ week maintenance period gastrointestinal-related treat-

Professor Anthony Shapiro et a!. 2009).. __ mem-emergent adverse events; 
Dickenson from the The authors found 61.9% 9.1 % vs 14.3% for CNS-relat-
Depanment of Pharmacology, of patients treated with o!}'co- ed treatment-emergent adverse 
University College london. done CR (20-50 mg twice events respectivel)cl. 
said that ~9th mechanisms of daily) experienced gastro- Professor Dickenson com-
action are like! to c intestinal treatment-emergent mented: 'While classical opio-
t~ the anal esic effects of ta - Lds ate the standard of care for 
entadol and explain its broad 
efficacy in nociceptive as well 
as -;;europathic pain models. 

'With tapentadol, the poten
tial for opioid-typical side 
cffects such as ~ and 

~omltI~}~l~a,Y be r~du~ed due 
to an opu)!d-spanng effect 

because of this new mecha
nism of action,' he explained. 

Professor Anthony Dickenson,. 
Deparlmerll of PllflrmtICOIogy, 

Gastrointestinal treatment
emergent adverse events were 
the most common reason for 
discontinuing treatment in the 
oxyco one group (18.3%); in 
the tapentadol PR group only 
53% of pauents discontio.ued 
because of these side effects. 

ese findings were con
firmed in a 12-moorh ioog_ 

term phase III trial in patients 
with chronic low back pain or 
osteoarthritis pain (Weber et 
al, 2009). Treatment-emergent 
adverse events led to discon
tinuation of therapy in 36.8% 
of patients in the ox~codone 
CR group (20-50 mg twke 
daily) and 22.1 % of patienes 
in the tapentadol PR group 
(10Q::250 mg twice dailJ4.. 

The most commonly report
ed treatment-emergent adverse 

compBRIlRE is flfllSeHl.' 

LStephen P' 

Shapiro DY. Buyna!< R. Okamoto A 
ot a! (2009) Tapentadol prolonged 
e for clllonic low baCk -

pain: resulrs of a random' • 
<toubIe-bbnd, placebo- and actlve
controlled tria!. Poster presented at 
the 6th I nennial COngress of the 
European Federatinn of Chaptetll 
of tlie International ASSOCiation fnr 
the Study of Pain, September 9-12 

Weber H, Lange R. Kuperwasser 
B et aI (2009) Tolerability of 
tapentadol prolonged rdease based 
on discontinuations due to adverse 
events in a I-year randomized 
phase 3 safety study, Poster 
presented at the 6th Triennial 
Congress of the European 
Federation of Chaptetll of the 
International Association for the 
Study of Pain, September 9-12 

Etoricoxib has lowest NNT for ()steoarthritis oain 
; 

Pain research specialises at the 
Nuffield Deparrment of 
A.naesthetics in Oxford have car
ried out a numbers needed to 
rrcat (NNT) analysis ro deter
mine the most erh,:ctive agents 
for pain relief in patients with 
osteoarthritis of the hip or knee. 

Numbers needed to treat 
were generated on the basis of 
die proportion of paticnts who 
achieved at least a 30% improve
ment in pain scores over an 8-
week period. 

I n order of highest efficacy ro 
lowest emcacy. they reported 

the following numbers needed 
to treat: 

• Etoricoxib 60 mg (3.5) 
• Naproxen 1000 mg (3,6) 
• Etoricoxib 30 mg (3.7) 
• Celecoxib 200 mg (4,5) 
• Ibuprofen 2400 mg (5,2). 

Stephen Pinn 

Many critical incidents 
causing actual or potential 
damage to patients follow
ing treatment for acute 

i postoperative pain could be 
avoided by adhering more 
closely to guidelines. accord
ing to anaesthetists at Castle 
Hill Hospital. Co[[ingham, 
East Yorkshire. 

Fifry such incidents were 
recorded berween January 
2006 and January 2009. 
with 35 (70%) related to 

patient-controlled epidural 
analgesia and 15 (30%) to 
patient-controlled analgesia. 

Most incidents (59%) in 
the patient-controlled epi
dural analgesia group were 
related to 'inappropriate 
administration of anticoag
ulants with respect to the 
epidural catheter', The 
remainder were attributed 
to prescribing errors and 
technical problems, 
Problems included head
aches. one infection and 
one haematoma. 

The patienr-conrrolled 
analgesia group had mainly 
prescribing errors and tech
nical problems. resulting in 
inadequate pain relief and 
one case of respiratory 
depression. 

The researchers conclud-
i ed: 'Better education of the 

guidelines to health-care 
professionals is needed to ; 

reduce the incidence of: 
these events in acute pain.' 

Stephen Pinn 
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Jiihrlich findet weltweit am 20. Oktober auf·:: 
Initiative der WHQ der Weltosteoporosetag: 
statt. Der von der International Osteopor6:' '.:. 
sis .Foundation (IOF} vorgegebene, englisc~ .'. 
sprachige Titel fUr die )ahre2008' und 2009·· 
lautet: .Stand tall.- speak out for your bcr) 
nes",' In Deutschland wurde als Motto< 
gewiihlt .Ich .bin beti'offen: mit Oste~;~ 
poro .. lebenl" 'i>. .. ,,' ... ... ..' 
Viele patientenorientiel'ta· Orgamsationerf; 
initiieren rund um diesen TagVeran$faltuq-; 
gen, um die BevolkerunsfilrdasThemll 05-'i 
teoporose·zu sensibilisieren. Zli diesen or~'t 
ganisationen gehoren. in Deutschlartd' z; at" 
daS . Kuratotium. Kriochengesundheif· e.V;,:. 
oder' der:· Bundesselbsthilfe,Verband: mi.·' 
Osteoporose, Das Kuratorium Kn()(:herige;;: 
sundheit eN. orgal'lisiertam 15~ Noltiefl'bi!f:, 
2008. in MaMheirrreihe InfdrmationslieranS'~ 
staltung unt~ dem . MottO: .RisikO' OsteC»';' 
porese' ~ gemeinsarnmetir bewe~·. Obet:: 
die· weltweif stattfirideridel'l·· Aktionert', ,ZiJti1;.' 
Welt-OsteoporoscrTag. kano mall'. sieh ilbe(; 
die; Internelseiten der, IOfwww;iOfJj()n~3 
neatth.erg inf'>,'lI1i7.rijt •.••. ' .. '. < ,; 

venoser Gabe lagert sich Zole
dronsaure rasch im Knochen an 
und zwar vorzugsweise - wie 
andere Bisphosphonate - an 
Stellen mit Knochenresorption. 
Molekularer Hauptangriffsort 
der Zoledronsaure im Osteoklas
lcn ist das Enzym Famesylpyro
phosphat-Synthase, andere 
Wirkmechanismen k6nnen aber 
nicht ausgeschlossen werden. 
Die relativ lange Wirksamkeit 
von Zoledronsaure wird ihrer 
hohen Bindungsaffiniriit zur 
katalytischen Bindungsstelle 
von Faroesylpyrophosphat· 
Synthase und ihrer hohen Affini
tat zu Knochenmineralien zuge
schrieben. Diskutiert wird die 
Moglichkeit, dass die starke 
Suppression des Knochenum
baus durch Aminobisphospho
nate langfristig zu einer erhoh
ten Sprodigkeit des Knochens 
fiihren konnte. UnerwUnschte 
gastrointestinale Effekte wie 
Obelkeit, Erbrechen und Durch
fall kommen im Rahmen der in-' 
fusionsbedingten Beschwerden 
haufig vor. 

QueUe 

Pressemitteilung der Novartis Pharma 
GmbH, 

Nr. 42 I 16.10,2008 

ck 

Tapentadol mit Zweifach
Wirkung 
Tapentadol ist ein zentral wirksames Analgetikum, das zur 

Behandlung von starken Schmerzen entwickelt wird. Es kombi

niert den ~pioid-Rezeptor-Agonismus und die Noradrenalin

Wiederaufnahme-Hemmung in einem Molekul. 1m Juli und 

August wurden weitere Daten der Phase III veroffentlicht, die 

Zulassung in den USA ist bereits beantragt. 

Tapentadol zeigt eine Effektivi
tiit. die mit der von klassischen 
slarken Opioiden wie Oxyco
don und Morphin vergleichbar 
ist. Die Substanz besitzt nach 
Angaben der Firma Grtinenlhal 
ein verbessertes Vertraglich
keitsprofil, besondcrs in 8ezug 
auf gastrointeslinale Nebenwir-

kungen wie Ubelkeit, Erbre
chen und Obstipation. Tapenta
dol wird zurzeit als schnell frei
setzende Tablette zur Behand
lung akuter Schmcrzen, sowie 
als retardierte Form wr 8e
handlung chronischer Schmer
zen entwickelt Nach der Zulas
sung soli Tapentado! im sta- I> 

HILfE BEl STARKEN SCHMERZEN Tapentadol wird als schnell freisetzende 
Tablette zur BehandJung akuter Schmerzen, sowie als retardierte Form zur 
Behandlung chronischer Schmerzen entwickelt. Nach der Zulassung soli der 
Wirkstoff im stationaren und niedergelassenen Bereich eingesetzt werden. 

148. JAHRGANG I DEUTSCHE ApOTHEKFR ZEITUNG I 4647 I 55 

000664 



) 

tionaren und niedergelassenen 
Bereich eingesclzt werden. 

Kombinierte Wirkung 

Tapcntadol kombiniert zwei 
Wirkungsmcchanismen in einem 
Molekiil: den j.l.-Opioid Rczep
t()r-Agonismu~ und Noradrena
lin-Wiederaufnahmc-Hemrnung. 
fJ.-Rezcptor-Agonisten sind 
Substanzen, die an die I-l-Opio
id-Rezcptoren im zentralen 
Nervensystem binden. Dies ver
tindert die sensorischen und 
t!olOtionalen Aspekte des 

Gute gastrointestinale 
Vertraglichkeit 
Die wichtigsten Grtinde fUr den 
Abbruch cineI' Schmentherapie 
sind gastrointestinale Nebenwir
kungen: in den erstcn Tagen 
meisl Obclkeit und Erbrechen, 
im weiteren Veri auf del' Bchand
lung treten ort Becintrachtigun
gen durch Obstipation auf. 
Eine Studie bei Patienten mit 
fortgcschrittener degenerativer 
Arthrose am Htift- oder Knie
gelcnk zcigte. dass eine Behand
lung Uber fiinf Tage mit 50 mg 

oder 75 mg TapentadoJ 

TAPENTAOOL kombiniert zwei Wirkmechanis-
men in einem Moleki.il: ~Opioid Rezeptor
Agonismus und Noradrenalin-Wiederaufnahme
Hemmung. 

cine wesentlich OOsscre 
Schmerzlinderung 00-
wirktc als Placebo. Zu
satzlich hatten die Pali
enten-. die mit Tapenta
dol OOhandelt wurden, 
signilikant weniger gast
rointestinale NeOOnwir
kungen als Patienten, die 
mit 10 mg Oxycodon 
OOhandelt wurden. Die 
mit 50 und 75 mg Ta-

Schmerzes, hemmt die Ubertra
gung von Schmerzen zum RU
ckenmark und beeintlusst Akti
vitalen in Teilen des Gehirns, 
die fUr die Schmerzwahrneh
mung verantwortlich sind. Nor
adrenalin-Wiederaufnahme
Hemmer im zentralen Nerven
system steigerl'l den Anteil an 
Noradrenalin im Gehirn, indem 
sie dessen Resorption in Ner
venzellen verhindern. Diese 
Substanzen haben analgetische 
Eigenschaften. 

Neue Daten aus Phase III 

Die Ergebnisse von drei klini
schen Phase-III-Studien zu 
einer schnell freisetzenden Ta
blette mit dem Wirksloff Tapen
tadol lassen auf cine signifikant 
vcrbesserte gastroi ntestinale 
Vertraglichkeit sowie auf cin 
verOOssertes Sicherheitsprofil 
gegenUOOr Oxycodon HC] 
schlieBen. Diese Daten wurden 
von der Firma Grtinenthal beim 
diesjahrigen Kongress der Eu
ropean League against Rheu
matism in Paris und auf dem 
World Congress on Pain by the 
International Association for 
the Study of Pain in Glasgow 
vorgestellt. 
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pentadol behandeltcn 
Patientcn zeigten dabei eine der 
10-mg-Oxycocion-Gruppe ver
gleichbare Schmerzlinderung. 
Die haufigsten Nebenwirkungen 
in beiden Bchandlungsgruppen 
waren Ubelkeit, Schwindel und 
Erbrechen. Allerdings zeigten 
beide Dosienmgen von Tapema
dol im Vcrgleich zur Oxycodon
Gruppe ein bedeutend geringe
res Auftreten von gastrointesti
oalen Nebenwirkungen wie 
Obelkeit. Erbrechen und Obsti
pation. 26% der mit Oxycodon 
behandelten Patienten hatten 
Obstipation. wahrend bei den 
50- und 75-mg-Tapentadol
Gruppen nur 4 und 7% der Pati
cnten betroffen waren. AuBer
dem berichteten lediglich 18% 
der PaLienlen del' Tapentadol-50-
mg-Gruppe und 21 % der Tapen
tadol 75 mg-Gruppc Uber 0001-
keit - verglichen mit 41 % in der 
Oxycodon-Gruppe. Zudem gab 
es weniger Berichte tiber Erbre
I:hen bei beiden Dosierungen 
Tapentado!. 50 und 75 mg: 7 
bzw. 14% gegenuber 34% bei 
dcr Oxycodon-Gruppe. Wahrend 
hei der Oxycodon 10-rng-Grup
pe die Abbruchrate der Behand
lung bei 29% lag. beendeten nur 
13 bzw. 18% der Patienten untcr 
Tapcntadol 50 lind 75 mg die 

" \ 

Behandlung vor Ablauf der 
Studie. 
In einer zweiten Studie wurde 
die Wirksamkeit von Tapenladol 
bei Patienten nach einem ortho
piidischen Eingritf an den FuBen 
untersucht. Auch hier wirkte Ta
pentadol gut schmerzstiilend, 
und gastroinlestinale Nebenwir
kungen traten mit 50. 75 und 
100 mg Tapentadol seltener auf 
(46.46 unci 59%) als mit 15 mg 
Oxycodon (73%). 
Auch eine drifte Studie zeigte 
das verbesst'rte Vertraglichkeits
profil von Tapentadol im Ver
gleich zu Oxycodon: Ober einen 
Behandlungszeitraum von 90 
Tagen wurden flexible Dosierun
gen von Tapentadol zur Behand
lung von Schmerzen im unteren 
Riicken und Arthroseschmerzen 
in der Hufte oder dem Knie ver
wcndet. Die Behandlung be
stand aus Tapentadol (50 odeI' 
100 mg) in bedarfsorientierter. 
vier- bis sechsstlindlicher Dosie
rung bis zu 600 mg taglich, oder 
Oxycocion (10 oder 15 mg) bis 
zu 90 mg ttiglich. rn den Effekti
vitlils- und Sicherheitsanalysen 
wurden insgesaml 679 Tapenta
dol-Patienten und 1700xyco
don-Patienten. mit einer durch
schnittlichen Schmerzintensitat 
von 7,0 bzw. 7,2, auf einer 11-
Punkte-Skala bertieksichtigt. 
Beide Behandlungsgruppen wie
sen einen vergleichbaren analge
tischen Effekt bei den angewen
deten Dosierungen auf. Dus Auf
treten von Ubelkeit. Erbrechen. 
die Kombination beider Syrnpto
me. sowie Obstipation, war in 
der Tapemadol-Gruppe dabei 
signitikant niedriger als in der 
Oxycodon-Gruppe. Weirere sig
nifikante Unterschiede zwischen 
den Gruppen ergaben sich be
zuglich des zeitlichen Einsetzens 
von ebelkeit. Erbrechen und 
Obstipation - dicse traten in der 
Oxycodon-Gruppe durchgangig 
friiher auf. Beide Studien zeigen 
sowohl die hohere Wirksamkei[ 
von Tapentadol als auch das sig
nifikant verbesserte gastrointesti
nalc Vertraglichkeitsprofil im 
Vergleich zu Oxycodon ... 

Quelle 

Pressemilteifungen d"r Firma Grunenthal 
GmbH. Aachen. vom 9. Juni und 12. Au
gust 2008. 

hel 
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FDA Approves Tapentadol 

Category: Medicine • Neuroscience • Psvchiatry • Science News 
Posted on: December 8, 2008 7:31 AM, by Joseph j7uy5 

Tapentadol is a drug for pain. It was approved by the 
US FDA for the treatment of moderate to severe pain. 
The FDA news release was dated 24 November 2008, 
although the actual approval was a few days earlier. 

Tapentadol acts on Il-opioid receptors, making it similar to morphine and its ilk. Do we 
need another opioid agonist? And if so, why? Suspicions deepen because it was 
produced by the same company that makes tramadol. Indeed, it is similar to tramadol in 
many ways. Tramadol is the active ingredient in Ultram®, now available as a generic. 
This is sounding like a familiar me-too drug story. 

On the other hand, chronic pain is a common problem: 

Chronic pain prevalence estimates were 10.1 % for back pain, 7.1 % for pain in the 
legs/feet, 4.1 % for pain in the armslhands, and 3.5% for headache. Chronic regional and 
widespread pain were reported by 11.0% and 3.6% of respondents, respectively. 

Existing treatments often are not satisfactory. With opioid medications, there is risk of 
psychological dependence and various kinds of diversion and misuse. People put it in 
their noses and veins and things like that. Perhaps more importantly, though, is the fact 
that some people develop adverse effects at the doses required to achieve adequate pain 
control. 

So what makes tapentadol different? 

Much of the information presented here comes from this article: 

(-H 1 R,2R)-3-(3-Dimethylamino-l-ethyl-2-methyl-propyl)-phenol Hvdrochloride 
(Tapentadol He!): a Novel Il-Opioid Receptor Agonist/Norepinephrine Reuptake 
Inhibitor with Broad-Spectrum Analgesic Properties 

First, let's look at tramadol. Tramadol is an agonist for Il-opioid receptors, but it also 
inhibits reuptake of serotonin and norepinephrine (monoamines). It appears that the =J 

;effect on.!ronoamines is something that is important for the analgesic effect oftramadoJ.
~After all, tramadol is a rather weak a~onist of opioid receptors 

Tramadol, however, has several problems. The weakness of its effect on opioid receptors 
means that it would not be expected to have a robust effect on acute pain. The fact that 

, tramadol depends upon the monoamine effect for its action, means that it often works 
better for chronic pain. (Note that the use of weasel words, e.g. "expected," "often" is 
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intentional; it reflects the fact that different people respond differently.) 

tive unl orne of it is metabolized to 
O:desmethyl-tramadoJ. This requires an nzyme, cytochrome P450 2D6 (CYP 
Persons who are relatively deficient in CYP2D6 activity, or who are also ta mg a 
that blocks CYP2D6, may not get the full effect. 

Lastly, tramadol is a racemic mixture; that is, it comes in left- and right-handed versions. 
The actions of the two versions are different, and the actions of the two versions of the 

metabolite are different. This is not necessarily a problem, but it is a complicating factor. 

With the understand on tramadol, we now can take a look at tapentadol to see if it offers 
any meaningful advantage. 

The key differences are: tapentadol has a stronger effect on the reu tak~ of 
nore ine brine than serotonin it oes not e en on YP2D6 actlvl and it is not a 
racemic mixture<t'-ll ofthese actors are advantageous, at least theoretically Based 
upon these findings, one would expect that tapentadol would be less prone to cause 
adverse effects, and that it would be much less likely to be involved in drug mteractions. 
Premarketing data are encouraging, though. 

Additionally, tapentadol is more potent than tramadol at the J.l-opioid receptor, but less 
potent than morphine. Note, however, that higher potency does not necessarily translate 
into higher clinical utility. 

I tend to think that the advantages are great enough to justify the development of 
tapentadol for the market. There are so caveats, however. It is not possible to make any 
firm assessment of a risks of a drug, prior to its release into the wider market. That is, the 
basic pharmacology suggests that most patients will be less likely to have adverse effects, 
but this remains to be seen. 

Also, as is the case with any opioid agonist, the potential for diversion and abuse cannot 
be assessed fully. There are examples of drugs that were thought to present a minimal 
risk of abuse, prior to being released into the wild, but for which that turned out not to be 
the case. Talwin, Stadol, and of course Oxycontin, come to mind in this respect. Iwould 
be very cautious about making any assumptions about the potential for diversion and 
abuse with tapentadol. In fact, the DEA has yet to assign the drug into one of its 
schedules. 

As for what I think of tapentadol, I suspect that it will tum out to be useful, but not a 
blockbuster. If the safety profile is significantly better than that for tramadol, it may be 
possible to use it at higher doses, which might translate into greater clinical utility. 

I do have two big questions, though. One: is this drug really any better than a 
, combination of a medium-strength opioid, say hydrocodone, along with a norepinephrine 

reuptake inhibitor, say nortriptyline? Both are pretty inexpensive, so for the tapentadol to 
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,I have a rational place in our phannacopoeia, it would have to have some benefit that 
cannot be gotten for less money. (Not that markets are always rational, but stilL.) 

Two: what it is potential for lowering the seizure threshold? Tramadol does this. It 
usually is not an issue unless a person takes a great deal more than what was prescribed, 
or it there is a drug interaction. The drug interaction should not be a problem with 
tapentadol, but we can assume that many persons will take doses that are larger than 
prescribed. Tapentadol presumably will come with a warning about that, but that won't 
stop many people. Note that I do not consider this a reason to keep the drug off the 
market, but I do think that clinicians should keep the possibility in mind. 
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MEDICATION GUIDE 

NUCYNTA® (new-SINN-tahl 
(tapentadol,l 

mediate-release oral tablets C-II 

Read ~ion Gui.dfiJli¥ comes with NUCYNTA® before 
you start taking it and eacil time you get a new prescription. There 
may be new Informafton. nils Medication GUIde does not take the 
prace of talking to your doctor about your medical condition or 
your treatment. Talk to your doctor if you have any questions. 

Whatis the most important information I should knol/ll. about 
NUCYNTA®? 
NUCyt\jfA® is-a tablet that contains tapentadol. a strong medicine 
that is a pain medicine. 
Use I\IIICYNTft.® 8xiH:tly ha'", Y9YF a9star tells Y0l! to. Do not use 
NUCYNTA® if it has not been prescribed for ou. 
ou should not take NUCYNTA® if your pain is mild and can be 

controlled with other pain medicines socii as 11011 gteroidal 
anti-inflammatory medicines {NSAIDSj or acetaminophen. , 

i!;;iII-i~What is NUCYNTA®? 
• ]JUCYNTA® is a prescription medicine that is uself'in adults 
~8 years of age or older to treat modera~ to s.evere pain that IS 

'9xpec~ed to last a short tipe. 7 
1'3'l7tYN IA® is for short-term use only because the risks for 
withdrawal s m toms; abuse and addiction are higher when 
N A' is used onger. 

ave severe lung problems 
• have a gastrointestinal problem called paralytic ileus in whi 

the intestines are not working normally. 
• take a monoamine oxidase inhibitor (MAOI) medicine or have 

taken an MAOI within the last 14 days. Ask your doctor or 
pharmacist if any of your medicines is an MAOI. 

my before taking NUCYNTA®? 
NUCYNTA® may not be rightfor you. Tell your doctor about a/l your 

edical conditions, including if you have: 
• trouble breathing or lung problems 
• or had a head injury 
• liver or kidney problems 
• convulsions or seizures 
• dependency problems with alcohol 
• pancreas or gall bladder problems 
• past or present substance abuse or drug addiction. There is a 

risk of abuse or addiction with narcotic pain medicines. If you 
have abused drugs in the past, you may have a higher chance 
of developing abuse or addiction again while using NUCYNTA®. 

• are pregnant or plan to become pregnant 
• are breast-feeding. You should not breast-feed while taking 

NUCYNTA@. 

hat are the possible side effects of NUCYNTA@? 
UCYNTA@ can cause serious side effects including: 

---*. 

Life-threatening breathing problems. Call your doctor right 
away or get emergency medical help if you: 
• have trouble breathing, or have slow or shallow breathing 
• have a slow heartbeat 
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F or the relief of moderate to severe acute pain in patients 18 years of age or older 

IMPORTANT SAFETY INFORMATION 

jI> • 

• 

http://www.nucynta.comlnucyntalprinter.html 2010-08-12 
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• ~~~~~::::~:fw~~JC;~~;;;;:rtin'L ued abruptly. These symptoms may 

well-controlled studies of NUCYNTA ® in 
--pJ~RafIt-la~lell~~;:.¥l~~~tO.!!~~~~!!fiiRfHlregnancy 0 . I benefit--' 

. ustifies the otential risk to the fetu-;. NU CYNT A ® is not recommended for use in women ng 
and immediately rior to labor and de live . Neonates whose mot ers ave een III 

NUCYNTA ® should be monitored for respiratory depression. NUCYNTA shou no 
during breastfeediag. 

• NUCYNT A ® is not recommended in patients with severe renal or hepatic impairment. 
NUCYNTA ® should be used with caution in patients with moderate hepatic impairment. Like 
other drugs with mu-opioid agonist activity, NUCYNTA ® may cause spasm of the sphincter of 
Oddi and should be used with caution in patients with biliary tract disease, including acute 
pancreatitis. 

• The most common adverse events are nausea, dizziness, vomiting, somnolence and headache. 

© Ortho-McNeil-lanssen Pharmaceuticals, Inc. 2009. All rights reserved. Your use of the information 
on this site is subject to our Legal Notice. Please see our Privacy Policy. 

This site is published by Ortho-McNeil®, Division of Ortho-McNeil-lanssen Pharmaceuticals, Inc, 
which is solely responsible for its contents . 

This information is intended for the use of our customers, patients, and healthcare professionals in the 
United States and Puerto Rico only. Ortho-McNeil®, Division of 
Ortho-McNeil-lanssen Pharmaceuticals, Inc, recognizes that the Internet is a global communications 

http://www.nucynta.com/nucynta/printer .html )01 O-OR- I? 
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medium; however, laws, regulatory requirements, and medical practices for pharmaceutical products 
vary from country to country. The prescribing information included here may not be appropriate for use 
outside the United States and Puerto Rico. 

110ME PAGE I SrrE MAP I REFERENCES I LEGAL NOT'ICE I PRIVACY POLICY I 
CONTACT US 

Last modified Jan 262010 at 13:08:12 EST 

http://www.nucynta.comlnucyntalprinter .html 2010-08-12 
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HI NUCYNTA@ (tapentadol) Tablets 

T~he~s~e~h~i~qh~l~i9~h~n~dD~n;ot~i~n~cl~U~~;:~~::~::~~~~~~\NTA® 
".satel • 

i :: NUCYNTA@ (tapentad Immediate-release oral table 

Initial U.S. Approval: 2008 • Elderly: care should be taken when selecting an initial dose. \2.31 l
Rsnal or hepatic impairment not recommended in patients with severe renal 
or hepatic impairment. Use with caution in patients with moderate hepatic 
impairment. (8.6, 8.71 

_:.--::::--::;--::--~--~--:;:---=--=--::--::--=--::.:--:::--=--=--I~N!.!lD~~~~~~AA!G[i!E~--:::--:=--~--:::--:::--=:----=--=--:::--:=--::--::--::--::---=- ee 17 for PATIENT COUNSELING INFORMATION AND MEDICATION GUIDE. 
NUCYNTA'i'J is an opioid analgesic indicated for the relief of moderate to severe Revised: 0612010 
acute pain in patients 18 years of age or older. (11 

------------------------------DOSAGE AND ADMINISTRATION---------------------------

As with many centrally-acting analgesic medications, the dosing regimen of 
NUCYNTA® should be individualized according to the severitv of pain being 
treated, the previous experience with similar drUQ£,allliJ:he ability to monitor 
the patient. \21 • 
Initiate NUCYNTA® with or without food at a dose of 50 mg, 75 mg, or 100 mg 
every 4 to \) hours depending upon pain intensity. On the first day of dOSing, the 
second dose may be administered as soon as one hour after the first dose, if 
ad~uate pain relief is not attained with the first dose. Subsequent dosing is 
50 mg, 75 mg, or 100 mg every 4 to 6 hours and should be adjusted to maintain 
aaegllate analgesia with acceptable tolerability. Daily doses grqster than 
700 mg on the first day of therapy and 600 mg on subsequent days have not 
been studied and are, therefore, not recommended. (21.. 

----------------------------DOSAGE FORMS AND STRENGTHS--------------------------

Tablets: 50 mg, 75 mg, 100 mg {31 

-----------------------------------CONTRAINDICATIONS--------.---------------------------

Impaired pulmonary function (significant respiratory depression, acute or severe 
bronchial asthma or hypercapnia in unmonitored settings or the absence of 
resuscitative equipmentl \4.1) 

Paralytic iieus \4.2) 

Concomitant use with monoamine oxidase inhibitors (MAD!) or use within 
14 days \4.3) 

----------------------------WARNINGS AND PRECAUTIONS----------------------------

Respiratory depression: Increased risk in elderly, debilitated patients, those 
suffering from conditions accompanied by hypoxia, hypercapnia, or upper airway 
obstruction. (5.1) 

CNS effects: Additive CNS depressive effects when used in conjunction with 
alcohol, other opioids, or illicit drugs. \5.2) 

Elevation of intracranial pressure: May be markedly exaggerated in the presence 
of head injury, other intracranial lesions. (5.3) 

Abuse potential may oc·cur. Monitor patients closely for signs of abuse and 
addiction. \5.4) 

Impaired mental/physical abilities: Caution must be used with potentially 
hazardous activities. 15.5) 

Seizures: Use with caution in patients with a history of seizures. \5.7) 

Serotonin Syndrome: Potentially life-threatening condition could result from 
concomitant serotonergic administration. \5.8) 

------------------------------------ADVERSE REACTIONS----------------------------------

Th 
~~~~~--~~--~~--~~~ 

To report SUSPECTED ADVERSE REACTIONS, contact PriCara. Division of 
Ortho-McNeil-Janssen Pharmaceuticals, Inc_ at 1-800-526-7736 or FDA at 
1-800-FDA-1088 or www.fda.gov/medwatch. 

TIONS-----------------------------------

• Use NUCYNTA<!l' with caution in patients currently using specified centrally
acting drugs or alcohol. \7 .31 

• Do not use NUCYNTA'" in patients currently using or within 14 days of using a 
monoamine oxidase inhibitor (MAOI . 7.4 

----·-------------------------USE IN SPECIFIC POPULATIONS----------------------------

Labor and delivery: should not use during and immediately prior to labor and 
delivery. Monitor neonates, whose mothers have been taking NUCYNTA®, 
for respiratory depression. IS.2.1 
NurSing mothers: should not breast-feed. 18.3) 

Pediatric use: safety and effectiveness not established in patients less than 
18 years of age. 18.4) 

FULL PRESCRIBING INFORMATION: CONTENTS* 
1 INDICATIONS AND USAGE 
2 DOSAGE AND ADMINISTRATION 

2.1 Renal Impairment 
2.2 Hepatic Impairment 
2.3 Elderly Patients 

3 DOSAGE FORMS AND STRENGTHS 
4 CONTRAINDICATIONS 

4.1 Impaired Pulmonary Function 
4.2 Paralytic Ileus 
4.3 Monoamine Oxidase Inhibitors 

5 WARNINGS AND PRECAUTIONS 
5.1 Respiratory Depression 
5.2 CNS Depression 
5.3 Head Injury and Increased Intracranial Pressure 
5.4 Misuse and Abuse 
5.5 Driving and Operating Machinery 
5.6 Interactions with Alcohol and Drugs of Abuse 
5.7 Seizures 
5.8 Serotonin Syndrome Risk 
5.9 Withdrawal 
5.10 Hepatic Impairment 
5.11 Use in Pancreatic/Biliary Tract Disease 
ADVERSE REACTIONS 
6.1 Commonly-Observed Treatment-Emergent Adverse Events in 

Double-Blind Controlled Clinical Trials 
6.2 Other Adverse Reactions Observed During the Premarketing Evaluation 

of NUCYNTA'" 
6.3 Post-marketing Experience 

7 DRUG INTERAcTIONS 
7.1 Drugs Metabolized by Cytochrome P450 Enzymes 
7.2 Drugs That Inhibit or Induce Cytochrome P450 Enzymes 
7.3 Centrally-Acting Drugs and Alcohol 
7.4 Monoamine Oxidase Inhibitors 

8 USE IN SPECIFIC POPUlATIONS 
8.1 Pregnancy 
8.2 labor and Delivery 
8.3 Nursmg Mothers 
8.4 Pediatric Use 
8.5 Geriatric Use 
8.6 Renal Impairment 
8.7 Hepatic Impairment 

9 ORUG ABUSE AND OEPENDENCE 
9.1 Controlled Substance 
9.2 Abuse 
9.3 Dependence 

10 OVERDOSAGE 
10.1 Human Experience 
10.2 Management of Overdose 

11 DESCRIPTION 
12 CLINICAL PHARMACOLOGY 

12.1 Mechanism of Action 
12.2 Pharmacodynamics 
12.3 Pharmacokinetics 

13 NON-CLINICAL TOXICOLOGY 
13.1 CarCinogenesis, Mutagenesis, Impairment of Fertility 
13.2 Animal Toxicology and/or Pharmacology 

14 CLINICAL STUDIES 
14.1 Orthopedic Surgery - Bunionectomy 
14.2 End-Stage Degenerative Joint Disease 

16 HOW SUPPLIED/STORAGE AND HANDLING 
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NUCYNTA,!j (tapentado!) Tablets 

PATIENT COUNSEUNG INFORMATION 
17.1 Instructions for Use 
17.2 Misuse and Abuse 

( 

NUCYNTA@(tapentadol)Tablets 

4.3 Monoamine Oxidase Inhibitors 
NUCYNTA@ is contraindicated in patients who are receiving monoamine oxidase 
(MAO) inhibitors or who have taken them within the last 14 days due to potential 
additive effects on norepinephrine levels which may result in adverse 
cardiovascular events 'see Owg IIlt9'9Sti9RB (7. f.IJ. 17.3 Interference with Cognitive and Motor Performance 

17.4 Pregnancy 
17.5 Nursing 
17.6 Monoamine Oxidase Inhibitors 
17.7 Seizures 
17.8 Serotonin Syndrome 
17.9 Alcohol 
17.10 Medication Guide 

l*Sections or subsections omitted from the full prescribing information are not listedl 

FULL PRESCRIBING INFORMATION 

\ 

'\~~~=::=.=-------AGE AND ADMINISTRATION 

iff moderate to severe acute pai 

As with many centrally-acting analgesic medications. the dosing regimen should 
be individualized according to the severity of pain being treated, the previous 
experience with similar drugs and the ability to monitor the patient. 

5 WARNINGS ANO PRECAUTIONS 
5.1 Respira Depression 
~spiratory depress! is the primary risk of mu-o ioid a onis • Respiratory 

. ._ . ~ld_ebllitati&P~a.T!.£jliJ..li}Qse 
suffermg tram conditlonSaccompanied by hypoxia, h ere a nia, or u er airway 
obstF 10 n w om even m ntl decrease 
pulmonarv ventilation. 

----,-,.-,--

The dose is 50 mg, 75 mg, or 100 mg every 4 to 6 hours depending upon pain intensity. 
On the first day of dosing, the second dose may be administered as soon as on _-:~£.~8-IlepffiiSHm=;;~---:-:~--:---:--:-----:-_____ _ 
hOllr after the first dose, if adequate pain relief is not attained with the first dose. 
Subsequent dosing is 50 mg, 15 mg, or 100 mg every 4 to 6 hours and should be 
adjusted to maintain adequate analgesia with acceptable tolerability. 

Daily doses greater than 700 mg on the first day of therapy and 600 mg on 
subsequent days have not been studied and are not recommended. 

NUCYNTA<i') may be given with or without food [see Clinical Pharmacology (12.3JJ. 

RenallmpalFlne 
No dosage adjustment is recommended in patients with mild or moderate renal ':1 impairment !see Clinical Pharmacology (/2.3)]. 

, ,> NUCYNTN" has not been studied in patients with severe renal impairment. The lise 
in this population is not recommended. 

2.2 Hepatic Impairment 
No dosage adjustment is recommended in patients with mild hepatic impairment 
[see Clinical Pharmacology (12.3)]. 

NUCYNTA@ should be used with caution in patients with moderate hepati \~!AF~~~~~;;;======~====:=:------=~-__ 
impairment. Treatment in these patients should be initiated at 50 mg with the interva 
between doses no less than every 8 hours (maximum of three doses in 24 hours). 

Further treatment should reflect maintenance of analgesia with acceptable l~~~~~~~~~;~~~~~~~~~~~~~::::::=~~ 
tolerability, to be achieved by either shortening or lengthening the dosing interval 
[see Clinical Pharmacology (J2.3)]. 

Elderly Patients 
In general, recommended dosing for elderly patients with normal renal and hepatic 
function is the same as for younger adult patients with normal renal and hepatic 
funGtion. Because elderly patients are more likely to have decreased renal and 
hepatiC function, consideration should be given to starting elderly patients with the 
lower range of recommended doses. 

U 
DOSAGE FORMS AND STRENGTHS 

NUCYNTA® Tablets are round, biconvex and film-coated and are available in the 
following stren~ths, colors. and debossings: 50 mg oftapentadol (yellow with "o-M" 
Ojl.ooe sid II sA "§g" aA tAe adler SIGe), J§ R1!l af t61leAtailai (yelle.,. erange with 

"o-~:' on ~ne Side:Xi ';" ,~~~~~~::~:I,~~: 19~ R1!! at tapentadol (orange 
With Q-M on one _!-. a-.e -- u. -,- ~I-, ,---}. - , 

4 CONTRAINDICATIONS 
4.1 Impaired Pulmonary Function 
Like other drugs with mu-opioid agonist activity. NUCYNTA(!' is contraindicated ij 
patients with significant respiratory depreHiQn iR HRmgRitgrgg settings or the 
absence:Df resuscitative equipment. NUCYNTA® is also contraindicated in patients 
with acute or severe bronchial asthma- or1\ypercapma In unmol1ltoreil settings or 
the absence of resuscitative eqUipment {see Warnings and Precautions (5.11/. 

4.2 Paralytic Ileus 
Like drugs with mu-opioid agonist activity, NUCYNTA<ID is contraindicated in any 
patient who bas or is suspected of baving paralytic ileus. 

gonists 
reguire careful monitorinQ for signs at ahuse and addictign since use of mu-opioid 
agonist analgesic products carry the risk of addictign ellen ~RGer appropriate 
medical use [see Drug Abuse and Dependence (9.2)}. 

NUCYNTA'" mE be abused by crUShing, chewing, snorting or injecting the product. 
These practices pose a significant risk to the abuser that could result in overdose 
and death [see Drug Abuse and Dependence (9)). 

5.7 Seizures 
NUCYNTA'" has not been systematically evaluated in PlitiQRts with a seizure 
disorder, and such patients were excluded fr NUCYNTA@should 
e prescribed with care in patients with a history of a seizqre disorder or any 

condition that would put the patient at risk of seiZiire~ 
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NUCYNTA'!l (tapentadol) Tablets 

® pasmof 
..... _ the sphincter of Odd; and shpuld be llsed with calltion in patients with biliary tract 

disease, including acute pancreatitis c::IIIi 

6 ADVERSE REACTIONS 

p'atients. respective y, 
~ percent of NUCYNTA®-treated pati'i'Ats irQRl t~a RiRS 3tbdies 
experienced adverse events. 

NUCYNTA@was studied in multiple-dose, active- or lac 
noncon les n = ,In Sin e- ose studies n = 
extension (n = 483) and in Phase 1 studies (n = 5971. Of these 203 
treated with oses 0 

6.1 Cgmmonly-Observed Treatment-Emergent Adyerse Events in Oouble-Bliod 
Controlled Clinical Trials 

Table 1 lists the adverse events re ort 
alients Wit ute moderate to severe a in the ooled safety data from nine Phase 

213 studies that administered multi Ie doses (seven placebo- an 
onll popcootwlled and one Phase 3 active-controlled safe E: 

NUCYNTA® (tapentadol) Tablets 

Table 

System/Organ Class 
MedDRA~ 
\-."..-~ 

Nausea 

Vomiting 

Constipation 

Dry mouth 

Nasopharyngitis 

Upper respiratory tract infection 

Urinary tract infection 

Arthralgia 

~.Q!i!~~$Y~~;(/~~#~~.~"fi~~K;tj.:i.;t 
Dizziness 

Somnolence 

Tremor 

Lethargy 

Insomnia 

Confusional state 

Abnormal dreams 

Anxiety 

Pruritus 

Hyperhidrosis 

Pruritus generalized 

Rash 

Vascular disarders("{' ..... . 

Hot flush 

NUCYNTA® 
21 mg-120mg 

~=;!7tn> 

Placebo 
(0=619) 

% 

• A treatment-emergent adverse event refers to any untoward medical event 
associated with the use of the drug in humans, whether or not considered 
drug-related. 

6.2 Other Adverse Reactions Observed During the Premarketing Evaluation of 
NUCYNTA® 

The following adverse drug reactions occurred in <1% of NUCYNTA®-treated 
patients in the pooled safety data from nine Phase 213 studies that administered 
multiple doses (seven were placebo- andlor active-controlled, one noncontrolled, 
and one Phase 3 active-controlled safety study): 

Cardiac disorders: heart rate increased, heart rate decreased 

Eye disorders: visual disturbance 
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,G~lstrointes;tin;al disorders: abdominal discomfort, impaired gastric emptying 
di~nrd .. r" and administration site conditions: irritability, edema, dru 

\,,,;>1,,1'0'''01 syndrome, feeling drunk 
system disorders: hypersensitivity 

'D1(estiQliti~lns: gamma-glutamyltransferase increased, alanine aminotransferase 
aminotransferase increased 

""llsculoskEiletal and connective tissue disorders: involuntary muscle contractions, 
of heaviness 

system disorders: hypoesthesia, paresthesia, disturbance in attention, 
dysarthria, depressed level of consciousness, memory impairment, ataxia, 

syncope, coordination abnormah seizure 
disorders: euphoric mood, disorientation, restlessness, agitation, 

mefVCIUSlless, thinking abnormal 
and urinary disorders: urinary hesitation, pollakiuria 

...... nI' .... nrv thoracic and mediastinal disorders: oxygen saturation decreased, 
respiratory depression 

subcutaneous tissue disorders: urticaria 
disorders: blood pressure decreased 

the pooled safety data, the overall incidence of adverse reactions increased with 
InrrDO<DM dose of NUCYNTA®, as did the percentage of patients with adverse 

nausea, dizziness, vomiting, somnolence, and pruritus. 

~~~;;;;;ke~l!~m!~L~~-'--'--~-~~:-:-~---(, The effect of tapentadol on labor and delivery in humans is unknow NUCYNTA@ 
is not recommended for use in women during and immediately prior to labor and 
delivery. Due to the mu-opioid receptor ago@st activity nfNUCYNTM' neonates 
whose mothers have been takmg NUCYNTA@ shoul la mDntto-;:edfur tory 
depreSSion, s. eCI IC OplOi an agomst, such ~s naloxone, should be available for 
rev 

8 USE IN SPECIFIC POPULATIONS 
8.1 _I regnancy 
Pregnancy Category C. 
Tapentadol HCI was evaluated f 
foliowi . nlravenolls a 
organogenesis. V 
rou e In rats at v " or 
p asma ex osure at the maximum recommended human dose (MRHD) of 700 m 
[), on n area un er erato 
w re observ letal 
maturatIOn (i.e. reduced ossification) a!thi 40 mglkg/day g9iil "'~ieR iUBS BssGciated ------

8.3 Nursing Mothers 
There is insufficient/limited information on the excretion of tapentadol in human or 
animal breast milk. Ph sicochemical and available pharmacod namic/toxicological 
-data on tapentadol point to excretion in breast ml and risk to the suckling child 
cannot be excluded. NUCYNTA@ should not be used during breast-feeding. 

9 DRUG ABUSE AND DEPENDENCE 
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. 1con erns aboutabusENlO a IC 10 [j \G'istrointesti ontaminati av be considered in order to eliminate 
r:1: -of ain. However .'. . . . " ' :n for ~n~bsorbed dr!;!,9· astrointestinal decontamination with activated charcoal or by 
'., !.!los of ab.use and addiction, because use of oolOid analgesIC products carnes the gastric lavage IS only recommended wlthm 2 hours after mtake., GastrOl~,!E!,stmal 

isk of addiction even under a ro nate medical u decontammatlOn at a later hme POII:Jt Il'lay be Llseful JO case of mtoxlcatlOn With 
addicts, and drug abusers. exceptionally large quantities. Before attempting gastrointestinal decontammation, 

~~~§~~fr~[@.~~~~~~~~~~~~~~~~~~~ care should be taken fo secure the airway. 

CUNICAl PHARMACOLOGY 
Me 

apentadol is a centrally-acting synthetic analgesic. Although its exact mechanism 
s unknown, analgesic efficacy is thought to be due to mu-opioid agonist activity 

epmep nne reuptake. 

WI a arm 

Effects on the cardiovascular system: There was no effect of therapeutic and 
~efapeutlc doses of taile'ntarlor on the or interval. In a randomized;' 
croutJIe:blind, placebo- and positive-controlled crossover study, healthy subjects 
were administered five consecutive doses of NliCvNTAIlY 11111 rna H91m( 6 hours, 

~~,:,::'.'::=~==r7.::=~~"=~':"::::T.~~5=~:=::~~~;;;::;;;--NutYNTA'l!l150 mg every 6 hours, placebo and a single oral dose of moxifloxacin. 

. ical Opiate 
Withdrawal Scale. Moderate withdrawal S'fFR~~aFRS wafS iQQR ill 03'," of patients 
witb the--rest (17%) ej(~eriBAsiA!llRild S'/ll'lptom s witbdrawal iymptoms Il'liy 99 
reduced by tapering NUCYNTA®. 

OVERDOSAGE 

~~~:I~an~w::: tl;:::;ILe::=;e~U~a~ameters (heart rate, 

12.3 Pharmacokinetics 

ose-proportinnal increases in the C .. " and AUC values of tapentadol have been 
bserved over the 50 to 150 mg dose range. 

multiple (eve; 6 hour) dose study with dos;s nin~in~from 75 to 175 mg tapentadol 
s owed a mea;;;;ccYFR~lati8A f8CtOI of 1.6101 tlie lial~lIt d, 09 end 1.8 for tile major 

etabolite tapentadol-O-glucuronide, which are primarily determined by the dosing 
i erval and apparent half-life oitapentadol Bild its Il'lptaholite. _ 

and only a small~~~I!~~~~Q'i7ed by Phase 1 oxidative pathways The major 
pattiwaV of tapg;;;;;; ;;tatvilism is conjugation ),'\lith glllcpronic acid to pcod!!cQ; 

gIUC.lJI0oideS "kiF era' admjnistration approximately 70% (55% O-gfblClUQ~ide and 
15.$ sulfate of tapentadol) of the dose is excreted in urine in the conjugated form. 
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c A total of 3% of drug was excreted in urine as u T tadol is 
f~" additionally metabolize to N-desmethyl tapentadol (13%) by CYP2C9 and CYP2G19 
\< and to hydroxy tapentadol (2%) by GYP2D6, which are further metabolized by 

can u ation. There ore dru meta olism medi d b c ochrome 4 s ste 
of less importance than phase 2 conjugation. 

None of the metabolites contributes to the analgesiC activity. 

Tapentado! and its mgtagQlitQs ani gx~rQtQQ a!Rlest exc!usively (99%) via the 
kidneys. The termina! half-life is all average 1 ReMrs altel 01 81 edRlinistration. The 
total clearance is 1530 +/- 177 ml/min. I 

A cial Po ulatiolls 
derly 

Tire mean exposure (AUG) to tapentadol was similar in elderly subjects compared 
~ young adults, with a 16% lower mean Cm_x observed in the elderly subject group 
compared to young adult subjects. 

NUCYNTA@ (tapentadoll Tablets 

~
enallmpairment 

AUG and Gmax of tapentadol were comparable in subjects with varying degrees of 
renal function (from normal to severely impaired). In contrast, increasing exposure r-~F;tmijfc~~iffiffir==~=-"Z=------_________ _ 
(AUG) to tapentadol-D-glucuronide was observed with increasing degree of renal \ 
impairment In subjects with mild, moderate, and severe renal impairment, the AUG 
oftapentadol-D-glucuronide are 1.5-,2.5-, and 5.5-fold higher compared with normal 
renal function, respectively. 

Hepatic Impairment 
Administration of NUGYNTA@ resulted in higher exposures and serum levels to 
tapentadol in subjects with impaired hepatic function compared to subjects with 
normal hepatic function. The ratio of tapentadol pharmacokinetic parameters for 
the mild and moderate hepatic impairment groups in comparison to the normal 
hepatic function group were 1.7 and 4.2, respectively, for AUG; 1.4 and 2.5, 
respectively, tor Cmax; and 1.2 and 1.4, respectively, tor t1/2. The rate of formation of 
t3pentadol-O-glu:uronide was lower in subjects with increased liver impairment. 

L 
Pharmacokrnetic Drug Interactions 
Tapentadol is marnly metabolrzed by Phase 2 glucuronldation, a high capaCity/low 
affinrty system, ~, clrnrcally relevant rnteractlons caused by Phase 2 
m' . . xen an ro of 

.• tapentadol by • n 0, respectively. These changes are not consldere 
,. clinically rglQvaAt alld liD change th dose IS reqUired. 

\1. No changes III the pharmacokrnetlc parameters of tapentadol were observed when 
\ acetaminophen and ac ... . ven concoml an y. 

vitro studies did not reveal any potential oftap:en~t~a!:!.do!:!!l:..!:t!:!.o~el;!Ji \!!:~~":""~""': 
ochrome P4mJ enZYmes. Thus, clinically relevant rnteraction 

system are unlikely to occur. ,-------_---J 

Mutagenesis 
Tapentadol did not induce gene mutations in bacteria, but was clastogenic with 
metabolic activation in a chromosomal aberration test in V79 cells. The test was 
repeated and was negative in the presence and absence of metabolic activation. 
The one positive result tor tapentadol was not confirmed in vivo in rats, using the 
two endpoints of chromosomal aberration and unscheduled DNA synthesis, when 
tested up to the maximum tolerated dose. 

For various degrees of improvement from baseline to the 48-hour endpoint, Figure 1 
shows the fraction of patients achieving that level of improvement The figures are 
cumulative, such that every patient that achieves a 50% reduction in pain from 
baseline is included in every level of improvement below 50%. Patients who did not 
complete the 48-hour observation period in the stud rovement. 

Figure 1: Percenta e as 
Measured by Pain Severity at 4ft Hours Compared to Baseline- post 
Operative Bunionectomy ... 

14.2 End-Stage Degenerati~~Qint Disease ~ 
random' ~e-blilRI, laraliel-gfO.Jl>o, 'ciiCtiyB.l allct,placebo-contro~ 

multip e- ose study evaluated the ~d' safety of 50 mg and 75 mg NUCVNTA{i!l 
en every to ours during waking hours for 10 ays In patients aged 18 to 
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a i 
of patients in tapentadol treatment groups and the placebo group took such 
aliiiliiesia during the study. The"i~ "!\! treatliient grOUp was dosed at 50 mg fOr the 
first day ofthe study, followed by75 mg for the remaining nine da s. Patients re 'ring 

cue ana er .. 

NUCVNTA@ (tapentadol) Tablets 

lea was evaluated by comparing the Slim Of pain jntensitv difference (SPID)I~_1L4-..J!J8!tI_1Cf-------=======-----____ _ 
versus placebo over the first five days of treatment. NUCYNTA@ 50 O1g and 75 mg 

. the 5-Day SPID. 

For various degrees of improvement from baseline to the Day 5 endpoint, FigUre~2~~~~~~~~t~~~~~~~~~~~~~~;;~~~~~=~~ 
shows the fraction of . s-acrnev;ngthatT8ilel of improveme The figures a'~ 
cumulative, such that every patient t at ac leves a 50% reduction in pain fro 
baseline is included in every level of improvement below 50%. Patients who did no 

complete the 5-dav observation period in the study were assigned 0% improvement.'--;:t;r=ii~~r.iii1iiiii~iTnfiii~ii:==~~=====:'-' _______ _ 

Figure 2: Percentage of Patients Achieving Various Levels of Pain Relief as 
Measured by Average Pain Severity for the Previous 12 hours. 
Measured on Study Day 5 Compared to Baseline-End Stage 
Degenerative Joint Disease 

R!!tebO 
NljC(NT..,e~g 
NlUCl'NTAe 7fJllll 

mg tablets are yellow-orange and debossed with "O-M" on one side and "75" 
on the other side. and are available in bottles of 100 (NDC 50458-830-04) and hospital 
unit dose blister packs of 10 (NDC 50458-830-021-

lWmg tablets are orange and debossed with "O-M" on one side and "100" on the 
other side, and are available in bottles of 100 {NDC 50458-840-04) and hospital unit 
dose blister packs of 10 {NDC 50458-840-02\. 

-store up to z5"C (71°F); excursions per~itted to 15· - 30·C (59· - a6·F) [see USP 
Controlled Room Temperature]. Protect from moisture. r-
Keep out of reach of children. 

11 PATIENT COUNSELING INFORMATION 
Physicians are advised to discuss the following issues with patients for whom they 
P!escribe NUCYNTA®:_ 

17.7 Seizures -----Patients should be informed that NUCYNTN could cause seizu 'f they are at risk 
for selzu ave e~ eps~ uc ~ I n a vise to use TA® 
with care ISM wamiiLs pn PrecaU"H1S I9.7JJ. PatieRts silewlli ge aliviseG tEl stop 
taking NIJCYNTAC!) if they bavg a igjzpre while taking NIICYNTA@ and call their 
h.ealthcare provider right away . 

. 8 Serotonin Syndrome 
Patients should be informed that NUCYNTA@ could cause rare but potentially 
life-threatening conditions reSUlting from concomitant administration of 
serotonergic drugs (including Serotonin Reuptake Inhibitors, Serotonin and 
Norepinephrine Reuptake Inhibitors and tricyclic antidepressants} [see Warnings 
and Precautions (5.8)]. 

Patients should be advised to inform their physicians if they are taking, or plan to 
take, any prescription or over-the-counter drugs as there is a potential for 
mteractions [see Drug Interactions (7J/. (..../" 

11.9 Alcohol 
Patients should be advised to avoid alcohol while taking NUCYNTA@ [see Drug 
i'!!eractJOns (7.3»' ~ 

11.10 Medication Guide 
See Medication Guide. 

Revised: June 2010 

Manufactured by: 
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PriCara®, Division of Ortho-McNeil-Janssen Pharmaceuticals, Inc. 
Raritan, NJ 08869 
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NUCYNTA~lace oU!)f the reach of chiidren. 

General information about NUCYNTA® 
Medicines are sometimes pr;:!e~s!<L!.!j ....... '"-'-""--I'LJoLLj ...... """'..........,W<L->U ....... -

those listed' .. '. Do not use NUCYNTA@ for a 
cori.i;liti9A far ~~hicli it was liot pi escribed. Do 1I0t give NUe'/NTA@ 
to other people, even if the.! have tbl.sama. S¥JDPtoms you have. 
~mg NUCYNTA® CQuid be harmf1Jj;;qdi$~nstthe law. 

!~~Su~~8~Y~¥R~~;~~~~~I~rff:;:!2}~::::::l~=~f~~~ 
"'I" dOctor. You can ask your doctor or pharmacist for information about 

."~" NUCYNTA@thatis written for doctors. For more information about 
':. NUCYNTA@ call 1-800-526-7736. 

What are the ingredients in NUCYNTA®? 
Active Ingredient: tapentadol 
Inactive ingredients: microcrystalline cellulose, lactose 
monohydrate, croscarmellose sodium, povidone, magnesium 
stearate, and Opadry® II, a proprietary film-coating mixture 
containing polyvinyl alcohol, titanium dioxide, polyethylene glycol, 
talc, and aluminum lake coloring. 

This Me Ication Guide has been ad and 
Drug Administration.) 

Revise~ 
Manufactured by: 
Janssen Ortho, LLC 
Gurabo, PR 00778 

Manufac 
PriCara®, Division of Ortho-McNeil-Janssen Pharmaceuticals, Inc. 
Raritan, NJ 08869 

Prl ara. 
DiviSion of Ortho-McNeil-Janssen 
Pi1armaceut1cal'S,inc. 

© Ortho-McNeil-Janssen Pharmaceuticals, Inc. 2009 
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Prescription 
Drug Abuse ~\'IIJ~ 

~ ~ 
CCSA-CCLAT 

www.ccsa.ca 

This FAQ examining Prescription Drug Abuse was prepared by Dr. John Weekes. Senior Research Associate. 
Research and Policy Division. Canadian Centre on Substance Abuse (CCSA). Dr. Jiirgen Rehm. Centre for 
Addiction and Mental Health and University of Toronto. and Rebecca Mugford. Research Assistant. Research and 
Policy Division. CCSA. It is intended to provide current. objective and empirically-based iriformation to guide the 
discussion on prescription drug abuse in Canada. 

What is meant by prescription drug abuse? 

}> The term prescription drug abuse usually refers to any misuse or non-medical use of a controlled psychotropic 
pharmaceutical drug-that is, the use of a drug for something other than its intended medical or psychiatric 
purpose (for example, to get "high"). 

}> A recent workshop of experts convened by Health Canada to develop consensus around terms and concepts 
yielded the following definition of abuse of psychotropic pharmaceuticals: 

" ... use of pharmaceutical drugs with centrally acting reinforcing properties that is associated with 
increased risk for harm, as characterized by obtaining drugs from illegitimate sources, or risky 
patterns of use (excluding under-use), that deviate from accepted medical practice and/or scientific 
knowledge, or taking the drugs for purposes which are not therapeutic.,,1 

What kinds of drugs are used for non-medical purposes? 

}> Virtually any prescription drug can be consumed for reasons other than its medical purpose; however, it is 
usually drugs with psychotropic properties that are the focus of abuse. Some of the more popular prescription 
drugs for abuse include opiate-based drugs for pain relief, tranquillizers, stimulants and amphetamines, and 
sedatives and barbiturates. 

,. Opioids include pain medications with active ingredients such as morphine, oxycodone and codeine, whereas 
tranquillizers include benzodiazepines such as diazepam (Valium®) and alprazolam (Xanax®) that are often 
prescribed to reduce stress and panic attacks. 

}> Stimulants include dextroamphetamine (Adderall®) as well as methylphenidate (Ritalin®), whereas barbiturates 
include drugs used to treat anxiety, sleep disorders and seizures such as pentobarbital sodium (Nembutal®) and 
mephobarbital (Mebaral®).2 

}> Various international conventions govern how these substances are to be treated by signatory countriesY.5 
Additionally, the Controlled Drugs and Substances Act, administered by Health Canada, organizes these drugs 
into various schedules with varying degrees of control.6 

}> Other common licit (legal) drugs that can be abused for their psychoactive effects include those obtained 
without a prescription (referred to as "over-the-counter" drugs). These consist of drugs such as cough 
medicines, sleep aids and antihistamines.7 For example, common over-the-counter medicines that contain the 
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precursors ephedrine and pseudoephedrine can be combined with other ingredients to produce the synthetic 
stimulant, methamphetamine. Although these medicines are often abused, they will not be the focus of this 
document. 

Although not a psychotropic drug, anabolic steroids can be abused by individuals who wish to boost their 
athletic ability and/or physical appearance. For example, in the 2004 Canadian Addiction Survey it was 
indicated that approximately 0.6% of Canadians over the age of 15 have used steroids at some point in their 
lives.s 

Although often not mentioned in large-scale drug use surveys, studies have found that students engage in the 
non-medical use of prescription asthma inhalers. U.S. research examining the abuse of asthma inhalers among 
students found that approximately 9% had engaged in lifetime non-medical use of inhalers, and such rates 
increased with grade level (ranging from Grade 5 to Grade 10). It was also found that approximately one of 
every five boys who possessed a prescribed asthma inhaler had been approached to sell or trade it.9 

What is the extent of prescription drug abuse in Canada and elsewhere? 

» Available evidence suggests that Canadians are among the heaviest consumers of psychotropic medication in the 
world. lo However, there are few Canadian statistics on the number of people who use prescription drugs for non
medical purposes. Indeed, there is minimal research information available regarding the extent of prescription drug 
diversion and abuse in Canada. 

)0> As a result, indirect inferences about the extent of prescription drug abuse in Canada are usually limited to examining 
distribution and sales statistics, and year-to-year trends in prescribing practices for specific classes of drugs. For 
instance, in 2002, Canada reported the fourth highest per-capita use of prescription narcotics in the world and the 
second highest use of sedative-hypnotics (including benzodiazepines).11 During that year, Canada was also among 
the top 15 countries in the use of prescription amphetamines. 

» Although national and provincial prescription data may reveal a rise in the rate at which some psychotropic 
substances are prescribed in Canada, such information is not a direct indicator of the extent of abuse; rather, this 
increase could simply indicate changes in legitimate treatment of pain and other medical disorders. 12 

» Abuse of prescription drugs may be also estimated indirectly through data from admissions to detoxification centres, 
admissions to treatment programs, and emergency room visits and coroners' reports of overdose deaths. For 
example, a study by the Centre for Addiction and Mental Health (CAMH) found that 11%ofadmissions to substance 
abuse treatment programs in Ontario in 1999-2000 were for abuse of prescription drugs. 13 

)0> A recent study of prescription opioid abuse in Canada using OPICAN data from seven urban centres across the 
country found indications that non-medical use of prescription opioids is increasingly replacing heroin. Indeed, 
whereas about 30% of study participants used heroin, 37% used Dilaudid®. Further, other prescription opioids 
such as morphine, oxycodone, Percocet®jpercodan®, and codeine-based preparations are being actively used. 14 

)0> Government inquiries are another way of examining abuse of prescription drugs. In Atlantic Canada, a series of 
recent overdose deaths from the opioid oxycodone prompted the formation of a task force to examine the extent and 
nature of abuse ofthe drug OxyContin ®. 15 

» Looking south of the border, some U.S. surveys have directly examined the extent of prescription drug abuse. Results 
from the 2004 National Survey on Drug Use and Health indicated that lifetime non-medical use of prescription pain 
relievers among young adults (aged 18--25) surveyed was 22.1 % in 2002, and increased to 23.7 % and 24.3% in 
2003 and 2004, respectively.16 

» Finally, a U.S. study employing a large sample to examine the prevalence of sedative misuse in the popUlation 
found that approximately I in 10 individuals reported the misuse ofa sedative at some time in their Iife. 17 

;. Overall, although domestic surveys and small-scale studies offer some insight into the extent of prescription drug 
abuse, not all studies define prescription drug abuse in the same manner; this makes it difficult to make concrete 
inferences as to the true rate of abuse in the population. I 8 

How and why does diversion of prescription drugs occur? 

Diversion of prescription drugs away from legitimate use can occur in many ways, includingl9
•
2o 

• "Double-doctoring" or "doctor shopping"-obtaining multiple prescriptions from different physicians; 
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• Prescription pad theft and tampering resulting in forged or altered prescriptions; 
• Physician fraud-fraudulent prescriptions written by doctors in return for money; 
• Purchases from friends, relatives, or dealers for whom the drug has been legitimately prescribed; 
• Diversion of drugs from substance abuse treatment programs (for example, methadone); 
• Diversion from supplies intended for patients in health care facilities; 
• Break-ins and theft from homes, doctors' offices, pharmacies, manufacturers, wholesalers, courier 

companies, clinics and hospitals; 
• Purchase of drugs on the Internet. 

~ However, without clear empirical data, it is difficult to determine which one ofthese approaches contributes 
most to the diversion of prescription drugs. There are numerous opportunities for diversion at every point in the 
manufacturer-to-consumer continuum.21 

);> There are strong financial incentives for diverting prescription medication for non-medical uses. Trafficking in 
prescription drugs can be highly lucrative, and may be the only contraband product that actually gains value 
when re-sold. By contrast. a stolen camcorder, laptop or stereo equipment would not be sold or "fenced" for 
more than its retail price. A 1998 study in Vancouver confirmed that there are huge mark-ups (and profit 
margins) in the street value of various diverted prescription drugs: 

• A 60 mg tablet ofMS Contin® (slow-release morphine) cost $1.70 in a pharmacy, but had an average street 
value of$35 (a 2,059"10 mark-up). 

• A 4 mg Dilaudid® tablet cost $0.32 in the pharmacy and had a street value of$32 (a 7,800% mark Up).22 In 
short, a pill bottle with 20 tablets of Dilaudid® costs under $10 from a pharmacy, but is worth over $600 on 
the street. 

);> An additional incentive for diversion is that prescription medications are often cheaper (despite big mark-ups) 
and easier to obtain than illegal substances.23 Also, many individuals with drug plans or who receive social 
assistance may have their prescription medication fully or partially paid for. In turn, this increases the ease with 
which individuals can obtain medication to abuse or divert. 

~ Prescription drug abuse may also be popular because non-medical users believe that drugs produced legally by 
reputable pharmaceutical companies are somehow better and safer than those created illegally in dirty 
clandestine labs with questionable ingredients by untrained individuals who may have direct links with 
organized crime. 

~ Non-medical users may also believe that they will be much less likely to be caught by authorities when carrying 
a pill bottle with legitimate-looking pills and tablets rather than crack cocaine or heroin. 

~ Much of the focus around prescription drug abuse has been on "small time" individuals who sell their 
prescription drugs and obtain medications through double-doctoring. However, literally thousands of people 
are employed in the manufacture, production, distribution and administration of prescription drugs. There are 
also thousands of pharmacies, hospitals, clinics and doctors' offices across the country. Despite the 
professionalism and ethical conduct ofthe overwhelming majority of individuals involved, clearly it only takes 
a handful of corrupt individuals or low-wage or disgruntled employees to supply large geographical regions of 
the country with drugs for non-medical use. 

What do we know about those at risk for abusing prescription drugs? 

~ A broad range of individuals abuse prescription drugs and their reasons vary widely. However, the available 
evidence suggests that, in general, adolescents, older adults, women, and Aboriginal people are at elevated risk 
to abuse prescription drugs.24 

~ Some individuals may abuse prescription substances because they believe that they are less harmful than other 
substances of abuse, or because they may cost less on the streets than illicit substances. 

" Research has shown that up to 20% of Canadians over the age of 60 obtain long-term prescriptions for pain 
medications.25 Indeed, the elderly tend to receive multiple prescriptions, and this, combined with long-term use, 
ultimately increases the potential for misuse and problematic use (including dependence).26 

3 
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}> Research examining prescription drug use among seniors in British Columbia indicated that for 2000 and 2001, 
approximately 8,223,200 prescriptions were filled for 523,824 seniors. This is consistent with approximately 
15.7 prescriptions for every senior?7 

~ In Canada, gender differences in psychotropic drug use and prescription patterns have been identified in studies 
that date back to the 1970s. A study using Ontario data found that women were twice as likely as men to receive a 
prescription for psychotropic drugs and were also more likely to receive mUltiple prescriptions, thus consuming 
larger amounts of these medications.28 

}> Prescription drug use and abuse has been identified throughout Aboriginal communities in Canada, although 
solid evidence is rare. A survey of a high-risk group of Aboriginal people entering addiction treatment in 
Calgary found that approximately half (48%) of respondents indicated that they used prescription drugs 
improperly (for reasons other than the drug's intended purpose).29 

}> In 2003, the Drug Abuse Warning Network (DAWN) indicated that the m~ority of U.S. emergency room visits 
involving the misuse of prescription drugs included drugs classified as antidepressants, benzo<iiazepines, and opioid 
pain relief medications. Further, patients were more likely to be female. In about 50% of cases, patients had 
consumed more than one drug.3D 

~ Other recent U.S. studies have found similar prescribing patterns for women. Research estimated that, overall, 
women were 55% more likely than men to receive a prescription for any psychotropic medication when visiting 
a physician.3l 

}> A 2004 study examining characteristics of individuals in treatment for dependence on oxycodone found that 77% of 
patients had also abused non-opioid drugs (both licit and illicit).32 

}> Highlights from the U.S. 2005 Monitoring the Future Survey revealed an overall decrease in illicit drug use among 
youth; however, the non-medical use of prescription drugs remained high. For example, between 2002 and 2005 
OxyContin® use among Grade 12 students rose slightly from 4% to 5.5% and remained constant between 2004 and 
2005 (5% vs. 5.5%).33 

}> Also, a recent U.S. study of university undergraduates found that those most likely to misuse prescription 
opioids were more likely to have received prescriptions for opioids in the past, and were also more likely to 
obtain a lower grade point average than those who did not misuse prescription opioids.34 

);> Other studies examining the correlates of prescription opioid misuse among adolescents found that the strongest 
predictor of prescription drug misuse among 12 to 17 year olds was their use of illicit substances. It was also 
discovered that those at risk of misusing prescription opioids were of lower socioeconomic status, females, those 
who had "detached" parents, as well as those who held attitudes favourable to the notion of using illicit 
substances.3> 

}> Taken together, the results of Canadian and U.S. research described above clearly indicate that those who abuse 
prescription drugs are not a homogeneous group: many different individuals may be at risk of abusing 
prescription drugs. Indeed, such individual differences must be taken into account when developing appropriate 
prevention or treatment plans. 

What is being done to monitor, minimize and prevent prescription drug abuse in Canada? 

}> The Canadian Centre on Substance Abuse, in partnership with Health Canada's Drug Strategy and Controlled 
Substances Program, have developed a National Framework for Action to Reduce the Harms Associated with 
Alcohol and Other Drugs and Substances. One of the Framework priorities focuses on preventing the abuse of 
prescription drugs.36 Further, in recent years, Health Canada has convened a number of workshops involving both 
Canadian and international experts to examine the problem of prescription drug abuse in Canada. 

,. Currently in Canada, there is no national monitoring or comprehensive surveillance systems in place to identify, 
monitor, record and track the diversion and non-medical use of prescription drugs. However, Health Canada has 
recently convened a number of workshops with Canadian experts to identity and develop solutions for the 
problem of diversion and abuse of prescription drugs. 

,. In general, although 9 of 10 provinces currently have some form of system for tracking prescription-related 
information, the most advanced systems are found in Alberta (WeIlNet), British Columbia (PharmaNet), 
Manitoba (DPIN), and Prince Edward Island (Pharmacy Network). These systems monitor prescription 
duplication and double-doctoring.37 
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".! .. I" ~ Although there is currently no national initiative for reducing the abuse of prescription drugs, many individual 
\~ provinces and regions have developed action plans to address the issue: 

• Nova Scotia's Prescription Monitoring Act, which came into effect in 2005, attempts to increase 
accountability among practitioners who prescribe drugs and patients who use them. The goal is to provide 
advice to government authorities about which drugs need closer monitoring, and to mount educational 
initiatives aimed at preventing the abuse of prescription drugs.38 

• The Newfoundland and Labrador Medical Act established a tamper-resistant prescription drug pad program in 
2005. Use of the security-laden pads is mandatory for all physicians (including dentists), and is limited to 
specific drugs. Benzodiazepines are excluded from the list of drugs. 

• Alberta, Saskatchewan, Manitoba, British Columbia and Nova Scotia all have implemented multiple-copy 
prescription programs to monitor the use of medications deemed high-risk for abuse and to prevent 
prescription forgeries and double-doctoring.39,4o 

• Cape Breton has established a collaborative response to prescription drug abuse in the area through a 
partnership involving the Cape Breton District Health Authority, regional police services, the RCMP, the 
Nova Scotia Department of Community Services, the Nova Scotia Department of Justice, and members of 
the Cape Breton medical community. The partnership is supported by three working groups, each 
concerned with a particular aspect of the issue (treatment, education and prevention, and enforcement).41 

» A number of manufacturers of commonly abused drugs are reportedly attempting to alter the medicinal 
composition of their products to reduce the likelihood that the drug will be misused and to reduce the likelihood 
that misuse will result in serious health risks, including overdose. 

~ In the U.S., Purdue Pharrna has implemented the Researched Abuse, Diversion and Addiction-Related 
Surveillance (RADARS®) system to obtain information concerning the prevalence of abuse and diversion of 
prescription drugs. Specifically, this system is meant to monitor drugs containing morphine, hydrocodone, 
oxycodone, buprenorphine and fentany\.42 

~ According to regulations under the Controlled Drugs and Substances Act. manufacturers, distributors and 
administrators--including pharmacies and clinic~are required to report theft and loss of pharmaceutical products. 
Health Canada is currently finalizing a guidance document for the reporting of loss or theft of controlled substances 
and precursor chemicals to improve the consistency of reporting. Health Canada reports loss and theft statistics 
annually to the United Nations and generates ad hoc reports for domestic use on request. 

~ In 2006, Health Canada published Abuse and Diversion o/Controlled Substances: A Guide to Health 
Profossionals. This guide is targeted at health professionals who are authorized to prescribe, dispense or 
administer drug products regulated under the Controlled Drugs and Substances Act and its regulations. It is 
designed to raise awareness and to provide practical guidance for recognizing and minimizing problematic use 
and diversion, without compromising the care of patients who require controlled substances for medical 
reasons. 

How effective are measures aimed at reducing prescription drug abuse? 

~ Currently in Canada, there are no known evaluations of the effectiveness of the provincial initiatives outlined 
above in reducing the abuse of prescription drugs; however, some U.S. studies attempt to measure the 
effectiveness of some prescription monitoring programs. 

~ After implementation of New York State's prescription monitoring regulations for benzodiazepines, 
prescriptions for the drug decreased by 30% to 60% (depending on the data source employed). However, there 
was a concomitant increase in the rate at which other, non-monitored drugs were prescribed. Clearly, the 
program had unanticipated results and did not reduce the extent to which prescription drugs were issued.43 

What are some of the treatment strategies used with those who abuse prescription drugs? 

~ Any treatment strategy used with those abusing prescription drugs must take into account the specific needs of 
the individual, as well as the particular substance being abused. This principle is the same for treatment of those 
who abuse both licit and illicit substances. 

5 
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~ A growing pool of research has identified characteristics associated with effective, evidence-based 
approaches.44 In general, this research suggests that cognitive-behavioural approaches are effective in treating 
individuals who abuse both licit and illicit substances. This broad approach extends from theory and supporting 
evidence and focuses on changing clients' behaviours, expectations and attitudes by actively teaching them 
skills they can use to cope with high-risk situations and to avoid or minimize slips, lapses and relapse. 

~ Some of those who abuse substances are offered medications to assist with detoxification in combination with 
other therapeutic interventions. For example, methadone and buprenorphine are used in some treatment regimes 
for opioid abuse (buprenorphine is used in other countries, including the United Kingdom, but is not currently 
sold in Canada).45 In Canada, methadone maintenance has increased five-fold since the mid-l 990s, thereby 
raising concerns about the challenges and costs associated with more people receiving methadone regularly.46 

What are some of the issues and challenges associated with the abuse of prescription drugs? 

~ Some believe that use of monitoring systems (and the potential for associated sanctioning for improper conduct) 
has created a "chilling effect" or a "substitution effect" among some physicians who may become reluctant to 
prescribe closely-monitored drugs, and may reduce or alter their prescribing behaviours. For example, it has 
been suggested that physicians may opt to prescribe less appropriate medications to avoid raising attention and 
potential auditing and scrutiny by colleges of medicine and other governing bodies.47

•
48 

~ Clearly, in order for such monitoring initiatives to provide optimal efficacy, there must be a balance between 
the treatment of legitimate pain and the reduction of prescription drug abuse. Adverse effects of monitoring 
pharmaceuticals on those who genuinely require them needs to be kept to a minimum.49 

» Data collected in Newfoundland and Labrador indicated that a relatively small number of physicians accounted 
for a rather large amount of prescriptions written for OxyContin® in a short period of time. Although the 
majority (68%) of physicians wrote a small number of prescriptions (less than 100) during a 16-month period, 
2% wrote more than 2,500 prescriptions and I % wrote more than 5,000 prescriptions for specific controlled 
substances. 50 Clearly, more effective measures are needed to monitor physician prescribing practices, while 
keeping adverse consequences for patients at a minimum. 

~ The current state of prescription advertising legislation in Canada may also be contributing to the existing 
challenge. Although direct-to-consumer advertising of prescription drugs is forbidden in Canada, the current 
interpretation of Canada's Food and Drug Act allows advertising in two general forms. First, "reminder ads" 
used to remind individuals of the brand name without stating health benefits and method of use are permitted, as 
are "help-seeking ads" that target a specific health condition and advise individuals with particular symptoms to 
ask their doctor for a medication whose name is not disclosed. 5 

I 

)r After reviewing available international information in early 2006, the Health Council of Canada concluded that 
due to the lack of evidence explicitly evaluating the effects of direct-to-consumer prescription advertising on 
health, and due to the potential harms that could arise, such advertising in Canada should not be encouraged. 
Recommendations were offered, some of which were t052. 

• Incorporate publicly-funded education campaigns on prescription drugs into the health care system, 
offering complete and accurate information related to the use and side effects of prescription medications; 

• Enhance the enforcement of laws surrounding direct-to-consumer advertising through improved 
monitoring, and by establishing sufficient penalties to deter continuous violations of the law. 

• Prohibit reminder advertising, due to the lack of evidence to support its use; 

• Review the state oftelevision broadcasting in Canada, as direct-to-consumer advertising is permitted in the 
u.S. and Canadians have wide access to such television networks. 

)r An international study examining Internet-based pharmacies found a large number ofIntemet sites selling 
prescription drugs. The researchers concluded that increased availability of computers around the world may 
lead to an increase in abuse of prescription drugs acquired via the Internet.53 
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What's the bottom line when it comes to diversion and abuse of prescription drugs in Canada? 

» Clearly, there are significant monetary incentives for people to divert and use drugs made for legitimate medical 
purposes. 

» Priority should be given to research that more fully and systematically examines the extent and nature of 
prescription drug abuse in Canada. 

» A comprehensive electronic prescription monitoring system(s) is needed in Canada in order to minimize or 
eliminate double-doctoring. 

» To date, it appears that emphasis has been placed on developing ways of minimizing minor diversion of 
prescription drugs (for example, double-doctoring, prescription tampering, etc.) rather than focusing on m!Uor 
sources of mass diversion of pharmaceutical products (for example, in the manufacturing and supply chain). 

» A sizable and effective national monitoring and auditing system is needed to address the potential for large-scale 
diversion of prescription drugs at all points in the manufacturing, distribution and administration chain. The 
absence of an adequate infrastructure to monitor compliance with government regulation is a significant 
shortcoming and leaves the door open to mass diversion and theft. 

The article has been peer reviewed The authors would like to thank Dr. Benedikt Fischer and Dr. Colleen Anne 
Dell for their constructive comments and input to an earlier version of this document. Any errors or omissions are 
solely the responsibility ofCCSA . 
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Mechanism of Action - NUCYNT A® I NUCYNTA® 

, '10 t1ttdv ~ -Jre~ <f11j)1b~ 
*T exact chanism of action of NUCYNTA unknown. ~"IJ~ Qc[~ {~ 

_==:;====_ For t e relief of moderate to severe acute pain in patients 18 years of age or oldir f ~~~ ~ n. ~ 
IMPORTANT SAFETY INFORMATION ~ /,-:- . ---
Like other drugs with mu-o ioid agonist activity, NUCYNTA ® is contraindicated in patients with 
significant res . Ii erca ma m unmonitored 

~~~rr2n..1~~~&.e..Q1..re.!:a.ISlC1UU1l~~~Clle.~~UCYNTA ® is contraindicated in patients who 
h e or are sus ected to have aral ti . T A ® IS also contrajndicated in patients currently 
using or within 14 days of using monoamine oxidase inhibitors (MAOIs) due to potential additive 
effects on norepine hrine levels, which rna result in adverse cardiovascular events. 

espiratory depression is the pnmary risk of mu-opioid agonists. Respiratory depression occurs more 
frequently in elderly or debilitated patients and in those suffering from conditions accompanied by 
hypoxia, hypercapnia, or upper airway obstruction, in whom even moderate therapeutic doses may 

significantly decrease pulmonary ventilation. NUCYNTA ® should be administered with caution to the 
elderly, debilitated patients, and patients with conditions accompanied by hypoxia, hypercapnia or 
decreased respiratory reserve such as: asthma, chronic obstructive pulmonary disease or cor pulmonale, 
severe obesity, sleep apnea syndrome, myxedema, kyphoscoliosis, CNS depression, or coma. In such 

patients, even usual therapeutic doses of NUCYNT A ® may increase airway resistance and decrease 
respiratory drive to the point of apnea. Alternative non-mu-opioid agonist analgesics should be 

considered and NUCYNTA ® should be employed only under careful medical supervision at the lowest 
effective dose in such patients. If respiratory depression occurs, it should be treated' as any 
mu-o ioid a onist-induced res irato depression. 
Patients receiving other mu-opioid agonist analgesics, genera anesthetics, phenothiazines, other 
tranquilizers, sedatives, hypnotics, or other CNS depressants (including alcohol) concomitantly with 
NUCYNT A ® may exhibit additive CNS depression. Interactive effects resulting in respiratory 
depression, hypotension, profound sedation, coma or death may result if these drugs are taken in 

combination with NUCYNTA ®. When such combined therapy is contemplated, a dose reduction of one 
or both agents should be considered. 
Opioid analgesics can raise cerebrospinal fluid pressure as a result of respiratory depression with carbo 

dioxide retention. Therefore, NUCYNTA ® should not be used in patients susceptible to the effects of 
raised cerebrospinal fluid pressure such as those with head injury and increased intracranial pressure. 
Opioid analgesics may obscure the clinical course of patients with head injury due to effects on 
pupillary response and consciousness. NUCYNT A ® should be used with caution in patients with head 
injury, intracranial lesions, or other sources of preexisting increased intracranial pressure. 

NUCYNTA ® is a mu-opioid agonist and is a Schedule II controlled substance. Such drugs are sought 
by drug abusers and people with addiction disorders. Diversion of Schedule II products is an act subject 

to criminal penalty. NUCYNT A ® can be abused in a manner similar to other mu-opioid agonists, legal 
or illicit. This should be considered when prescribing or dispensing NUCYNTA ® in situations where 
the physician or pharmacist is concerned about an increased risk of misuse and abuse. All patients 
treated with mu-opioid agonists require careful monitoring for signs of abuse and addiction. 

NUCYNTA ® may be abused by crushing, chewing, snorting or mJectmg the product. Ihese practices 
pose a significant risk to the abuser that could result in overdose and death. 
Experience wi T A ® ov dose is=Ve~Jimjtea:-:Managenient of overdose should be focused on 
treating symptoms 0 mu- .. agonism. Primary attention should be given to reestablishment of a 

:) patent airway and institution of assisted or controlled ventilation when overdose of NUCYNTA ® is 
suspected. Supportive measures (including oxygen and vasopressors) should be employed in the 
management of circulatory shock and pUlmonary edema accompanying overdose as indicated. Cardiac 
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. 
arrest or arrhythmias may require cardiac massage or defibrillation.' . 

--=--- "'- ® 

~
c~patients should be cautioned that NUCYNTA may impalr1lie1i1ental and/or physical abilities required 
',l/I for the performance of potentially hazardous tasks such as driving a car or operating machinery. This is 

- to be expected especially at the beginning of treatment, at any change of dosage as well as in 
combination with alcohol or tranquilizers. 

NUCYNTA ® has not been Sy'stematically evaluated in patients with a seizure disorder, and such 
patients were excluded from clinical studies. NUCYNT A ® should be prescribed with care in patients 
witlf a hIstOry of a seizure disorder or any condition that would put the patient at risk of seizures. 
The ~ia1Jy life-threatening serotonin syndrome may occur with use of SNRI 

products, including NUCYNTA ®, particularly with concomitant use of serotonergic drugs such as 
SSRIs, SNRIs, TCAs, MAOIs and triptans, and with drugs which impair metabolism of serotonin 
(including MAOIs). Serotonin syndrome may include mental-status changes (eg, agitation, 
hallucinations, coma), autonomic instability (eg, tachycardia, labile blood pressure, hyperthermia), 
neuromuscular aberrations (eg, hyperreflexia, incoordination ) and/or gastrointestinal symptoms (eg, 
nau hea. 

Withdrawal symptoms may occur if NUCYNTA ® is discontinued abruptly. These symptoms may 
inClude: anxiety, sweating, insomnia, rigors, pain, nausea, tremors, diarrhea, upper respiratory 
symptoms, piloerection, and rarely, hallucinations. Withdrawal s m toms rna be reduced by tapering 

NUCYNTA. 
Pregnancy Category C. There are no adequate and well-controlled studies of NUCYNTA ® in pregnant 
women. NUCYNT A ® should be used during pregnancy ONL Y if the potential benefit justifies the 
potential risk to the fetus. NUCYNTA ® is not recommended for use in women during and immediately 
prior to labor and delivery. Neonates whose mothers have been taking NUCYNTA ® should be I.,. monitored for respiratory depression. NUCYNTA ® should not be used during breastfeeding. 
NUCYNTA ® is not recommended in patients with severe renal or hepatic impairment. NUCYNTA ® 
should be used with caution in patients with moderate hepatic impairment. Like other drugs with mu-

) 

-opioid agonist acti~ NUCYNTA ® may cause spasm of the sphincter ofOddi and should be used 
with caution in patients with biliary tract disease, including acute pancreatitis. 
The most common somn e. 
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Shown in 2 pain models: 
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2,Onhop~diG/postop~mtjye.(b.l,mionectQmy) 

Proven opioid efficacy 
NUCYNT A provided proven opioid e~y across multiple pain mode s 
for the relief of moderate to severe acute pain in patients 18 years of age 
or older. 

End-Stage Joint Disease Study2 
Primary study objective 

t Determine the efficacy of NUCYNT A ® over 5 days compared with placebo and assess the safety and 
tolerability of multiple doses of NUCYNT A ® in patients eligible for elective primary total or partial 
joint replacement of the hip or knee due to chronic osteoarthritis. 
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• 
Study description 

':,: Randomized, double-blind, ,active- and placebo-controlled, parallel-group, multicenter, outpatient study 
of patients with moderate to severe paindue to chronic osteoarthritis ofthe hip or knee That was not 
adequately controlled by current therapy. 

ID at Day 5. Clic1~hs;!I~ to view the results. 

E r the relief of moderate to severe acute pain in patients 18 years of age or older 
IMPORTANT SAFETY INFORMATION 

Like other drugs with mu-opioid agonist activity, NUCYNTA ® is contraindicated in patients with 
significant respiratory depression, acute or severe bronchial asthma or hypercapnia in unmonitored 

settings or in the absence of resuscitative equipment. NUCYNTA ® is contraindicated in patients who 
have or are suspected to have paralytic ileus. NUCYNTA ® is also contraindicated in patients currently 
using or within 14 days of using monoamine oxidase inhibitors (MAOIs) due to potential additive 
effects on norepinephrine levels, which may result in adverse cardiovascular events. 
Respiratory depression is the primary risk of mu-opioid agonists. Respiratory depression occurs more 
frequently in elderly or debilitated patients and in those suffering from conditions accompanied by 
hypoxia, hypercapnia, or upper airway obstruction, in whom even moderate therapeutic doses may 

significantly decrease pulmonary ventilation. NUCYNTA ® should be administered with caution to the 
elderly, debilitated patients, and patients with conditions accompanied by hypoxia, hypercapnia or 
decreased respiratory reserve such as: asthma, chronic obstructive pulmonary disease or cor pulmonale, 
severe obesity, sleep apnea syndrome, myxedema, kyphoscoliosis, CNS depression, or coma. In such· 

patients, even usual therapeutic doses of NUCYNTA ® may increase airway resistance and decrease 
respiratory drive to the point of apnea. Alternative non-mu-opioid agonist analgesics should be 

considered and NUCYNT A ® should be employed only under careful medical supervision at the lowest 
effective dose in such patients. If respiratory depression occurs, it should be treated as any 
mu-opioid agonist-induced respiratory depression. 
Patients receiving other mu-opioid agonist analgesics, general anesthetics, phenothiazines, other 
tr uilizers, sedatives, hypnotics, or other CNS depressants (including alcohol) concomitantly with 

YNT A ® may e~CNg del'n~gliion InteI=aetive effects resulting in respiratory 
epression, hypotension, profound sedation, coma or death may result if these drugs are taken in 

combination with NUCYNT A ®. When such combined therapy is contemplated, a dose reduction of one 
or both agents should be considered. 
Opioid analgesics can raise cerebrospinal fluid pressure as a result of respiratory depression with carbon 

dioxide retention. Therefore, NUCYNT A ® should not be used in patients susceptible to the effects of 
raised cerebrospinal fluid pressur .. . d increased intracranial pressure. 

·~~u anal esics ~obscure the clinical course of patients with head injury ue 0 

pupillary response and consciousness. NUCYNT A ® should be used with caution in patients with head 
i ~ury, intracranial· other sources of reexisting increased intracranial ressure. 

UCYNT A ® is a mu-opioid agonist and is a Schedule II controlled substance. Such drugs are sought 
by drug abusers and people with addiction disorders. Diversion of Schedule II products is an act subject 
to criminal penalty. NU CYNT A ® can be abused in a manner similar to other mu-opioid agonists, legal 
or illicit. This should be considered when prescribing or dispensing NUCYNT A ® in situations where 

• the physician or pharmacist is concerned about an increased risk of misuse and abuse. All patients 
'7 treated with mu-opioid agonists require careful monitoring for signs of abuse and addiction. 

NUCYNT A ® mav be abused bv crushing, chewing, snorting or injecting the oro duct. These oractices 
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pose a significant risk to the abuser that could result in overdose and death. 

Experience with NUCYNTA ® overdose is very limited. Management of overdose should be focused on 
treating symptoms of mu-opioid agonism. Primary attention should be given to reestablishment of a 

patent airway and institution of assisted or controlled ventilation when overdose of NUCYNTA ® is 
suspected. Supportive measures (including oxygen and vasopressors) should be employed in the 
management of circulatory shock and pulmonary edema accompanying overdose as indicated. Cardiac 
arrest or arrhythmias may require cardiac massage or defibrillation. 

Patients should be cautioned that NUCYNTA ® may impair the mental andlor physical abilities required 
for the performance of potentially hazardous tasks such as driving a car or operating machinery. This is 
to be expected especially at the beginning of treatment, at any change of dosage as well as in 
combination with alcohol or tranquilizers. 

NUCYNTA ® has not been systematically evaluated in patients with a seizure disorder, and such 
patients were excluded from clinical studies. NUCYNTA ® should be prescribed with care in patients 
with a history of a seizure disorder or any condition that would put the patient at risk of seizures. 
The development of a potentially life-threatening serotonin syndrome may occur with use of SNRI 

products, including NUCYNT A ®, particularly with concomitant use of serotonergic drugs such as 
SSRIs, SNRIs, TCAs, MAOIs and triptans, and with drugs which impair metabolism of serotonin 
(including MAOIs). Serotonin syndrome may include mental-status changes (eg, agitation, 
hallucinations, coma), autonomic instability (eg, tachycardia, labile blood pressure, hyperthermia), 
neuromuscular aberrations (eg, hyperreflexia, incoordination) andlor gastrointestinal symptoms (eg, 
nausea, vomiting, diarrhea). 

Withdrawal symptoms may occur if NUCYNTA ® is discontinued abruptly. These symptoms may 
include: anxiety, sweating, insomnia, rigors, pain, nausea, tremors, diarrhea, upper respiratory 
symptoms, piloerection, and rarely, hallucinations. Withdrawal symptoms may be reduced by tapering 
NUCYNTA®. 
Pregnancy Category C. There are no adequate and well-controlled studies of NUCYNTA ® in pregnant 
women. NUCYNTA ® should be used during pregnancy ONLY if the potential benefit justifies the . 
potential risk to the fetus. NUCYNTA ® is not recommended for use in women during and immediately 
prior to labor and delivery. Neonates whose mothers have been taking NUCYNTA ® should be 
monitored for respiratory depression. NUCYNT A ® should not be used during breastfeeding. 
NUCYNTA ® is not recommended in patients with severe renal or hepatic impairment. NUCYNTA ® 
should be used with caution in patients with moderate hepatic impairment. Like other drugs with mu-
opioid agonist activity, NUCYNTA ® may cause spasm of the sphincter ofOddi and should be used 
with caution in patients with biliary tract disease, including acute pancreatitis. 
The most common adverse events are nausea, dizziness, vomiting, somnolence and headache. 
© Ortho-McNeil-lanssen Pharmaceuticals, Inc. 2010. All rights reserved. Your use of the information 
on this site is subject to our L&gai Notice. Please see our Privacv _Policy. 
This site is published by Ortho-McNeil®, Division ofOrtho-McNeil-lanssen Pharmaceuticals, Inc, 
which is solely responsible for its contents. 
This information is intended for the use of our customers, patients, and healthcare professionals in the 
United States and Puerto Rico only. Ortho-McNeil®, Division of 
Ortho-McNeil-lanssen Pharmaceuticals, Inc, recognizes that the Internet is a global communications 
medium; however, laws, regulatory requirements, and medical practices for pharmaceutical products 
vary from country to country. The prescribing information included here may not be appropriate for use 

) outside the United States and Puerto Rico. 
IIQMJ~YAQE. I SIcfEMAP I REfERENCES I CEQALNQIICE I PRIYACYPQLICY I 
CQNTACIJ1S 
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1. Proven tolerability protile 
4-,-£mven _~afm_proti1e 

Proven tolerability profile 
In an end-stage joint disease study, patients taking placebo had an 8.3% composite incidence of nausea 

and vomiting. The composite incidence of nausea and vomiting was 21.7% with NUCYNTA ® 50 mg, 
29.8% with NUCYNTA ® 75 mg, and 57% with oxycodone IR 10 mg. I CliGkh~r~ to see the composite 
incidence of nausea and vomiting in patients in an end-stage degenerative osteoarthritis study. 

~
I tolerability was demonstrated by the composite of nausea and vomiting in a postoperative 

bunionectomy model. The composIte mCldence of nausea and vomlfmg was 17.4% with placebo, 34.5% 

with NUCYNTA@ 50~g, 51.1% with NUCYNTA® 75 mg, and 59.1% with oxycodone IR 10 mg. I,12 
CliGkh~I~ to see the composite incidence of nausea and vomiting in patients in a bunionectomy study. r The most common adverse events are nausea, dizziness, vomiting, somnolence, and headache. 

http://www.nucvnta.comlnucvntahd-tolerabilitv -safetv-nmtiJe- 1 _ htm I 
1, 

000698 



Proven Tolerability Profile - NUCYNTA® I NUCYNTA® 

Please see the Important Safety Information below. 

For the relief of moderate to severe acute pain in patients 18 years of age or older 
IMPORTANT SAFETY INFORMATION ~ 

Like other drugs with mu-opioid agonist activity, NUCYNTA ® is contraindicated in patients with 
significant respiratory depression, acute or severe bronchial asthma or hypercapnia in unmonitored 

settings or in the absence of resuscitative equipment. NUCYNTA ® is contraindicated in patients who 
have or are suspected to have paralytic ileus. NU CYNT A ® is also contraindicated in patients currently 
using or within 14 days of using monoamine oxidase inhibitors (MAOIs) due to potential additive 
effects on nore ine . . ch rna result in adverse cardiovascular events. ""'" 

esplratory depression is the primary risk of mu-opioid agonists. Respiratory depression occurs more 
frequently in elderly or debilitated patients and in those suffering from conditions accompanied by 
hypoxia, hypercapnia, or upper airway obstruction, in whom even moderate therapeutic doses may 

significantly decrease pulmonary ventilation. NUCYNTA ® should be administered with caution to the 
elderly, debilitated patients, and patients with conditions accompanied by hypoxia, hypercapnia or 
decreased respiratory reserve such as: asthma, chronic obstructive pulmonary disease or cor pulmonale, 
severe obesity, sleep apnea syndrome, myxedema, kyphoscoliosis, CNS depression, or coma. In such 

patients, even usual therapeutic doses of NUCYNTA ® may increase airway resistance and decrease 
respiratory drive to the point of apnea. Alternative non-mu-opioid agonist analgesics should be 

considered and NUCYNTA ® should be employed only under careful medical supervision at the lowest 
effective dose in such patients. If respiratory depression occurs, it should be treated as any 
mu-opioid agonist-induced res ir . ~ 

abents receiving other mu-opioid agonist analgesics, general anesthetics, phenothiazines, other 
tranquilizers, sedatives, hypnotics, or other CNS depressants (including alcohol) concomitantly with 
NUCYNTA ® may exhibit additive CNS depression. Interactive effects resulting in respiratory 
depression, hypotension, profound sedation, coma or death may result if these drugs are taken in 

combination with NUCYNTA ®. When such combined therapy is contemplated, a dose reduction of one 
or both a ents should be considered. 
Opioid analgesics can raise cerebrospinal fluid pressure as a result of respiratory depreSSIOn with carbon 
dioxide retention. Therefore, NUCYNTA ® should not be used in patients susceptible to the effects of 
raised cerebrospinal fluid pressure such as those with head injury and increased intracranial pressure. 

y 0 scure t e c mIca course 0 pa len s WI ea mJury ue 0 e ec 
pupillary response and consciousness. NUCYNTA ® should be used with caution in patients with head 
injury, intracranial lesions, or other sources of preexisting increased intracranial pressure. 

IS a mu-opioid agonist and is a Schedule II controlled substance. Such drugs are sought 
by drug abusers and people with addiction disorders. Diversion of Schedule II products is an act subject 

to criminal penalty. NUCYNTA ® can be abused in a manner similar to other mu-opioid agonists, legal 
or illicit. This should be considered when prescribing or dispensing NUCYNTA ® in situations where 
the physician or phannacist is concerned about an increased risk of misuse and abuse. All patients 

,I treated with mu-opioid agonists require careful monitoring for signs of abuse and addiction. 

y crus mg, c ewing, snorting or injecting the product. These practIces 
pose a significant risk to the abuser that could result in overdose and death. 
Experience with NUCYNTA ® overdose is very limited. Management of overdose should be focused on 
treating symptoms of mu-opioid agonism. Primary attention should be given to reestablishment of a 
patent airway and institution of assisted or controlled ventilation when overdose of NUCYNT A ® is 
suspected. Supportive measures (including oxygen and vasopressors) should be employed in the 
management of circulatory shock and pulmonary edema accompanying overdose as indicated. Cardiac 
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arrest or arrhythmias may require cardiac massage or defibrillatio::.:n:.=:.. __ _ 

Patients should be cautioned that NUCYNTA ® may im~ental andiOUiliYjlcal abilities requir d 
for the performance of potentially hazardous tasks such asonvmg a car or operating machinery. This s 
to ~~~:xj}~(;ted espeCIally at the begmmng of treatment, at any change of dosage as well as in 
combination with alcohol or tranquilizers. _ 

UCYNTA ® has not been systpnatical1yevaluated in pa~e~eizure disorder, and such 
patients ere excluded from clinical studies. NUCYNTA should be prescribed with care in patient 
with a histo of a se· . . . . s. 
The development of a potentially life-threatenin serotonin s ndrome may occur with use of SNRI 

pro ucts, including NUCYNTA ®, particularly with concomitant use of serotonergic drugs suc as 
SSRIs SNRIs TCAs, MAOIs and tri tans, and with drugs which impair metabolism of serotonin 
includin MAO Is. Ser .. ,a· . , ~ 
allncinations, coma), autonomic instability (eg, tachycardia, labile blood pressure, hyperthermia), 
euromuscul aberration ... . . 

ithdrawal if NUCYNTA ® is discontinued abruptly. These symptoms may 
. cu. anxIety, sweating, insomnia, rigors, pain, nausea, tremors, diarrhea, upper respiratory 
symptoms, piloerection, and rarely, hallucinations. Withdrawal s m toms may be reduced by tapering 
NUCYNTA®. 
. a egoryC. There a~d well-controlled stuQ!.es of NUCYNTA ® in pregnant 
w9ij!en,_NUCYNTA ® should b~~~gnancy ONLY if the potential benefit justifies the 
potential risk to the fetus. NUCYNTA ® is not recommended for use in women during and immediately 
prior to labor and delivery. Neonates whose mothers have been taking NUCYNTA ® should be 
monitored for respiratory depression. NUCYNTA ® should not be used during breastfeeding. 
NUCYNT A ® is not recommended in patients with severe renal or hepatic impairment. NUCYNT A ® 
should be used with caution in atients with moderate hepatic impairment. Like other drugs with mu-

gomst activity, NUCYNTA ® may cause spasm of the sphincter of Oddi and should be used 
with caution in patients with biliary tract disease, including acute pancreatitis. 
The most common adverse events are nausea, dizziness, vomiting, somnolence and headache. 
© Ortho-McNeil-lanssen Pharmaceuticals, Inc. 2010. All rights reserved. Your use of the information 
on this site is subject to our Legal Notice. Please see our Privacv Policy. 
This site is published by Ortho-McNei1®, Division ofOrtho-McNeil-lanssen Pharmaceuticals, Inc, 
which is solely responsible for its contents. 
This information is intended for the use of our customers, patients, and healthcare professionals in the 
United States and Puerto Rico only. Ortho-McNeil®, Division of 
Ortho-McNeil-lanssen Pharmaceuticals, Inc, recognizes that the Internet is a global communications 
medium; however, laws, regulatory requirements, and medical practices for pharmaceutical products 
vary from country to country. The prescribing information included here may not be appropriate for use 
outside the United States and Puerto Rico. 
IIQMEPAC!E I SITE MAP I REFERENCES I LEGALNOTICE I PRIYAC'lPQLIC'l I 
CONTACT US 
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Dosing & administration 
NUCYNT A ® is available in 3 strengths: 

, 50mg 
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100mg 

Dosing is one tablet of 50 mg, 75 mg, or 100 mg every 4 to 6 hours depending on pain intensity 

Patients can rec~d d~e of.N.IlfYNTA ® as early as one hour after initial dose, if ne~ 
~ 
Maximum 24-hour dose of T A ® on Day 1 is 700 d on subsequent days is 600 mg. Higher 

oses ave not been s u led and are there ore not recommended 

F or the relief of moderate to severe acute pain in patients, 18 years of age or older 
IMPORTANT SAFETY INFORMATION 

Like other drugs with mu-opioid agonist activity, NUCYNT A ® is contraindicated in patients with 
significant respiratory depression, acute or severe bronchial asthma or hypercapnia in unmonitored 

settings or in the absence of resuscitative equipment. NUCYNTA ® is contraindicated in patients who 
have or are suspected to have paralytic ileus. NUCYNTA ® is also contraindicated in patients currently 
using or within 14 days of using monoamine oxidase inhibitors (MAOIs) due to potential additive 
effects on norepinephrine levels, which may result in adverse cardiovascular events. 
Respiratory depression is the primary risk of mu-opioid agonists. Respiratory depression occurs more 
frequently in elderly or debilitated patients and in those suffering from conditions accompanied by 
hypoxia, hypercapnia, or upper airway obstruction, in whom even moderate therapeutic doses may 

significantly decrease pulmonary ventilation. NUCYNT A ® should be administered with caution to the 
elderly, debilitated patients, and patients with conditions accompanied by hypoxia, hypercapnia or 
decreased respiratory reserve such as: asthma, chronic obstructive pulmonary disease or cor pulmonale, 
severe obesity, sleep apnea syndrome, myxedema, kyphoscoliosis, CNS depression, or coma. In such 

patients, even usual therapeutic doses of NUCYNT A ® may increase airway resistance and decrease 
respiratory drive to the point of apnea. Alternative non-mu-opioid agonist analgesics should be 

onsidered and NUCYNTA ® should be employed only under careful medical supervision at the lowest 
tIective dose in such patients. If respiratory depression occurs, it should be treated as any 
u-opioid agonist-induced respiratory depression. 
atients receiving other mu-opioid agonist analgesics, general anesthetics, phenothiazines, other 

tranquilizers, sedatives, /' or other eNS depressants (including alcohol) concomitantly with 

htlp:llwww.nucvnta.comlnucvntaidosinlZ-and-administration.html 
I I 

000702 



Dose and Administration - NUCYNTA® I NUCYNTA® 

NUCYNTA ® may exhibit additive CNS depression. Interactive effects resulting in respiratory 
depression, hypotension, profound sedation, coma or death may result if these drugs are taken in 

. combination with NUCYNT ® a dose reduction of one 
or both a e considered. 

ics can raIse cere rospinal U1 pressure as a result of respiratory depression with carbon 

.-' dioxide retention. Therefore, NUCYNTA ® should not be used in patients susceptible to the effects of 
raised cerebrospinal fluid pressure such as those with head injury and increased intracranial pressure. 

. ure t e £!inical course of patients WIt ea lllJUry u n 

pupillary response and consciousness. NUCYNTA ® should be used with caution in patients WIth head 
injury, i~acraniallesions, or other sources of preexisting increased intracranial pressure. __ 

UCYNT A ® is a mu-opioid agonist and is a Schedule II controlled substance. Such drugs are sought 
by drug abusers and people with addiction disorders. Diversion of Schedule II products is an act subject 

to criminal penalty. NUCYNTA ® can be abused in a manner similar to other mu-opioid agonists, legal 
or illicit. This should be considered when prescribing or dispensing NUCYNT A ® in situations where 
the physician or pharmacist is concerned about an increased risk of misuse and abuse. All patients 
treated with mu-opioid a onists re . .. i n of abuse and addiction. 

T A may be abused by crushing, chewing, snorting or injecting the product. These practices - -: 
pose a significant risk to the abuser that could result in overdose and death. ~ ~ 

Experience with NUCYNT A ® overdose is very limited. Management of overdose should be focused on 
treating symptoms of mu-opioid agonism. Primary attention should be given to reestablishment of a 

patent airway and institution of assisted or controlled ventilation when overdose of NUCYNTA ® is 
suspected. Supportive measures (including oxygen and vasopressors) should be employed in the 

··1·'. . ' 

management of circulatory shock and pulmonary edema accompanying overdose as indicated. Cardiac 
arrest or arrhythmias may require cardiac massage or defibrillation . 

Patients should be cautioned that NUCYNT A ® may impair the mental andlor physical abilities required 
for the performance of potentially hazardous tasks such as driving a car or operating machinery. This is 
to be expected especially at the beginning of treatment, at any change of dosage as well as in 
combination with alcohol or tranquilizers. 

NUCYNTA ® has not been systematically evaluated in patients with a seizure disorder, and such 
patients were excluded from clinical studies. NUCYNT A ® should be prescribed with care in patients 
with a history of a seizUre disorder or any condition that would put the patient at risk of seizures. 
The development of a potentially life-threatening serotonin syndrome may occur with use of SNRI 

roducts, including NUCYNTA ®, particularly with concomitant use of serotonergic drugs such as 
SRIs, SNRIs, TCAs, MAOIs and triptans, and with drugs which impair metabolism of serotonin 
including MAOIs). Serotonin syndrome may include mental-status changes (eg, agitation, 
~allucinations, coma), autonomic instability (eg, tachycardia, labile blood pressure, hyperthermia), 

euromuscular aberrations (eg, hyperreflexia, incoordination) andlor gastrointestinal symptoms (eg, 
nausea, vomiting, diarrhea). 

Withdrawal symptoms may occur if NUCYNT A ® is discontinued abruptly. These symptoms may 
include: anxiety, sweating, insomnia, rigors, pain, nausea, tremors, diarrhea, upper respiratory 
symptoms, piloerection, and rarely, hallucinations. Withdrawal symptoms may be reduced by tapering 
NUCYNTA®. 
Pregnancy Category C. There are no adequate and well-controlled studies of NUCYNTA ® in pregnant 
women. NUCYNTA ® should be used during pregnancy ONLY if the potential benefit justifies the 

) potential risk to the fetus. NUCYNT A ® is not recommended for use in women during and immediately 
prior to labor and delivery. Neonates whose mothers have been taking NUCYNTA ® should be 
monitored for respiratory depression. NUCYNTA ® should not be used durin(! breastfeedin(!. 
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T e most common adverse events are nausea, dizziness, vomiting, somnolence and headache. 
© Ortho-McNeil-lanssen Pharmaceuticals, Inc. 2010. All rights reserved. Your use of the information 
on this site is subject to our L_~g~lNQtiG~. Please see our .eri.ya.<;:yJ~Qli<;y. 
This site is published by Ortho-McNeil®, Division of Ortho-McNeil-lanssen Pharmaceuticals, Inc, 
which is solely responsible for its contents. 
This information is intended for the use of our customers, patients, and healthcare professionals in the 
United States and Puerto Rico only. Ortho-McNeil®, Division of 
Ortho-McNeil-lanssen Pharmaceuticals, Inc, recognizes that the Internet is a global communications 
medium; however, laws, regulatory requirements, and medical practices for pharmaceutical products 
vary from country to country. The prescribing information included here may not be appropriate for use 
outside the United States and Puerto Rico. 
HQ_MEJ~.AQE_ I SITE MAL I REFERENCES I LEGAL NOTICE. I £RIV ACY PQLICY. , 
CQNTACTUS 
Last modified lun 18 2010 at 15:09:12 EDT 
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What's new . ~ ~ 
INFORMATION AND UPD~UCYNT~CUTE PAIN MANAGEMENT 

~ There is a lot to say about moderate to severe acute pain and its treatment. After all, pain .affects 
everyone at some time in their lives. -
Check back regularly for the latest information about NT ICYNTA ® and how it can help re ;l;:;e~v""'--
moderate to severe acute pain. -.... ~------------------___ ~ 

For the relief of moderate to severe acute pain in patients 18 years of age or 0 e 

Like other drugs with mu-opioid agonist activity, NUCYNTA ® is contraindicated in pa i \ 
significan . depression, acute or severe bronchial ast or hypercapnia in unmonit red 

settings or in the absence of resuscitative equipment. NUCYNTA ® is contraindicate· ts who 
have or are suspected to have paralvtic ileus. NUCYNTA ® is also contraindicated in patients currentlv 
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using or within 14 da s ofusi oxidase inhibitors MAOIs) due to potential additive I,. e [ects on norepinephrine levels. wbich may reslflt in rurvcr8c cardiovascular eveats. ~ 
.'?I Respiratory depression is the primary risk of mu-opioid agonists. Respiratory depression occurs more 

freq.uently in elderly or debilitated patients and in toose suffering from coBditions accompanied by 
hypoxia, hypercapnia, or uwer airway obstruction, in whom even moderate therapeutic doses may 

ignificantly decrease pulmonary ventilation. NUCYNTA ® should be administered with caution to e 
lderly, debilitated patients, and patients with conditions accompanied by hypoxia, hypercapnia or 
ecreased respiratory reserve such as: asthma, chronic obstructive pulmonary disease or cor pulmonal , 
vere obesity, sleep apnea syndrome, myxedema, kyphoscoliosis, CNS depression, or coma. In such 

. n s, even usua therapeutic doses of NUCYNTA ® may increase airway resistance and decrease 
respiratory drive to the point of apnea. Alternative non-mu-opioid agonist analgesics should be 

considered and NUCYNTA ® should be employed only under careful medical supervision at the lowest 

j
effective dose in such patients. If respiratory depression occurs, it should be treated as any 
mu-opioid agonist-induced respiratory depression. LL __ --------
Patients receiving other mu-opioid agonist analgesics, general anesthetics, phenothiazines~ 
~~hypn~or other CNS depressants (includin~a1cohol~oncomitantly wIth 

NUCYNTA ® may exhibit additive CNS depression. Interactive effects resulting in respiratory 
depression, hypotension, profound sedation, coma or death may result if these drugs are taken in 

combination with NUCYNTA ®. When such combined therapy is contemplated, a dose reduction of one 
or both agents should be considered. 
Opioid analgesics can raise cerebrospinal fluid pressure as a result of respiratory depression with carbon 
dioxide retention. Th'erefore, NUCYNTA ® should not be used jn patients susceptible to the effects of 

":1) r~ cereoros~mal fluid pressure su~~ as those with he~d inim:' and in~~ased jntracranial pressnre. 
; OPIOld analgeSICS may obscure the clImca! course ofpattcnts With head ll'UWy due to effects OIl 

• ~..Eupillary response and consciousness. Nl JCYNTA ® should be llsed with caution in patients with head 
mjury, intracranial lesions, or other sources of preexisting jncreased intraCfaaial preSSYI=e • 

NUCYNT A ® is a mu-opioid agonist and is a Schedule II controlled substance. Such drugs are sought 
by drug abusers and people with addiction disorders. Diversion of Schedule II products is an act subject ( 

to criminal penalty. NUCYNTA ® can be abused in a manner similar to other mu-opioid agonists, legal 
or illicit. This should be considered when prescribing or dispensing NUCYNTA ® in situations where 
the physician or pharmacist is concerned about an increased risk of misuse and abuse. All patients 
treated with mu-opioid agonists require careful monitoring for signs of abuse and addiction. 

NUCYNT A ® may be abused by crushing, chewing, snorting or injecting the product. These practices 
pose a significant risk to the abuser that could result in overdose and death. 

Ex!! rience with NUCYNT A ® overdose is very limited. Management of overdose should be focused on 
ating symptoms of mu-opioid agonism. Primary attention should be given to reestablishment of a 

patent airway and institution of assisted or controlled ventilation when overdose of NUCYNTA ® is 
suspected. Supportive measures (including oxygen and vasopressors) should be employed in the 
management of circulatory shock and pulmonary edema accompanying overdose as indicated. Cardiac 
arrest or arrhythmias may require cardiac massage or defibrillation. 

'\ Patients should be cautioned that NUCYNT A ® may impair the mental and/or physical abilities required 
for the performance of potentially hazardous tasks such as driving a car or operating machinery. This is 
to be expected especially at the beginning of treatment, at any change of dosage as well as in 
combinatio . . . . -

, CYNT A ® has not been systematically evaluated in patients with a seizure disorder, and such 
atients were excluded from clinical studies. NUCYNT A ® should be prescribed with care in patients 
ith a history of a seizure disorder or any condition that would put the patient at risk of seizures. 

http://www.nucynta.comlnucyntalwhats-new.html ') 0 1 O_OSL 1 ,., 
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The development of a potentially life-threatening serotonin syndrome may occur with use of SNRI 

• products, including NUCYNTA ®, particularly with concomitant use of serotonergic drugs such as 
'II SSRIs, SNRIs, TCAs, MAOIs and triptans, and with drugs which impair metabolism of serotonin 

~
'ncluding MAOIs). Serotonin syndrome may include mental-status changes (eg, agitation, 

hallucinations, coma), autonomic instability (eg, tachycardia, labile blood pressure, hyperthermia), 
neuromuscular aberrations (eg, hyperreflexia, incoordination) and/or gastrointestinal symptoms (eg, 
nausea, vomiting, diarrhea). 

Wi rawal symptoms may occur if NUCYNT A ® is discontinued abruptly. These symptoms may 
. clude: anxiety, sweating, insomnia, rigors, pain, nausea, tremors, diarrhea, upper respiratory 
symptoms, piloerection, and rarely, hallucinations. Withdrawal symptoms may be reduced by tapering 
NUCYNTA®. 
Pre cy Category C. There are no adequate and well-controlled studies of NUCYNTA ® in pregnant 

men. NUCYNTA ® should be used during pregnancy ONLY if the potential benefit justifies the 
potential risk to the fetus. NUCYNT A ® is not recommended for use in women during and immediately 
prior to labor and delivery. Neonates whose mothers have been taking NUCYNTA ® should be 
monitored for respiratory depression. NUCYNT A ® should not be used during breastfeeding. 
NUCYNTA ® is not recommended in patients with severe renal or hepatic impairment. NUCYNTA ® 
should be used with caution in patients with moderate hepatic impairment. Like other drugs with mu-

opi . agonist activity, NUCYNTA ® may cause spasm of the sphincter ofOddi and should be used 
th caution in patients with biliary tract disease, including acute pancreatitis. 

The most common adverse events are nausea, dizziness, vomiting, somnolence and headache. 
© Ortho-McNeil-Janssen Pharmaceuticals, Inc. 2010. All rights reserved. Your use of the information 
on this site is subject to our Legal Notice. Please see our PrivaGY PoliGY. 

'. This site is published by Ortho-McNeil®, Division ofOrtho-McNeil-Janssen Pharmaceuticals, Inc, 
which is solely responsible for its contents. 
This information is intended for the use of our customers, patients, and healthcare professionals in the 
United States and Puerto Rico only. Ortho-McNeil®, Division of 
Ortho-McNeil-Janssen Pharmaceuticals, Inc, recognizes that the Internet is a global communications 
medium; however, laws, regulatory requirements, and medical practices for pharmaceutical products 
vary from country to country. The prescribing information included here may not be appropriate for use 
outside the United States and Puerto Rico. 
HOME PAGE I SITE MAP I REFERENCES I LEGAL NOTICE I PRIVACY POLICY I 
('QNTA(,IUS 
Last modified Jan 26 2010 at 13:08:11 EST 
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Proven Safety Profile - NUCYNTA® ! NUCYNTA® , ~ 

Basic Product Infonnation 

NUCYNTA~_Camp~for Heps Only_~ 
® print this page GI forward to a colleague 
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o 

1. Proven tolerability protile 
2,I)roY~n ... s~f~tYPIQJU~ 

Additionally, there was a low incidence of opiate withdrawal symptoms, as measured by the Clinical 
QQioid Withdrawal Scale. In a double-blind, randomized safe study where NUCYNTA ® was 
administered for up to 90 days, 8 0 0 patten s w 0 stoppe a rupt y an were assessed 2 to 4 days 

J after for opioid-like withdrawal symptoms, reported no withdrawal symptoms. 3 

The most common adverse events are nausea, dizziness, vomiting, somnolence, and headache. 

http://www.nucynta.comlnucyntalgi-tolerability-safety-profile-2.html 201 O-OR-l? 
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Proven Safety Profile - NUCYNTA® I NUCYNTA® , . 
Please see the Important Safety Information below. 

!.~ t ., 

':C: For the relief of moderate to severe acute pain in patients 18 years of age or older 
IMPORTANT SAFETY INFORMATION 

Like other drugs with mu-opioid agonist activity, NUCYNTA ® is contraindicated in patients with 
significant respiratory depression, acute or severe bronchial asthma or hypercapnia in unmonitored 

settings or in the absence of resuscitative equipment. NUCYNTA ® is contraindicated in patients who 
have or are suspected to have paralytic ileus. NUCYNTA ® is also contraindicated in patients currently 
using or within 14 days of using monoamine oxidase inhibitors (MAOIs) due to potential additive 
effects on norepinephrine levels, which may result in adverse cardiovascular events. 
Respiratory depression is the primary risk of mu-opioid agonists. Respiratory depression occurs more 
frequently in elderly or debilitated patients and in those suffering from conditions accompanied by 
hypoxia, hypercapnia, or upper airway obstruction, in whom even moderate therapeutic doses may 

significantly decrease pulmonary ventilation. NUCYNT A ® should be administered with caution to the 
elderly, debilitated patients, and patients with conditions accompanied by hypoxia, hypercapnia or 
decreased respiratory reserve such as: asthma, chronic obstructive pulmonary disease or cor pulmonale, 
severe obesity, sleep apnea syndrome, myxedema, kyphoscoliosis, CNS depression, or coma. In such 

patients, even usual therapeutic doses of NUCYNTA ® may increase airway resistance and decrease 
respiratory drive to the point of apnea. Alternative non-mu-opioid agonist analgesics should be 

considered and NUCYNTA ® should be employed only under careful medical supervision at the lowest 
effective dose in such patients. If respiratory depression occurs, it should be treated as any 
mu-opioid agonist-induced respiratory depression. 
Patients leceiving othet UIu-opioid agonist analgeSICS, general anesthetIcs, phenothiazines, other 
tranquilizers, sedatives, hypnotics, or other CNS depressants (including alcohol) concomitantly with 

NUCYNTA ® may exhibit additive CNS depression. Interactive effects resulting in respiratory 
depression, hypotension, profound sedation, coma or death may result if these drugs are taken in 

combination with NUCYNT A ®. When such combined therapy is contemplated, a dose reduction of one 
or both agents should be considered. 
Opioid analgeSICS can raise cerebrospinal fluid pressure as a result of respIratory depression with earbon __ 

dioxide retention. Therefore, NUCYNT A ® should not be used in patients susceptible to the effects of 
raised cerebrospinal fluid pressure such as those with head injury and increased intracranial pressure. 
Opioid analgesics may obscure the clinical course of patients with head injury due to effects on 

pupillary response and consciousness. NUCYNT A ® should be used with caution in patients with head 
injury, intracranial lesions, or other sources of preexisting increased intracranial pressure. 

-wue y N I A® IS a mu-opiOld agonIst and IS a Schedule II controlled substance. Such drugs are sought 
by drug abusers and people with addiction disorders. Diversion of Schedule II products is an act subject 

to criminal penalty. NUCYNT A ® can be abused in a manner similar to other mu-opioid agonists, legal 
or illicit. This should be considered when prescribing or dispensing NUCYNTA ® in situations where 
the physician or pharmacist is concerned about an increased risk of misuse and abuse. All patients 
treated with mu-opioid agonists require careful monitoring for signs of abuse and addiction. 

"'"N OCYNTA® may be abused by crushmg, chewmg, snorting or mJecting the product. These practices 
pose a significant risk to the abuser that could result in overdose and death. 

Experience with NUCYNTA ® overdose is very limited. Management of overdose should be focused on 
treating symptoms of mu-opioid agonism. Primary attention should be given to reestablishment of a 

') patent airway and institution of assisted or controlled ventilation when overdose of NUCYNTA ® is 
suspected. Supportive measures (including oxygen and vasopressors) should be employed in the 
management of circulatory shock and pulmonary edema accompanying overdose as indicated. Cardiac 

http://www.nucynta.com!nucyntalgi-tolerability-safety-protile-2.html 
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Proven Safety Profile - NUCYNTA® I NUCYNTA® . 

arrest or arrhythmias may require cardiac massage or defibrillation. 

p-atient~ sho~ld be cautioned that NUCYNTA ® may impair the mental and/or physical abiliti~s required 
for the performance of potentially hazardous tasks such as driving a car or operating machinery. This is 
to be expected especially at the beginning of treatment, at any change of dosage as well as in 
combination with alcohol or tranquilizers. Co, 

NUCYNT A ® has not been systematically evaluated in patients with a seizure disorder, and such 
patients were excluded from clinical studies. NUCYNTA ® should be prescribed with care in patients 
with a history of a seizure disorder or any condition that would put the patient at risk of seizures. 
The development of a potentially life-threatening serotonin syndrome may occur with use of SNRI 

products, including NUCYNTA ®, particularly with concomitant use of serotonergic drugs such as 
SSRIs, SNRIs, TCAs, MAOIs and triptans, and with drugs which impair metabolism of serotonin 
(including MAOIs). Serotonin syndrome may include mental-status changes (eg, agitation, 
hallucinations, coma), autonomic instability (eg, tachycardia, labile blood pressure, hyperthermia), 
neuromuscular aberrations (eg, hyperreflexia, incoordination) andlor gastrointestinal symptoms (eg, 
nausea, vomiting, diarrhea). 

a symptoms may occur if NUCYNTA ® is discontinued abruptly. These symptoms may 
include: anxiety, sweating, insomnia, rigors, pain, nausea, tremors, diarrhea, upper respiratory 
symptoms, piloerection, and rarely, hallucinations. Withdrawal symptoms may be reduced by tapering 

NUCYNTA®. 
'Pregnancy Category C. There are no adequate and well-controlled studies of NUCYNTA ® in pregnant 
women. NUCYNTA ® should be used during pregnancy ONLY if the potential benefit justifies the 
potential risk to the fetus. NUCYNTA ® is not recommended for use in women during and immediately 
prior to labor and delivery. Neonates whose mothers have been taking NUCYNTA ® should be 
monitored for respiratory depression. NUCYNT A ® should not be used during breastfeeding. 
NUCYNT A ® is not recommended in patients with severe renal or hepatic impairment. NUCYNT A ® 
should be used with caution in patients with moderate hepatic impairment. Like other drugs with mu-

opioid agonist activity, NUCYNTA tID may cause spasm of the sphincter of oddi and should be usea 
with caution in patients with biliary tract disease, including acute pancreatitis. 
The most common adverse events are nausea, dizziness, vomiting, somnolence and headache. 
~ Ot:tJa,g M:N0i~ Jaassen Phmmaeeutieais, IRe. 2010. All rights res0fved. Your l<lS@ gftbe ;nfonnati0l}f"_ 

on this site IS su ~ect to our LegarNotice. Please see our Pnvacy Policy. 
This site is published by Ortho-McNei1®, Division ofOrtho-McNeil-lanssen Pharmaceuticals, Inc, 
which is solely responsible for its contents. 
This information is intended for the use of our customers, patients, and healthcare professionals in the 
United States and Puerto Rico only. Ortho-McNeil®, Division of 
Ortho-McNeil-Janssen Pharmaceuticals, Inc, recognizes that the Internet is a global communications 
medium; however, laws, regulatory requirements, and medical practices for pharmaceutical products 
vary from country to country. The prescribing information included here may not be appropriate for use 
outside the United States and Puerto Rico. 
IIQMBPAG[~ I SITEMAP I REFERENCES I LEGAL NOIICE. I PRIYACYPOLICY I 
CONTACT US 
Last modified Jan 26 2010 at 13:08:11 EST 
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Topen/adol Monograph 

Tapentadoll '(Nucynta™) 

The purpose of VA PBM Services drug monographs is to provide a comprehensive drug review for making 
formulary decisions. These documents will be updated when new clinical data warrant additional formulary 
discussion. Documents will be placed in the Archive section when the information is deemed to be no longer 
current. 

Executive Summary: 

• Tapentadol is a centrally acting analgesic believed to act through a dual mechanism as a mu
opioid receptor agonist and an inhibitor of norepinephrine reuptake to provide analgesic 
effects. 

• Tapentadol immediate-release tablets are FDA approved for the treatment of moderate to 
severe acute pain in patients 18 years and older. 

• The recommended dose for adults is 50-1 OOmg by mouth as needed every 4-6 hours without 
regard to meals. If adequate pain control is not achieved following the initial dose, a second 
dose can be administered as early as 1 hour following the initial dose, with dose titration up to 
a maximum total daily dose of 700mg on the initial day of therapy. Subsequent maximum 
daily dOSing is 600mg. 

• No dose adjustments are required in patients with mild hepatic impairment. In moderate 
hepatic failure an initial dose of 50mg every 8 hours is recommended. Use of tapentadol in 
severe hepatic impairment is not recommended. 

• No dose adjustments are required for mild to moderate renal impairment. Use in severe 
renal impairment is not recommended. 

• Equianalgesic dosing has not been established between tapentadol and any other opioids. 
• The most common adverse events associated with tapentadol therapy at any dose include 

nausea, vomiting, dizziness, and somnolence. Serious adverse events occurred in <1 % of 
treated patients and included seizure, respiratory depression, and decreased oxygen 
saturation. 

• Tapazol (5mg, 10mg, 15mg, 20mg tablets), Tramadol (50mg, 100mg, 200mg, 300mg 
tablets), and Neulasta (6 mg/0.6 ML) have been identified as drugs that have look-alike 
sound-alike risk potential with tapentadol (50mg, 75mg, 100mg tablets). 

• Daily cost for tapentadol therapy ranges from approximately $0.95-$11.40 per day and from 
$346.75-$4161.00 per year. This is in comparison to formulary tramadol which costs 
approximately $0.019-$0.23 per day and $6.94-$83.95 per year. 

• Conclusions: 

The mechanism by which tapentadol provides analgesia is similar to that of the current 
formulary alternative, tramadol. In contrast to tramadol, tapentadol is not believed to provide 
analgesic affects through the inhibition of serotonin reuptake; however, similar to tramadol, 
tapentadol does have the potential for serotonin syndrome when used in combination with 
other agents that increase serotonin levels. 

Tapentadol has been classified as a Schedule II controlled substance, and thus requires a 
hardcopy prescription for each order. Tapentadol also requires frequent daily dosing, similar 
to current formulary alternatives (NSAIDs, opioids, and non-opioids), resulting in no 
compliance benefit due to ease of administration. 

Five major randomized, controlled trials of tapentadol showed statistically significant efficacy 
for pain relief in a dose-related manner when compared to placebo. The trials evaluated 

Updated version may be found at www.pbm.va.govorvaww.pbm.va.gov 
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Tapentadol Monograph 

tapentadol for acute moderate to severe pain including postoperative pain following 
bunionectomy (3 trials with NNT -50s ranging from 2.5 to 6 for tapentadol 50 to 100 mg versus 
2.3 to 6 for oxycodone 10 to 15 mg); postsurgical pain following a dental procedure (NNT-50s 
ranging from 1.6 to 4.9 for tapentadol 50 to 200 mg versus 2.6 for morphine 60 mg and 2.0 
for ibuprofen 400 mg); and pain in patients awaiting joint replacement surgery in end stage 
joint disease (NNT-50s of 7.1 and 7.7 for tapentadol50 and 75 mg, respectively versus 8.3 
for oxycodone 10 mg). A sixth trial showed comparable analgesic efficacy and better 
gastrointestinal tolerability with scheduled doses of tapentadol 50-100 mg relative to 
oxycodone 10-15 mg (each drug given every 4-6 hours), with tolerability as a primary 
endpOint and efficacy as a secondary endpoint in patients with lower back pain or 
osteoarthritis of the knee or hip over a 90-day period. 

Noninferiority comparisons in two of three trials showed that the analgesic effects of single 
doses oftapentadollR 50-75 mg were not worse than those of oxycodone IR 10-15 mg in 
relieving moderate to severe end-stage joint disease pain or post-operative bunionectomy 
pain. Noninferiority comparisons in a third trial showed that tapentadol 75 mg was not 
non inferior (a priori) and that tapentadol 100 mg was noninferior (post hoc) to oxycodone 
15 mg in moderate to severe postoperative bunionectomy pain. Tapentadol 100-200 mg and 
morphine IR 60 mg were comparable in analgesic efficacy in patients with moderate to 
severe postoperative dental pain. There were no head to head trials with current pain 
medications adequately powered to show superiority. 

Five trials showed that tapentadol 50 and 75 mg caused Significantly or numerically less 
nausea and/orvomiting than oxycodone 10-15 mg (Le., at non inferior analgesic doses), with 
two of these trials also showing significantly or numerically less constipation with tapentadol 
50, 75, or 100 mg. One of the five trials showed in post hoc comparisons of noninferior 
analgesiC doses that tapentadol 100 mg was not significantly different from oxycodone 15 mg 
in terms of the incidence of nausea and/or vomiting. Thus, overall, tapentadol may have an 
advantage of less gastrointestinal adverse events over oxycodone. At comparable analgesic 
doses, tapentadol 100 and 200 mg had numerically less or similar incidences of nausea 
and/or vomiting and headache relative to morphine 60 mg. Tapentadol at these doses had 
numerically higher incidences of nausea and/or vomiting and similar incidences of headache 
compared with ibuprofen 400 mg. 

Trial results had limited external validity to VA practice or older adults with co-existing 
medical conditions. All of the studies excluded patients with hepatiC or renal insufficiency and 
one trial studied patients aged 18-45 years. The longest safety trial, in which efficacy was a 
secondary outcome, was 90 days and the longest efficacy trial was 10 days in duration. 
Long-term data is lacking for tapentadol. 

Tapentadol has a limited role in the treatment of acute pain in the VA as there are several 
formulary alternatives available. It may have lower gastrointestinal effects than oxycodone or 
morphine. In postoperative dental pain specifically, limited data suggests no apparent 
advantages over ibuprofen. 

Introduction 

Tapentadol is a centrally acting dual-mechanism analgesiC approved for treatment of moderate to 
severe pain in adults 18 years and older. Tapentadol is the second opioid with norepinephrine 
reuptake inhibition, tramadol being the first, to be FDA approved. Tapentadol has been classified 
as a Schedule II controlled substance. 

The purposes of this monograph are to (1) evaluate the available evidence of safety, tolerability, 
efficacy, cost, and other pharmaceutical issues that would be relevant to evaluating tapentadol for 
possible addition to the VA National Formulary; (2) define its role in therapy; and (3) identify 
parameters for its rational use in the VA. 

Updated version may be found at www.pbm.va.aQvorvaww.pbm.va.gov 2 
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Tapentadol Monograph 

Pharmacology 1,2,3.4 

Tapentadol is a centrally acting analgesic believed to act through a dual mechanism as a mu
opioid receptor agonist and an inhibitor of norepinephrine reuptake, It is considered to be an 
opioid analgesic, Binding at the mu-opioid receptor results in inhibition of the ascending pain 
pathway, while an increased level of norepinephrine is thought to modify the descending pain 
pathway, Tramadol, a widely utilized analgesic, works by a similar mechanism as a mu-opioid 
agonist and an inhibitor of serotonin and norepinephrine reuptake, 

In-vitro studies have shown that tapentadol inhibits the reuptake of serotonin, though this 
inhibition was five times weaker than the inhibition of norepinephrine reuptake. Additionally, 
when studied in-vitro versus a number of selective serotonin reuptake inhibitors (SSRls), the 
affinity for the serotonin receptors by tapentadol was 15()"15,OOO times weaker than that of the 
SSRls. The analgesic effects associated with tapentadol therapy are not believed to be related to 
the inhibition of serotonin reuptake, but use of tapentadol with medications that increase 
serotonin levels can result in increased risk of serotonin syndrome (see adverse events section). 

Pharmacokinetics 1 

Table 1: Pharmacokinetics of tapentadol 
Mean absolute bioavailability 32% (fasting) 
Time to maximum concentration" 1.25 hours 
Volume of distribution 540 +/- 9al 
Protein Binding -20% 
Terminal half-life 4 hours 
Metabolism Approximately 97% of parent drug is metabolized. 

Primarily metabolized by glucuronic acid conjugation 
(70%). 

Elimination 99% of active drug and inactive metabolites 
eliminated renally. 

'Determined after a Single oral dose administration 
Information obtained from product package insert dated March 2009 

FDA Approved Indication(s) and Off.label Uses 1 

Tapentadol is FDA approved for the treatment of moderate to severe acute pain in patients 18 
years and older. 

Current VA National Formulary Alternatives 

Table 2: Orally Administere dF ormu ary A Iterna Ives or f f A cute P ain 
Drug Class Formulary Agents Restrictions 
NSAIDS Diclofenac Meloxicam None 

Etodolac Naproxen 
Ibuprofen Piroxicam 
Indomethacin Sulindac 

Opioid Analgesics, Codeine/Acetaminophen Oxycodone None 
Short-acting Hydrocodone/Acetaminophen Oxycodone/Acetaminophen 

Hydromorphone Tramadol 
Morphine 

Non-Opioid Analgesics Acetaminophen None 

Dosage and Administration 1 

• Recommended dose for adults is 50-100mg by mouth as needed every 4-6 hours without 
regard to meals. 

Updated version may be found at www.pbm.va.qovorvaww.pbm.va.gov 
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• If adequate pain control is not achieved following the initial dose, a second dose can be 
administered as early as 1 hour following the initial dose, with dose titration up to a maximum 
total daily dose of 700mg on the initial day of therapy. 

• Subsequent maximum daily dosing is 600mg. 
• Hepatic Impairment 

o No dose adjustment recommended in mild impairment 
o In patients with moderate hepatic impairment, an initial dose of 50mg every 8 hours is 

recommended, with further dose/frequency titration based on resulting analgesia and 
tolerability. 

o Use of tapentadol in severe hepatic impairment (Child-Pugh Class C) has not been 
studied and is not recommended. 

• Renal Impairment: 
o No dose adjustments are recommended in mild to moderate renal impairment 
o Use of tapentadol in severe renal impairment has not been studied and is not 

recommended. 

Dosage Forms/Strengths 1 

• 50mg, 75mg, and 100mg tablets 

Efficacy 

Efficacy Measures 

• Sum of pain intensity difference (SPID) using the 5-point pain relief numerical ranking scale 
(NRS) and 11-point pain intensity NRS as well as the patient global impression of change 
(PGIC) 

• Total pain relief (TOTPAR) 
• Sum of total pain relief and pain intensity difference (SPRID) 
• Responder rate at 48 hours for proportions of patients achieving <:!:30% and <:!:50% pain 

reductions 

Summary of efficacy findings 

• Six randomized controlled trials studied postoperative pain following a bunionectomy (3 
trials), postsurgical pain following a dental procedure (1 trial), pain in patients awaiting jOint 
replacement surgery in end stage joint disease (1 trial), and chronic pain in patients with low 
back pain and osteoarthritis of the knee and hip (1 trial). The patient population studied 
varied from ages 18-80 years old depending on the trial and were relatively healthy. 

• The trials showed a beneficial effect on pain relief when compared to placebo in terms of the 
sum of pain intensity difference (SPID; primary efficacy measure), total pain relief (TOTPAR), 
and sum of total pain relief and pain intensity difference (SPRID). 

• Two of the trials (Daniels, et aI9
,10) confirmed the noninferiority of oxycodone and tapentadol 

for pain relief. The two trials differed in the strength of oxycodone and tapentadol studied, as 
well as in the number of patients allocated to each of the treatment groups. The second 
Daniels, et al. trial was done to confirm the results of the first one. The second trial did not go 
as in depth with the efficacy results and the allowed rescue medications differed. 

• Efficacy was studied over a maximum 10-day period and long-term efficacy trials have yet to 
be performed. 

• There were no head to head trials with current pain medications adequately powered to show 
superiority. 

• Primary endpoints: 5-day SPID, 2-day TOTPAR, 5-day TOT PAR, 1 O-day TOTPAR, 2-day 
SRPID, 5-day SPRID, 1 O-day SPRID, 8-hour TOTPAR, 48 hour-SPID. 

Updated version may be found at www.pbm.va.goyorvaww.pbm.va.gov 
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Abbreviations for the Following Tables: ER=extended release; IR=immediate release; LSMD = least 
squares mean difference; MOR = Morphine sulfate; NNT=number needed to treat; NNT-30 or -50 = Number 
needed to treat for at least 30% or 50% reduction in pain, respectively (calculated); PBO = Placebo; 
PGIC=patient global impression of change; PEM==primary efficacy measure; RDB=randomized double blind 
trial; SPID=sum of pain intensity difference; SPRID=sum of total pain relief and pain intensity difference; 
TOTPAR=total pain relief 

Table 1 Trial in Patients with End-stage Joint Disease Pain 

Hartrick, et al. TapentadoIIR::' TapentadollR Oxycodone Hel' 
. 50 mg" . 75 mg' End-stage Joint 

Disease Pain 
N .. 151 ',N .. 164' 

. IR 10 mg 
N""164· 

101,2:j: 97.5:j: 

N=659 [54,58-147.89) [51.81-143.26) 
111.9:j: 

[66.49-157.38) 

Design: ROB 
superiority trial of 
ta pentadol vs 
placebo and non-' 
inferiority trial of 
ta pentadol vs 
oxycodone with a 
margin of 10%. 

30% reduction in 
pain intensity b 

NNT-30 
50% reduction in 
pain intensity b 

NNT-50 

43 

7.7 

27 

7.1 

'LSMD vs. placebo 
b Percent of patients achieving reduction in pain intensity at day 5 
+ P<0.05 vs. placebo 

Table 2 Trial in Postoperative Dental Pain 

41 

9.0 

26 

7.7 

Kleinert, et 
"TapentadoIIR' . al. (2008t 

Efficacy •• 25mg,' 50mg 75mg" 
Postsurgical Endpoint N=51 N-SO' , N.SO· 

Dental Pain TOTPAR- 1.6 3.2* 5.0:j: 88 (PEM) 

N=400 50% 
Design: reduction 32.7 46.0" 46.0" 
Phase 112- in pain 
center DD intensity b 

ROB NNT-50 13.8 4.9 4.9 

'LSMO v placebo 
b Percent of patients achieving reduction in pain intensity 
'P .5 0.05 versus placebo using a post hoc nonparametric analysis 
:j:P .5 0.001 versus placebo using a post hoc nonparametric analysis 
# P .5 0.001 versus placebo using a parametric analysis 
"P<0.5 versus placebo 
+P<0.001 versus placebo 
30% reduction in pain intensity not denoted in trial information. 

100 m9' 
Noo48< 

6.9:j:# 

64.6+ 

2.6 
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200mg' 60 mg 
NaSO" ". N-51· 

10.6+# 9.1:j:# 
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1.6 2.6 

PBO' 
N=168 

30 

13 

IBU' 
'0< 400 mg .. PBO" 

N-51' N=51 , 

13.2:j:# 

76.5+ 25.5 
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Table 3 First Trial in Postoperative Bunlonectomy Pain 
Danlels,et Tapentadol': Tapentadol Tapentadol'. Oxycodone .. 
al. (2009)!O Efficacy IR50mg, IR75mg' ...... IR100mg.: HCIIR 15m,,' 

Measure N=119;:· N-120 
Postoperative 48 hr-SPID 

94.6* 114.6* 
Bunionectomy (PEM)· 
Pain 30% reduction in 

pain intensity, % 64.7* 68.3* 
N=602 of patients b 

Design: NNT-30 4.0 3.5 
Phase II MC 50% reduction in 
RDBwith pain intensity, % 58.0* 56.7* 
noninferiority .• of patients b 

comparison of . 
active 

NNT-50 3.6 3.7 treatments 
(10% margin) 

aLSMD v placebo 
b Percent of patients achieving reduction in pain intensity at 48 hours 
* P<0.001 versus placebo 

Table 4 Second Trial in Postoperative Bunionectomy Pain 

N -118 N .. 125 

142.7* 147.8* 

78.8* 78.4* 

2.6 2.6 

70.3* 72.8* 

2.5 2.3 

Daniels, et al. Efficacy TapentadollR TapentadollR 
(2009)i 50 mg. .. 75 ma: 

Oxycodone Hel· 
IR 10 mg 
N=279 Measure· : N '" 275 N .,; 27'"'''' 

40 

30 

PBO 
N=69 

Postoperative 48 hr-SPIDa 62.4* 84.6* 81.5* 
Bunionectomy :-:::3~OO';';*,"-r':::ec:.,du':':ct=-:I;-·o-n"7in----:::;77::;.'-'5-* ------7=-6.:.:.=-3*--------'7:..:5"'.2=-*-------5-8---
Pain pain intensity b 

NNT-30 5 5 6 
N=901 
Design: Me 
RDBwith 
noninferiority 

50% reduction in 
pain intenSity b 

comparison of NNT-50 
active 
treatments 

64.7** 

6 

aLSMD v placebo 
b Percent of patients achieving reduction in pain intensity 
* P<0.001 
**p<0.05 

Table 5 Trial in Lower Back Pain or Osteoarthritic Pain 

64** 

6 

Hale, et al. TapentadollR. Oxycodone .. ' 
(2009) . 50 mg or 100mg 10 mg or 15 mg~ :;~ 

Lower back' 
pain or 
osteoarthritis, . 
of the hip or 
knee 

Efficacy . q4-6h:q4-6h ' .. 
Measure N=679· N=170.· ! 

Pain Intensity· 4.9 5.2 

N=849 PGIC (%)' 66 62 
Design: go;. . 
dayMCRDB 
tolerability 
stUdy 
• At end of study; secondary endpoint 
Results were not analyzed statistically 
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Stegmann, et al. 

Poslbunioneclomy 
pain 

N=269 
Design: 72h ROB 
efficacy and 
tolerability study 

aLSMD v placebo 

'~.';,: .' "" 
" '/.:; • " .> ',<' 

SPI-24h 8.3* 

TapentadoIIJ';: . OxycodoneHel· 
100 mg. .• ' .. " .. IR 10 mg . 
N-n.:, N-S7 

".' 

12.7* 6.2* 

Placebo 
N-S7 

For further details on the efficacy results of the clinical trials, refer to Appendix: Clinical Trials 
(page 12). 

Adverse Events (Safety Data) 1,5, 6. 9-11 

The most common adverse events associated with tapentadol therapy at any dose include 
nausea, vomiting, dizziness, and somnolence. 

Table 6 Adverse Events Reported to Occur in :::5% of Patients Treated With Any Dose of 
Tapentadol (%) 

Study Tapentadol Tapentadol Tapentadol Tapentadol Placebo 
50mg 75mg 100mg 200mg 

1 35 38 49 N/A 13 
2 18 21 N/A N/A 5 

Nausea 3 22 16 10 50 2 
4 34 45 N/A N/A 17 
5 46.3 N/A 66.2 N/A 17.9 
1 18 21 32 N/A 3 
2 7 14 N/A N/A 4 

Vomiting 3 10 6 6 36 2 
4 12 28 N/A N/A 0 
5 16.4 N/A 35.3 N/A 1.5 
1 7 1 10 N/A 1 
2 4 7 N/A N/A 2 

Constipation 3 N/A N/A N/A N/A N/A 
4 8 5 N/A N/A 1 
5 6.0 N/A 7.4 N/A 1.5 
1 16 22 31 N/A 5 
2 18 26 N/A N/A 5 

Dizziness 3 24 26 38 60 14 
4 15 25 N/A N/A 10 
5 32.8 N/A 64.7 N/A 14.9 
1 12 13 21 N/A 1 
2 6 10 N/A N/A 1 

Somnolence 3 6 12 19 26 2 
4 20 19 N/A N/A 16 
5 28.4 N/A 36.8 N/A 7.5 
1 3 9 17 N/A 1 
2 2 5 N/A N/A 3 

Pruritis 3 0 2 0 6 0 
4 5 8 N/A N/A 3 
5 7.5 N/A 13.2 N/A 0 

~'. ". (1) Hartnck eta\. 2009. (2) Klemert et.al. 2008, (3) Damels etal. 2009 ,(4) Damels et.at 2009 • (5) Stegmann 
et. al. 2008" 

Deaths and Other Serious Adverse Events 
No deaths have been reported with tapentadol. Serious adverse events occurred in <1 % of 
treated patients and included seizure, respiratory depression, and decreased oxygen saturation. 

Updated version may be found al www.pbm.va.qovorvaww.pbm.va.gov 
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Other Adverse Events 
Additional adverse events reported in clinical trials ;::'/ % but <5% include dry mouth, dyspepsia, 
fatigue, feeling hot, nasopharyngitis, upper respiratory tract infection, urinary tract infection, 
decreased appetite, arthralgia, tremor, lethargy, insomnia, abnormal dreams, anxiety, 
hyperhidrosis, rash, and hot flashes. 

Contraindications (Absolute) 

• Use of tapentadol is contraindicated in the following patient populations: 
o Impaired pulmonary function, including significant respiratory depression, acute or 

severe bronchial asthma, or hypercapnia if administered in an unmonitored setting or 
in the absence of resuscitative equipment. 

o Confirmed or suspected paralytic ileus 
o Current use or recent use «14 days) of monoamine oxidase inhibitors. 

Warnings and Precautions 

• Tapentadol can cause respiratory depression; caution should be used in patients with risk for 
hypoxia or hypercapnia or patients that have decreased respiratory reserve. 

• Risk for misuse and abuse exists with tapentadol, which is a Schedule" controlled 
substance; thus caution should be used in patients who may be at risk. 

• Tapentadol has the potential to cause increase intracranial pressure, thus should be used 
cautiously in patients with evidence of head injury or increased intracranial pressure. 

• Tapentadol should be used with caution in patients at risk for or with a history of seizure as 
tapentadol use has not been assessed in this patient population. 

• Tapentadol results in increased levels of serotonin, thus should be used cautiously in patients 
taking other medications that can increase serotonin levels, to prevent risk of serotonin 
syndrome. 

• Abrupt discontinuation of tapentadol may result in withdrawal symptoms, dose tapering 
should be considered. 

• Tapentadol use may result in impaired ability to operate machinery or drive. 
• Concomitant use of alcohol/drugs of abuse and tapentadol may result in additive side effects 

(sedation, respiratory depression, and hypotension) and should be avoided. 
• Caution with use in hepatiC and renal impairment (see dosing recommendations). 
• Caution with use in the elderly due to increased risk of impaired hepatic and renal 

impairment. 
• Tapentadol is not approved for use in adolescents and children less than 18 years old. 

Pregnancy/Lactation 1 

• Tapentadol is pregnancy category C. 
• Information regarding elimination of tapentadol is limited thus use is not recommended during 

breast feeding. 

Postmarketing Safety Experience 

No data 

Sentinel Events 

None 

Updated version may be found at www.pbm.va.qovorvaww.pbm.va.gov 8 

I ' 

000718 



Tapentadol Monograph 

Look-alike I Sound-alike (LA I SA) Error Risk Potential 

As part of a JCAHO standard, LA/SA names are assessed during the formulary selection of 
drugs. Based on clinical judgment and an evaluation of LASA information from four data sources 
(Lexi-Comp, USP Online LA/SA Finder, First Databank, and ISMP Confused Drug Name List), 
the following drug names may cause LA/SA confusion: 

LA/SA for generic name tapentadol: 
LA/SA for brand name Nucynta: 

Drug Interactions 1 

Tapazol, Tramadol 
Neulasta 

Tapentadol is primarily metabolized by glucuronidation (70%) and to a lesser extent by 
cytochrome P450 (CYP2C9/2C19 (13%), CYP2D6 (3%». The active drug which is metabolized 
by cytochrome P450 enzymes is then further metabolized via glucuronidation, thus resulting in 
minimal drug/drug interaction as a result of cytochrome P450 induction or inhibition. 

Pharmacodynamic drug-drug interactions exist due to potential additive effects with other CNS 
depressing medications. Concomitant use of tapentadol and monoamine oxidase inhibitors may 
result in elevated levels of serotonin and is contraindicated. Concomitant use of tapentadol with 
medications that increase serotonin level (serotonin reuptake inhibitors, serotonin and 
norepinephrine reuptake inhibitors, and tricyclic antidepressants) can increase the risk of 
serotonin syndrome (please see pharmacology section for further information). 

Acquisition Costs 

T bl 7 VAA C a e cquisltlon ost 
Drug Dose Cost/Day ($) I Cost/Year ($) 

Tapentadol 50-600mg/day (100mg tablets) 0.95-11.40 346.75-4161.00 
Tramadol 50-400mg/da~( 50mR tablets) 0.019-0.23 6.94-83.95 

Tablet Size CostITablet ($) 
Tapentadol 50mg tablet (100mg tablets split) 0.95 
Tapentadol 75mg tablet 1.42 
Tapentadol 100mg tablet 1.90 
Lowest VA cost as of 412012010 

Pharmacoeconomic Analysis 

No pharmacoeconomic analysiS is currently available regarding tapentadol. 

Conclusions 

The mechanism by which tapentadol provides analgesia is similar to that of the current 
formulary alternative, tramado!. In contrast to tramadol, tapentadol is not believed to provide 
analgeSic affects through the inhibition of serotonin reuptake; however, similar to tramadol, 
tapentadol does have the potential for serotonin syndrome when used in combination with 
other agents that increase serotonin levels. 

Tapentadol has been classified as a Schedule II controlled substance, and thus requires a 
hardcopy prescription for each order. Tapentadol also requires frequent daily dosing, similar 
to current formulary alternatives (NSAIDs, opioids, and non-opioids), resulting in no 
compliance benefit due to ease of administration. 

Five major randomized, controlled trials of tapentadol showed statistically Significant efficacy 
for pain relief in a dose-related manner when compared to placebo. The trials evaluated 
tapentadol for acute moderate to severe pain including postoperative pain following 
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bunionectomy (3 trials with NNT-50s ranging from 2.5 to 6 for tapentadol50 to 100 mg versus 
2.3 to 6 for oxycodone 10 to 15 mg); postsurgical pain following a dental procedure (NNT-50s 
ranging from 1.6 to 4.9 for tapentadol 50 to 200 mg versus 2.6 for morphine 60 mg and 2.0 
for ibuprofen 400 mg); and pain in patients awaiting jOint replacement surgery in end stage 
joint disease (NNT-50s of 7.1 and 7.7 for tapentadol50 and 75 mg, respectively versus 8.3 
for oxycodone 10 mg). A sixth trial showed comparable analgesic efficacy and better 
gastrointestinal tolerability with scheduled doses of tapentadol 50-100 mg relative to 
oxycodone 10-15 mg (each drug given every 4-6 hours), with tolerability as a primary 
endpoint and efficacy as a secondary endpoint in patients with lower back pain or 
osteoarthritis of the knee or hip over a gO-day period. 

Noninferiority comparisons in two of three trials showed that the analgesic effects of single 
doses of tapentadollR 50-75 mg were not worse than those of oxycodone IR 10-15 mg in 
relieving moderate to severe end-stage jOint disease pain or post-operative bunionectomy 
pain. Noninferiority comparisons in a third trial showed that tapentadol 75 mg was not 
non inferior (a priori) and that tapentadol100 mg was non inferior (post hoc) to oxycodone 
15 mg in moderate to severe postoperative bunionectomy pain. Tapentadol100-200 mg and 
morphine IR 60 mg were comparable in analgesic efficacy in patients with moderate to 
severe postoperative dental pain. There were no head to head trials with current pain 
medications adequately powered to show superiority. 

Five trials showed that tapentadol 50 and 75 mg caused significantly or numerically less 
nausea and/or vomiting than oxycodone 10-15 mg (i.e., at noninferior analgesic doses), with 
two of these trials also showing significantly or numerically less constipation with tapentadol 
50, 75, or 100 mg. One of the five trials showed in post hoc comparisons of non inferior 
analgesic doses that tapentadol 100 mg was not significantly different from oxycodone 15 mg 
in terms of the incidence of nausea and/or vomiting. Thus, overall, tapentadol may have an 
advantage of less gastrOintestinal adverse events over oxycodone. At comparable analgesic 
doses, tapentadol 100 and 200 mg had numerically less or similar incidences of nausea 
and/or vomiting and headache relative to morphine 60 mg. Tapentadol at these doses had 
numerically higher incidences of nausea and/or vomiting and similar incidences of headache 
compared with ibuprofen 400 mg. 

Trial results had limited external validity to VA practice or older adults with co-existing 
medical conditions. All of the studies excluded patients with hepatic or renal insufficiency and 
one trial studied patients aged 18-45 years. The longest safety trial, in which efficacy was a 
secondary outcome, was 90 days and the longest efficacy trial was 10 days in duration. 
Long-term data is lacking for tapentado!. 

Tapentadol has a limited role in the treatment of acute pain in the VA as there are several 
formulary alternatives available. It rnay have lower gastrOintestinal effects than oxycodone or 
morphine. In postoperative dental pain specifically, limited data suggests no apparent 
advantages over ibuprofen. 

References: 

1. Nucynta® (tapentadol) prescribing information. Raritan, NJ. Ortho-McNeil-Janssen, Inc; 
March 2009. 

2. Tzschentke TM, De Vry J, Terlindin R, et al. Tapentadol Hydrochloride: AnalgeSic mu
opiod receptor agonist noradrenaline reuptake inhibitor. Drugs of the Future 2005; 
31(12): 1053-61. 
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Appendix: Clinical Trials 

A literature search was performed on PubMed/Medline (1995 to January 2010) using the search 
terms <tapentadol> and <Nucynta>. The search was limited to studies performed in humans and 
published in English language. Reference lists of review articles and the manufacturer's package 
insert dossier were searched for relevant clinical trials. All randomized controlled trials published 
in peer-reviewed journals were included. FDA Medical Reviews were also reviewed for additional 
nonpublished trial data. 

Abbreviations used in appendices: SPID=sum of pain intensity difference; TOTPAR=total pain 
relief; SPRID=sum of total pain relief and pain intensity difference; IR=immediate release; 
ER=extended release; PGIC=patient global impression of change; OA=osleoarthritis, 
SOWS=Subjective opioid withdrawal scale; COWS=clinical opioid withdrawal scale 
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Citation 

Study Goals 

Methods 

Criteria 

Results 
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Hartrick C, Van Have I, Stegmann J, Oh C, Upmalis D. Efficacy and Tolerability of Tapentadol 
Immediate Release and Oxycodone HCL Immediate Release in Patients Awaiting Primary Joint 
Replacement Surgery of End-Stage Joint Disease: A 10-Day, Phase III, Randomized, Double-Blind, 
Active- and Placebo-Controlled Study. Clinical Therapeutics 2009 November 2;31 (2i: 260-271. 
• Assess the efficacy and tolerability of tapentadol immediate release (IR) in patients who were 

candidates for jOint replacement surgery due to end stage joint disease. Compare tapentadol 
IR with oxycodone IR with respect to efficacy and tolerability. 

• Primary endpoint: SPID over 5 days 

• Secondary endpoints: 2- and 1 O-dav SPID; 2- 5- 10 day TOTPAR and SPRID 

Study Design 
• 20 day screening period, 7 day run-in period, 10 day double-blind treatment period and 5 day 

follow-up period. 
• 659 patients were included in the study after screening. Baseline characteristics were similar 

between groups. 
• Patients were randomized 1:1 :1:1 to receive tapentadollR 50 mg, tapentadollR 75 mg, 

oxycodone HCIIR 10 mg, or placebo. Randomization was balanced using permuted blocks of 
treatment and was stratified by study center. 

• Study medication was provided in the form of a blister card and patients were instructed to take 
the medication every 4 to 6 hours while awake with a maximum of 6 doses per day. Patients 
were instructed to retum all unused medication after day 10 for compliance assessment and 
calculation of the mean daily dose. 

• Efficacy was evaluated through pain assessments performed twice daily and at the end of the 
study. Endpoints included SPID, TOTPAR and SPRID. 

Data Analysis 
• miTT for efficacy and safety analyses; LOCF, BOCF also done for primary efficacy measure (5-

d SPID); p-values adjusted for multiple comparisons using Hochberg's procedure 
• 156 patients per treatment group would provide 90% power to shaw a significant difference 

between at least one tapentadol dose group and the placebo group with a=0.05. 
• SPID, TOTPAR, SPRID were analyzed using an analysis of covariance model with treatment 

and pooled center as factors and baseline pain intenSity as covariate. 
• Pairwise treatment differences were estimated based on the least squares mean difference from 

placebo 
Noninferiority tests for tapentadol 50 and 75 mg vs. oxycodone 10 mg with margin of 10% 

(prespecified secondary efficacy analvseS) 

IncluSion criteria 
• Men and women aged 18to 80 years old who were candidates for primary jOint replacement 

surgery due to end stage jOint disease requiring daily doses of analgeSics 
• Patients had to report a mean pain intenSity score ~ 5 on an l1-point numerical rating scale 

over 3 days of pain measurements completed 

Exclusion criteria 
• History of chronic hepatitis B or C infection, HIV infection, malignancy (within the last 2 years), 

history of alcohol or drug abuse, or suspected or apparent seizure disorders 
Concomitant autoimmune inflammatory conditions involving the target joint, acute crystal
induced arthropathy (within 6 months before screening) 
Moderate to severe renal insufficiency or hepatic impairment 
Patients who had received systemic steroid therapy or extended release opioids within 4 weeks 
before screening 
Patients taking IR opioids >4 days per week within 28 days of the screening period or ER 
opioids within 28 days of the screening period 
Patients receiving an experimental drug or used an experimental device within 28 days of study 
entry 
History of sensitivity to tapentadol oxycodone, hydromorphone, morphine, fentanyl or their 
excipients were excluded. 
Participation in previous studies of tapentadol 

" Tapentadol 

Efficacy Measure' , 

5-DaySPID 
[95%CIJ 
30% reduction in pain 
intenSity • 

IR 
50mg 

N =151 
(101.2):j: 
[54.58-147.89J 
43 
NNT 7.7 

Tap.ntado) IR 
75mg 
N-164 

(97.5):j: 
{51.81-143.26J 
41 
NNT9.0 

Oxycodon •. 
Hel 

IR 10mg 
N= 164 

(lll.9):j: 
{66.49-157.38J 
40 
NNT 10.0 

Placebo 
N-168 

30 
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50% reduction in pain 27 26 25 
13 intensit}:: b NNT7.1 NNT 7.7 NNT 8.3 

"mean 
b Percent of patients achieving reduction in pain intensity 
, 95% CI not reported 
( ) = Least squares mean difference vs placebo 
t P<0.001 vs placebo 

Adverse events 
The majority of adverse events were mild to moderate. There was a statistically significant difference 
(nominal p < 0.001) between oxycodone and tapentadol showing that tapentadol had better GI 
tolerability. 
Odds ratios (95% CI) for tapentado\ 50 mg and 75 mg vs. oxycodone 10 mg: 

Nausea andlor vomiting: 0.21 (0.128-0.339) and 0.32 (0.204-0.501) 
Constipation: 0.13 (0.057-{).302) and 0.20 (0.098-{).398) 

Rates of treatment discontinuation were highest in the tapentadol 75 mg group and adverse effects 
were the primary reason for study discontinuation. 

Authors' · Both doses of tapentadollR were superior to placebo and noninferior to oxycodone HCIIR10 

Conclusions mg in relieving moderate to severe pain caused by end-stage joint disease 

· A dose-response relationship in efficacy was not seen with the two doses of tapentadol. 

· Tapentadol had better gastrointestinal tolerability versus oxycodone IR. 

Critique Strengths 

· Study has external validity to the VA population given the age and disease state studied. 

· Study utilized previously validated efficacy analyses (SPID, SPRID, and TOTPAR). 

Limitations 

• The study excluded patients with moderate to severe renal insufficiency and patients with 
hepatic dysfunction which limits its generalizability. Parameters for these exclusions were not 
defined. 

• Study was sponsored by makers of tapentadol; researchers were employees and stockholders 
at that company. 

· Study not adequately powered to detect differences between tapentadol and oxycodone. 

· Study lacks external validity and therefore does not have place in therapy, 
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Trial 2 
Citation Kleinert R, Lange C, Steup A, Black p, Goldberg J, Desjardins P. Single Dose Analgesic Efficacy of 

Tapentadol in Postsurgical Dental Pain: The results of a Randomized Double-Blind, Placebo-Controlled 
Study. Anesthesia and Analgesia 2008 December 6;107:2048-2055. 

Study Goals Compare the efficacy and tolerability of tapentadol and a standard dose of morphine with placebo in a 
model of moderate to severe post-operative dental pain. 

Methods Study Design 

· Phase II, single-dose, double-dummy, randomized, double-blind, active- and placebo-controlled 
study conducted at 2 centers 

· 400 patients were randomly assigned to receive a single, oral dose of one of the following: 
tapentadol HCI 25, 50, 75, 100, or 200 mg; morphine sulfate 60 mg; ibuprofen 400 mg; or placebo. 
Ibuprofen was used as a control to show the sensitivity of the pain model used in this study. 

· Baseline characteristics were similar among groups 

· Primary efficacy end point was TOTPAR-8 

· Patients recorded their pain intensity and relief at 15, 30 and 45 min and 1, 1.5, 2, 3. 4. 5. 6. 7. and 
8 h after study medication administration. 

• Patients recorded time to use of rescue medication and time to perceptible pain relief 

Data Analysis 

· A sample size of N == 50 for each group was needed to show the difference between tapentadol 
and placebo (90% power) 

· Pairwise comparisons for study drugs versus placebo were performed using the Fischer least 
significant difference test 

· Study not powered to detect differences between tapentadol and morphine 

· min for efficacy and safety analyses; linear interpolation for miSSing data within 2 hand LOCF for 
missinQ data after 2 h. 

Criteria Inclusion criteria 

· Men and women 18-45 years undergoing mandibular third molar extraction with bone removal 

· Patients with moderate to severe pain within 6 hours post-surgery 

· Women with a negative pregnancy test 

· Negative urine test for drug abuse 

Exclusion criteria 

· Use of centrally acting substances during the study 

· History of an upper GI disorder within 6 months 

· Contraindications to study medication or comparators 

· Any bleeding disorder 

· Dysphagia 

· Serious complications after molar extraction 

· Chronic hepatic, renal or GI disease 

Results Taeentadol HCI 
Morphine' IBU Efficacy, 75 Sulfate 400 PBa 

Measure., 25mg' 50mg' mg 100 mgJ' 200mg 60mg mg N" 51 
N-51" N-50 N- N=48,,' N-50' 

<' 50".",'" N - 51 N-51, ., 
" 

TOTPAR- 6.3 7.9' 9.7t 11.6t# 15.3t# 13.8t# 17.9t# 4.7 Sa,c 

50% 
reduction 32.7 46.0" 46.0" 64.6+ 87.8+ 64.7+ 76.5+ 25.5 

in pain 
intensitx: b .• 

NNT-50 13.8 4.9 4.9 2.6 1.6 2.6 2.0 -
a mean total pain relief over 8 hours 
b Percent of patients achieving reduction in pain intensity 
• 95% CI not reported 

I 'P ::: 0.05 versus placebo using a post hoc nonparametric analysis 
I tP ::: 0.001 versus placebo using a post hoc non parametric analysis 
I # P ::: 0.001 versus placebo using a parametric analysis 

··P<:0.5 versus placebo 
+P<:O.OOl versus placebo 

Median time to peak pain reduction for tapentadoll00 and 200 mg vs. morphine 60 mg: 1.9 and 2.0 
vs. 4.0 h, respectively (no statistics). 
Median time to perceptible pain relief: <: 1 h for tapentadol :2:75 mg and morphine 60 mg 
Median lime to onset of analgesia: 8.0 h for tapentadol 25. 50, and 75 mg; 1.6 h for 100 mg; 0.7 h for 
200 mg; 1.2 h for morphine; 0.9 h for ibuprofen. 
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Adverse events 
Experienced at least 1 AE (from lowest to highest rates, no statistics): ibuprofen 400 mg 37%; placebo 
49%; tapentadol 25 mg 51 %; tapentdol 75 mg 60%; tapentadol1 00 mg 73%; tapentadol 50 mg 82%; 
morphine sulfate 60 mg 84%; tapentadol200 mg 92% 

Compared with morphine, tapentadol was associated with a decreased incidence in nausea and 
vomiting and appeared more favorable although not statistically significant. No patients discontinued 
treatment due to adverse effects. 
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Citation 

Study Goals 

Methods 

Criteria 

Results 

'. I 

Tapentadol Monograph 

· A single oral dose of tapentadol 75 mg, 100 mg or 200 mg provided significantly greater pain relief 
compared to the placebo based on the TOTPAR-8 

· Results depict analgesic efficacy with increased dose 

• Analgesic dose of tapentadol HCI 100 mg to 200 mg were comparable with morphine sulfate 60 
mg 

Strengths 

· Double-blind. placebo controlled trial 

· Study utilized previously validated efficacy analyses (TOTPAR). 

Limitations 

· Limited external validity to the VA population (for those undergoing dental procedures) 

· Age studied was 18-45 years old 

· Studied effects of a single dose of the medication 

· Excluded patients with chronic renal, hepatic or GI dysfunction which limits generalizability 

· Not adequately powered to show differences between tapentadol and morphine 

· Does not have a place in therapy as it did not show superiorityto formulary alternatives. 

Daniels S, et a!. A randomized double-blind placebo-controlled phase 3 study of relative efficacy and 
tolerability of tapentadol IR and oxycodone IR for acute pain. Current Medical Research and Opinion 
2009 June; 25{i»; 1551-1561. 

To evaluate the efficacy and tolerability of tapentadollR and oxycodone IR for management of 
moderate to severe pain following orthopedic surgery. 

Study Design 

• N=901 
• Randomized, double-blind, placebo controlled, parallel group. multicenter study 
• Patients assigned in 4:4:4:1 ration to receive tapentadol50 mg, tapentadol75 mg, oxycodone 10 

mg, or placebo over a 72 h double blind period. 
• Treated every 4-6 hours 
• Could take up to 2 g of acetaminophen within first 12 hours after first dose of study medication 
• Baseline characteristics were similar between groups 
• Primary efficacy endpoint: SPID over the first 48 hours 
• Secondary efficacy endpOint: SPID over the first 12, 24, and 72 h. responder rates based on the 

reduction of pain intensity compared with baseline, SPRID over 72 hrs of treatment, responder 
rates at 48 h post baseline and PGIC. 

Data Analysis 
• Non-inferiority analysis, 276 patients would provide 90% power to demonstrate noninferiority 

between oxycodone and tapentadol and superiority to placebo. 
• Pairwise treatment differences were estimated based on the least squares mean difference 
• Hochberg procedure was used to adjust p values 

Inclusion criteria 
• Patients 18 to 80 years old who were scheduled to undergo a bunionectomy. 
• Pain score of 4 or more on an 11-point numerical rating scale on first post-op day 
• American SOCiety of Anesthesiologists class II status or less 
• Sexually active women were post menopausal or on birth control 

Exclusion criteria 

· · · · · • · · • 

History of seizure or increased risk of seizure 
History of malignancy except for basal cell carcinoma within last 2 years 
History of drug or alcohol abuse 
Acute gout or pseudogout 
History of HIV 1 or 2 infection 
Active infection Severe renal insufficiency or hepatic impairment 
Autoimmune disease 
Adverse effects with the potential to alter the efficacy or safety assessments 
Currently treated with MAOls, TCAs, neuroleptics, or SSRls 

o Patients on a stable dose of SSRls for 30 days prior to screening period were not 
excluded 

· · 
History of hypersensitivity or allergies to acetaminophen or opioid analgesics 
Systemic steroid therapy 
Efficacy TapentadollR TapentadollR 75 Oxycodone HCI 
Measure 50 mg mg IR 10 mg 

Placebo 
N=69 
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N=215" N",218 N=279 
48 hr-SPIDa 62.4" 84.6" 81.5" 
(95% CI) (39.01-85.73) (61.29-107.96) (58.13-104.79) -
30% reduction 

77.5" 76.3" 75.2" 
in pain NNT5 NNT5 NNT6 

58 
intensit;t b,c 

50% reduction 64.7*" 64" 64.4"" 
in pain NNT6 NNT6 NNT6 

47.8 
intensit}' b •• 

a LSMD V placebo 
h Percent of patients achieving reduction in pain intensity 
c No 95% CI reported 
" P<O.OOl 
"p<O.05 
Adverse events 
Safety analyses showed that a significantly lower number of patients in the tapentadol 50 mg group 
experienced nausea or vomiting compared to the oxycodone 10 mg group (p<O.OOl). There was a 
nonstatistically significant difference in nausea and vomiting experienced between the tapentadol 75 
mg group and the oxycodone 10 mg group. Less than 3% of all patients discontinued the trial due to 
adverse effects. 

Conclusions TapentadollR (50 mg and 100 mg) provides Significant relief of acute pain after orthopedic surgery 
compared to placebo and was shown to be noninlerior for pain relief compared to oxycodone 10 mg. 
Tapentadol50 mg showed a significant decrease in the incidence of nausea and vomiting compared 
to oxycodone 10 mg. 

Critique Strengths 

· Double blind, placebo controlled 

· Studied multiple doses of the study drug 

· Has external validity lor the VA population 

Limitations 

· Study was sponsored by makers of tapentadol 

· Intense dose monitoring and thorough nursing care throughout the study were unlikely to 
represent actual situation 

· Does not have a place in therapy as was not adequately powered to show superiority to 
formulary altematives,,_ .......................................................................... 

~ - - - - -· Not adequately powered to show differences between tapentadol and oxycodone 
( Formatted: Font: Bold 

Trial 4 
Citation Daniels S, Upmalis 0, Okamoto A, Lange C, Haeussler J. A randomized, double-blind, phase III study 

comparing multiple doses of tapentadollR, oxycodone IR, and placebo for postoperative 
(bunionectomy) pain. Current Medical Research and Opinion 2009 Nov 2; 25(3»)65-776. 

Study Goals To evaluate tapentadol IR for pain relief following orthopedic bunionectomy surgery. 
Methods Study Design 

· 603 patients were randomly assigned to 1 of 5 treatment groups: tapentadollR 50 mg, tapentadol 
IR 75 mg, tapentadollR 100 mg, oxycodone HCIIR 15 mg, or placebo 

· Baseline characteristics were similar between groups 

· Study included a screening period, surgical period, qualification period, and a double-blind 
inpatient treatment period of 72 hours 

· Postoperative anesthesia was terminated at 3am following surgery and patients were induded or 
excluded based on criteria 

· Patients could take study medication every 4 hours but had to take it at least every 6 hours 

· During the double-blind treatment period, patients were withdrawn from the study if they took 
rescue medication 

· Primary efficacy endpoint: SPID over the first 48 hours 

· Secondary efficacy endpoint SPID over the first 12, 24, and 72 h, responder rates based on the 
reduction of pain intenSity compared with baseline, TOTPAR and SPRID over the first 12, 24, 48, 
and 72 hours of treatment, time to first rescue medication and PGIC 

Data Analysis 

· 120 patients for each group would provide 90% power to demonstrate the effect of at least one 
tapentadol group compared to placebo 

• Pairwise treatment differences were estimated based on the least squares mean difference 

· Hochberg procedure was used to adjust p values to adjust for multiplicity 

• Noninferiority analysis of tapentadol 75 mg vs. oxycodone 15 mg with 10% margin 

· min efficacy analyses; LOCF; linear interpolation for intermittent missing data 
Criteria Inclusion criteria 

· Patients 18 to 80 years old experiencing pain after the cessation of postoperative analgesia 
following bunionectomy 
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• Pain score of 4 or more on an 11-point numerical rating scale on first post-op day 
• American Society of Anesthesiologists class III status or less 
• Sexually active women were post menopausal or on birth control 
Exclusion criteria 
• History of seizure or increased risk of seizure 
• History of malignancy except for basal cell carcinoma within last 2 years 
• History of drug or alcohol abuse 
• History of HIV 1 or 2 infection 
• Active infection such as osteomyelitis or hepatitis B or C 
• Severe renal insufficiency or hepatic impairment 
• Active autoinflammatory conditions 
• Adverse effects with the potential to alter the efficacy or safety assessments 
• Currently treated with MAOls, TCAs, neuroleptics, or SSRls 

o patients on a stable dose of SSRls for 30 days prior to screening period were not 
excluded 

• History of hypersensitivity or allergies to tapentadol, oxycodone, hydromorphone, morphine or 
fentanyl 

Efficacy 
Measure' 

48 hr_SPIDo 

30% 
reduction in 
pain 
intensity b.o 

50% 
reduction in 
pain 
intensity b.o 

TapentadollR 
50mg 
N "119. 

119.1* 

64.7* 
NNT4.0 

58.0* 
NNT3.6 

'; "'-~ / 

>,~ •. " 

." 

Tapentadol 
IR75mg' 
N'"120. 

139.1* 

68.3* 
NNT3.5 

56.7* 
NNT3.7 

,.: ·i,~< 

TapentadollR 
100mg 
.,N-118 . 

167.2* 

78.8* 
NNT 2.6 

70.3* 
NNT 2.5 

Oxycodone 
Hel 
IR 15mg " 
N .. 12~ 
172.3* 

78.4* 
NNT 2.6 

72.8* 
NNT 2.3 

Placebo 
N-120 
:' 

24.5 

40 

30 

a based on an analysis of covariance model with treatment and center as factors and baseline pain 
intensity as a covariate 
b Percent of patients achieving reduction in pain intensity 
o 95% CI not reported 
• P<O.OOl 
Comparison of Active Treatments: Tapenladol75 mg was NOT noninferior to oxycodone 15 mg based 
on SPID48 scores (139.1 vs. 172.3; prespecified analysis). The lower bound of the two-sided 95% CI (-
56) exceeded the speCified noninferiority margin (-48); therefore, analgesic levels were different. Post 
hoc noninferiorily analyses showed that tapentadol100 mg was noninfenor to oxycodone 15 mg 
(SPID48 scores, 167.2 vs. 172.3). 
Adverse events 
Tapentadol 75 mg had a lower incidence of nausea andlor vomiting than oxycodone (41 % vs. 70%; 
nominal p<0.001); however, according to the authors, this comparison was not clinically meaningful 
because of the difference in analgesic levels established by the noninfenority analyses. At doses shown 
10 be non inferior in post hoc analyses, tapentadol 100 mg had a significantly lower incidence of nausea 
andlor vomiting vs. oxycodone 15 mg (53% vs. 70%; p = 0.007) 
13 patients withdrew from the study due to adverse events - 1 patient in the placebo group, 10 total in 
the tapentadol groups, and 2 in the oXycodone group. 7 of the 13 discontinuations were related to 
events typical of mu agonists. 
TapentadollR (50, 75, 100 mg) provides significant relief of acute pain after orthopedic surgery 
compared to placebo. 
Strengths 
• Double blind, placebo controlled 
• Studied multiple doses of the study drug 
• Has external validity for the VA population 
Limitations 
• Study was sponsored by makers of tapentadol 
• Intense dose monitoring and thorough nursing care throughout the study were unlikely to 

represent actual situation 
Does not have a place in therapy as was not adequately powered to show superiority to formulary 
alternatives. 
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TrialS 
Citation Hale M. Upmalis D. Okamoto A. Lange C. Rauschkolb C. Tolerability of tapentadol immediate release 

in patients with lower back pain or osteoarthritis of the hip or knee over 90 days: a randomized double-
blind study. Current Medical Research and Opinion 2009 May; 25(5): 1 095-11 04. 

Study Goals Evaluate the tolerability of tapentadol IR and oxycodone IR for low back pain or osteoarthritis pain 
(knee or hip) using flexible dosing over 90 days. 

Methods Study Design 

· Screening period (days -28 to -1) followed by double blind treatment period (days 1 to 91) and 3 
day follow up period (days 93-95). 

• Randomly assigned in 4:1 ratio to receive tapentadol or oxycodone 

· Patients in tapentadol group could take flexible oral dose of tapentadol50 mg or 100 mg every 4-
6 hours. max 600 mg/day 

· Patients in oxycodone group could take flexible oral dose of oxycodone 10 mg or 15 mg every 4-
6 hours. max 90 mg/day 

· Rescue medications (acetaminophen. ibuprofen) were allowed no more than 3 days/week 

· Primary endpoint: tolerability of tapentadol with longer-term exposure 

· Secondary endpoint: efficacy of tapentadol 

Data Analysis 
Efficacy assessed through pain intensity assessments using PGIC and NRS. No statistical analysis 
was used to assess efficacy. 

Criteria Inctusion criteria 

• Clinical diagnosis of low back pain or OA pain of the knee or hip for at least 3 months 

· Men and women 18 years or older 

• Pain intensity score> 4 on an 11 point NRS while taking non-opioid analgesics or following a 24-
hour washout of opioid analgesics 

· Women used acceptable method of birth control 

Exclusion criteria 

· Uncontrolled hypertension. uncontrolled or poorly controlled psychiatric disorders. or other 
medical conditions 

· ChroniC hepatitis B or C or HIV 

· Malignancy in past 2 years 

· Seizure or epilepsy disorder 

· Alcohol or drug abuse 

· Autoimmune inflammatory conditions. acute-crystal induce arthropathy 

· Moderate to severe hepatic or renal insufficiency 

· Systemic steroid therapy within 3 months of study screening 

· Patients taking MAO-Is. TeAs. SSRls. SNRIS. or neuroleptics 

· Use of experimental drug or device within 30 days 

· Hypersensitivity to tapentadol. oxycodone. hydromorphone. morphine. or fentanyl 

Results 
TapentadollR Oxycodone 

Safety Measure 50 mg or 100 mg 10mgor15mg 
N=679 N=170 

WDAEs 20.8 30.6 
Gastrointestinal"' • 44.2 63.5 
Nervous System" 36.7 37.1 
Skin and Tissue' 8.5 15.9 
Withdrew from trial 42.4% 49.4% 
COWS" 17" 29' 
SOWs score 6.9 8.7 
Efficacy Measure 
Pain Intensity at end 4.9 5.2 
~oint 
PGIC(%) 66 62 

" incidence in % of adverse event 
b statistically significant less nausea and vomiting in patients in tapentadol group (p<0.001) 
·p<0.05 
Results not significant unless noted above. 

Conclusions Authors concluded that tapentadol provides effective analgesia with improved gastrointestinal 
tolerability. 
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Strengths 
Double blind study 
Studied tolerability over longer-term - 90 days 
Has external validity for the VA population 

Limitations 

'. I 
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Study allowed for flexible dosing so amount of medication used was not standardized 
Did not perform statistical analysis on efficacy measures between oxycodone and tapentadol 
Trial was not placebo controlled 

Stegmann J, Weber H, Steup A, Okamoto A, Upmalis D, Daniels S, The efficacy and tolerability of 
multiple-dose tapentadol immediate release for the relief of acute pain following orthopedic 
(bunionectomy) surgery, Current Medical Research and Opinion 2008 Sept 3; 24 (11):3185-3196, 
To assess the efficacy and tolerability of tapentadol in post surgical pain, 
Study Design 
0 269 patients randomly assigned to receive tapentadol 50 mg. tapentadol100 mg, oxycodone 10 

mg or placebo, 
0 First dose of study medication was administered on study day 2 (post-op day 1) and ended on 

study day 5 at Bam, 
0 Patients could use acetaminophen 1 g for pain relief within 4 h after the second study drug dose 

as first line rescue, then 400 mg of ibuprofen or :!30 mg of ketorolac, If that was inadequate, 
5mg/500 mg hydrocodone/acetaminophen was given, 

0 Analgesic effectiveness was measured by pain intenSity and pain relief 
0 Primary endpoint - SPI 24 hours on day 3 assessed by a 4 point verbal rating scale (VRS) 
0 Secondary endpoints were SPI 24h on days 2 and 4 assessed by a 4 point VRS, SPI 24 on days 

2,3,4, based on 11 point NRS, TOTPAR-24, time to perceptible pain relief, time to 50% pain 
relief, time to first dose of rescue medication. and patient global assessment of study medication. 

Data Analysis 

· 67 patients for each treatment group were selected to achieve 90% power (p=0,05) to compare 
tapentadol to placebo based on the Dunnett's method, 

0 SPI-24 analyzed byANOVA model 
InclUSion criteria 
0 Patients 18 to 65 years old who underwent a unilateral first metatarsal bunionectomy with 

osteotomy 
0 Post operative pain score of 4 or more on an 11-point numerical rating scale 

· Increase of pain> or = 1 on the 11 point NRS within 9 h after regional anesthesia on the first 
postoperative day 
Exclusion criteria 

· History of seizure or increased risk of seizure 
0 History of psychiatric illness, epilepsy, suicide risk. head trauma requiring hospitalization, 

unconsciousness of unknown origin, seizure disorder, diabetes mellitus. dysphagia. severe allergic 
diseases, known hypersensitivity or contraindications to oxycodone, acetaminophen or NSAIDS. 
any chronic diseases that might affect drug absorption. metabolism, or excretion. 

· Any significant medical disease or trauma that might confound the study results 

· Paradoxical reactions after administration of benzodiazepines. tranquilizers. or antidepressants 

· Antiparkonsonian drugs. neuroleptics. TCAs. barbiturates, SSRls. SNRls, MAO-Is within 30 days 
of screening. 

Efficacy. 
TapentadollR' , .' TapentadollR', 0,· Dxycodone He," 

Placebo 
Measure"·· ;:'~~;;:, 100mg IR10mg , 

Na 67 , N = 61t ;~.:,,;: , N=67 ... 

SPI-24h 33,6* 29.2* 35,7* 41.9 
a based on an analysis of covariance model 
c 95% CI not reported 
• P<0,05 
30% and 50% reduction in pain intensity not reported, 
Adverse events 
Tapentadol50 mg had a lower incidence of dizziness and similar incidence of somnolence compared to 
oxycodone, Tapentadol100 mg showed higher incidences of somnolence and dizziness compared to 
oxycodone. Tapentadol50 mg had reduced GI effects compared to oxycodone though it was not 
statistically significant. 
TapentadollR (50, 75, 100 mg) provides significant relief of acute pain after orthopedic surgery 
compared to placebo, 
Strengths 

· Double blind, placebo controlled 

· Has external validity for the VA population 
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Limitations 
Intense dose monitoring and thorough nursing care throughout the study were unlikely to 
represent actual situation 
Does not have a place in therapy as was not adequately powered to show superiority to formulary 
alternatives. 
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New Drug 

Tapentadol Hydrochloride: A Centrally Acting Oral Analgesic 

William E. Wade, PharmD, FASHP, FCCP; and WilliamJ. Spruill, PharmD, FASHP, FCCP 

College of Pharmacy, University of Georgia, Athens, Georgia 

ABSTRACT 
Background: Tapentadol hydrochloride is a centrally 

acting oral analgesic approved by the US Food and 
Drug Administration in November 2008 for the treat
ment of moderate to severe acute pain. It is available as 
immediate-release 50-, 75-, and IOO-mg tablets. 

Objective: The purpose of this article is to review 
animal studies, pharmacokinetic studies, drug-drug 
interaction studies, and Phase II/III trials of tapentadol 
in various conditions producing moderate to severe 
pain. Efficacy and tolerability data from these studies 
are summarized. 

Methods: A search of MEDLINE and International 
Pharmaceutical Abstracts was conducted from January 
2005 through June 30, 2009. Search terms included 
tapentadol, tapentadol hydrochloride, and (-)-(1 R,2R)-
3-(3-Dimethylamino-l-ethyl-2-methyl-propyl)-phenol 
hydrochloride. Relevant information was extracted 
from the identified articles, and the reference lists of 
these articles were reviewed for additional pertinent 
publications. The manufacturer was contacted for 
clinical trials, abstracts, and poster presentations that 
were not identified by the literature search. 
ClinicalTrials.gov was searched to identify recently 
completed studies. 

Results: Tapentadol produces analgesia through a 
dual mechanism of action: fl-opioid-receptor acti
vation and norepinephrine reuptake inhibition. Its ef
ficacy has been reported in a number of animal 
studies, as well as in Phase IIIIII clinical trials. Primary 
pain disorders in which efficacy has been reported 
include dental extraction pain, pain after bunionec
tomy surgery, osteoarthritis pain of the knee and hip, 
and low back pain. Major adverse effects reported in 
Phase HIm trials primarily involved the gastrointesti
nal system (2%-66% of subjects) and the central 
nervous system (4%-65% of subjects). The occur
rence of gastrointestinal adverse effects appeared to 
be less frequent in tapentadol recipients than in those 
receiving oxycodone. 

2804 

Conclusions: Tapentadol appears to be a well
tolerated and effective analgesic for the treatment of 
moderate to severe acute pain. Although not currently 
approved for the management of chronic pain, tapen
tadol has been reported to be effective in managing 
pain associated with osteoarthritis and low back 
pain. (Clin Ther. 2009;31:2804-2818) © 2009 
Excerpta Medica Inc. 

Key words: tapentadol hydrochloride, acute pain, 
analgesic, opioid-receptor agonist, norepinephrine 
reuptake inhibitor. 

INTRODUCTION 
Agonists of the I-l-opioid receptor have been used in 
the treatment of moderate to severe pain for decades. 
Morphine, the prototypical agent in this class, is quite 
effective in acute pain, but appears to lack equivalent 
efficacy in patients with chronic pain of a neuropathic 
or inflammatory etiology. The use of morphine in pa
tients with nonneuropathic or inflammatory chronic 
pain may lead to tolerance, necessitating increasing 
doses over time, which may be associated with dose
limiting adverse effects (eg, nausea, emesis, constipa
tion, mental clouding). Respiratory depression is a rare 
but serious adverse effect.1 

. Evaluation of a combined mechanism of action, 
p-opioid receptor activation with norepinephrine 
reuptake inhibition, has been undertaken to improve 
the therapeutic usefulness of opioid analgesics. Agents 
with the latter property have been found to be par
ticularly effective in neuropathic pain conditions and, 
at the same time, to potentiate the analgesic effects of 
drugs such as morphine. 1 Tapentadol hydrochloride is 
a centrally acting oral analgesic that emerged from 

Accepted for publication October 6, 2009. 
doi:1 0.1 016/j.clinthera. 2009.12.003 
0149-2918/$ - see front matter 
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these evaluations. It possesses both mechanisms of ac
tion and is efficacious in acute and chronic pain of 
diverse etiologies. The US Food and Drug Administra
tion approved tapentadol in November of 200S for 
the management of acute moderate to severe pain. 
Tapentadol is currently available as 50-, 75-, and 
100-mg oral immediate-release tablets. 

The purpose of this article is to review published 
and unpublished animal studies, pharmacokinetic 
studies, drug-drug interactions studies, and Phase III 
III trials of tapentadol in various conditions produc
ing moderate to severe pain. Efficacy and tolerability 
data from these studies are summarized. 

METHODS 
A search of MEDLINE and International Pharmaceu
tical Abstracts was conducted from January 2005 
through June 30,2009. Search terms included tapen
tadol, tapentadol hydrochloride, and (-)-(1 R,2R)-3-
(3-Dimethylamino-l-ethyl-2-methyl-propyl}-phenol hy
drochloride. Relevant information was extracted from 
the identified articles, and the reference lists of these 
articles were reviewed for additional pertinent publi
cations. The manufacturer was contacted for clinical 
trials, abstracts, and poster presentations that were not 
identified by the literature search. ClinicalTrials.gov 
was searched to identify recently completed studies. 
All identified studies were included in the review. 

ANIMAL STUDIES 
Tzschentke et aF evaluated the in vitro characteristics 
and analgesic, antihyperalgesic, and antiallodynic 
properties of tapentadol in rat and mouse models of 
acute and d1ronic pain. This study found that tapen
tadol binds to !J., b, and K opiate receptors, with mean 
(SD) binding affinity (k) values of 0.096 (0.009), 
0.97 (0.01), and 0.91 (0.09) 11M, respectively. Dose
dependent inhibition of norepinephrine reuptake was 
observed, resulting in large increases in extracellular 
norepinephrine levels and only a moderate increase. in 
serotonin levels. This indicated that tapentadol's sero
tonergic activity (ki 2.37 [0.54] !J.M) waS much lower 
than its norepinephrinergic activity (ki O.4S [0.11) !J.M). 
Other uptake systems, such as dopamine, adenosine, 
choline, and y-aminobutyric acid, did not appear to be 
affected by tapentadol. 

In nonneuropathic pain models, morphine, the com
parator agent, was found to be 2 to 3 times more po
tent than tapentadol.2 The median doses producing 

December 2009 

the desired effect in 50% of animals (ED 50) for tapen
tadol and morphine were 11.8 mg/kg (95% confi
dence limit [CI], 8.5-15.7) and 4.7 mg/kg (95% CI, 
3.8-5.S), respectively, in the mouse hot plate model, and 
10.0 mglkg (95% CI, 7.9-12.2) and 5.8 mg/kg (95% 
Cl, 4.5-7.3) in the rat tail flick model. 

In the rat mustard oil-induced visceral pain model, 
EDso values for spontaneous pain reactions with tapen
tadol and morphine were 1.5 mg/kg (95% Cl, 0.5-2.3) 
and 1.0 mg/kg (95% Cl, 0.S-1.3), respectively.2-9 For 
referred allodynia, the respective ED 50 values were 
3.8 mg/kg (95% CI, 2.8-4.S) and 0.8 mg/kg (95% CI, 
0.4-1.1). For referred hyperalgesia, the values were 
3.9 mg/kg (95% CI, 2.3-5.7) and 0.9 mg/kg (95% Cl, 
0.7-1.0). 

The same research group studied 3 models of neuro
pathic pain.2 In the rat spinal nerve ligation group, both 
tapentadol and morphine produced dose-dependent 
inhibition of mechanical allodynia, with ED50 values 
of 8.2 mg/kg (95% Cl, 3.8-14.5) and 4.6 mg/kg 
(95% ct, 3.8-S,.7), respectively. Dose-dependent inhi
bition of mechanical hyperalgesia was observed with 
both tapentadol and morphine in the streptozotocin 
rat model group, with EDso values of 8.9 mg/kg 
(95% CI, 7.1-11.1) and 3.0 mg/kg (95% Cl, 1.8-4.0). 
On the Randall-Selitto test, both agents produced 
dose-dependent antinociception, with ED50 values of 
10.1 mg/kg (95% CI, 8.6-12.0) and 5.6 mglkg (95% CI, 
4.3-S.2). 

This study also evaluated the effects of the opiate
receptor antagonist naloxone (0.3 mg/kg) and the a-2 
receptor antagonist yohimbine (2.15 mgJkg) on the 
antiallodynic effects of tapentadol and morphine in 
the spinal nerve ligation model,2 Administration of 
naloxone was associated with a nonsignificant reduc
tion in the maximum possible analgesic effect of ta
pentadol (from 72% to 42%) and a significant reduc
tion in the maximum possible analgesic effect of 
morphine (from 83% to 25%; P < O.OOl). Adminis
tration of yohimbine was associated with a reduction 
in the maximum possible analgesic effect of tapen
radol (from 81 % to 19%; P < 0.05) and a nonsignifi
cant reduction in the maximum possible analgesic ef
fect of morphine (from 80% to 54%). 

Additional data comparing the analgesic properties 
of tapentadol with those of morphine and tramadol 
have been presented as abstracts and posters by the 
same investigative group.l0-13 The efficacy of these 
3 agents was compared in animal models of acute, 

if:' ~ '<. 
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chronic neuropathic and inflammatory pain using 
various routes of administration (oral, intravenous, 
and intraperitoneal). The ED 50 values are presented in 
Table 1. 

Christoph, et aJ14-16 compared tapentadol with 
gabapentin in 4 rat models of neuropathic pain: 
vincristine-induced polyneuropathy, diabetic polyneu
ropathy, spinal nerve ligation, and chronic constric
tion injury. The ED50 values in the vincristine-induced 
polyneuropathy model were 5.1 mg/kg IP for tapen
tadol and 372 mg/kg PO for gabapentin. In the dia
betic polyneuropathy model, the respective values 
were 8.9 mg/kg IP and 225 mg/kg PO. In the spinal 
nerve ligation model, the values were 8.2 mgfkg IP 
and 92.6 111g/kg JP. Finally, in the chronic constric
tion injury model, the values were ~ 13 mg/kg IP and 
214 mg/kg PO. The percent maximum possible effect 

for tapentadol and gabapentin in the 4 models was 
74% and 69%, respectively (P < 0.05); 100% and 
80% (P < 0.05); 108% and 91 % (P < 0.05); and 89% 
and 65% (P < 0.05). A pronounced noradrenergic 
analgesic effect was produced by the introduction of 
yohimbine. Daily administration of both study agents 
over 2 weeks did not result in the development of 
tolerance. 

Schiene et aP7-19 compared the analgesic efficacy 
of tapentadol and morphine in 3 rodent models of 
visceral pain: mouse phenyl quinone writhing, rat colo
rectal distension, and mouse mustard oil-induced 
colitis. In the mouse phenylquinone writhing model, 
ED50 values were 0.66 mg/kg for tapentadol and 
0.37 mg/kg for morphine. ED50 values in the rat colo
rectal distension model were 5.5 and 2.3 mg/kg, re
spectively. The mouse mustard oil-induced colitis 

Table I. Median doses producing the desired effect in 50% of animals (ED50) for tapentadol, morphine, and 
tramadol in animal pain models.1o-13 

Pain Model 

Hot plate 

Tail flick, mouse 

Tail flick, rat 

Phenylquinone writhing, mouse 

Yeast model, rat 

Formalin test, rat 

Mustard oil visceral pain, rat 

Colorectal distension-induced 
visceral pain, rat 

Spinal nerve ligation neuropathy, rat 

Chronic constriction injury 
neuropathy, rat 

Vincristine polyneuropathy, rat 

Diabetic polyneuropathy, rat 

Route of 
Administration 

IP 
IV 
PO 
IV 
IP 
PO 
IV 
PO 
IV 
IP 

IP 

IV 

IV 
IP 

IP 
IP 
IP 

CI ~ confidence limit; ND ~ not determined. 
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Tapentadol 

27.7 (19.2-39.3) 

4.2 (3.5-5.8) 
53.4 (41.9-67.1) 

2.2 (1.8-2.7) 
10.0 (7.9-12.2) 
121 (93-160) 

0.7 (0.4-1.0) 
31.3 (23.4-38.0) 

2.0 (1.6-2.5) 
10.1 (8.6-12.0) 

3.8 (2.0-5.5) 

1.5 (0.5-2.3) 

5.5 (4.7-6.8) 

8.2 (3.8-14.5) 

~13 (NO) 

5.1 (2.5-11.4) 

8.9 (7.1-11.1) 

ED50, mg/kg (95% CI) 

Morphine Tramadol 

8.5 (6.5-11.0) 28.7 (24.5-33.6) 

1.4 (1.1-1.8) 13.7 (10.4-18.2) 
18.9 (14.3-25.0) 23.8 (18.8-29.9) 

1.1 (0.8-1.4) 9.6 (7.8-11.6) 
5.8 (4.5-7.3) 10.0 (8.5-11.7) 

55.7 (44.0-68.6) 16.6 (12.9-21.8) 

0.4 (0.3-0.5) 3.6 (2.8-4.6) 
4.7 (3.5-6.3) 4.5 (2.7-7.5) 

0.9 (0.8-1.0) 9.3 (8.4-10.5) 
S.6 (4.3-8.2) 8.6 (7.4-9.8) 

0.8 (0.3-1.4) 5.9 (4.7-7.3) 

1.0 (0.8-1.3) 9.0 (7.3-10.8) 

3.5 (2.7-5.2) ~18 (NO) 

2.9 (1.8-3.8) 4.6 (3.8-S.7) 

13.8 (9.0-39.0) 7.1 (5.7-9.4) 

3.0 «O.l-S.S) 7.2 (0.3-13.2) 

3.0 (1.8-4.0) 9.2 (7.0-11.8) 
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model included evaluation of the effect of the 2 agents 
on spontaneous pain, referred tactile allodynia, and 
referred tactile hyperalgesia. EDso values were 1.47 
and 1.01 mg/kg for spontaneous pain; 3.75 and 
0.77 mg/kg for referred tactile allodynia; and 5.5 and 
2.3 mg/kg for referred tactile hyperalgesia. 

Results from these early animal studies provided 
valuable information regarding tapentadol, including 
confirmation of its dual mechanism of action. Tapen
tadol was found to bind to f.,l, 6, and K opiate recep
tors, and was reported to have a dose-dependent in
hibitory effect on norepinephrine reuptake. Efficacy 
was reported in animal models of visceral pain, neu
ropathic pain, and inflammatory pain of both an acute 
and chronic nature. 

PHARMACOKINETIC STUDIES 
As reported in posters at national meetings, Terlinden 
et aFO-22 studied the serum pharmacokinetics of ta
pentadol administered by various routes in healthy 
subjects. Sixteen males and 18 females received tapen
tadol as an intravenous infusion of 10 to 80 mg and 
10 to 60 mg, respectively. Additionally, 6 males re
ceived tapentadol 60 mg by oral, buccal, or intrave
nous administration. The 16 male subjects had a mean 
age of 27 years (range, 20-45 years), a mean weight 
of 75 kg (range, 58-91 kg), and a mean height of 
177 cm (range, 167-185 cm). The 18 female subjects 
had a mean age of 28 years (range, 18-43 years), a 
mean weight of 61 kg (range, 51-72 kg), and a mean 
height of 167 em (range, 155-178 em). Linear phar
macokinetics were reported in these subjects, with a 
coefficient of determination of 0.95 for males and 
0.89 for females. After adjustment for body weight, 
no gender-specific differences were encountered, with 

«, 

the exception of a slightly higher rate of clearance for 
the 10- and 20-mg doses in female subjects. 

The 6 male subjects who received tapentadol 60 mg 
by the oral, buccal, or intravenous route had a mean 
age of 36 years (range, 26-44 years), a mean weight 
of 79 kg (range, 73-84 kg), and a mean height of 
177 cm (range, 171-186 cm).3 Data comparing the 
oral and intravenous bioavailability, T max' AUC, and 
CL of tapentadol in these subjects are summarized in 
Table II. Buccal administration resulted in no bio
available tapentadoL The pharmacokinetics of tapen
tadol were linear. Common adverse effects observed 
with increasing doses of tapentadol included sleepi
ness, vertigo, dry mouth, and nausea (Table III). 

In a Phase I, open-label, single-dose pharmaco
kinetic study, Terlinden et aF3 evaluated the absorption, 
metabolism, and excretion of tapentadol in 4 healthy 
white male subjects (age range, 18-45 years). A single 
14C-Iabeled capsule containing tapentadol hydrochlo
ride 100 mg (85.86 mg tapentadol) was administered 
orally. Subjects fasted overnight, and food intake was 

Table II. Pharmacokinetic data after oral and 
intravenous administration of tapenta
dol 60 mg. 20-22 Values are mean (SO). 

Parameter Oral Intravenous 
,~~--~~-,-~~,~.-~~~.,~.",,~~--

Cmax' ngjml 50.0 (23.1) 299.5 (48.7) 

Tmax' h 0.83 (0.13) 0.18 (0.03) 

AUC, h . ng/ml 190(51) 588 (46) 

el, ml/min 4840 (1401) 1468 (122) 

Table III. Reported adverse effects (% of subjects) in pharmacokinetic studies of tapentadoL20-22 

Tapentadol Dose 

Adverse Effect 10 mg 20 mg 40 mg 60 mg 80 mg Placebo 

Sleepiness 25.0 33.3 33.3 90.9 58.3 20.0 
Dry mouth NR 7.4 18.5 72.7 25.0 2.9 
Nausea 3.6 3.7 11.1 18.2 16.7 NR 
Vertigo NR 7.4 29.6 54.6 8.3 NR 

. ~ .... _ ..... "._,.-- ". -.. -.~.~. ""-~ .. ~" .. " .. ~.~.~,,-~ ... ,,- -- .. . ........ -, .. ~-,~~.'''-,~ .... 

NR = not reported. 
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restricted until 5 hours after drug administration. The 
study sample had a mean age of 38 years (range, 28-
45 years), mean weight of 80 kg (range, 75-84 kg), 
and mean height of 184 cm (range, 176-193 em). 
Absorption occurred rapidly, with a mean Cmax of 
2.45 Ilg Eq/mL reached in 1.25 to 1.5 hours. Substan
tial conjugation of tapentadol occurred, resulting in 
a conjugated:unconjugated metabolite ratio of 24:1. 
The Cmax of the conjugated drug was 1.69 Ilg Eq/mL 
(range, 1.30-2.07 Ilg Eq/mL), which occurred between 
1.25 and 2.0 hours after administration. No active 
metabolites contributed to analgesic activity. The mean 
total AUCO_120 in serum was 7.45 Ilg Eq base' hlmL 
(range, 6.56-8.90 ).tg Eq base· hlmL). More than 50% 
of drug was excreted over 4 hours, with >95% being 
excreted within 24 hours, almost exclusively by the 
renal route. 

Initial pharmacokinetic studies of tapentadol found 
that the drug followed a linear model. Oral absorp
tion was rapid, reaching a Cmax in ~1.5 hours. Signifi
cant conjugation of tapentadol occurred, and no ac
tive metabolites were identified that contributed to 
tapentadol's analgesic properties. More than 50% of 
the drug was excreted within 4 hours, primarily by the 
renal route. 

DRUG-DRUG INTERACTION STUDIES 
To determine the effects of omeprazole on the phar
macokinetics of tapentadol, Mangold et aF4,25 conduct
ed a randomized, 2-way crossover study in 32 healthy 
adults (age range, 25-55 years). The decision to study 
potential interactions with omeprazole was based on 
the observation that patients with pain often develop 
stress-related gastrointestinal erosions and may there
fore receive concomitant proton pump inhibitor thera
py. Subjects received either immediate-release tapenta
dol 80 mg once daily or omeprazole 40 mg once daily 
for 4 consecutive days. Subjects in the omeprazole 
group were administered a single 80-mg dose of ta
pentadol 2 hours after the last omeprazole dose. The 
groups that received tapentadol alone and omeprazole 
plus tapentadol had a mean (SD) age of 41.6 (10.00) 
and 42.6 (10.38) years, respectively. The 2 groups had 
comparable mean serum concentration-time profiles. 
Mean Cmax values in subjects receiving tapentadol 
alone and tapentadol plus omeprazole were 79.8 (31.3) 
and 72.4 (27.8) ng/mL, respectively. The mean serum 
tl12 was 4.5 (0.9) and 4.0 (0.5) hours, and the mean 
AUCO_24 was 329 (118) and 334 (112) ng . h/mL, re-
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spectively. Thus, concomitant administration of tapent
adoI and omeprazole resulted in no clinically important 
changes in the pharmacokinetics of rapentadol. 

Kneip et aJ26-28 evaluated the potential of tapenta
dol to inhibit and/or induce a number of cytochrome 
P450 (CYP) enzymes using human liver microsomes 
and to interact with other drugs based on competition 
for plasma protein binding. Specifically, these investi
gators assessed the induction of CYPIA2, CYP2C9, 
and CYP3A4; inhibition of all 7 CYP isoforms; and 
binding of radioactive-labeled tapentadol to human 
plasma proteins. No induction of CYPIA2, CYP2D6, 
or CYP3A4 activity occurred, suggesting that tapenta
dol is unlikely to affect the metabolism of concomi
tantly administered drugs that are metabolized by the 
CYP pathway. No significant cytotoxicity was re
ported at the concentrations tested, and there was 
no significant inhibition of the activity of CYPIA2, 
CYP2A6, CYP2C9, CYPlC19, CYP2E1, or CYP3A4. 
However, CYP2D6 activity was inhibited to 27% of 
control activity at a tapentadol concentration of 500 I-tM. 
This inhibition was determined to be reversible. Com
paring the k i of 181 ).tM (40,000 ng· mL) with clinical 
plasma concentrations of -100 ng/mL, the investiga
tors concluded that this degree of inhibition was not 
clinically relevant. Only 20% of tapentadol was found 
to bind to plasma proteins. The results suggested that 
tapentadol is unlikely to produce clinically important 
drug-drug interactions with agents affected by CYP 
activity or plasma protein binding. 

Drug-drug interaction studies to date have docu
mented no induction of CYP1A2, CYP2C9, or CYP3A4 
activity; in addition, these studies found no significant 
inhibition of CYP1A2, CYP2A6, CYP2C9, CYP2C19, 
CYP2El, or CYP3A4 activity. CYP2D6 activity was 
inhibited, but to a degree that did not appear to be 
clinically relevant. Tapentadol did not undergo signifi
cant protein binding. Based on these findings, it is un
likely that tapentadol will produce clinically important 
drug-drug interactions with agents affected by CYP 
activity or plasma protein binding. 

PHASE II STUDIES 
Kleinert et a129-32 evaluated the efficacy and tolerability 
of single oral doses of tapentadol (25, 50, 75, 100, or 
200 mg), morphine sulfate (60 mg), ibuprofen (400 mg), 
and placebo in a randomized, double-blind, double
dummy, placebo-controlled trial in 400 adult patients 
(age range, 18-45 years) experiencing moderate to 
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severe dental pain within 6 hours after surgical third 
molar extraction. The primary efficacy end point was 
total pain relief over 8 hours (TOTPAR-8) after ad
ministration of study drug. Pain was assessed using a 
5-point verbal rating scale (from 0 = no pain relief to 
4 = complete pain relief). The treatment groups were 
comparable with respect to mean age and proportions 
of males and females. For the tapentadol doses of 75, 
100, and 200 mg, the mean (SD) TOTPAR-8 scores 
were 9.7 (8.5), 11.6 (8.2), and 15.3 (7.5), respectively, 
compared with 4.7 (7.3) for placebo (P < 0.05, P < 

0.001, and P < 0.001 vs placebo). TOTPAR-8 scores 
in the morphine and ibuprofen groups were 13.8 
(10.3) and 17.9 (9.9), respectively (P < 0.05 and P < 
0.001 vs placebo). The mean onset of action for tap en
tadol 75, 100, and 200 mg was 8.0, 1.6, and 0.7 hours, 
respectively (all, P < 0.01); in the morphine and ibu
profen groups, the mean onset of action was 1.2 and 
0.9 hour, respectively (P < 0.001). Total pain relief 
after 4 hours was significantly greater with tapentadol 
200 mg than with morphine 60 mg (P < 0.001). The 
mean level of pain relief achieved with morphine 60 mg 
was between that achieved with tapentadol 100 and 
200 mg. Major adverse effects included nausea, dizzi
ness, somnolence, and vomiting (Table IV). 

Lange et al,33,34 and Stegmann et a}35,36 reported 
the results of a similar study in 517 patients experi
encing moderate to severe pain after bunionectomy. 
The mean (SD) age of subjects in all treatment groups 
ranged from 36.9 (12.3) to 41.0 (12.6) years, and 
the proportion of females ranged from 83.3 to 95.3 
(P values not reported). The mean body mass index 
ranged from 26.0 (5.0) to 27.6 (5.2) kg/m2• The doses 
of tapentadol, morphine sulfate, ibuprofen, and pla
cebo were the same as those in the study by Kleinert 
et a1.29 The primary end point was TOTPAR-8. Mean 
TOTPAR-8 scores for tapentadol 75 mg, tapentadol 
100 mg, and placebo were 4.4 (5.0),4.8 (5.3), and 1.5 
(2.9), respectively (P < 0.05 vs placebo). Mean scores 
in the tapentadol 200-mg group and the morphine 
60-mg group were 8.1 (6.8) and 6.7 (7.5), respectively, 
whereas the mean score in the ibuprofen group was 
8.0 (8.4) (P s 0.05 vs placebo). Adverse effects re
ported included nausea, dizziness, somnolence, and 
vomiting (Table IV). 

Stegmann et aJ37-40 and Weber et a141,42 reported 
the results of a multicenter, randomized, double-blind, 
placebo-controlled, parallel-group, multiple-dose study 
of the efficacy and tolerability of tapentadol in the 
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first 72 hours after unilateral first metatarsal bunion
ectomy with osteotomy surgery. Eligible patients had 
a postoperative pain rating of ~4 on an Il-point nu
merical pain rating scale (from 0 = no pain to 10 = 
worst pain imaginable) and a ~l increase in pain on the 
same scale within 9 hours after regional anesthesia was 
stopped on postoperative day 1. Patients meeting these 
criteria were randomly assigned to receive immediate
release tapentadol 50 mg, immediate-release tapenta
dol 100 mg, immediate-release oxycodone 10 mg, or 
placebo. A second dose of study medication could be 
administered 1 to 6 hours after the first dose and ev
ery 4 to 6 hours thereafter as needed. First-, second-, 
and third-line rescue medications were available for 
patients experiencing inadequate analgesia. The pri
mary efficacy end point was Summed Pain Intensity 
over 24 hours (SPI-24) on day 3, which was assessed on 
a 4-point verbal rating scale (from 0 = no pain to 3 = 
severe pain). Two hundred sixty-nine subjects under
went randomization, with 10 dropping out. The mean 
(SD) ages of the tapentadoI50-mg, tapentadollOO-mg, 
oxycodone, and placebo groups were 40.3 (13.5),40.9 
(13.3),36.8 (11.5), and 41.8 (13.5) years, respectively. 
The proportions of female patients were 83.6%,88.2%, 
89.6%, and 99.1 %. White subjects predominated in 
each group (62.7%,64.7%,50.7%, and 73.1 %). Mean 
body mass index was 26.5 (5.6),26.7 (5.6),27.1 (5.0), 
and 26.6 (5.0) kglm2. SPI-24 scores for tapentadol 50 
and 100 mg and placebo were 33.6 (19.7) (P = 0.013 
vs placebo), 29.2 (15.2) (P < 0.001 vs placebo), and 
41.9 (17.7), respectively. The mean SPI-24 score in the 
oxycodone group was 35.7 (17.2) (P = 0.037 vs place
bo). Further analysis found lower SPI-24 scores in the 
tapentadol 100-mg group compared with the oxy
codone 10-mg group (P = 0.046). First-line rescue 
medications were received by 80.6%, 76.5%, 80.6%, 
and 98.5% of subjects in the tapentadol 50-mg, tapen
tadol 100-mg, oxycodone 10-mg, and placebo groups, 
respectively. Fewer subjects in the 2 tapentadol groups 
received second-line rescue medications compared with 
the oxycodone and placebo groups, whereas third-line 
rescue medications were required by <25% of patients 
in the 3 active-treatment groups and nearly 50% of 
those in the placebo group. The most common adverse 
effects included nausea, dizziness, somnolence, vomit
ing, headache, generalized pruritus, hyperhidrosis, con
stipation, pruritus, and feeling hot (Table IV). 

Phase II studies reported the efficacy of tapentadol 
in the treatment of moderate to severe pain after sur-
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Table IV. Common adverse effects (% of subjects) in selected Phase II/III trials. 
__ ~~v~. ______ ~", __ "_,>,,~~, __ ~ __ , 

,-,--,-----~----~------'"~----

Tapentadol 
Adverse Morphine Ibuprofen Oxycodone 
Effect 25 mg 50 mg 75 mg 100 mg 200 mg 60 mg 400 mg 10 mg Placebo 

'" ·~,, ____ • ____ ,.,"~'~~ _____ ~~ _____ U~ __ ¥ __ ,"A_~ ___ ~ __ ' _______________ , __ " ___ ~ ______ """ 

Nausea 
Kleinert et al29 10 22 16 10 50 61 2 2 
Lange et aJ33 30 19 21 30 40 57 8 
Stegmann et al37 46.3 66.2 71.6 17.9 
Hartrick et al46 18 21 23 5 

Dizziness 
Kleinert et aF9 20 24 26 38 60 59 12 14 
Lange et al33 14 18 21 20 24 35 a 
Stegmann et aJ37 32.8 64.7 56.7 14.9 
Hartriek et al46 18 26 23 5 

Somnolence 
Kleinert et al29 4 6 12 19 26 16 10 2 
Lange et aJ33 10 15 19 21 35 34 6 
Stegmann et al37 28.4 36.8 26.9 7.5 
Hartrick et al 46 6 10 12 1 

Vomiting 
Kleinert et al29 2 10 6 6 36 S9 2 2 
Lange et al33 12 4 10 13 40 39 5 
Stegmann et al37 16.4 35.3 38.8 1.5 
Hartriek et al46 7 14 34 4 

Headache 
1<leinert et al29 8 14 8 4 8 14 4 14 
Stegmann et a[37 17.9 22.1 20.9 10.4 
Hartriek et al 46 6 8 3 6 

Hyperhidrosis 
1<leinert et al29 2 4 4 0 16 6 a 0 
Stegmann et al37 6,0 8.8 10.4 1.5 

Constipation 
Stegmann et al37 6.0 7.4 17.9 1.5 
Hartriek et al 46 4 7 26 2 

Pruritus 
Kleinert et al29 0 0 2 0 6 2 0 0 
Stegmann et aj37 7.5 7.4 11.9 3.0 
Hartriek et al46 2 5 15 1 

Feeling hot 
Kleinert er al29 2 6 0 2 6 2 9 0 
Stegmann et al37 7.5 2.9 lOA 4.5 

Diarrhea 
Hartriek et al46 5 3 

Fatigue 
1<leinert et al29 2 0 6 2 6 6 2 4 
Hartriek et al46 1 7 10 1 
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gical third molar extraction and bunionectomy sur
gery. In the third molar extraction study, single doses 
of tapentadol 75, 100, or 200 mg were associated 
with TOTPAR-S scores that differed significantly 
from those with placebo. Morphine 60 mg was associ
ated with a TOTPAR-S score that was significantly 
lower than that for tapentadol 200 mg and numeri
cally greater than that for tapentadol100 mg. Ibupro
fen 400 mg was associated with a TOTPAR-S score 
that was numerically greater than those for tapen
tadol and morphine. Major adverse effects included 
nausea, dizziness, somnolence, and vomiting. In a study 
in patients undergoing bunionectomy surgery, the same 
tapentadol doses were associated with TOTPAR-8 
scores that were significantly greater than those with 
placebo. Tapentadol 200 mg was associated with a 
comparable score to ibuprofen 400 mg, whereas ta
penta dol 100 mg was associated with a numerically 
lower score than morphine 60 mg. Adverse effects 
included nausea, dizziness, somnolence, and vomiting. 
Another bunionectomy trial allowed administration 
of multiple doses of study medication after surgery. 
On the third postoperative day, SPI-24 scores were 
significantly lower with tapentadol 50 and 100 mg 
than with placebo. Patients receiving oxycodone 10 mg 
had scores that were slightly higher than those for 
tapentadol 50 mg. The most common adverse effects 
were nausea, dizziness, somnolence, vomiting, head
ache, generalized pruritus, hyperhidrosis, constipa~ 

tion, pruritus, and feeling hot. 

PHASE III TRIALS 
Hale et al43 and Oh et al44 published the results of a 
multicenter, randomized, double-blind, active-controlled 
study in which patients received either immediate
release tapentadol or immediate-release oxycodone 
for clinically diagnosed low back pain or osteoarthri
tis pain of the knee or hip (off-label uses). Male and 
female subjects aged ~ 18 years were randomized in a 
4:1 ratio to receive tapentadol 50 or 100 mg every 
4 to 6 hours as needed (maximum dose, 600 mg/d) or 
oxycodone 10 to 15 mg every 4 to 6 hours as needed 
(maximum dose, 90 mg/d) for 90 days. Rescue medi
cations (acetaminophen or ibuprofen) were allowed 
on no more than 3 days per week. The primary objec
tive was to assess the tolerability of tapentadol in 
these subjects; efficacy was a secondary end point. 
Three hundred ninety-one and 86 subjects completed 
the study in the tapentadol and oxycodone groups, 

December 2009 

respectively. The mean (SD) ages of tapentadol and 
oxycodone subjects were 55.9 (11.96) and 56.4 
(11.S6) years, respectively; 54.6% and 55.9% of the 
2 groups were female. The mean weight of subjects in 
the 2 groups was 91.6 (23.25) and 90.6 (22.26) kg. 
The majority of both groups were white (84.5% and 
81.2%). The most frequent adverse effects in the ta
penta dol and oxycodone groups were nausea (lS.4% 
and 29.4%), vomiting (16.9% and 30.0%), and con
stipation (12.S% and 27.1 %). Dizziness (lS.1 % and 
17.1%), headache (11.5% and 10.0%), and somno
lence (10.2% and 9.4%) occurred at comparable inci
dences in the 2 groups. The proportion of individuals 
discontinuing therapy due to adverse effects was 
20.S% in the tapentadol group and 30.6% in the 
oxycodone group; the time to discontinuation differed 
significantly between the 2 groups (P < 0.05). Mean 
baseline pain intensity scores were 7.0 and 7.2 in the 
respective groups; at the end of the treatment period, 
the corresponding scores were 4.9 and 5.2 (P value 
not reported). The mean daily doses were 284 (156) mg 
for tapentadol and 42 (25) mg for oxycodone. 

Upmalis et al45 reported the incidence of symptoms 
of opioid withdrawal on abrupt discontinuation of 
study medication at the end of the 90-day treatment 
period in the study by Hale et a1.43 The Clinical Opi
oid Withdrawal Scale and Subjective Opioid With
drawal Scale were administered to subjects within 2 to 
4 days after discontinuation of study medication. Sig
nificantly fewer patients in the tapentadol group com
pared with the oxycodone group reported mild to 
moderate withdrawal symptoms (17% vs 29%, respec
tively; P < 0.05), and mean Subjective Opioid With
drawal Scale scores were lower (6.9 vs S.7; P < 0.05). 

Hartrick et al,46,47 Afilalo et al,48 Upmalis et al,49,so 
and Haeussler et al51 published or presented the results 
of a multicenter, randomized, double-blind, active- and 
placebo-controlled study in patients aged ~1S years 
with pain secondary to end-stage osteoarthritis of 
the hip or knee that was not relieved by nonopioid 
analgesic therapy (off-label uses). Patients received 
immediate-release tapentadol 50 mg, immediate-release 
tapentadol 75 mg, immediate-release oxycodone 10 mg, 
or placebo every 4 to 6 hours (maximum of 6 doses 
per day) for 10 days. The primary end point was the 
sum of pain intensity difference (SPID) over the first 
5 days. Secondary end points included 2- and 10-day 
SPID; 2-, 5-, and 10-day TOTPAR; and sum of total 
pain relief and pain intensity difference (SPRID). Ad-
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verse events were monitored throughout the study. Six 
hundred fifty-nine and 666 subjects were included in 
the efficacy and safety analyses, respectively. Mean 
(SD) age and weight across all treatment groups were 
61.2 (9.83) years and 97 (24) kg, respectively. The least 
squares mean differences from placebo were 101.2 
(95% CI, 54.58-147.89) in the tapentadol 50-mg 
group and 97.5 (95% CI, 51.81-143.26) in the tapen
tadol 75-mg group (both, P < 0.001). The least squares 
mean difference from placebo was also significant for 
oxycodone 10 mg (111.9; 95% CI, 66.49-157.38; P < 

0.001). There were no significant differences in anal
gesic efficacy between either tapentadol dose and 
oxycodone. Mean 2-day TOTPAR scores for the ta
penta dol 50-mg, tapentadol 75-mg, oxycodone 10-mg, 
and placebo groups were 82.0 (52.04), 80.3 (45.87), 
86.7 (52.03), and 54.5 (45.83), respectively (all, P < 
0.001 vs placebo). Mean 5-day TOTPAR scores in the 
respective groups were 202.2 (122.32),207.6 (108.48), 
216.0 (116.85), and 142.9 (107.49) (all, P < 0.001 vs 
placebo). Mean 10-day TOTPAR scores were 376.6 
(228.37),384.5 (211.09),391.9 (212.55), and 259.0 
(201.21) (all, P < 0.001 vs placebo). 

Mean (SD) 2-day SPRID scores in the tapentadol 
50-mg, tapentadol 75-mg, oxycodone 10-mg, and pla
cebo groups were 164.0 (123.12), 164.0 (116.87), 178.1 
(128.20), and 100.0 (108.96), respectively (all, P < 
0.001 vs placebo).46-51 Mean 5-day SPRID scores in 
the respective groups were 434.4 (333.04), 434.1 
(306.99),462.6 (307.26), and 274.3 (265.80) (all, P < 
0.001 vs placebo). Mean 10-day SPRID scores were 
853.5 (640.36),817.6 (595.96),853.7 (573.10), and 
506.8 (510.56) (all, P < 0.001 vs placebo). Neither 
dose of tapentadol was inferior to oxycodone in terms 
of pain control throughout the study. Most adverse 
effects, including nausea, dizziness, somnolence, vom
iting, headache, constipation, pruritus, diarrhea, and 
fatigue (Table IV), were of mild to moderate intensity. 
No serious adverse effects were reported in tapentadol 
recipients. Discontinuation due to adverse effects oc
curred in 13%, 18%,30%, and 4% of the tapentadol 
50-mg, tapentadol 75-mg, oxycodone 10-mg, and 
placebo groups, respectively. 

In abstract form, Rauschkolb-Loeffler et a152-54 re
ported the results of a multicenter, randomized, double
blind, placebo-controlled trial in subjects with moder
ate to severe chronic pain secondary to osteoarthritis 
of the knee (off-label use). Six hundred seventy sub
jects were assigned to receive extended-release tapen-
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tadol 100 mg, extended-release tapentadol 200 mg, 
controlled-release oxycodone 20 mg, or placebo ad
ministered twice daily for 28 days. Doses were titrated 
over 2 weeks to achieve the maintenance dose. The 
primary efficacy end point was the average pain inten
sity over the previous 24 hours, measured on a 100-mm 
visual analog scale on the final day of the study. Ad
verse events were also evaluated. The mean (SD) ages 
of the tapentadol 100-mg, tapentadol 200-mg, oxy
codone 20-mg, and placebo groups were 56.8 (9.59), 
58.1 (9.34),57.8 (8.97), and 57.4 (8.68) years, respec
tively; the proportions of females were 61 %, 65%, 
64%, and 59%. The majority of subjects in each 
group were white (81 %,80%,87%, and 82%). The 
mean change from baseline in average pain intensity 
in the tapentadol 200-mg and placebo groups was 
--45.3 (30.37) and -36.8 (29.99) mm, respectively 
(P = 0.02). The least squares adjusted mean (S£) differ
ence in average pain intensity for tapentadol 200 mg 
versus placebo was -8.4 (3.30) mm. The mean (SD) 
change from baseline in average pain intensity in the 
tapentadol100-mg and oxycodone 20-mg groups was 
--42.9 (29.29) and -41.8 (28.23), respectively (statisti
cal analysis not provided). The least squares adjusted 
mean (S£) differences in average pain intensity for 
tapentadol 100 mg and oxycodone 20 mg versus pla
cebo were -5.9 (3.34) and -5.4 (3.22) (P = NS). Major 
adverse effects included nausea, vomiting, constipa
tion, somnolence, and dizziness. The reported inci
dences of gastrointestinal events were 30%, 49%, 
56%, and 23% in the tapentadol 100-mg, tapentadol 
200-mg, oxycodone 20-mg, and placebo groups, re
spectively. Constipation was reported in 7%, 10%, 
20%, and 5% of the respective groups. Nervous sys
tem symptoms were reported by 24%, 34%, 43%, 
and 15% of subjects. 

Okamoto et al55 conducted a further analysis of the 
tolerability data from the previous study and deter
mined that immediate-release tapentadol was associ
ated with improved gastrointestinal tolerability and 
similar efficacy compared with immediate-release 
oxycodone in both opioid-experienced and non
opioid-experienced patients. In non-opioid-experienced 
patients, nausea occurred in 22 % of those who re
ceived tapentadol and 35% of those who received 
oxycodone. Vomiting was reported in 18% and 39% 
of these patients, respectively. In opioid-experienced 
patients, nausea was reported in 14% and 23% of 
tapentadol and oxycodone recipients, respectively, 
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and vomiting was reported in 16% and 21 % of the 
2 groups. Constipation was reported in 14% and 
27% of non-opioid-experienced patients, and 12% 
and 27% of opioid-experienced patients. 

Rauschkolb-Loeffler et aj56,57 reported subjective 
assessment scores in the same patient population. Sub
jects rated treatment with tapentadoll00 and 200 mg 
as "very good" or "excellent" 48.8% of the time, com
pared with 29.2 % of the time in subjects receiving 
placebo. A further analysis by these authors found 
that the differences in the Western Ontario and Mc
Master Universities pain, stiffness, and physical func
tion subscale scores, and the total score at day 29 were 
statistically significant between tapentadol200 mg and 
placebo (P = 0.006, P = 0.007, P ::0 0.023, and P = 
0.006, respectively).58 

The results of a multicente1; randomized, double
blind, active- and placebo-controlled study in 603 pa
tients undergoing first metatarsal bunionectomy have 
been reported in abstract and poster formats. 59-61 

Patients were assigned to receive immediate-release 
tapentadol 50,75, or 100 mg; immediate-release oxy
cod one hydrochloride 15 mg; or placebo every 4 to 
6 hours (duration not reported). The primary end 
point was the SPID over 48 hours (SPID-48). Other 
evaluations included tolerability and patients' global 
impression of change. The mean (SD) age of the tapen
tado) 50-mg, tapentadol 75-mg, tapentadol 100-mg, 
oxycodone Ii-mg, and placebo groups was 41.5 
(13.27),44.8 (13.61),44.4 (13.68),46.4 (13.02), and 
44.3 (14.45) years, respectively. The proportions of 
females in the respective groups were 85%, 89%, 
84%, 88%, and 90%; the proportions of white sub
jects were 47%, 59%, 53%, 61 %, and 57%; and the 
mean body mass index was 28.1 (5.70),27.6 (6.17), 
28.5 (5.85),28.9 (6.03), and 27.8 (6.00) kglm2• Mean 
SPJD-48 values for tapentadol 50, 75, and 100 mg 
and placebo were 119.1 (125.86), 139.1 (118.93), 
167.2 (98.99), and 24.5 (120.93), respectively (F < 
0.001, all tapentadol doses vs placebo). The SPID-48 
value for oxycodone 15 mg was 172.3 (110.86) (P < 

0.001 vs placebo). For patients' global impression of 
change, 67%, 77%, and 89% of the tapentadol 50-, 
75-, and 100-mg groups rated their status as "much 
improved" or "very much improved," compared with 
88% of the oxycodone group and 41 % of the placebo 
group (F < 0.001, all tapentadol doses and oxycodone 
vs placebo). Common treatment-related adverse ef
fects included nausea, vomiting, dizziness, and somno-
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lence. Gastrointestinal adverse effects occurred in 
46%,46%, and 59% of the tapentadol 50-, 75-, and 
100-mg groups, respectively; 73% of the oxycodone 
group; and 17% of the placebo group. 

Further analysis of these data were presented as a 
poster by Oh et al. 62 Increasing tapentadol doses were 
associated with numerically higher mean TOTPAR 
scores in the first 12, 24, 48, and 72 hours relative to 
placebo, suggesting a dose-response trend. Gottlieb et 
al63 reported that the SPID at 12, 24, and 72 hours 
during the double-blind treatment period was signifi
cantly improved with all doses of tapentado) com
pared with placebo (F < 0.001). Finally, in a poster 
presentation, Upmalis et al64 reported patients' global 
impression of change and SPRID at 12, 24, 48, and 
72 hours after the first dose of study medication. For 
the global impression of change, the proportions of 
patients viewing their overall status as "much im
proved" or "very much improved" were 67%, 77%, 
and 89% in the tapentadol 50-, 75-, and 100-mg 
groups, respectively, compared with 88% of oxy
codone subjects and 41 % of placebo subjects. SPRID 
data indicated a dose-dependent increase in the effi
cacy of tapentadol. 

Phase III trials have evaluated the efficacy and tol
erability ot'tapentadol in several off-label uses, includ
ing low back pain, osteoarthritis pain of the hip, and 
osteoarthritis pain of the knee. Tapentadol also has 
been evaluated in postbunionectomy pain. In a study 
in patients with low back pain or osteoarthritis pain 
of the knee or hip, patients receiving tapentadol 50 to 
100 mg every 4 to 6 hours over 90 days had a lower 
incidence of nausea, vomiting, and constipation than 
did patients receiving oxycodone 10 to 15 mg every 
4 to 6 hours over 90 days. A greater proportion of 
patients in the oxycodone group discontinued therapy 
due to adverse effects compared with the tapentadol 
group. Pain intensity scores at the end of the treat
ment period were comparable in the 2 groups. When 
study drugs were abruptly discontinued at the end of 
treatment, significantly fewer patients experienced 
mild to moderate symptoms of opiate withdrawal in 
the tapentadol group compared with the oxycodone 
group. In a study in patients with pain caused by os
teoarthritis of the hip or knee, tapentadoland oxy
codone were associated with significant reductions in 
SPID scores at day 5 compared with placebo. A study 
in patients with chronic pain secondary to osteoar
thritis of the knee found a significant reduction in 
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average pain intensity at day 28 with extended-release 
tapentadol 200 mg compared with placebo. Major 
adverse effects were comparable to those observed in 
other trials. In patients undergoing first metatarsal 
bunionectomy, tapentadol was associated with signifi
cant reductions in SPID scores at 48 hours compared 
with placebo. Also, a significantly greater proportion 
of tapentadol patients indicated that their pain was 
"much improved" or "very much improved" compared 
with placebo. 

DOSING, ADMINISTRATION, AND 
PRECAUTIONS 
The initial recommended dose of tapentadol, which is 
a Schedule II controlled substance, is 50, 75, or 100 mg 
every 4 to 6 hours, with individualization according to 
the severity of pain.65 On the first day of dosing, the 
second dose may be administered as early as 1 hour 
after the initial dose if satisfactory pain relief is not 
achieved. Daily doses exceeding 700 mg on day 1 of 
therapy and 600 mg/d thereafter are not recommend
ed, as higher doses have not been studied. No dosage 
adjustments are necessary in patients with mild to 
moderate renal impairment; however, the drug has not 
been studied in subjects with severe renal disease and 
tapentadol is not recommended in these individuals. 
Dosage adjustments are not necessary in patients with 
mild hepatic impairment; however, in those with mod
erate liver disease, tapentadol should be initiated at 
50 mg, with a dosing interval of no less than every 
8 hours for the first 24 hours; subsequent doses may 
be given at longer or shorter intervals based on tolera
bility and the analgesic needs of the patient. Use in 
severe hepatic impairment is not recommended. Dos
age adjustments are not necessary in the elderly with 
normal renal or hepatic function. In those with liver 
or kidney disease, dosage adjustments are recommend
ed as described previously. 

Tapentadol is listed in pregnancy category C.65 It 
has not been adequately studied in pregnant women 
and should be used during pregnancy only if the po
tential benefit justifies the potential risk to the fetus. 
The effect of this agent in women undergoing labor 
and delivery is unknown; therefore, use of tapentadoJ 
is not recommended in women during and immedi
ately before labor and delivery. There is insufficient 
information on the excretion of tapentadol in human 
breast milk, and this agent should not be used during 
breastfeeding. The tolerability and effectiveness of ta-
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pentadol in patients aged <18 years have not been 
established; thus, use of tapentadol is not recom
mended in this population. 

Patients with significant respiratory depression, 
acute or severe bronchial asthma, or hypercapnia in 
unmonitored settings or in the absence of resuscitative 
equipment should not receive tapentado1.65 As with 
other agents with ~-opioid-agonist activity, tapenta
dol should not be administered to individuals with 
paralytic ileus, nor to patients receiving or having re
ceived a monoamine oxidase inhibitor within the past 
14 days due to the potential for adverse cardiovascu
lar events. 

Several warnings and precautions have been issued 
for tapentado1.65 Tapentadol should be used with cau
tion in patients with asthma, chronic obstructive pul
monary disease, cor pulmonale, severe obesity, sleep 
apnea, myxedema, kyphoscoliosis, central nervous 
system depression, or coma. Therapeutic doses may 
lead to increased airway resistance and decreased res
piratory drive to the point of apnea in these individu
als. Concomitant administration of tapentadol with 
agents possessing central nervous system-depressant 
properties may lead to respiratory depression, hy
potension, profound sedation, coma, or death. Tapen
tadol should be used with caution in patients with 
head injury, intracranial lesions, or other sources of 
preexisting elevated intracranial pressure due to the 
risk of further elevating cerebrospinal pressure in 
these patients secondary to respiratory depression and 
carbon dioxide retention. Tapentadol has the poten
tial to be abused by crushing, chewing, snorting, or 
injecting; such practices may lead to overdose and 
death. Tapentadolmay impair the physical and mental 
abilities of patients receiving it, putting them at risk 
for personal injury in the performance of hazardous 
tasks such as operating machinery or driving a motor 
vehicle. Tapentadol should be used with caution in 
patients with seizure disorders or any condition that 
would increase the risk of seizures, as systematic study 
in these conditions has not been conducted. Adminis
tration of tapentadol with selective serotonin reuptake 
inhibitors, serotonin and norepinephrine reuptake in
hibitors, tricyclic antidepressants, monoamine oxidase 
inhibitors, other agents that impair serotonin metabo
lism, and triptans may result in development of the 
potentially life-threatening serotonin syndrome. Tapen
tadol may produce spasms of the sphincter of Oddi 
in patients with biliary tract disease, including acute 
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pancreatitis, and should be used with caution in this 
population. Finally, withdrawal symptoms may occur 
with abrupt discontinuation of tapentadol. Gradual 
tapering of the dose usually reduces such symptoms. 

PHARMACOECONOMIC CONSIDERATIONS 
No pharmacoeconomic studies of tapentadol were 
identified. The average wholesale prices of 100 tablets 
of the 3 commercially available dosage strengths are 
$204.00 for the 50-mg tablets, $238.80 for the 75-mg 
tablets, and $318.00 for the 100-mg tablets (personal 
communication, J. Stowe, RPh, October 2009). 

DISCUSSION 
Tapentadol, a ).l-opioid-receptor agonist and norepi
nephrine reuptake inhibitor, appears to be a promising 
addition to the armamentarium for the management 
of acute pain. Although not approved for these indica
tions, tapentadol has been reported to be effective in 
the management of chronic low back pain and os
teoarthritis pain. Studies completed to date suggest 
that this agent has comparable or greater efficacy than 
morphine or oxycodone, and greater efficacy than 
placebo in multiple acute and chronic pain scenarios. 
Oral absorption is rapid, with Cmax typically reached 
in Q hours. The drug follows linear pharmacokinet
ics, has a t1l2 of -4 hours, and is primarily excreted 
renally.65 Tapentadol has not been found to induce or 
inhibit CYP enzymes to a clinically significant degree 
and is therefore thought to have a low probability of 
interfering with the metabolism of other drugs that 
follow the CYP metabolic pathway. 

Adverse effects associated with tapentadol are pri
marily of a central nervous system or gastrointestinal 
nature, and have been reported to occur less frequent
ly than in patients treated with oxycodone. Efficacy 
has been reported for tapentadol in patients with pain 
associated with dental extraction, bunionectomy sur
gery, arthritis of the hip and knee (off-label uses), and 
low back pain (off-label use). An advantage of tapen
tadol compared with pure opioid agonists is efficacy in 
pain of a neuropathic and/or inflammatory etiology. 

This review had several limitations. The full results 
of clinical trials were available in only a few cases; 
most data were in the form of published abstracts or 
poster presentations at national and international 
meetings. Many of the investigators and authors were 
affiliated with the manufacturer of tapentadol, intro
ducing a potential for bias. In addition, most trials 

December 2009 

were conducted in acute pain situations, and little 
data are available on the use of tapentadol in chronic 
pain conditions. Another limitation was the lack of 
comparative pharmacoeconomic data for tapentadol 
and other commonly used analgesic agents. 

CONCLUSIONS 
Tapentadol is an oral analgesic with efficacy in nu
merous pain situations. It was generally well tolerated 
in the studies reviewed and appeared to have a mini
mal potential for drug-drug interactions. It is antici
pated that tapentadol will be an important addition to 
the armamentarium for the management of moderate 
to severe pain. 
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s.19(1) 

s.20(1)(b) 

Fw: Tapentadol Scheduling 
Denis Arsenault to: Jocelyn Kula 
Cc: Nathan J Isotalo, Daniel Galarneau 

2010-08-1109:45 AM 

History: This message has been replied to. 

Hi Jocelyn, 

Below is a revised draft response for Diane (based on your comments) to the e-mail from JOI. 

Denis 

******************************** 

Dear 

Thank yOU for your follow-up e-mail regarding 

As previously indicated, the federal regulatory process includes a number of steps, the first of which is the 
submission of a regulatory triage statement to the Treasury Board Secretariat. Additional steps include 
the development of a comprehensive scheduling assessment and the preparation of a cost-benefit 
analysis supporting the proposed regulation. Please note that OCS is currently finalizing a triage 
statement, and is actively working with the Health Products and Food Branch as required, on a scheduling 
assessment. 

We look forward to working with Janssen-Ortho Inc. as this regulatory proposal moves forward. 

Sincerely, 

Diane Allan 

****************************** 

Denis 

Denis Arsenault 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances contr6lees, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax I Telecopieur: (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 
--- Forwarded by Denis ArsenaultlHC-SC/GC/CA on 2010-08-11 09:21 AM --

Nathan J 
Isotalo/HC-SC/GCICA To Denis ArsenaultlHC-SC/GC/CA@HWC 
2010-08-1006:50 AM cc 

Subject Fw: Tapentadol Scheduling 
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5.19(1) 

re: herbal incense I tapentadol docs 
Nathan J Isotalo to: Denis Arsenault 2010-08-19 03:39 PM 

Hi Denis, 

as progress on herbal incense and tapentadol documentation has been completed as far as 
possible prior to my eave (next Thursday is my last day) I invite you to please feel free to take 
any necessary steps in my absence to keep these files moving along their merry way e.g. comments from 
Jocelyn, input from Kyle or necessary approvals etc. Upon my return, we can touch base and we take 
things from there. 

Nathan. 
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Docket Number 10-11 7766-73 - Draft Letter to ] 

E-mail: 

Dear 

Thank you for your follow-up e-mail regarding 

As previously indicated, the federal regulatory process includes a number of steps, the 
first of which is the submission of a regulatory triage statement to the Treasury Board 
Secretariat. Additional steps include the development of a comprehensive scheduling 
assessment and the preparation of a cost-benefit analysis supporting the proposed 
regulation. 

Please note that Office of Controlled Substances (OCS) is currently finalizing a triage 
statement, and is actively working with the Health Products and Food Branch as required, 
on a scheduling assessment. 

We look forward to working with lanssen-Ortho Inc. as this regulatory proposal moves 
forward. 

Sincerely, 

Diane Allan 
Director 
Office of Controlled Substances 
Healthy Environments and Consumer Safety Branch 
Health Canada 
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Fw: triage 
Nathan J Isotalo to: Denis Arsenault 2010-08-1909:48 AM 

Hi Denis 

fyi- I reattached the triage as the check in checkbox for item G at the end of the triage needed to be 
removed. Nathan. 
---- Forwarded by Nathan J Isotalo/HC-SC/GC/CA on 2010-08-1909:46 AM-

Nathan J 
Isotalo/HC-SC/GC/CA To Denis ArsenaultlHC-SC/GC/CA 

2010-08-1812:50 PM cc 

Subject Fw: triage 

Hi Denis, here is a new triage based on findings of lAS and my interpretation of triage questions. 

As for Daniel's comments, I have not been convinced by his arguements. The medium levels for health, 
safety and security questions I've responsed to are based on factual findings of nonclinical and clinical 
studies pertaining to abuse liability of tapentadol and a potential for future increased diversion, trafficking 
and clandestine synthesis of tapentadol in Canada and; by imposing existing scheduling controls on 
tapentadol will mark a significant shift from the status quo where there are currently none regardless of 
whether or not tapentadol is currently in the Canadian market. 

Should clarification of triage questions be required, I suggest Treasury Board provide meaning and 
guidance as to their intent and believe Kyle will be a useful contact and source of clarification so that we 
can agree as to whether or not they are medium or low. 

Nathan. 
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re: tapentadollAS 
Nathan J Isotalo to: Denis Arsenault 2010-08-20 10:00 AM 

Hi Denis, 

this file replaces the former lAS as I've added some info for pregnant women and some phys-chem 
parameters just found. 

Nathan. 
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re: tapentadol 
Nathan J Isotalo to: Denis Arsenault 2010-10-0810:28 AM 

Hi Denis, 

It has been sometime since I sent you the tapentadol triage, lAS, prelimary regulatorypackage 
documents. 

Has the tapentadol triage been approved? 

What about the lAS ... has it been sent to the CSTD-CSS-WG working group? 

Was it ever approved? 

What about comments on the regulatory package? 

I sent these to you, way back at the end of August... .. 

If you could please provide an update on this file upon your return on Monday that would be appreciated. 

Nathan Isotalo 
Senior Policy Analyst 
oes HECS 
Health Canada 
613-946-4225 
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J anssen-Ortho Inc. 
19 Green Belt Drive 
Toronto, Ontario 
Canada 
M3C 1L9 

Re: Requirement for Timely Scheduling of Tapentadol 

Dear 

Thank you, for your letter of 201 OIl 0103 

s.19(1) 

s.20(1)(b) 

10-122253-238 and 
10-122386-461 

The Office of Controlled Substances (OCS) is committed to adding tapentadol to Schedule I of 
the Controlled Drugs and Substances Act(CDSA) and the Schedule of the Narcotic Control 
Regulations(NCR) while adhering to Treasury Board Secretariat's Cabinet Directive on 
Streamlining Regulations and the Federal Regulatory Process. 

As communicated at our joint meeting between HC TPD, HC HECS OCS and lanssen-Ortho 
Inc. held on 2010106118, regulatory initiatives such as this one may take as long as 12 months or 
more from initial conception to both develop and process to actual fruition. 

In this regard, OCS is moving forward to expedite the scheduling oftapentadol by all possible 
means and avenues. 

Ms. Cathy Sabiston 
Director General 
Controlled Substances and Tobacco Directorate 
HECSB Health Canada 
123 Slater Street 
Ottawa, Ontario 
KIAOK9 

000755 



Hi Jocelyn, 

Tapentadol Triage Statement - Draft 
Denis Arsenault to: Jocelyn Kula 
Cc: Daniel Galarneau, Nathan J Isotalo 

2010-10-1205:33 PM 

As discussed a few minutes ago, attached is a draft of the tapentadol triage for your review. While Daniel 
and I agreed that the response to each of the questions should be "Low", a few of them could in theory be 
"Medium" depending on how you frame the issue. Will let you decide if you think our rationale for each of 
the ratings should be tweaked. 

Tapentadol Triage Statement - Oct 12.rtf 

Denis 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques n§glementaires, 
Office of Controlled Substances I 
Bureau des substances controlees, 
Health Canada I Sante Canada 
TelITel: (613) 957-6828 
Fax I Telecopieur: (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 
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5.19(1) 

Audit Trail 
Document Number: 10-122386 - 461 File Number: 

Name: 

From 
HECSB-CSTD-OCS-RPD 

To Sent 
HECSB-CSTD-OCS-RPD 2010-10-1816:29 

Comments: This docket has been assigned to Nathan for a response. ISabel 

BF Action 
Action request 

HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS-RPD 2010-10-19 11; 14 Information 
Comments: This docket has been responded to in docket 10-122253-238 as this was a duplicate letter. Isabel 

No Action Request. 
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III II I 

I JANSSEN-ORTHO 

October 13. 2010 

Ms. Cathy A. Sabiston 
Director General, 
Controlled Substances and Tobacco Directorate 
HECSB, Health Canada 
123 Slater Street 
Ottawa, Ontario K1A OK9 

Subject: 

Dear Ms. Sabiston, 

I '1,11- II Ifill II iHflTil 
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Page 2 
(vls. Cathy A. Sabiston 
Director General, 

s.20(1)(b) 

Controlled Substances and Tobacco Directorate October 13. 2010 

Yours truly. 

Janssen~Ortho Inc. 

cc: Paul Glover. ADM Healtl. Envirnomenls and Consumer Safely (HECS} 
Meene BaHantyne, ADM Health Products and Food Brancil (HPFB) 
Supriya Sharma, Director General, Therapeutic Products Directorate (TPD) 
Kimby Barton, Director. Bureau of Cardiology, Allergy and Neurological Sciences (BCANS), TPD 
Diane Allan - Director. OCS 
J Manager, Policy and Regulatory Affairs, OCS 

, OCS Regulatory Manager 
elersen. Manager. NS. BCANS 

Janssen-Ortho Inc. 
---------------, "", "','" ""'-( Inc. 

Janssen-Ortho Inc. 
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5.19(1) 

Audit Trail 
Document Number: 10-122308 - 398 File Number: 

Name: 

From 
HECSB-ADMO-ES-REC 
Review/Revision initiale 
HECSB-CSTD-DGO 

To 
HECSB-ADMO-EDT 

HECSB-CSTD-OCS 
HECSB-CSTD 

Sent SF 
2010-10-18 10:38 

2010-10-2217:05 2010-10-25 

Action 
Initial 

See Note 

Comments: Arafo/Carmen: Please prepare a regrets letter to 
25th,2010. Merc;' Paula 

meeting request by NOON Monday, October 

HECSB-CSTD-OCS 

Comments: Letter to 
HECSB-CSTD-OCS 

HECSB-CSTD-OCS-RPD 2010-10-25 08:42 
HECSB-CSTD-OCS-PRAD 
due at noon today, Monday October 25th. Merc;, Carmen 
HECSB-CSTD-OCS 2010-10-2510:28 

See Note 

See Note 
Comments: Denis has prepared a note. I have attached it in MECS. The docket is with Jocelyn (at the DMC meeting in room 
8629). Carmen 
HECSB-CSTD-OCS HECSB-CSTD-OCS 2010-10-25 11 :02 See Note 
Comments: Arafo, Jocelyn reviewed and revised Denis'letter. Updated version attached in MECS. Will bring to Jocelyn k. in 
80ardroom 8629. 
HECSB-CSTD-OCS HECSB-CSTD-DGO 2010-10-25 12:42 
Approvall Approbation 

HECSB-CSTD 
Comments: Docket approved by Jocelyn and routed to DGO for approval. Will bring it up shortly. Thank you! 
HECSB-CSTD-DGO HECSB-ADMO-REC 2010-10-25 13:44 See Note 

HECSB-ADMO-EDT 
HECSB-CSTD-DGO 
HECSB-CSTD 

Comments: Louise/Nadia: attached input is DG approved Mere;' Paula 
HECSS-ADMO-REC HECSB-ADMO-EDT 2010-10-25 13:47 
Editing/Revision 
HECSB-ADMO-EDT 
Approval! Approbation 
HECSB-ADMO-EDT 
Processing/Pour Traitement 
HECSB-ADMO-EA 
classer 

HECSB-ADMO-SPA 2010-10-2514:31 

HECSB-ADMO-EA 2010-10-2608:13 

HECSB-ADMO-ES-REC 2010-10-2608:54 

Comments: Reply sent by ADM, docket returned to Diane Staynor to PA (el) 

For 

Put AwaylA 

No Action Request. 
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i JANSSEN-ORTHO 

October 13, 2010 

Ms. Cathy A. Sabiston 
Director General, 
Controlled Substances and Tobacco Directorate 
HECSB, Health Canada 
123 Slater Street 
Ottawa, Ontario K1A OK9 

Subject: 

Dear Ms. Sabiston, 
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Page 2 
Ms. Cathy A. Sabiston 
Director General, 

s.20(1)(b) 

Controlled Substances and Tobacco Directorate October 13, 2010 

Yours truly, 

Janssen-Ortho Inc. 

cc: _ ADM Health Envirnoments and Consumer Safety (HECS) 
Meena Ballantyne, ADM Health Products and Food Branch (HPFB) 
Supriya Sharma, Director General, Therapeutic Products Directorate (TPD) 
Kimby Barton, Director, Bureau of Cardiology, Allergy and Neurological Sciences (BCANS), TPD 
Diane Allan - Director, OCS 
Jovelyn Kula, Manager, Policy and Regulatory Affairs, OCS 
Daniel Galarneau, OCS Regulatory Manager 
Cathy Petersen, Manager, NS, BCANS 

Janssen-Ortho Inc. 
Inc. 
Janssen-Ortho Inc. 
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Audit Trail 
Document Number: 10~122253 - 238 File Number: 

Name: 

From 
HECSB-CSTD-OCS 
Processing/Pour Traitement 

To Sent 
HECSB-CSTD-OCS-RPD 2010-10-1516:31 

SF 

Comments: Docket assigned to RPD for processing. Will bring it over to you shortly. Thank you! 
HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS-RPD 2010-10-1516:40 
Comments: This docket has been submitted to Denis to be assigned to Officer. ISabel 
HECSB-CSTO-OCS-RPD HECSB-CSTD-OCS-RPD 2010-10-15 16:42 
Comments: This docket has been assigned to NAthan for a response. Isabel 
HECSB-CSTO-OCS-RPD HECSB-CSTO-OCS-RPD 2010-10-19 11: 16 
Comments: A response has been prepared by Nathan Isotalo and submitted to Denis for review. Isabel 
HECSB-CSTO-OCS-RPD HECSB-CSTD-OCS-RPD 2010-12-08 16:53 
Comments: This docket has been responded to in docket 10-008204-250 

No Action Request. 
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Office of Controlled Substances 
Bureau des substances controlees 

Docket Number: Date: dOlO - (0- 15 
Numero de dossier: \0 - \~2253- 2- 38 

To/A: 

ForlPour: o Signature of Diane Allan! Signature de Diane Allan 

o 
o 

Signature of Director General! Signature de Director generale 

Signature of Minister/ Signature du Ministre 

o Other/Autre 

Reply/Reponse: (Please print) 
Prepared by: 
Preparepar: ____________________________ -7L-__ __ 

Verified by: 
Verifie par: 

Approved by Diane Allan 

Approuve par Diane Allan 

Remarks/Remarques 
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Redraftl2ieme ebauche 
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A.L. 3509 
MacDonald Building, Room A909 
123 Slater St., 
Ottawa, Ontario 
K1AOK9 

J anssen-Ortho Inc. 
19 Green Belt Drive 
Toronto, Ontario 
Canada M3C lL9 

Re: Requirement for Timely Scheduling of Tapentadol 

Dear 

Thank you, for your letter of 2010/1 0/03 

s.19(1) 

s.20(1)(b) 

Lo(O -(0 - 15 

10-122253-238 
10-122386-461 

~ The Office of Controlled Substances (OCS) is committed to ~if~!if{tipentadol,kf 
\) '''dale I of the Controlled Drugs and Substances Act(CDSA) and the Sc,b.eEh:rl.e ofthe Narcotic 

0{ ~~ Control Regulations(NCR~~~ile adhering to Treasury Board Secretariat's Cabinet Directive on 
'.,sv";:,v Streamlining Regulations ~.~he Federal Regulatory Process. 

1-t 'n.- f'L 4- \)v\t L. w-. ... 11 K .... ) \ 1 
As communicated at our joint meeting between HC TPD, HC HECS OCS and Janssen-

Ortho Inc. held on 2010106/18, regulatory initiatives such as this one may take as long as 12 
months or more from initial conception to both develop and process to actual fruition. 

In this regard, OCS is moving forward to expedite the scheduling oftapentadol by all 
possible means and avenues. 

Yours sincerely, 

Cathy Sabiston 
Director General 
Controlled Substances and Tobacco Directorate 
Healthy Environments and Consumer Safety Branch 
Health Canada 
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PRAD Telephone Enquiry 
Date of Call: 2010110119 
Subject: Update on Tapentadol 
Language of Correspondence: English 

Caller Name: 
Caller Organization: J anssen-Ortho Inc. 
Caller Telephone Number: 

CALL SUMMARY: 
Where is the caller from? 

....................................................................................................................................................................................................................... 

What is their question/issue? 

Janssen-Ortho Inc., Toronto, Ontario . 

What is the current status of scheduling tapentado1? What do I communicate within Janssen-Ortho Inc. 

What specific response is given to them 
This is an overview of the status of scheduling tapentado1 and what may be communicated. 

5.19(1) 

The Office of Controlled Substances has performed an internal review of an initial Triage statement on 
tapentadol. Other documentation has been drafted that is pending internal review. As communicated at 
the June 18th meeting, the regulatory process may take up to 12 months or longer to complete and have 
tapentadol scheduled under the CDSA. 

The Office of Controlled Substances is working as expeditiously as possible to have tapentado1 
scheduled however, work on tapentado1 must be weighed in consideration with other competing priorities 
of the Office of Controlled Substances. It has been communicated that work on the tramado1 file is a 
higher prioirity and will likely take precedence over work on the tapentado1 file. These files are perceived 
internally as separate initiatives. 

The Office of Controlled Substances looks forward to working collaboratively e.g. wi Treasury Board, 
DOJ lawyers, PCO, Janssen-Ortho Inc., to continue making progress on this important issue to mitigate 
the potential of future abuse andlor diversion of tapentadol. 

Resources that were recommended to them and why 
nla 

Any additional pertinent information 
none 

Mr. Nathan Isotalo 
Sr. Policy Analyst, Regulatory Affairs Division 
Office of Controlled Substances, Controlled Substances and Tobacco Directorate 
Healthy Environments and Consumer Safety Branch, Health Canada 
tel. 613-946-4225 
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A.L. 3509 
MacDonald Building, Room A909 
123 Slater St., 
Ottawa, Ontario 
KIAOK9 

J anssen-Ortho Inc. 
19 Green Belt Drive 
Toronto, Ontario 
Canada M3C 1L9 

s.19(1) 

s.20(1)(b) 

10-122253-238 
10-122386-461 

Re: Requirement for Timely Scheduling of Tapentadol 

Dear 

Thank you, for your letter of2010/10103 

The Office of Controlled Substances (OCS) is committed to adding tapentadol to 
Schedule I of the Controlled Drugs and Substances Act(CDSA) and the Schedule of the Narcotic 
Control Regulations(NCR) while adhering to Treasury Board Secretariat's Cabinet Directive on 
Streamlining Regulations and the Federal Regulatory Process. 

As communicated at our joint meeting between HC TPD, HC HECS OCS and 
Janssen-Ortho Inc. held on 2010106118, regulatory initiatives such as this one may take as long as 
12 months or more from initial conception to both develop and process to actual fruition. 

In this regard, OCS is moving forward to expedite the scheduling of tapentadol by all 
possible means and avenues. 

11m 111' I I 

Yours sincerely, 

Cathy Sabiston 
Director General 
Controlled Substances and Tobacco Directorate 
Healthy Environments and Consumer Safety Branch 
Health Canada 
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.+. Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

Triage Statement Form 

Section I: Overview 

Date received by RAS: 

Security classification 

Protected B 

Title Of the Regulatory Proposal: Additiou of Tapentadol to Schedule I of the Controlled 
Drugs and Substances Act and the Schedule of the Narcotic Control Regulations. 

Sponsoring Regulatory Organization(s): Health Canada 

Statutory Authority: Controlled Drugs and Substances Act (CDSA) 

Approximate date of submission of regulatory proP9sal;(f) RAS: pct~~er 25 .. __ ~~nO~~~~~ ___ ~ 
",",;C" ' "':01~~" 

Issue 

Objective 

To add tapentadolJo Sc:l1edllle I oftl1e C;o~ntroll<':4prugsan4Substa,!ces 1~t(GpSA) anci the. 
Schedule ofthe Narcotic Control Regulations (NCR). 

Given that tapentadol is currently marketed in the United States, scheduling under the CDSA 
would address the potential for diversion. If approved for sale in Canada in the future, 
scheduling under the NCR will impose reporting, security, storage, and license and permit 

requirements for medications containing tapentadol or its related analogues. Once scheduled, 

Canada 
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••• Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

only licensed dealers oftapentadol or its analogues will be able to carry out the specific activities 
(including import and export) in their dealer's license for the specified tapentadol or analogue. 
Likewise, handling by phannacists and practitioners will be restricted to the conditions specified 
under the NCR. These regulatory measures are aligned with the Office of Controlled 

Substances' ongoing activities to safeguard the public from drugs that may be~':l.~j~<::_ttD ___ mm_m_j 

diversion and/or abuse. 

Description 

Marketed internationally under the trade name ofNUC~IA ®, three fonnulations of 
tapentadol have been developed including an immediate rere~~ (IR) tablet for the relief of acute 

, = ~=~ 

pam, and an extended release (ER) 
fonnulation for the management of moderate to "'''''" " •• u UJLUv pain in patients 18 years of age or 
older. 

Deleted: potentially diverted and 
abused. 

'",1 similar ',( 

regulatory actions taken by other countries, and the ris~~(tll(:_~~y_er?~()~_~n_d/~~_~l?\ls_~_~_e~~~l?-_____, I 

~~: ~:~~~:;:; :~l~~;::entadnl. its salts~ndlelatedanalogueson Schedule ImtheCDSA .;~"~ ............ _~ ••• :=: 
The schedule listing would appear as follows~ 

it~ S~ltS<tllcl. 
related analogues. 

~ection II: E)(pected Levels of ~lnpact .. 

(Maximum 1 page for each question) 

To rate the level of impact, check either No or N/A (no or not applicable), Low, Medium, or High. 

Canad~ 
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.+. Treasury Board of Canada 
Secretariat 

1) Health and Safety 

Secretariat du Conseil du Tresor 
du Canada 

If a regulatory proposal is expected to have no impact on 
human, animal, or plant health or safety, or is not 
applicable, it receives a No or N/A rating. If a regulatory 
proposal is expected to have minimal impact, it receives a 
Low rating; if it is expected to have some impact, such as 

reducing the delay or the need for medical attention or 
hospitalization, it receives a Medium rating; and if it is 
expected to have a significant impact, such as mortality, it 
receives a High rating. 

No or Low Medium High 
N/A 

o L8J 0 0 

• As tapentadol is not currently marketed in Canada, and as there is no evidence as of yet 

of diversion from the United States of America where it has been on the market since 

June 2009, the health and safety impact is expected to be low as it does not represent a 

significant change from the status quo. The proposed scheduling of tapentadol under the 

CDSA and NCR is a proactive measure that will ensure its availability for legitimate 
therapeutic purposes (if approved for sale in Canada in the future) while mitigating the 

potential for diversion and abuse. 

2) Environment - '~, 

If a regulatory proposal is expectedtoih~ye:nQdmpact on No or Low Medium High 
the environment, or is not applic,t6Ie';~:it ;~c~ves a No or N/A 

NI A rating. If a regulatory pi5p,?:;sal is':,~xpected to have 
L8J 0 0 0 minimal impact, it receives a Low:r~tiiIg; if it is expected 

to have some impact, it receives a Medium rating; and if 
it is expected to have a significant impact, such as 
damaging a sensitive ecosystem or protecting it from 
irreversible harm or damage, it receives a High rating. A 

preliminary review based on The Cabinet Directive on the 
Environmental Assessment of Policy, Plan and Program 

Proposals will assist in providing a basis for the rating. 

• This regulatory 12roppsal has no im12act on the environment . 

Canad~ 
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.+. Treasury Board of Canada Secretariat du Conseil du Tresor 
Secretariat du Canada 

3) Society and Cnlture 

If a regulatory proposal is expected to have no social 
impact or implications for people's way oflife, culture, 
community, political systems, well-being, personal and 
property rights, fears and aspirations, or ethical concerns, 
or is not applicable, it receives a No or N/A rating. If a 
regulatory proposal is expected to have minimal impact, it 
receives a Low rating; if it is expected to have some 
impact, it receives a Medium rating; if it is expected to 
have a significant impact, it receives a High rating. 
Special consideration should be given to vulnerable social 
and economic groups, such as Aboriginal peoples, official
language minorities, lower income Canadians, recent 
immigrants, and groups affected on the basis of age, 
gender, race, or culture. 

No or Low Medium High 
N/A 

o [2l 0 0 

_. _The proposed scheduling of tapentadol will mitigate the potential for its diversion and 

abuse while not preventing its availabilityj()r legitimate medical reasons should it 
eventuallv be approved {or sale in the future. 

Canada 
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·+. Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

4) Public Security 

If a regulatory proposal is expected to have no impact on 
public security or no implications for national safety and 

security, transportation and travel safety, criminal activity 
or policing, emergencies and disasters, family and home 
safety, fmancial safety, Internet safety, product or 
consumer protection, recreational safety, bullying, school 
safety, and workplace safety, or is not applicable, it 
receives a No or N/A rating. If a regulatory proposal is 
expected to have minimal impact, it receives a Low 
rating; if it is expected to have some impact, it receives a 
Medium rating; and if it is expected to have a significant 
impact, it receives a High rating. 

No or Low Medium High 
N/A 

D [g] D D 

• The impact on public security is low as the scheduling of tapentadol does not represent a 

significant change from the status quo for law enforcement agencies. The scheduling of 
tapentadol will, however, enable law enforcement to take action should the diversion of 

I tapentadol emerge as a problem in the foture~ 
~=~=~"';:::. =~===:=! 

Canad~ 
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.+. Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

5) Economy 

If a regulatory proposal is expected to have no economic No or 
impact or implications for business (including N/A 
administrative burden and duplication), consumers, 

0 competition, jobs, and trade (international and 
interprovincial), or is not applicable, it receives a No or 
N/A rating. If a regulatory proposal is expected to have 
minimal economic impact, it receives a Low rating; if it is 
expected to have some impact, it receives a Medium 
rating; and if it is expected to have a significant impact, it 
receives a High rating. 

Low Medium High 

~ 0 0 

• The only com12anv to be a(fj;cted bl' the scheduling o{ta12entadol is Janssen-Ortho Inc., 

,C "n' " 

Canad~ 
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.+. Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

6) Costs and Savings of the Regulatory Proposal 

Estimate the level of gross costs No or Low Medium 

or savings to government, N/A 
industry, consumers, and 
Canadians as a result of the 
regulatory proposal in CAN 

$0 $0-$10 million $10-$100 
dollars. Estimate costs or 

PV million PV 
savings either in terms of 
present value (PV) based on a or or 
minimum 10-year forecast and 
an 8% discount rate, or $0-$1 million $lM-$1O 
expressed annually. For annual million annual 
guidance see the Canadian 

0 [SJ 0 Cost-Benefit Analysis Guide: 

Regulatory Proposals. Note: 
government costs do not include 
the cost of developing the 
regulatory proposal. 

High 

;;$100 million 
PV 

or 

;;$10 million 
annual 

0 

_. _The level of impact is low as the only costs to be incurred by this regulatory proposal 

(should NUCYNTA be approved for sale in Canada in the future) are costs associated 

with product labeling and the addition of an UN" to designate tapentadol medications as 

narcotics. Janssen-Orrho Inc., is already a licensed dealer under the NCR so would not 

incur anv additional costs in com12.1rillg with those regulations. Costs to Health Canada 
and law enLarcement are believed to be low aswell. 

Canada 
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.+. Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

7) Public Interest, Stakeholder Support, and Potential Controversy 

If a proposal is not controversial and is universally No or 

supported by all stakeholder groups, or this is not N/A 

applicable, it receives a No or N/A rating. If a regulatory 
~ proposal is expected to cause minimal controversy but is 

generally supported by all key stakeholder groups, 
including lobby groups, it receives a Low rating; if it is 
expected to cause some controversy or is opposed by 
some key stakeholders, it receives a Medium rating; and 
if it is expected to cause significant controversy, is 
opposed by most stakeholders, or faces large opposition, 
it receives a High rating . 

• 

Low Medium High 

0 0 0 

Likewise. as this will minimize 
---... _._._-- .---_._-- - -~-. ~ ----- -
the potential [or diversion and/or abuse, it is believed that the general12ublic and other 

stakeholders ,vill also be suppprtive with minimal controvers}'. Pharmacy groU12S will 

also like!}' sUl2120rt as scheduling is consistent with other like opioid analgesics having 

similar abuse potential. 

~ ~;; 

~ 8) Regulatory Coordination and COol!eration~ 
.~ '" 

If a regulatory proposal is eXR.~Ct~at6Eha~&;no impact on No or Low Medium High 

regulatory coordination or coope~fltion]inci'uding that N/A 

between federal departments, witB~!hir governments in 
~ 0 0 0 Canada, and internationally, or is not applicable, it 

receives a No or N/A rating. If a regulatory proposal is 
expected to have minimal impact on regulatory 
coordination or cooperation, it receives a Low rating; if it 
is expected to have some impact, it receives a Medium 
rating; and if it is expected to have a significant impact, it 
receives a High rating, for example, whenever specific 
Canadian requirements are proposed. 

• This regulatorv {2roposal is not eX12ected to have any impact on regJtiator}' coordination 

or cooperation, including that between federal de12artments. with other governments in 

Canada, and internationally as controlled substances are governed under Federal 

jurisdiction under the legal mandate and authority oOhe Controlled Drugs and 

Substances Act and its Regylations and this initiative aligns with other actions taken in 

other foreign countries. 

~I:Tn 
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.+. Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

9) International Trade Agreements or Obligations 

If a regulatory proposal is expected to have no impact on No or 
international trade agreements or obligations, or is not NI A 

I 

applicable, it receives a No or N/A rating. If a regulatory 
proposal is expected to have minimal impact on IZl. 
international trade agreements or obligations, it receives a 
Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected to have a 

significant impact, it receives a High rating. 

Low Medinm High 

ODD 

I _e _This regulatory proposal will have a negligible impact on Health Canada meeting its 

I 

current and future international obligations under the UN Single Convention on Narcotic 

Drugs 1961 as amended by the 1972 protocol amending the Single Convention on 

Narcotic Drugs 1961 as tapentadol has yet to be added to the Schedules under the UN 

Convention. 

10) Legal, Policy or Government Priority, MISC~H!l~;iius Amendment Regulations (MARs), 

or other Impact 
<, -

If a regulatory proposal is expected to have no legal, No or Low Medium High 

policy, or other impact, or is not applicable, it receives a N/A 
No or NI A rating. If a regulatory proposal is expected to 

0 IZl. D D have minimal legal, policy, or other impact, it receives a 
Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected to have 
significant impact, it receives a High rating. MARs are 
usually rated as No or NI A. 

e This regulatory proposal is thought to have a minimal legal, policy or other imR([ct as it 

.lit/flils Health Canada's obiective to mitigate and 12revent 120tential {ilture 12rescri12tion 

f1rug abuse bv having an o12ioid analgesic added to the schedules to the CDSA and NCR 

while remaining consistent with existing Governmental12olicies. 

Canada 
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·+. Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

Section III: Overall Impact 

The overall expected level of impact of the No or N/A Low Medium High 
regulatory proposal should be the highest level 

0 1:81 0 0 triggered by any of the questions in Section II. 

Section IV: Submissions Requirements 

Triage Statement Requirements 

Low-Impact RIAS Template 

A. If the answer to all Complete the Low-impact RIAS template 
10 questions is No or NI A 

1:81 or Low Consideration of recommendation for exemption from pre-
publication in Canada Gazette, Part I. 

.. i' ~::::;: . 
. :~.;e 

Medium/High-Impact RIAS Template 

B. If the answer to one or Complete the Medium/high-impact RIAS template 
more of the 10 questions 

0 is Medium or High Consult stakeholders before pre-publication in Canada 

Gazette, Part I. 

C. If all the answers to Qualitative analysis of costs and benefits for each stakeholder 
Questions 1 through 6 are 

0 
is required. 

No or N/A or Low 

D. If the answer to one or Estimate benefits and costs for each stakeholder through cost-
more of Questions 1 

0 
benefit analysis, risk assessments, and strategic environmental 

through 6 is Medium and assessment: 
there are no answers that 1. Quantitative costs; 
are High 2. Quantitative benefits if data is available (such as in 

literature reviews, departmental records, benefits 
transfer, consultation, and expert advice); or 

3. Qualitative costs or benefits when 1 or 2 above is not 
possible. 

Canada 
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.+. Treasury Board of Canada 
Secretariat 

E. If the answer to one or 
more of questions 1 

D through 6 is High 

F. If the answer to 
Question 8 is either 

D Medium or High 

G. Ifthe answer to 
Question 9 is either 

D Medium or High 

H. If the answer to one or 
more of Questions 1 

D through 6 is either 
Medium or High 

Secretariat du Conseil du Tresor 
du Canada 

Estimate benefits and costs for each stakeholder through cost-
benefit analysis, risk assessments and strategic environmental 
assessment: 

1. Quantitative costs 
2. Quantitative benefits 
3. Qualitative costs or benefits when 1 or 2 is not possible 

Complete the Performance Measurement and Evaluation 
section of the RIAS template and a Performance Measurement 

and Evaluation Plan. 

Report on any cooperation and coordination efforts 
undertaken, including those between federal departments, with 
other governments in Canada, and internationally. When 
specific Canadian requirements are proposed, identify why 
they are warranted by specific Canadian circumstances and 
how they result in the greatest overall benefit to Canadians. 

Report on any efforts to ensure that Canada's international 
obligations are respected in such areas as human rights, health, 
safety, security, international trade, and the environment. 

Complete the Implementation, Enforcement and Service 
Standards section of the RIAS template. 

Canada 
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.+. Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

The regulatory organization should provide a rationale in writing if the regulatory organization 

wishes to obtain an exemption from RAS on some of the requirements listed above: 

Not applicable - no exemption sought. 

RAS should list any additional requirements for this proposal, such as policy cover, program 
funding, or other information. 

In the case ofa MAR, RAS approves the use of the MARs process: 

Yes 0 No C8J Not applicable. 

Departmental signoff (Director): Ms. Jocelyn Kul<J,.~fre<:t~r,_ Offi<:~()f ~o_ntr()lled ___ _ 
Substances, Controlled Substances and Tobacco DirectUJ:ate, HECS Branch, Health 

~ , ~. ' "";,:",, 
Canada 

Name and title (print): Mr. Nathan Isotalo, S(hPolic?~alyst 

Date: October 12.. __ 2{)1_9.___ ~:~;~:';~"'~~~~" ";:;-
~ - - --..::' ~.~';'~~~,- - - -- - --~:~-------- -- - - - - -- - - - - - - - - - - - -- - - - - - - - - - ----- - - - - - -- - - - - - - - - - - --

Name and address of departmentalf~Ntaci;~rs06(s): Mr. Nathan Isotalo, 123 Slater St., B326 3rd 

Floor, Tel. 613-946-4225"-,,,."~-.;:fu·"· 

RAS signoff (analyst): 

Date: 

The regulatory organization should send two signed copies of the final Triage Statement to RAS. 
RAS will then sign the two Triage Statements and return one copy to the regulatory organization. 

Regulatory Affairs Sector 
Treasury Board of Canada Secretariat 
155 Queen Street 
Ottawa ON KIA OR5 
Canada,. 

lID 
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lanssen-Ortho Inc. 
19 Green Belt Drive 
Toronto, ON M3C lL9 

Dear 

Re: Tapentadol Scheduling 

s.19(1) 

s.20(1)(b) 

La to ~(O-7....0 

10-124691-788 

Thank you for your letter of November 11,2010 regarding the outcome of our meeting 
November 4,2010 -- - _. . -

We believe that our discussions were beneficial to all , 
....................................................................................................................................................................................... 

In this regard, 
and to k.eep Janssen-Urtho Inc. abreast ot our progress. 

Yours sincerely, 

Cathy A. Sabiston 
Director General 
Controlled Substances and Tobacco Directorate 
Healthy Environments and Consumer Safety Branch 
Health Canada 
(613) 941-1977 
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re: tapentadol telephone conversation 
Nathan J Isotalo to: Denis Arsenault 
Cc: Daniel Galarneau 

Hi Denis, 

please find attached the write-up for the discussion wI 

Oct 18 2010 Janssen-Ortho Inc Telephone Conversation.wpd 

Nathan. 

~ 
u.f><k-t( (ill\ '\ ~ i:~~o \ 

2010-10-2012:28 PM 

of Janssen-Ortho Inc. 

p ~\A()\)j.l W(. ~ fAAoo. ~e.tA. u)0\~{u.9 (Mi.1Caj.e 

o IJ) au..\A 0... ~\w1\ LLf~~ te._ 

.~ 
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From: 
To: 
Cc: 
Date: 
Subject: 

Louise Maisonneuve/HC-SC/GC/CA 
Paula RobertlHC-SC/GC/CA@HWC 
Cyndi Vaughan/HC-SC/GC/CA@HWC, SoniaH Lindblad1/HC-SC/GC/CA@HWC 
2010-10-2001:13 PM 
10-122308-398 w: Request for Meeting - Janssen Ortho Inc.-· 

s.20(1)(b) 

Please provide an email recommendation addressed to Louise Maisonneuve before noon October 22, 
2010, about whether Paul Glover should meet with this individual, or if we should offer him a meeting with 
Cathy and/or her staff, or decline entirely. Once ADMO receives your recommendation, the ADM will 
decide if he is comfortable with the approach, and then we will ask CSTD to draft an appropriate reply. 

Merci 

Louise Maisonneuve 
Executive Correspondence Officer/Agente de correspondance de la haute gestion 
Assistant Deputy Minister Officer/Bureau du sous-ministre adjoint 
Healthy Environments and Consumer Safety Branch/ 
Tel. 613-948-2174 

Nadia Biasotto 

From: 
To: 

Nadia Biasotto/HC-SC/GC/CA 
Claudia Lafleur/HC-SC/GC/CA@HWC 

Cc: 

Date: 

jesse_amup-blondin@hc-sc.gc.ca, Louise Maisonneuve/HC-SC/GC/CA@HWC, 
michel-prud'homme@hc-sc.gc.ca, Diane Staynor/HC-SC/GC/CA@HWC 
2010-10-20 12:23 PM 

Subject: Re: Fw: Request for Meeting - Janssen Ortho Inc.- -

MECS # had already been created. Claudia, I returned the letter back to you with the MECS# on the 
Internal Routing Slip early this week (and now back with me). I also advised CSTD of the MECS#, (since 
it was originally address to Cathy w/ a cc to Paul). MECS#10-122308-398 

Diane, now that Paul has also received a more formal letter addressed to him (see attachment below), can 
you please add it to the MECS folder. 

Jesse, how would you like this to proceed? Will you speak to Paul about attending the meeting or not? Or 
have Cathy action accordingly? 

Please advise. Much appreciated. 

Nadia Biasotto 
AlManager 
Office of the Assistant Deputy Ministers / Bureau du sous-ministre adjoint 
Healthy Environments and Consumer Safety Branch / Direction Generale, Sante Environnementale et 
Securite des Consommateurs 
Executive Services / Services Executifs 
Health Canada I Sante Canada 

Tell Tel: (613) 960-4700 
Fax I Telec: (613) 946-6666 
E-maiIICourriel:nadia.biasotto@hc-sc.gc.ca 
From: Claudia Lafleur/HC-SC/GC/CA 

III ,IH I 
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To: Nadia Biasotto/HC-SC/GC/CA@HWC 

Cc: michel_prud'homme@hc-sc.gc.ca, Louise MaisonneuveJHC-SC/GC/CA@HWC, jesse_arnup-blondin@hc-sc.gc.ca 

Date: 2010-10-20 11:59AM 

Subject: Fw: Request for Meeting - Janssen Ortho Inc.-

Over to you to open a MECS pis. 

Claudia Lafleur 
Executive Assistant to the ADM/Adjointe Executive au SMA 
Assistant Deputy Minister's Office/Bureau du sous-ministre adjoint 
HECSB/DGSESC 
Health Canada/Sante Canada 
(613) 946-6700 
--- Forwarded by Claudia Lafieur/HC-SC/GC/CA on 2010-10-20 11 :59 AM -

From: 

To: "paul.glover@hc-sc.gc.ca" <paul.glover@hc-sc.gc.ca> 

Cc: Claudia Lafleur <Claudia.Lafleur@hc-sc.gc.ca>, 

Date: 2010-10-2010:52 AM 

Subject: Request for Meeting - Janssen Ortho Inc. 

Dear Mr. Glover, 

If you have any questions regarding the attached request, please do not hesitate to contact me at 

Regards, 

5.19(1) 

5.20(1)(b) 

This electronic mail message, and any attachments, may contain privileged/confidential information, intended only for the use of the addressee. If you are not 
the addressee, you may not use, copy or disclose to a third party the content of this message or its attachments. If you have received this message by mistake, 

please notify us immediately bye-mail and destroy this message, along with all attachments. 

Ce courrier electronique et les fichiers qui y sont annexes peuvent renfermer des renseignements privilegies et confidentiels a /'intention exclusive du 
rJestinataire. Si vous n'etes pas Ie destinataire, vous n'etes pas autorise(e) a utiliser, a copier ou a divulguer a un tiers Ie contenu de ce courrier electronique ni 
des fichiers jOints. Si vous avez relfu ce courrier electronique par erreur, veuillez en aviser I'expediteur immediatement par courrier electronique et detruire ce 

'1\11'. ""·liIIT I I i,m,I'I,II]; 111111!ul'l 
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Request for Meeting - Janssen Ortho Inc.-

to meena.ballantyne@hc-sc.gc.ca 

• 

Dear Ms. Ballantyne, 

If you have any questions regarding the attached request, please do not hesitate to contact me at 

Regards, 

This electronic mail message, and any attachments, m~YSQ[ltain privileged/confidential inform.illlQp, intended only for the use of the 
addressee. If you are not the addressee, you may not use, copy or disclose to a third party the content of this message or its 
attachments. If you have received this message by mistake, please notify us immediately bye-mail and destroy this message, along 
with all attachments. 

Ce courrier electronique et les fichiers qui y sont annexes peuvent renfermer des renseignements privilegies et confidentiels a 
I'intention exclusive du destinataire. Si vous n'etes pas Ie destinataire, vous n'etes pas autorise(e) a utiliser, a copier ou a divulguer 
a un tiers Ie contenu de ce courrier electronique ni des fichiers joints. Si vous avez re9u ce courrier electronique par erreur, veuillez 
en aviser I'expediteur immediatement par courrier electronique et detruire ce message ainsi que les fichiers en annexe. 
_i.~ IIDI'. 

i/i;: ~! 

mID II" I "mllllllllill I1II11 
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Health Santa 
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DocNumber: 10-122581 - 34 
• Do not attach Protected "C", Confidential, Secret or Top Secret documents in MECS. 
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should be in black and white only. 

Request for Meeting - Janssen Ortho Inc.- . 

s.19(1) 

s.20(1)(b) 

to: meena.ballantyne@hc-sc.gc.ca 2010-10-20 10:52 AM 

Cc: 

Dear Ms. Ballantyne, 

If you have any questions regarding the attached request, please do not hesitate to contact me at 

Regards, 

This electronic mail message, and any attachments, may contain privileged/confidential information, intended only for the use of the addressee. 
If you are not the addressee, you may not use, copy or disclose to a third party the content of this message or its attachments. If you have 
received this message by mistake, please notify us immediately bye-mail and destroy this message, along with all attachments. 

Ce courrier electronique et les fichiers qui y sont annexes peuvent renfermer des renseignements privilegies et confidentiels a I'intention 
exclusive du destinataire. Si vous n'etes pas Ie destinataire, vous n'etes pas autorise(e) a utiliser, a copier ou a divulguer a un tiers Ie contenu 
de ce courrier electronique ni des fichiers jOints. Si vous avez re9u ce courrier electronique par erreur, veuillez en aviser I'expediteur 
immediatement par courrier electronique et detruire ce message ainsi que les fichiers en annexe. 

JOI Meeting Request to Meena Ballantyne.pdf Cathy Sabiston-HC-Oct 13 201 O.pdf 
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Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

20(1 )(b) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



s.19(1) 

s.20(1)(b) 

I will be in touch with your office to determine your availability and establish a date and time for us to 
meet. 

In the interim, thank you for your interest in this important issue. 

Yours truly, 

2 

1m III I 
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re: tapentadol triage ~ 
Denis Arsenault to: Nathan J Isotalo 2010-10-22 04:08 PM 

Thanks. Could you drop off the hard copy version with Jocelyn's comments in my inbox (this will facilitate 
my review)? 

Denis 

Denis Arsenault, AlManager / Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances controh[!es, 
Health Canada / Sante Canada 
Telrrel: (613) 957-6828 
Fax / Telecopieur: (613) 946-4224 
E-MaiIiCourriel:denis_arsenault@hc-sc.gc.ca 

Nathan J Isotalo 

From: 
To: 
Date: 
Subject: 

Nathan J Isotalo/HC-SC/GC/CA 
Denis ArsenaulttHC-SC/GC/CA@HWC 
2010-10-1902:00 PM 
re: tapentadol triage 

[attachment "Tapentadol Triage Statement - Oct 19.rtf' deleted by Denis ArsenaultlHC-SC/GC/CAj 
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s.20(1)(b) 

BF NOON Monday, October 25th, 2010 #10-122308-398 Regrets letter for 
meeting reQuest from . 

Paula Robert to: Jocelyn Kula 2010-10-2204:55 PM 
C . CSTD-OCS-DO, Cyndi Vaughan, SoniaH Lindblad1, Stephanie 

c. Szick, Denis Arsenault, Nathan J Isotalo 

Please prepare a regrets letter to 
October 25th, 2010. Merci. 

meeting request for DG approval by NOON Monday, 

P. 
Paula Robert 
Correspondence Officer / Adjointe a la correspondance 
Director General's Office (DGO) / Bureau de la Directrice generale 
Controlled Substances and Tobacco Directorate (CSTD) / Direction des substances controlees et de la 
lutte au tabagisme (DSCL T) 
HECS/SESC 
Health Canada / Sante Canada 
123 rue Slater Street I AL: 3509A 
Tel: (613) 948-2165 
e-mail: paula.robert@hc-sc.gc.ca 

Jocelyn Kula 

From: Jocelyn Kula/HC-SC/GC/CA 
To: Paula RobertlHC-SC/GC/CA@HWC 
Cc: CSTD-OCS-DO, Cyndi Vaughan/HC-SC/GC/CA@HWC, SoniaH Lindblad1/HC-SC/GC/CA@HWC, 

Stephanie SzicklHC-SC/GC/CA@HWC, Denis ArsenaultlHC-SC/GC/CA@HWC, Nathan J 
Isotalo/HC-SC/GC/CA@HWC 

Date: 2010-10-2211 :45 AM 
Subject: Re: BF NOON Thursday, October 21st, 2010 #10-122308-398 Meeting request from 

Hi all, 

I have spoken with HPFB about this (the incoming was copied to Meena Ballantyne, Supriya Sharma and 
Kimby Barton) and we are all agreed that· 
at this point in time. Our previous communications with 

have a heavy workload of other priorities, and are not in a position to commit to exactly when our 
assessment will be completed, or when we will be in a position to .. _. . . 

we 

. but we have not formally asked that and will not until we are sure internally that that is what we 
want. 

In this regard, and in light of the fact that we really don't have any new information to provide the company 
with at this point in time, it would not seem a good use of our time to meet with them. In addition, the 
dates they have proposed don't work for me because of a conflict with the CBSA Synthetic Drug 
Workshop. At the end of the day, Kimby and I have both discussed hOwmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmm ....... . 

III mil 
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As an alternative to an outright no, we could consider suggesting a meeting in late Jan or Feb, when 
presumably, .. .. . . . 

Please let me know if you need anything else. I will forward email I received from HPFB for info. 

Jocelyn 

Jocelyn Kula 
Acting Director! Directrice par interim 
Office of Controlled Substances! Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch! Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada! Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

Paula Robert 

From: 
To: 

Paula RobertlHC-SC/GC/CA 
Jocelyn Kula/HC-SC/GC/CA@HWC 

Cc: 

Date: 

CSTD-OCS-DO, Stephanie SzicklHC-SC/GC/CA@HWC, SoniaH 
Lindblad1/HC-SC/GC/CA@HWC, Cyndi Vaughan/HC-SC/GC/CA@HWC 
2010-10-2003:51 PM 

Subject: BF NOON Thursday, October 21 st, 2010 #10-122308-398 Meeting request from 

Please provide DGO with an email recommendation by noon tomorrow Thursday, October 21st, 2010. 

Recommendation should address 

recommendation, the ADM will decide if he is comfortable with the approach, and then we will ask CSTD 
to draft an appropriate reply. 

[attachment "10-122308-398 email.pdf' deleted by Jocelyn Kula/HC-SC/GC/CAJ [attachment "10-122308-398 
Incoming.pdf' deleted by Jocelyn Kula/HC-SC/GC/CA] [attachment "10-122308 Incoming 2.pdf' deleted by Jocelyn 
KulalHC-SC/GC/CA] 

P. 
Paula Robert 
Correspondence Officer! Adjointe a la correspondance 
Director General's Office (DGO) ! Bureau de la Directrice generale 
Controlled Substances and Tobacco Directorate (CSTD)! Direction des substances controlees et de la 
lutte au tabagisme (DSCL T) 
HECS!SESC 
Health Canada! Sante Canada 
123 rue Slater Street! AL: 3509A 
Tel: (613) 948-2165 
e-mail: paula.robert@hc-sc.gc.ca 
----- Forwarded by Paula RobertlHC-SC/GC/CA on 2010-10-20 01:33 PM-

1!11 lH I 
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s.20(1)(b) 

Re: BF NOON Monday, October 25th, 2010 #10-122308-398 Regrets letter 
for meeting request from 

Paula 

Jocelyn Kula to: Paula Robert 
C . CSTD-OCS-DO, Cyndi Vaughan, SoniaH Lindblad1, Stephanie 

c. Szick, Denis Arsenault, Nathan J Isotalo 

2010-10-2206:27 PM 

This instruction appears to contradict the discussion I just had with Stephanie on this file, i.e., that we are 
to do content for an email from Paul Glover to 
approved, prepare a response letter from Cathy to would reference the 
communication with Paul. 

Can you pis confirm whether it is a letter or an email that we need for Monday 12 noon? 

thx 
Jocelyn 

PS Denis- leaving you a copy of my notes from discussion with Stephanie ..... 

Jocelyn Kula 
Acting Director! Directrice par interim 
Office of Controlled Substances! Bureau des substances controlees 
Healthy Environments and Consumer Safety Branchl Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada! Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

Paula Robert 

From: 
To: 

Paula RobertlHC-SC/GC/CA 
Jocelyn Kula/HC-SC/GC/CA@HWC 

'<;<:, '2'h<fO"',.D:t0",z2.: .... 0::t;.".:s·."a.' 'iF PM 1:~&:};~:r ;.+Hv;), .,:.' , ••. r~ >,_~,. ,.".--~ __ .+t,.v.' ~- v;:"" 

Cc: CSTD-OCS-DO, Cyndi Vaughan/HC-SC/GC/CA@HWC, SoniaH Lindblad1/HC-SC/GC/CA@HWC, 
Stephanie SzicklHC-SC/GC/CA@HWC, Denis ArsenauIUHC-SC/GC/CA@HWC, Nathan J 
Isotalo/HC-SC/GC/CA@HWC 

Date: 2010-10-2204:55 PM 
Subject: BF NOON Mondav. October 25th. 2010 #10-122308-398 Rearets letter for meetina reauest from 

Please prepare by NOON Monday, 
October 25th, 2010. Merci. 

P. 
Paula Robert 
Correspondence Officer! Adjointe a la correspondance 
Director General's Office (DGO) I Bureau de la Directrice generale 
Controlled Substances and Tobacco Directorate (CSTD) I Direction des substances controlees et de la 
lutte au tabagisme (DSCL T) 
HECS/SESC 
Health Canada I Sante Canada 
123 rue Slater Street I AL: 3509A 
Tel: (613) 948-2165 
e-mail: paula.robert@hc-sc.gc.ca 

1111 11,1 I 
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5.19(1) 

s.20(1)(b) 

Re: SF NOON Monday, October 25th, 2010 #10-122308-398 Regrets letter 
for meeting request from 

hi Jocelyn, 

Stephanie Szick to: Jocelyn Kula 
C . Paula Robert, CSTD-OCS-DO, Cyndi Vaughan, SoniaH Lindblad 1 , 

c. Denis Arsenault, Nathan J lsotalo 

2010-10-2408:41 PM 

It is as we discussed - that a meeting perhaps 
Yes, per my conversation with Jesse, an email will do. 

This needs to go through MECS per Paula's email here. 

The letter would indeed come later - ---------------------------------------

I trust this captures our conversation accurately. 

Paula - this means there will another related reply - a letter from Cathy replying to the Oct. 13/10 
attachment in this trail below. I think we squared this away this Friday in our own discussion? Let's catch 
up in the morning. 

Thanks! 

Stephanie Szick 
Director General's Office / Bureau du directeur general 
Controlled Substances & Tobacco Directorate (CSTD) I 
Direction des substances contrOlees et de la lutte au tabagisme (DSCL T) 
Health Canada I Sante Canada 
Tel/Tel: (613) 948-8651 

Jocelyn Kula 

From: Jocelyn Kula/HC-SC/GC/CA 
To: Paula RobertlHC-SC/GC/CA@HWC 
Cc: CSTD-OCS-DO, Cyndi Vaughan/HC-SC/GC/CA@HWC, SoniaH Lindblad1/HC-SC/GC/CA@HWC, 

Stephanie SzicklHC-SC/GC/CA@HWC, Denis ArsenaultlHC-SC/GC/CA@HWC, Nathan J 
Isotalo/HC-SC/GC/CA@HWC 

Date: 
Subject: 

Paula 

10/22/201006:27 PM 
Re: SF NOON Monday, October 25th, 2010 #10-122308-398 Regrets letter for meeting request 
from 

This instruction appears to contradict the discussion I just had with Stephanie on this file, i.e., that we are 
to do content for an email from Paul Glover to I 

approved, prepare a response letter from Cathy to that would reference the 

111 1""lH I ml:I""IllTllrl"1l'lIIrr 
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1+1 Jlealtll Cauda 
Sant~ Canada Approval Slip I Bordereau d'approbation 
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s.20(1)(b) 

48 - Hour Assessment 
MECS #: 10-122581-34 

Name of Correspondent / Title / Organization: 
Kimby N. Barton, IIDirector BCANS, TPD 613 954 6498 

1. Date of event / meeting and location: October 28 or 29,2010 (to be confirmed) 

2. Background (on correspondent/organization): 

IS 

following normal procedure for scheduling of a narcotic drug. HECSB met with the 
company in June to provide an update. HPFB is currently reviewing the new drug 
submission for Nucynta (tapentadol) with date for a final decision of December 2,2010. 

3. Does Health Canada have a funding relationship with the group? 
No 

4. Is there a regional perspective: 
No 

5. Do you have a strong opinion regarding the Assistant Deputy Minister's 
participation? 

We would agree to having HPFB representatives attend a meeting with 
HECSB and the company if necessary. 

6. For Ministerial Invitations, please provide a paragraph of input from program for 
inclusion in a Regrets letter, should one be needed. 

lID 11111 i 1" "rrWI 1,1ITTlIT 1111 11'111 
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INPUT (for E-Mail Reply): #10-122308-398 

To: 

Subject: RE: Request for Meeting - Janssen Ortho Inc. -

Dear 

Thank you for your correspondence of October 20, 2010 regarding your 

s.19(1) 

s.20(1)(b) 

As indicated in your previous meetings with the Controlled Substances and Tobacco Directorate (CSTD),, ____________________________________________ ___ 

As an alternative, I would like to propose that we look at meeting in mid to late January 2011, 
I will be please to have CSTD 

officials contact your office early in the new year to arrange this meeting. 

Sincerely, 

Paul Glover 

1lI "1111' 1 ",1111,[ 'IHIIIII1TI 
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5.19(1) 

5.20(1)(b) 

Re: DG reply to President, Janssen Ortho? ~ 
Denis Arsenault to: Jocelyn Kula 2010-10-2604:02 PM 
Cc: Nathan J Isotalo 

Hi Jocelyn, 

Tried touching base with Stephanie Szick to get her input on the response letter( 
but could not reach her. In any case, below for your review is a draft of the response. Have 

kept it short 

*************** 

Dear 

Thank you for your letter of October 13,2010 regarding Janssen-Ortho Inc.'s ______ _ 

Nevertheless, I can assure you in this regard that the Office of Controlled Substances (OCS) 

Yours sincerely. 

Cathy Sabiston 

***************** 

Denis 

Denis Arsenault. AlManager J Gestionnaire p.i. 
Regulatory Policy Division J 
Division des politiques reglementaires. 
Office of Controlled Substances J 
Bureau des substances contr6lees. 
Health Canada J Sante Canada 
TelITel: (613) 957-6828 
Fax J Telecopieur: (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 

Jocelyn Kula 

From: Jocelyn Kula/HC-SC/GC/CA 
To: 
Cc: 

Stephanie SzicklHC-SC/GC/CA@HWC, Denis ArsenaultlHC-SC/GC/CA@HWC 
CSTD-OCS-DO 

Date: 2010-10-2601:37 PM 

1Il I'lili I i I '~'I1:T 1"'1lI'1iilrr'TIlIIW 
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s.19(1) 

s.20(1)(b) 

Subject: Re: DG reply to President, Janssen Ortho? 

Odd because I specifically understood that letter to was only to go once we knew that Paul's email 
had been approved and sent out, and as far as I know, we only found that out late yesterday. 

No doubt Denis and Nathan are working on a letter though, and if they send me something later this aft, I 
can review on my bb. 
There is no way we could have predicted 

JK 
Sent by blackberry 

Jocelyn Kula 
AI Directorl Directrice par interim 
Office of Controlled Substancesl Bureau des substances controlh~es 

Stephanie Szick 

----- Original Message ----
From: Stephanie Szick 
Sent: 2010-10-26 01:26 PM EDT 
To: Jocelyn Kula: Denis Arsenault 
Cc: Paula Robert; CSTD-OCS-DO: Cyndi Vaughan; SoniaH Lindblad1; Nathan J 

Isotalo; Isabel Shanahan 
Subject: DG reply to President, Janssen Ortho? 

hi Jocelyn and Denis 

Cathy's reply letter to President, JO was also due in DGO yesterday. Can we have this letter in DGO 
today please. 

Jocelyn as you know per Cathy's emails today on this --

IIII 
and of course with consideration to meet with 

warranted. 

Thanks both! 

Stephanie Szick 
Director General's Office I Bureau du directeur general 
Controlled Substances & Tobacco Directorate (CSTD) I 
Direction des substances controlees et de la lutte au tabagisme (DSCL T) 
Health Canada I Sante Canada 
Tell Tel: (613) 948-8651 

sooner if he feels it's 

Jocelyn Kula ... 
Paula Robert 

.. Jocelyn Kula 
Paula Robert 

Paul~lrhi~inr;ttucq~rtapp~?is'i4:·cior'lt~ad!(;tth~:: •• :: ·,t .2010~JO;"2206c2t:O~PM 
pr~a~eRrep~r¢'cr;regf~tSi@t~~,tti ~i""}':;;"'201(HO~22d4:55~33PM 
Hi .all~.·f.h'aVii·sP9keh witftH~,f,,;~'~~o·qfthr~(~h~!);~j.:;· .·:·:· .• · .. ;·20't9;1q;2:i·i+:45;Otf~M 
P!~~sepr()vjd(!Jp(;q·WiihC,lij~~n1~ifr~';Ofum~~da~~~,;;.:J . ·?2Qi9fIo:,2()()~:$i:Q~.pM 

Nadia Biasotto 

'III'IT"11ITI'1 '1;' I "'IIIII·llfIIITII'IIITr I 
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Exigence d'autres ministeres 

name prtl!t(;ld and signature I nom Imprtme et signature 

OCT 26 2010 
Branch! Agency Date 
Acron me de fa DGI A ence 

Remarks - Remarques: 

! Copied to 
Liste de diffusion ! 

Revised / Revise: 2007!1 0125 

--- --~---------~--------------
i1I. r 
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s.20(1)(b) 

Draft response to at J-O 
Jocelyn Kula to: Stephanie Szick, CSTD~DGO 201 O~ 1 0~27 08:58 AM 
Cc: "Denis Arsenault", "Nathan J Isotalo", "Mrs. Patricia Rapold" 

,----------------------~----------

So here is what Denis et al have put together, with a few refinements from me. Note that I have included a 
reference to Cathy's mtg with, p,er her email to me yesterday. Feel free to discuss 
further with Denis. 

Jocelyn 

Dear 

Thank you for your letter of October 13, 2010 regarding 
- - . - - --

As you will know from your correspondence with Paul Glover, we are not of the view that we necessarily 
need to meet at this particular point in time. In the interests of transparency however, I will be meeting with 

in the near future. 

Yours Sincerely, 

Cathy Sabiston 
Sent by blackberry 

Jocelyn Kula 
AI Director! Directrice par interim 
Office of Controlled Substances! Bureau des substances contro/lees 

'Ir'" """'To" I ' I 
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From: 
To: 
Cc: 
Date: 
Subject: 
Sent by: 

Dear. 

Dear 

Meena Baliantyne/HC-SC/GC/CA 

Supriya Sharma/HC-SC/GC/CA@HWC, Paul Glover/HC-SC/GC/CA@HWC 
2010-10·2809:36 AM 
Re: Request for Meeting· Janssen Ortho Inc.
Nancy Bisson 

please convey the message below to your colleague 

Thank you for your e-mail dated October 20,2010, requesting 
Due to a busy fall agenda, I am not able to meet at this 

time. I would suggest, however, a meeting with representatives of the Therapeutic 
Products Directorate (TPD) and the Healthy Environments and Consumer Safety Branch 
(HECSB) if your client would sti1llike to meet. I have taken the liberty of copying TPD 
and HECSB officials on this correspondence. I trust that they can adequately respond to 

Regards, 
Meena Ballantyne 

- 10-122581-34_Signed Routing slip.TIF 

'Jfi II I II I IPli II 'IIDII 
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Fw: Request for Meeting - Janssen Ortho Inc.-
Jocelyn Kula to: Supriya Sharma, Kimby Barton, Cathy Petersen 
Cc: Paul Litowitz, Denis Arsenault, Nathan J Isotalo 

s.20(1)(b) 

2010-10-2807:14 AM 

<~~--------------------.-------------------------------------------------------

Hi all, 

See email below from Paul Glover to saying that a meeting is not warranted at this time. 

In the midst of drafting a reply to 
Sabiston that everyone was copied on), I 

response to the original Oct 13 letter to Cathy 

While we would have preferred to have declined, Cathy 
has elected to agree to meet with him alone, and just be in listening mode. I have suggested that if she 
feels the timing is right, she might want to ask J-O 

Will keep you posted as to outcome of meeting. 

Jocelyn 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch/ Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 
----- Forwarded by Jocelyn Kula/HC-SC/GC/CA on 2010-10-28 02:41 AM ----

From: 
To: 

Cathy A Sabiston/HC-SC/GC/CA 
Jocelyn Kula/HC-SC/GC/CA@HWC 

Cc: 
Date: 

Stephanie SzicklHC-SC/GC/CA@HWC, Paula RobertlHC-SC/GC/CA@HWC 
2010-10-26 10:09 AM 

Subject: Fw: Request for Meeting - Janssen Ortho Inc.-

fyi 

Cathy Sabiston 
Director General / Directrice generale 
Controlled Substances & Tobacco Directorate (CSTD) 
Direction des substances controlees et de la lutte au tabagisme (DSCL T) 
Health Canada / Sante Canada 
Tel: (613) 941-1977 Fax: (613) 954-2288 
E-maillcourriel:cathy.a.sabiston@hc-sc.gc.ca 
Website/Site web: www.hc-sc.gc.ca 
----- Forwarded by Cathy A Sabiston/HC-SC/GCICA on 2010-10-2610:09 AM -----

From: 
To: 
Cc: 
Date: 
Subject: 
Sent by: 

Paul Glover/HC-SC/GC/CA 

Cathy A Sabiston/HC-SC/GC/CA@HWC 
2010-10-26 08:53 AM 
Re: Fw: Request for Meeting - Janssen Ortho Inc.
Claudia Lafleur 

II1i III I 
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s.20(1)(b) 

Dear: 

Thank you for your correspondence of October 20, 2010, in which you request a meeting 

As indicated in your previous meetings with officials from the Controlled Substances and 
Tobacco Directorate (CSTD), 

11111111111111111111111111111111111111111111111111111111111111111111 

In this regard, I do not feel there is a need to meet right now. Should 
Janssen-Ortho have new information that would be relevant to our assessment, I would 
encourage you to contact officials in CSTD. 

Thank you for writing. 

Yours truly, 

Paul Glover 
Assistant Deputy Minister 
Healthy Environments and Consumer Safety Branch 
Health Canada 

Claudia Lafle:.:::u:.:r.......................... Claudia Lafleur"Executive Assistant to the ADM/ .. :·2016~10:2608:49:49)A.M 

From: 
To: 
Cc: 
Date: 
Subject: 

"paul.glover@hc~sc.gc.ca" <paul.glover@hc-sc.gc.ca> 
Claudia Lafleur <Claudia.Lafleur@hc-sc.gc.ca>, 
2010-10-2010:52 AM 
Request for Meeting - Janssen Ortho Inc.- -

Dear Mr. Glover, 

""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""",is seeking a short, 30 minute meeting with you and Janssen-Ortho Inc. on 
either Thursday, October 28 or Friday, October 29. 

If you have any questions regarding the attached request, please do not hesitate to contact me at 

l1li1111' 1 1'.' "T n-IIIHllr'llllITI 

000804 



5.19(1) 

Audit Trail 
Document Number: 10-122581 - 34 File Number: 

Name: 

From 
HPFB-ADM-ADMO 
AssessmenUExamen 48h 

To 
HPFB-TPD-DGO 

Sent 
2010-10-2012:00 

BF 
2010-10-22 

Action 
48h 

Comments: Please see the AIR. NOTE· Please fwd this message to Jacqueline and Paul since I can't send audits to 
multiple people due to Lotus 8.5. Thanks. 
HPFB-TPD-DGO HPFB-ADM-ADMO 2010-10-2508:48 As 
RequestedlTel que demande 
Comments: Hi there - attached 48 Hr Assessment was prepared in TPD-DGO and approved by Dr. Sharma. Thanks! 
HPFB-ADM-ADMO HPFB-TPD-DGO 2010-10-2614:17 
Approvedl Approuve 
Comments: 48 Hour Assessment has been approved by the ASADM. Signed routing slip is scanned in MECS. Thank you! 

No Action Request. 

III 11111' I 
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.. , 

Fw: Request for Meeting - Janssen Ortho Inc.
Jocelyn Kula to: Nathan J Isotalo 

This message has been replied to. 

s.20(1)(b) 

2010-10-2807:13 AM 

"'-----, ---------------~------------------------
for the file pis 

Jocelyn Kula 
Acting Director! Directrice par interim 
Office of Controlled Substances! Bureau des substances contrOlees 
Healthy Environments and Consumer Safety Branch! Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada! Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 
- Forwarded by Jocelyn Kula/HC-SC/GC/CA on 2010-10-28 02:48 AM -

From: Cathy A Sabiston/HC-SC/GC/CA 
To: Jesse Amup-Blondin/HC-SC/GC/CA@HWC 
Cc: 
Date: 

Stephanie SzicklHC-SC/GC/CA@HWC, Jocelyn KulalHC-SC/GC/CA@HWC 
2010-10-26 11 :32 AM 

Subject: Re: Fw: Request for Meeting - Janssen Ortho Inc.-

Ok thx 
Jesse Arnup-Blondin 

----- Original Message -----
From: Jesse Arnup-Blondin 
Sent: 2010-10-26 11:13 AM EDT 
To: Cathy A Sabiston 
Cc: Stephanie Szick 
Subject: Re: Fw: Request for Meeting - Janssen Ortho Inc.-

Thanks, Cathy. We are going to send a reply saying that Paul is out of the office for the next three weeks 
and then his schedule is fully booked, and that if would like to meet with someone now, he 
should contact your office to request a meeting wltn you. 

Cathy A Sabiston 

From: 
To: 
Cc: 
Date: 
Subject: 

Cathy A Sabiston/HC-SC/GC/CA 
Jesse Amup-Blondin/HC-SC/GC/CA@HWC 
Stephanie SzicklHC-SC/GC/CA@HWC 
2010-10-2610:27 AM 
Fw: Request for Meeting - Janssen Ortho Inc.-

You could try again with a quick reply, saying that we won't have a better idea of timing until January as 
proposed below. OR, this meeting should be delegated to me. 

thanks 

Cathy Sabiston 
Director General I Directrice generale 
Controlled Substances & Tobacco Directorate (CSTD) 
Direction des substances contrOlees et de la lutte au tabagisme (DSCL T) 
Health Canada! Sante Canada 
Tel: (613) 941-1977 Fax: (613) 954-2288 

m 'C"""m! I i :111 II If, 1111 i!llilID 
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E-mail/courriel:cathy.a.sabiston@hc-sc.gc.ca 
Website/Site web: www.hc-sc.gc.ca 
---- Forwarded by Cathy A Sabiston/HC-SC/GC/CA on 2010-10-26 10:26 AM-

From: 
To: Paul Glover <PauI.Glover@hc-sc.gc.ca> 
Cc: Cat~y A Sa!liston <cathy.a.sabiston@hc-sc.gc.ca>, 

Date: 2010-10-26 09:27 AM 
Subject: RE: Fw: Request for Meeting - Janssen Ortho Inc.-

October 26, 2010 

Many thanks for this response. 

OBICA]" 

Your interest is appreciated as would be the availability of your staff for a 
short meeting 

-----Original Message-----
From: Claudia Lafleur [mailto:Claudia.Lafleur@hc-sc.gc.ca] On Behalf Of Paul 
Glover 
Sent: October 26, 2010 8:53 AM 
To: 
Cc: Cathy A Sabiston 
Subject: Re: Fw: Request for Meeting - Janssen Ortho Inc.-

Dear 

Thank you for your correspondence of October 20, 2010, in which you request a 
meeting 

I ·ITlr IT1lTlIlll~;lIIlll 
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Jocelyn Kula to: Denis Arsenault, Nathan J Isotalo 2010-10-2807:15 AM 

for the file pis 

Jocelyn Kula 
Acting Director! Directrice par interim 
Office of Controlled Substances! Bureau des substances controlees 
Healthy Environments and Consumer Safety Branchl Direction genera Ie de la sante environnementale et 
de la securite des consommateurs 
Health Canada! Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 
- Forwarded by Jocelyn Kula/HC-SC/GC/CA on 2010-10-28 02:34 AM -

From: 
To: "Paul.Glover@hc-sc.gc.ca" <Paul.Glover@hc-sc.gc.ca> 
Cc: "diane.Allan@hc-sc.gc.ca" <diane.Allan@hc-sc.gc.ca>, Jocelyn Kula <jocelyn.kula@hc-sc.gc.ca>, 

"daniel.galarneau@hc-sc.gc.ca" <daniel.galarneau@hc-sc.gc.ca>, ' :OBICA]" 

Date: 2010-10-2504:22 PM 
Subject: 

You will have received my letter dated October 20,2010 requesting a meeting in Ottawa for October 28 
or 29 

That request was based on your being CC'd on a October 13, 2010 letter dealing w the subject as sent to 
Cathy Sabiston, who is very familiar with the subject. 

As I was out of the country when that letter was sent to you on my behalf I will call you Tuesday to 
follow up that that request. 
Calls from me will also be placed to those CC'd on this Email (who also received that letter). 

Perhaps a joint meeting at a time of your choosing would be most efficient. 
Thank you for your interest. 

'I!IIl' ''''"1H I I lilT 11"1l'I1 III IU'ITIl 
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Regards, 

This electronic mail message, and any attachments, may contain privileged/confidential information, intended only for the use of the addressee. 
If you are not the addressee, you may not use, copy or disclose to a third party the content of this message or its attachments. If you have 
received this message by mistake, please notify us immediately bye-mail and destroy this message, along with all attachments. 

Ce courner electronique et les fichiers qui y sont annexes peuvent renfermer des renseignements privilegies et confidentiels a I'intention 
exclusive du destinataire. Si vous n'etes pas Ie destinataire, vous n'etes pas autorise(e) a utiliser, a copier ou a divulguer a un tiers Ie contenu 
de ce coumer electronique ni des fichiers joints. Si vous avez re(fu ce coumer electronique par erreur, veuillez en aviser I'expooiteur 
immooiatement par coumer electronique et detruire ce message ainsi que les fichiers en annexe. 

~ btJ 
JOI Meeting Request to Paul Glover.pdf Cathy Sabiston-HC-Oct 13 2010.pdf 
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Kyle 
995-2846 

From: Denis Arsenault [mailto:denis.arsenault@hc-sc.gc.ca] 
Sent: October 29, 2010 5:05 PM 
To: Burns, Kyle 
Cc: Jocelyn Kula; Nathan J Isotalo; Daniel Galarneau 
Subject: Draft Triage Statement for the Scheduling of Tapentadol under the Controlled Drugs and 
Substances Act 

Hello Kyle, 

Below for your review is a draft of the triage statement regarding the proposed scheduling of tapentadol 
under the Controlled Drugs and Substances Act (CDSA). 

We would greatly appreCiate your comments on the draft before we move ahead with finalizing the triage . 
statement and submitting it for final approval and signature. 

Please feel free to contact me next week should you have any questions regarding the attached. 

Thanks 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances controlees, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax I Telecopieur : (613) 946-4224 
E-MaiIiCourriel:denis_arsenault@hc-sc.gc.ca 

~ 
Tapentadol Triage Statement - Oct 29.doc, KB comments, Nov. 2, 2010.rtf 
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••• Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

Triage Statement Form 

Section I: Overview 

Date received by RAS: 

Security classification 

Protected B 

Title of tbe Regulatory Proposal: Addition of Tapentadol to S~~ule i-:of the Controlled 
Drugs and Substances Act and the Schedule of the Narcot~f:!Mn~_~_Regulations. 

-, 
Sponsoring Regulatory Organization(s): Health Cana~ '"\ - -- ' 

s.20(1)(b) 

Statutory Authority: Controlled Drugs and S~]#iiinc~::ctr~D~A) -::~"' -

Approximate date of submission of regulatory propo~s: ne~e!l!~~"r,}Ol(}_nmmn_n"m" _" { Deleted: October 25,20l0 

Issue 

Objective 

To add tapentadol to Schedule I of the Controlled Drugs and Substances Act (CDSA) and the 
Schedule of the Narcotic Control Regulations (NCR). 

Given that tapentadol is currently marketed in the United States, scheduling under the CDSA 
would address the potential for diversion. If approved for sale in Canada in the future, 
scheduling under the NCR will impose reporting, security, storage, and license and permit 
requirements for medications containing tapentadol or its related analogues. Once scheduled, 

Canada 
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.+. Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

only licensed dealers of tapentadol or its analogues will be able to carry out the specific activities 
(including import and export) in their dealer's license for the specified tapentadol or analogue. 
Likewise, handling by pharmacists and practitioners will be restricted to the ~Q#~ti~bsispedfi~4 
mid~tttl¢JNCRLl!n~~!: p!:<?.':!~j~!1:~J;~y_tE~!!!~ nh~_'!~_t~!~_ t~~· __ ~Q_!~_:!~t ~t:'!:l_~~q~~_R~~yA~!~t:':~ _________ -- -----
governing practitioners (sn. 53 to 60). 

In this regard, some examples include: controls on record keeping; Ministe11al controls on the 
dispensing, sales or provision of verbal prescription narcotics or preparations to a pharmacist or 
practitioner named in a notice issued by the Minister of Health under 48( 1) and 59{ 1); the 
provision of narcotics to employees of hospitals or practitioners of hospitals; the furnishing of 
records to inspectors: security requirements of premises; loss and theft; requirements on receipt 
of written order for a narcotic; Ministerial provision of data on a pharmacist or practitioner to 
provincial/territorial licensing authorities for pumoses of investigation; administration of a 
narcotic by a practitioner; requirements on the provision or sales of narcotic by practitioners for 
pumoses of self-administration; practitioner's requirement for burden of proof in respect of an 
allegation or plea for a contravention under the Act or its regulations; phannacist or practitioner 
written requests to Minister to notify licensed dealers and pharmacists for situations where 
narcotics should be prevented from being sold or provided; Ministerial notification of authorities 
including licensed dealers of narcotics, licensing authorities (in and out of province) for instances 
e.g. of contraventions. These regulatory measures are aligned with the Office of Controlled 
Substances' ongoing activities to safeguard the public from drugs that may be subject to 
diversion and/or abuse. 

Description 

Marketed intemati0t1..iWy unfier the trade name ofNUCYNTA ®, three formulations of 
tapentadol have been~~loped including an immediate release (IR) tablet for the relief of acute 
pain, and an extended release (ER) 
formulation for the management of moderate to severe chronic pain in patients 18 years of age or 
older. 

Canada 
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.+. Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

, similar 
regulatory actions taken by other countries, and the risk of the diversion and/or abuse, Health 
Canada proposes to include tapentadol, its salts and related analogues on Schedule I to the CDSA 

and the Schedule to the NCR. 

The schedule listing would appear as follows: 

Tapentadol (Phenol, 3-[(lR,2R)-3-(dimethylarnino)-I-ethyl-2-methylpropyl]-) its salts and 

related analogues. 

Section II: Expected Levels of 

1) Health and Safety 

Canad~ 

11m '''mr 1 'I' , lilT' I r 1m 11111 (111[11 
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• •• Treasury Board of Canada 
Secretariat 

Secretariat du Canseil du Tresar 
du Canada 

If a regulatory proposal is expected to have no impact on No or Low Medium High 
human, animal, or plant health or safety, or is not N/A 
applicable, it receives a No or N/A rating. If a regulatory 

D lX1 D D proposal is expected to have minimal impact, it receives a 

Low rating; if it is expected to have some impact, such as 
reducing the delay or the need for medical attention or 
hospitalization, it receives a Medium rating; and if it is 
expected to have a significant impact, such as mortality, it 
receives a High rating. 

• As tapentadol is not currently marketed in Canada, and as there is no evidence as of yet 

of diversion from the United States of America where it has been on the market since 

June 2009. the health and safety impact is expected to be low as it does not represent a 

significant change from the status quo. The proposed scheduling of tapentadol under the 

CDSA and NCR is a proactive measure that will ensure its availability for legitimate 

therapeutic purposes (if approvedjdr sal~ in Canada in the future) while mitigating the 

potential for diversion and abuse. 

Approvedfor Sa/e...c are you rejernngto the NOC?:Y4, 

Is this timing 'normal '}or listinion $ciildit.1e E~ TPD's review oUhe New Drug Submission has 

a deadline f2r comeletioll of December 2010 at which time, a notice o[comeliance(jVOq will be 

issued to the s12.onsor should the review be f2und fgvorable f2r marketing the drug in Canada 

and the drug, NUCYNT A * CR aperoved f2r sale. 

ldealll', we would like to add taeentadol onto the schedules to the CDSA and NCR be[ore market 

authorization is given via the issued NOC to meet the scheduling reg,.uesl oUlIe SeOllsor. 

~. -
2) Environmen~, ... _:_ 

Canada 
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• •• Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

If a regulatory proposal is expected to have no impact on 
the environment, or is not applicable, it receives a No or 
NI A rating. If a regulatory proposal is expected to have 
minimal impact, it receives a Low rating; if it is expected 
to have some impact, it receives a Medium rating; and if 
it is expected to have a significant impact, such as 
damaging a sensitive ecosystem or protecting it from 
irreversible hann or damage, it receives a High rating. A 
preliminary review based on The Cabinet Directive on the 
Environmental Assessment of Policy, Plan and Program 

Proposals will assist in providing a basis for the rating. _,.:;~ 

No or 
N/A 

• This regulatory proposal has no impact on the environment. 

3) Society and Culture 

If a regulatory proposal is expected to have no social 
impact or implications for people's way oflife, culture, 
community, political systems, well-being, personal and 
property rights, fears and aspirations, or ethical concerns, 
or is not applicable, it receives a No or N/A rating. Ifa 
regulatory proposal is expected to have minimal impact, it 
receives a Low rating; if it is expected to have some 
impact, it receives a Medium rating; if it is expected to 
have a significant impact, it receives a High rating. 
Special consideration should be given to vulnerable social 
and economic groups, such as Aboriginal peoples, official
language minorities, lower income Canadians, recent 
immigrants, and groups affected on the basis of age, 
gender, race, or culture. 

;;;;.::..~ 

No or 
N/A 

0 

Low Medium High 

o o o 

-~ 

Low Medium High 

I2?J 0 0 

• The proposed scheduling of tapentadol will mitigate the potential for its diversion and 
abuse while not preventing its availability for legitimate medical reasons should it 

eventually be approved for sale in Canada in the future. 

Canada 
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••• Treasury Board of Canada 
Secretariat 

4) Public Security 

Secretariat du Conseil du Tresor 
du Canada 

If a regulatory proposal is expected to have no impact on 
public security or no implications for national safety and 
security, transportation and travel safety, criminal activity 
or policing, emergencies and disasters, family and home 
safety, [mandaI safety, Internet safety, product or 
consumer protection, recreational safety, bullying, school 
safety, and workplace safety, or is not applicable, it 
receives a No or N/A rating. If a regulatory proposal is 
expected to have minimal impact, it receives a Low 
rating; if it is expected to have some impact, it receives a 
Medium rating; and if it is expected to have a significant 
impact, it receives a High rating. 

No or Low Medium High 
N/A 

o 0 0 0 

• The impact on public security is low as the scheduling of tapentadol does not represent a 
significant change from the status quo for law enforcement agencies. The scheduling of 
tapentadol will, however, enable law enforcement to take action should the diversion of 
tapentadol emerge as a problem in the foture. 

Canad~ 
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.+. Treasury Board of Canada 
Secretariat 

5) Economy 

Secn§tariat du Ganseil du Tresor 
du Canada 

If a regulatory proposal is expected to have no economic 
impact or implications for business (including 
administrative burden and duplication), consumers, 
competition, jobs, and trade (international and 
interprovincial), or is not applicable, it receives a No or 

No or Low Medium High 

NI A rating. If a regulatory proposal is expected to have 
minimal economic impact, it receives a Low rating; if it is 
expected to have some impact, it receives a Medium 
rating; and if it is expected to have a significant impact, i~ 
receives a High rating. -

N/A 

o r;g] 0 0 

• The only company to be affected by the sc~~~ng of ttJJl!ntadol is Jan~;;JJiQdho Inc., 

Canada 
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• •• Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

6) Costs and Savings of the Regnlatory Proposal 

Estimate the level of gross costs No or Low 
or savings to government, N/A 
industry, consumers, and 
Canadians as a result of the 
regulatory proposal in CAN 

$0 $0-$10 million 
dollars. Estimate costs or 

PV 
savings either in tenns of 
present value (PV) based on a or 
minimum lO-year forecast and 
an 8% discount rate, or $0-$1 million 

Medium High 

$10-$100 ;;:$100 million 
million PV PV 

or or 

$lM-$10 ;;:$10 million 

expressed annually. For annual million annual annual 

guidance see the Canadian 
D ~ D D Cost-Benefit Analysis Guide: 

Regulatory Proposals. Note: 

government costs do not include 
the cost of developing the 
regulatory proposal. 

• The level of impact is low as the only costs to be incurred by this regulqtory proposal 

I upon any future market approval of NUCYNTA * CR in Canada would be costs 

associated with product labeling and the addition of an UN" to designate tapentadol 

medications as narcotics. Janssen-Ortho Inc., is already a licensed dealer under the NCR 

so would not incur any additional costs in complying with those regulations. Costs to 

Health Canada and law enforcement are believed to be low as well. 

Canada 
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••• Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

7) Public Interest, Stakeholder Support, and Potential Controversy 

If a proposal is not controversial and is universally 
supported by all stakeholder groups, or this is not 
applicable, it receives a No or N/A rating. Ifa regulatory 
proposal is expected to cause minimal controversy but is 
generally supported by all key stakeholder groups, 
including lobby groups, it receives a Low rating; if it is 
expected to cause some controversy or is opposed by 
some key stakeholders, it receives a Medium rating; and 
if it is expected to cause significant controversy, is 
opposed by most stakeholders, or faces large oppositio 
it receives a High rating . 

• 

No or 
N/A 

Low Medium High 

DOD 

Likewise, as this will 

minimize the potential for diversion and/or abuse, it is believed that the general public 

and other stakeholders will also be supportive with minimal controversy. Pharmacy 

groups will also likely support as scheduling is consistent with other like opioid 

analgesics having similar abuse potential. 

8) Regulatory COOr~!!!lItion -ad:"ooperation~ 
If a regulatory propOsa1::ji::expecteao have no im~n 
regulatory coordination or:e~~~~~ingJ.tm.t 
between fe9@~ents~ other~ents in 
Canada#irinternatt~~x. or ~S::PJ!t.applicable, it 
receiY.:~No or N/A rati"If a ;e~latofy proposal is 
exp~~t~~ave minimal in~ct on rtgulatory 
coordinatio~ooperation,1£recei;es a Low rating; if it 
is expected to hi~~ome im@Ct, it receives a Medium 
rating; and if it is~cte~ have a significant impact, it 
receives a High ratiJi~; example, whenever specific 
Canadian requiremeng-are proposed. 

No or 
N/A 

Low 

o 

Medium High 

o o 

• This proposal is not expected to have any impact on regulatory coordination or 

cooperation, as the scheduling of tapendatol does not represent a change in the federal 

regulatory frameworkfor controlled substances or a change in the manner Health 

Canada works with other federal departments and partner organizations with regard to 
controlled substances. This initiative is also aligned with other actions taken in other 
foreign countries. 

U"'"ijl1 I . 'I' T TIlrlTlIITllll1 II nm 
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••• Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

9) International Trade Agreements or Obligations 

If a regulatory proposal is expected to have no impact on 
international trade agreements or obligations, or is not 
applicable, it receives a No or N/A rating. If a regulatory 
proposal is expected to have minimal impact on 
international trade agreements or obligations, it receives a 
Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected to have a 
significant impact, it receives a High rating. 

No or 
N/A 

Low Medium High 

DOD 

• This regulatory proposal will have a negligible impact on Health Canada meeting its 

current andfuture international obligations under the UN Single Convention on Narcotic 
Drugs 1961 as amended by the 1972 protocol amending the Single Convention on 

Narcotic Drugs 1961 as tapentadol has yet to be added to the Schedules under the UN 
Convention. 

-
10) Legal, Policy or Government priority~sceu,.r;~~.iciment Regulations (MARs), 

or other Impact ~~__ -- - --

If a regulatory proposal is expected to have no legal, 
policy, or other impact, or is not applicable, it receives a 
No or N/A rating. If a regulatory proposal is expected to 
have minimal legal, policy, or other impact, it receives a 
Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected to have 
significant impact, it receives a High rating. MARs are 
usually rated as No or N/A. 

No or Low Medium High 
N/A 

o [8J 0 0 

• In light of increasing concern over the diversion and abuse of prescription drugs, the 

proposed scheduling of tapentadol is consistent with government policy in combating 
illict drug abuse and is thus considered to be low impact. 

Canada 
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Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

Section III: Overall Impact 

The overall expected level of impact of the NoorN/A Low Medium High 
regulatory proposal should be the highest level 

0 r8J 0 0 triggered by any of the questions in Section II. 

Section IV: Submissions Requirements 
c::;:::-'":"" 

Triage Statement Requirements 

Low-Impact RIAS Template 

A. If the answer to all Complete the Low-impact RIAS template 
10 questions is No or NI A 

r8J or Low Consideration of recommendation for exemption from pre-
publication in Canada Gazette, Part I. 

.~ .. 
.= 

":~ .~--~ 

Medium/High-Impact RIAS Template 

B. If the answer to one or Complete the Medium/high-impact RIAS template 
more of the 10 questions 

0 is Medium or High Consult stakeholders before pre-publication in Canada 

Gazette, Part I. 

C. If all the answers to Qualitative analysis of costs and benefits for each stakeholder 
Questions 1 through 6 are 

0 
is required. 

No or N/A or Low 

D. If the answer to one or Estimate benefits and costs for each stakeholder through cost-
more of Questions 1 

0 
benefit analysis, risk-assessments, and strategic environmental 

through 6 is Medium and assessment: 
there are no answers that 1. Quantitative costs; 
are High 2. Quantitative benefits if data is available (such as in 

literature reviews, departmental records, benefits 
transfer, consultation, and expert advice); or 

3. Qualitative costs or benefits when 1 or 2 above is not 
possible. 

Canada 
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Secretariat 

E. If the answer to one or 
more of questions 1 

0 through 6 is High 

F. If the answer to 
Question 8 is either 

0 Medium or High 

G. If the answer to 
Question 9 is either 

0 Medium or High 

H. If the answer to one or 
more of Questions 1 

0 through 6 is either 
Medium or High 

0:::= ~=:;:. 

Secretariat du Conseil du Tresor 
du Canada 

Estimate benefits and costs for each stakeholder through cost-
benefit analysis, risk assessments and strategic environmental 
assessment: 

1. Quantitative costs 
2. Quantitative benefits 
3. Qualitative costs or benefits when 1 or 2 is not possible 

Complete the Performance Measurement and Evaluation 
section of the RIAS template and a Performance Measurement 

and Evaluation Plan. 

Report on any cooperation and coordination efforts 
undertaken, including those between federal departments, with 
other governments in Canada, and internationally. When 
specific Canadian requirements are proposed, identify why 
they are warranted by specific Canadian circumstances and 
how they result in the greatest overall benefit to Canadians. 

Report on any efforts to ensure that Canada's international 
obligations are respected in such areas as human rights, health, 
safety, security, international trade, and the environment. 

Complete the Implementation, Enforcement and Service 
Standards section of the RIAS template. 

::.;» 

Canada 

[-
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••• Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

The regulatory organization should provide a rationale in writing if the regulatory organization 

wishes to obtain an exemption from RAS on some of the requirements listed above: 

Not applicable - no exemption sought. 

RAS should list any additional requirements for this proposal, such as policy cover, program 

funding, or other information. 

In the case of a MAR, RAS approves the use of the MARs process: 

Yes 0 No ~ Not applicable. 

,,_ ...... 

Departmental sign off (Director): Ms. Jocelyn Knla;:AlDir~or;:Qffice of Conffolled 
Substances, Controlled Substances and Tobacco Dire~~te, HECS Branch, Health 
Canada ~ 

-,~ 

......-.- --- '"'-

Name and title (print): Mr. Nathan Isotalo;~i~alyst 
,,- -
~.- ,---'-- ,----Date: October 19, 2010 ~ ;;-- ~ 

-~~ :~~ ~ :--
Name and address o(ggfartmenfaEi:ontact pers~s): Mr. N;than Isotalo, 123 Slater St., B326 3rd 

Floor, Tel. 613-946::~_ -::::::;:: -_ 

RAS signo~:~~!t~ 

Date: ,:::!:::-

--. ____ ~_"" ."r' 

',-- . 
-,;::::~:::~", ~ ~ 

The re~liif~ organization¥uld selid two signed copies of the fmal Triage Statement to RAS. 
RAS will the~I&'I the two ~ge Statements and return one copy to the regulatory organization. ,,-- --
Regulatory Affarr~tor :
Treasury Board of ciiiitJisecretariat 
1 SS Queen Street j:i:" 
Ottawa ON KIA ORS 
Canada 

Canada 

'lim i 1H I I ill'F'IT 1IJ!1r1lll111fr 

000823 



RE: Draft Triage Statement for the Scheduling ofTapentadol under the Controlled Drugs 
and Substances Act 
Kyle.Burns 
to: 
denis.arsenault 
2010-11-0203:42 PM 
Cc: 
jocelyn.kula, nathan.isotalo, Daniel.Galameau 
Show Details 

1 Attachment 

Tapentadol Triage Statement - Oct 29.doc, KB comments, Nov. 2, 2010.rtf 

Hi Denis, 

The triage looks good. I would be happy to proceed with signatures once you have had a chance to respond to 
some very minor questions within. 

Best, 

Kyle 
995-2846 

From: Denis Arsenault [mailto:denis.arsenault@hc-sc.gc.ca] 
Sent: October 29, 2010 5:05 PM 
To: Burns, Kyle 
Cc: Jocelyn Kula; Nathan J Isotalo; Daniel Galarneau 
Subject: Draft Triage Statement for the Scheduling of Tapentadol under the Controlled Drugs and Substances 
Act 

Hello Kyle, 

Below for your review is a draft of the triage statement regarding the proposed scheduling of tapentadol under the 
Controlled Drugs and Substances Act (CDSA). 

We would greatly appreCiate your comments on the draft before we move ahead with finalizing the triage 
statement and submitting it for final approval and signature. 

Please feel free to contact me next week should you have any questions regarding the attached. 

Thanks 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 

file:IIC:\ WINDOWS\Temp\notesOB88FB\-web7171.htm 
11"1111 1 "1' "'~"I' "1!;'liTr11Tmlrrnrr 
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Office of Controlled Substances I 
Bureau des substances controlees, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax/ Telecopieur: (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

file:/ /e:\ WINDOWS\Temp\notesOB88FB\~web7171.htm 
I 'liT 111I11I1111U,111 
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Re: Revised Triage fill 
Nathan J Isotalo to: Denis Arsenault 
Cc: Daniel Galarneau 

Hi Denis, 

please find below a revised version responding to Kyle's questions and comments. 

Nathan. 

Tapentadol Triage Statement - Oct 29.doc, response to KB comments, Nov. 2, 2010.rtf 

.......................... _ ..... . 

Denis Arsenault Hi Nathan, Please preparefor myreview a revis ... 

From: 
To: 
Cc: 
Date: 

Denis ArsenaultlHC-SC/GC/CA 
Nathan J Isotalo/HC-SC/GC/CA@HWC 
Daniel Galarneau/HC-SC/GC/CA@HWC 
2010-11-02 03:56 PM 

2010-11-0204:59 PM 

2010-11-02 03:56:37 PM 

Subject: Fw: Draft Triage Statement for the Scheduling of Tapentadol under the Controlled Drugs and 
Substances Act 

Hi Nathan, 

Please prepare for my review a revised version responding to Kyle's queries. 

Denis 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances contr6lees, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax I Telecopieur: (613) 946-4224 
E-MaiIiCourriel:denis_arsenault@hc-sc.gc.ca 
--- Forwarded by Denis ArsenaultlHC-SC/GC/CA on 2010-11-02 03:53 PM ----

From: 
To: 

<Kyle.Burns@tbs-sct.gc.ca> 
<denis.arsenault@hc-sc.gc.ca> 

Cc: 
Date: 

<jocelyn.kula@hc-sc.gc.ca>, <nathan.isotalo@hc-sc.gc.ca>, <Daniel.Galarneau@hc-sc.gc.ca> 
2010-11-02 03:42 PM 

Subject: 

Hi Denis, 

RE: Draft Triage Statement for the Scheduling of Tapentadol under the Controlled Drugs and 
Substances Act 

The triage looks good. I would be happy to proceed with signatures once you have had a chance to 
respond to some very minor questions within. 

Best, 

rrrm ··"·1111' I :, Iii II IlGiTIIII'l1iIIW· 
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s.19(1) 

S.20(1')(b)'~ .. 

Dear Cathy: 

Subject: 

IIII II I 

Follow-up: 
-OBleA] to: cathy_a_sabiston 

"Supriya Sharma", "Paul Glover", "Meena Ballantyne", 
Cc: Kimby_barton, jocelyn.kula, daniel.galarneau, 

[J<=?IC~]",. ~JOICAr\ [J()IC~r, . 

Thank you very much for taking the time to meet with myself and 
on November 4, 2010 and for arranging to have Dr. Supriya Sharma available for that meeting. We 
found it very useful and you have provided greater clarity regarding this project 

Once again, thank you for a good and frank discussion 

Yours truly, 

Janssen Inc. (Pharmaceutical Companies of Johnson and Johnson) 
19 Greenbelt Drive 
North York, Ontario 
M3C 1L9 
Phone: I 
Fax: 

~~~~ 
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1'111 Iii I I", 

Cell: 
E-mail: 
NOTE new email aaaress aDove 
Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged information that is intended only for the 
individual or entity named in the e-mail address. If you are not the intended reCipient, you are hereby notified that any disclosure, 
copying, distribution, or reliance upon the contents of this e-mail is strictly prohibited. If you have received this e-mail transmission 
in error, please reply to the sender, so that Johnson & Johnson can arrange for proper delivery, and then please delete the 
message from your inbox. Thank you. 
Avis de confidentialita : Ce courriel peut contenir des renseignements confidentiels qui ne s'adressent qu'a la personne au a I'entita 
nommee dans I'adresse. Si vous n'etes pas Ie destinataire vise, nous vous informons par la presente qu'il est interdit de divulguer, 
reproduire, distribuer ou utiliser Ie contenu de ce courriel. Si vous avez ref;:u ce courriel par erreur, veuillez en aviser I'expediteur 
pour que Johnson & Johnson puisse I'envoyer a la bonne adresse, puis veuil!ez supprimer Ie message, Merci. 

;'"T 1I1f!11111 'In/II 
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fr/if L,Q 10 - 1(-/7 

Audit Trail 5.19(1) 

Document Number: 10-124691 - 788 File Number: 

Name: 

From 
HECSB-CSTD-DGO 

To 
HECSB-CSTD-OCS 
HECSB-CSTD 
HECSB-CSTD-DGO 

Sent 
2010-11-1708:57 

BF Action 
2010-12-01 See Note 

Comments: Arato/Carmen: Please prepare direct reply tor DG approval by Wednesday, December 1st, 2010. Merci. Paula 
HECSB-CSTD-OCS HECSB-CSTD-OCS-RPD 2010-11-1710:09 See Note 
Comments: Jocelyn has revised this docket and has asked ,y be assigned to Nathan Isotolo for processing. Thank you! 
Docket in RPD's inbox. 
HECSB-CSTD-OCS-RPD HECSB-CSTD-ODSSSP 2010-11-1710:32 Action request 
Comments: Nathan this docket has been assigned to you by Jocelyn for a response. I will bring it to you - Due date is Dec 
1. Isabel 

HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS-RPD 2010-11-17 10:49 Information 
Comments: This docket has been assigned to Nathan Isotalo for a response. ISabel 
HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS-RPD 2010-11-17 12:48 Information 
Comments: NAthan prepared a respone for Denis' review. Isabel 
HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS 2010-11-1712:54 As 
Requested/T el que demande 
Comments: Arafo I am bringing down this docket for Jocelyn's review. Isabel 
HECSB-CSTD-OCS HECSB-CSTD-OCS-RPD 2010-11-1716:29 See Note 
Comments: Jocelyn suggested that the manager of RPD should approved the letter prior DO. Will bring the docket up to you 
shortly. Thanks! 

HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS 2010-11-2911:01 2010-11-29 
Approval/Approbation 
Comments: Docket being routed back to DO as Denis has approved Ihe response, I am bringing illo you now Arafo. Calhy 

No Action Request. 

11:1 I I Iii 1IIIIill1111TIIlmi 
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Health Sante 
Canada Canada 

DocNumber: 10-124691 - 788 

5.19(1) 

Protected - He only 

• Do not attach Protected "C", Confidential, Secret or Top Secret documents in MECS. 
• Please Note: Documents over 5MB can be deleted without notice if attached in MECS. Scans 

should be in black and white only. 

1!l<::~rl.1}!:lRQg~I::lJ!l~!:l! _____ "i';;,, ______________ · __ ···_· __ ---.-... ----.--.---.-... -... -.--.--.-... -..... -.--.-.--... --.--.-... -.- ... ----- .. _._. ___ . __ ._._._._ ............ ___ ._ .... _._ ..... __ . ..-1 

L~~ 
Janssen-Ortho Nov. 11th letter. pdf 

l3~ply!?g..<::.LJI!I~!l.L(Ei_~I~§igne9L _________ .. ________ ._. __ . ___ . ___ .... __ ._. ___ . ___ ._. __ . ___ ... __ ._. ____ ...... ____ ._ ...... ___ ._._. ____ ... __ ... __ .... _._. ____ J 
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Health Sante 
Canada Canada Protected· He only 

DocNumber: 10-124691 -788 
• Do not attach Protected "C", Confidential, Secret or Top Secret documents in MECS. 
• Please Note: Documents over 5MB can be deleted without notice if attached in MECS. Scans 

should be in black and white only. 

5.19(1) 

'1!lc:()!!!i_t:19_D_oc;I,l!!l.E:lnJ______________ ____ , _____ , __ ,_, ____ "", _____ , ______ "" __ ,_"'_,_"'_,_"'_, _____ ,,_ "' ____ ,_,, ___ "'_,_, ___ ,_,, ___ ,,,""_,_, ___ , __ , __ '''_'_'''''''''_,_",_,_,_,...1 

-~ t~~i 
Janssen-Ortho Nov. 11th letter. pdf 

Replybocument'(Oraft) 

Prepared by: Nathan Isotalo 

10-124691-788 Janssen Ortho Inc Nov 112010 (2).wpd 
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J anssen-Ortho Inc. 
19 Green Belt Drive 
Toronto, ON M3C 1L9 

Dear 

10-124691-788 

Thank you for your letter of November 11,2010 regarding the outcome of our meeting 
November 4,2010 

We believe that our discussions were beneficial to all 

In this regard, we will continue our efforts 
and to keep Janssen-Ortho Inc. abreast of our progress. 

Yours sincerely, 

Cathy A. Sabiston 
Director General 
Controlled Substances and Tobacco Directorate 
Healthy Environments and Consumer Safety Branch 
Health Canada 
(613) 941-1977 

I I 111- II IIITlIII-'llIIffl 
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[JOICA] to: Jocelyn Kula 
Cc: "Nathan J Isotalo",' :JOICA]", carmen. berube, 

denis.arsenault, "Stephanie Priest" 

History: This message has been forwarded. 

Dear Jocelyn, 
Thank you for responding to my email. 1 can be available at the following dates: 

• Nov 29: 10:00 am - 4:00 pm 
• Nov 30: 1:00 pm - 5:00 pm 

• Dec 1: 9:00 am - 12:00 noon 

Please let me know if these work for you. 

1 look forward to our discussion. 

Best regards 

JANSSEN-ORTHO INC. 
19 Green Belt Drive, Toronto, OntariO, canada 
M3C lL9 
Tel: 
Fax: 
e-mail: 

2010-11-1210:24 AM 

Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged information and is intended only for 
the individual or entity named in the e-mail address. Any disclosure, copying, distribution, or reliance upon the contents of this 
e-mail not otherwise authorized by the sender is strictly prohibited. If you have received this e-mail transmission in error, please 
immediately reply to the sender, so that proper delivery of the e-mail can be effected, and then please delete the message from 
your Inbox. Thank you. 
Avis de confidentialite : Ce courriel peut contenir des renseignements confidentiels qui ne s'adressent qu'a la personne ou a 
I'entite nommee dans I'adresse. Si vous n'etes pas Ie destinataire vise, nous vous informons par la presente qu'iI est interdit de 
divulguer, reproduire, distribuer ou utiliser Ie contenu de ce courriel. Si vous avez re.;:u ce courriel par erreur, veuillez en aviser 
I'expediteur pour que I'on puisse I'envoyer a la bonne adresse, puis veuillez supprimer Ie message. Merci. 

From: Jocelyn Kula [mailto:jocelyn.kula@hc-sc.gc.ca] 
Sent: Friday, November 12, 2010 9:35 AM 
To: [JOICA] 
Cc: Nathan J Isotalo; JOICA]; carmen.berube@hc-sc.gc.ca; denis.arsenault@hc-sc.gc.ca; 
Stephanie Priest 
Subject: Re: 

Hi 

000833 
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I am writing further to your Nov 9 message to Daniel Galarneau. Given that Daniel is focused on other files right 
now, please use me as your OCS contact from now on. 

we would be happy to arrange something. The next two weeks 
are incredibly busy for me though and so wonder if we could look at scheduling something for early December? 

If you respond with some suitable dates, my assistant Carmen can arrange something that works for all. 

Regards 
Jocelyn 
Sent by blackberry 

Jocelyn Kula 
A/ Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances contr6Ilees 

From: [JOICA]" 
Sent: 2010-1 1-09 09:36 AM EST 
To: Daniel Galarneau 
Cc: Jocelyn Kula; Nathan J Isotalo; 

Subject: 

Dear Mr. Galarneau, 

:JOICA]" [JOICA]" 

At a meeting on June 18, 2010 between OCS/CSTD, TPD and Janssen-Ortho Inc. (JOI), it was agreed that 

We would be most grateful for an opportunity to discuss such measures and any other guidance from 
the OCS/CSTD. I will follow this email with a call to discuss next steps. 

Yours truly, 

JANSSEN-ORTHO INC. 
19 Green Belt Drive, Toronto, Ontario, canada 
M3C lL9 
Tel: 
Fax: 
e-mail: 
Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged information and is intended only for 
the individual or entity named in the e-mail address. Any disclosure, copying, distribution, or reliance upon the contents of this 
e-mail not otherwise authorized by the sender is strictly prohibited. If you have received this e-mail transmission in error, please 
immediately reply to the sender, so that proper delivery of the e-mail can be effected, and then please delete the message from 
your Inbox. Thank you. 
Avis de confidentialite : Ce courriel peut contenir des renseignements confidentiels qui ne s'adressent qu'a la personne ou a 
I'entite nommee dans I'adresse. Si vous n'etes pas Ie destinataire vise, nous vous informons par la presente qu'il est interdit de 
divulguer, reproduire, distribuer ou utiliser Ie contenu de ce courriel. Si vous avez re~u ce courriel par erreur, veuillez en aviser 
I'expediteur pour que I'on puisse I'envoyer a la bonne adresse, puis veuillez supprimer Ie message. Merci. 

1" ... ' ·1· Tln~ ITllmIP~1IIlIl' 
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s.20(1)(b) 

Fw: Tapentadol - Path Forward 
Nathan J Isotalo to: Denis Arsenault 
Cc: Daniel Galarneau 

Hi Denis, note change -" objections." Have to get used to 
--- Forwarded by Nathan J Isotalo/HC-SC/GC/CA on 2010-11-15 02:55 PM ---

From: 
To: 
Cc: 
Date: 
Subject: 

Nathan J Isotalo/HC-SC/GC/CA 
Denis ArsenaultlHC-SC/GC/CA@HWC 
Daniel Galarneau/HC-SC/GC/CA@HWC 
2010-11-1502:47 PM 
Fw: Tapentadol - Path Forward 

Good afternoon, Denis; 

2010-11-1502:58 PM 

Nathan. 

I suggest adding something up front on CSS-WG's pending review and approval of Policy lAS to 
expedite scheduling. I also suggest highlighting decisions required by management before we can 
proceed to define plan. 

Nathan. 

Hi Cathy, 

As an update on our efforts to expedite the scheduling of tapentadol, we are currently addressing 
internal comments on a draft Policy Issue Analysis Statement which is planned to be sent to the 
Controlled Substances Scheduling Working Group by the end of November for their subsequent review 
and approval. 

In this regard, however, their remains some key outstanding decisions we are seeking from management 
prior to establishing a clear path forward. 

These include whether or not we wish to proceed with the scheduling of tapentadol first, concurrently or 
following the scheduling oftramadol; whether or not we wish to expedite tapentadol's scheduling by 
making an exemption request to Treasury Board Regulatory Affairs Section from prepublication in CG 
Part I and; to clarify whom is responsible for evaluating the abuse liability data submitted by the sponsor 
TPD or OCS- if OCS, internally or contract out. The latter stems from a draft scheduling policy to add 
substances to the CDSA and a lack of understanding of roles and responsibilities between TPD and OCS 
and perhaps a need for an MOO. 

As tapentadol is not yet marketed in Canada 
we may be able to proceed with 

the scheduling oftapendatol before that of tram ado I however, this may lead to the perception that Health 
Canada is focussing its efforts on one drug and not the one with an extensive history. Regardless, any 
new regulatory proposal to schedule tramadol will require extensive consultations before proceeding to 
pre-publication in CGI to address comments from the original 2007 pre-publication. 

Upon preliminary review oftapentadol's draft triage statement, our TBS analyst had no objections 
objeetives to a tapentadol's regulatory proposal being characterized as having a '"Low Impact". It is likely 
that there will not be any significant stakeholder objections to this proposal 

I' ,., ·':'If·Il~'rr-·mlTlrl "11ll1!1f111 
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As such, we have an opportunity to request that TBS 
exempt the tapentadol regulatory proposal from pre-publication in Canada Gazette, Part I. If such an 
exemption request were to be formally requested and approved by TBS, this would significantly shorten 
the time lines for the scheduling oftapentadol. We may also request that the pre-publication period be 
shortened from 60 to 30 days. 

The scheduling oftapentadol could be delayed should OCS need to conduct its own study oftapentadol's 
abuse liability (one of the key factors considered when making scheduling decision). Until recently, it 
had been assumed that this portion of our analysis would be informed by the results of the Therapeutic 
Products Directorate's (TPD) review of Janssen-Ortho's New Drug Submission for tapentadol. This may 
not be the case as the policy on adding a substance to the schedule of the CDSA is still in draft form and 
OCS has received communications from TPD that they in fact are not responsible for evaluating the 
abuse liability data as part of its review process and that this responsibility lies with CSTD. 

For these reasons, it is difficult at this point to provide a firm time line as to when a scheduling proposal 
for tapentadol could go forward. 

Should it be decided that that a request be made to TBS for consideration of an exemption from 
publication in CGI and to proceed directly to CGII, tapentadol could potentially be scheduled by late 
spring/early summer. In contrast, should tapentadol be approved for sale in Canada before it is scheduled, 
tapentadol could in the interim meantime be treated in practice as a narcotic through the agreement with 
the National Association of Pharmacy Regulatory Authorities. 

It is recommended that; 

tapentadol scheduling proceed independently from that oftramadol and; 

that an exemption from pre-publication in Canada Gazette, Part I be made to TB-RAS. 

Should you have any questions please let me know. 

Denis 

Denis Arsenault, AlManager / Gestionnaire pj. 
Regulatory Policy Division / 
Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances controlees, 
Health Canada / Sante Canada 
Tel/Tel: (613) 957-6828 
Fax / Telecopieur : (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

----- Forwarded by Nathan J Isotalo/HC-SC/GC/CA on 2010-11-15 01: 14 PM -----

From: Denis ArsenaultlHC-SC/GC/CA 
To: Daniel Galameau/HC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC 
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Hi Jocelyn, 

Tapentadol- Path Forward 
Denis Arsenault to: Jocelyn Kula 
Cc: Daniel Galarneau, Nathan J Isotalo 

s.20(1)(b) 

2010-11-1505:13 PM 

As requested, below is the draft text for an email to Cathy Sabiston regarding the path forward for 
tapentadol. 

Note that I am in the process of trying to contact Kyle Burns to try to get a sense of whether an exemption 
from pre-publication in CGI (should we decide to make such a request) would be accepted. Also, while 
I've noted that there is an issue around who should conduct the abuse liability assessment, you may want 
to modify this section based on your discussion with Kimby Barton. 

Let me know if you want to discuss. 

Denis 

******************************** 

Hi Cathy, 

below is a 
summary ot tne current status ot tnlS tile and some key considerations In moving torward. 

We are currently in the process of revising the draft Triage Statement for tapentadol based on comments 
received from our TBS analyst. We are also in the process of developing a draft Issue Analysis Summary 
(lAS) which will be forwarded to the Controlled Substances Scheduling Working Group by late 
November/early December for their review. Beyond this, however, several key questions need to be 
addressed before a clear path forward can be established. 

First, given the outstanding issue of the scheduling of tramadol under the CDSA, we need to decide 
whether we wish to proceed with the scheduling of tapentadol first, or at the same time (or following) the 
scheduling of tramadol. 

In light of sensitivities around tramadol (reflected in oppOSition over the 2007 proposal in Canada Gazette, 
Part I), any new regulatory proposal will require consultations with provinces/territories, industry, and 
relevant stakeholders (e.g. pain patient aSSOCiations) before proceeding to pre-publication in CGI. In light 
of the above, the submission of a full regulatory package to Treasury Board is likely to take some time. 
Tapentadol, on the other hand, features no such sensitivities. As it is not yet on the market in Canada 

"""""""""""""""" we may be able to proceed with the scheduling of tapendatol more quickly than tramado!. 
Proceeding with the scheduling of tapentadol first may, however, lead to the negative perception in some 
quarters that HC is not focusing on the drug with an extensive history. 

Second, the regulatory proposal for tapentadol deemed by our TBS analyst to be of "Low Impact" impact 
based on the draft triage statement submitted for preliminary review. Given its tentative "Low Impact" 
status, HC has an opportunity to submit a request to the TBS Regulatory Affairs Sections (TBS-RAS) that 
the tapentadol regulatory proposal be exempt from pre-publication in Canada Gazette, Part I (CGI). 

Given that there are no major sensitivities around tramadol. Significant objections to this regulatory 
proposal are unlikely. As a result, we may wish to consider requesting and exemption from 
pre~publication in CGI. If such an exemption request were to be formally requested and approved by TBS, 
this would significantly shorten the timelines for the scheduling of tapentadol. As an alternative, HC could 
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request that the pre-publication period be shortened from 60 to 30 days. 

Third, notwithstanding the above, the proposed scheduling of tapentadol could be delayed should OCS 
need to conduct its own study (by way of an external contract) of tapentadol's abuse liability as this is one 
of the key factors considered when making scheduling decision. Until recently, it had been assumed that 
this portion of our analysis would be informed by the results of the Therapeutic Products Directorate's 
(TPD) review of Janssen-Ortho's New Drug Submission for tapentadol. This may not be the case, 
however, as there are indications TPD does not examine abuse liability as part of its review process. OCS 
is currently working with TPB to clarify this issue. This issue will need to be resolved in order to finalize 
the Issue Analysis Summary. 

For these reasons, it is difficult at this point to provide a firm timeline as to when a scheduling proposal for 
tapentadol could go forward. That being said, should a formal request for exemption from pre-publication 
in CGI be granted, tapentadol could be scheduled by March/April 2011. Given that this is a relatively 
simple scheduling initiative and low-impact regulatory proposal, both the RIAS and drafting instructions 
could be completed in a few weeks. The potential need to conduct our own abuse liability study could, 
however, lead to some delays. Another key factor is whether timelines for obtaining the necessary 
approvals from the senior management and the Minister can be shortened 

Finally, it should be noted that if tapentadol were approved for sale in Canada before it is scheduled, it 
could in the interim be treated in practice as a narcotic through the agreement with the National 
Association of Pharmacy Regulatory Authorities. 

In light of the above, it is recommended that: 

tapentadol scheduling proceed independently from that of tramadol; and 

a request for an exemption from pre-publication in Canada Gazette, Part I be made to TBS-RAS. 

Denis 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division / 
Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances controlees, 
Health Canada / Sante Canada 
TellTel: (613) 957-6828 
Fax / Telecopieur: (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 
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ABBREVIATIONS 

The abbreviations listed are frequently used in this review. Others are included in the text with full 
spelling. 

SCIENTIFIC ABBREVIATIONS AND ACRONYMS 
Abbreviation 

ECG 
EEG 
SD 
ULN 
VAS 

Term 

- electrocardiography 
- electroencephalography 
- standard deviation 
- upper limit of normal 
- visual analogue scale 

REGULATORY ABBREVIATIONS AND ACRONYMS 
Abbreviation Term 

ADEC 
CHMP 
EMEA 
FDA 

- Australian Drug Evaluation Committee 
- Committee for Medicinal Products for Human Use 
- European Medicines Agency 
- the United States Food And Drugs Administration 
- intent-to-treat ITT 

MedDRA 
NOC 
NOD 
NON 
PSUR 
SPC 
TGA 
TPD 
USPI 

- Medical Dictionary For Regulatory Affairs 
- Notice of Compliance 
- Notice of Deficiency 
- Notice of Noncompliance 
- Periodic Safety Update Report 
- Summary of Product Characteristics 
- Australian Therapeutic Good Administration 
- Canadian Therapeutic Products Directorate 
- United States Prescribing Information 

ABBREVIATIONS FOR ROUTE OF ADMINISTRATION 
bid - bis in die, twice daily 
ip - intraperitoneally 
IV - intravenously 
po - per os, orally 
qd - quaque die, once daily 
q4h - once every 4 hours 
qid - quater in die, four times daily 
qn - quaque nocte, once before bed 
sc - subcutaneously 
tid - ter in die, three times daiI 
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1. PRODUCT OVERVIEW 
This New Drug Submission (NDS), Control No. 133167, seeks marketing authorization for Nucynta CR 
for the management of chronic pain of at least moderate severity in adults. The active substance in 
Nucynta CR is tapentadol in its pure stereoisomer form. Tapentadol is a mu-opioid receptor agonist and a 
norepinephrine reuptake inhibitor with a lower activity. 

Tapentadol have been formulated into different formulations with varying characteristics of 
gastrointestinal release. This submission concerns a prolonged release formulation, to be given twice 
daily by mouth. 

1.1 Drug Product 

. Hel 

1.2 Proposed Indication(s) 

Nucynta CR is a prolonged gastrointestinal release 
formulation oftapentadol hydrochloride, designed 
to be given twice daily by mouth . 

Nucynta CR is presented in tablets in five strengths 
at 50, 100, ISO, 200, and 250 mg 

The indication proposed by the sponsor is worded as follows: 

NUCYNTA CR (tapentadol) is indicated/or the management a/moderate to severe pain in adults. 

1.3 Background of Proposed Indication(s) and Currently Available Treatments 

1.3.1 General Background on Pain 
It is imperative to minimize pain suffered by the patient in clinical practice. However it is complex to 
fulfill this medical obligation because of underlying pathologies of pain and their responses to 
pharmaceutical intervention. Against this complex background, it is necessary to outline certain concepts 
to give perspective. 

Pain may be divided into two general modalities - nociceptive pain or neuropathic pain; this division is 
relative as it is often difficult to distinguish them, especially in chronic pain. Based on onset and duration 
of pain, it may be classified as acute or chronic, mainly depending on if the acute tissue injury is ongoing. 
Based on severity, pain may be characterized as mild, moderate, or severe. 

A general trend in clinical management is to approach pain according to its underlying pathology, to 
allow general characterization and specific management and to target unique pathology and pain 
dynamics. This approach also allows the regulators to focus on specific pain syndromes to improve 
efficiency and minimize the risk associated with approving analgesics for ill-defined use. Some of the 
pain syndromes that have received specific attentions are post-operative pain, chronic Low Back Pain, 
Osteoarthritis Pain, Diabetic Neuralgia Pain, neuropathic pain of Multiple Sclerosis, cancer pain, etc. 

Product Name: Nucynta CR 8 Control Number: 133167 
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s.20(1)(b) 1.3.2 General Status of Pain Management 
It must be emphasized that drug treatment of pain is necessary when the aetiology of pain has been 
addressed whenever possible. In this regard, pain relief becomes an important and, sometimes, the only 
option when all other options have been pursued and pain relief become the only intervention left. It is 
understood that drug treatment of pain should take a step-wise and gradual approach, starting from the 
lowest minimal effective dose and titrated according to the desired level pain relief balanced against 
tolerability. The management of pain may also take advantage of concurrent use of another drug with pain 
relief properties. And all reasonable efforts should be directed to prevent abuse and diversion. 

There are three categories of drugs commonly use for pain management, besides anaesthetics and anti
migraines. These are opioid analgesics, coxib analgesics, and cannabinoids analgesics. In the context of 
the current review, acetaminophen (paracetamol) is considered a coxib according to some recent research 
(e.g. Hogestatt et al 2005, Hinz et al 2008). Many other drugs have secondary analgesic activities, 
including antidepressants, antiepileptics, hypnotics, and neuroleptics. These drugs are sometimes used 
concomitantly with an analgesic based on empirical evidence and academic research. 

1.4 Sponsor's Rationale for Drug Development 
The sponsor states: "Tapentadol (CG5503/R331333) is a central1y~cting analgesic compound that is 
being developed in an extended-release (ER) tablet formulation for the management of moderate to severe 
chronic pain in patients 18 years of age or older. Tapentadol offers a dual mechanism of action, involving 
both mu-opioid agonism and norepinephrine reuptake inhibition. Nonclinical data indicate that both 
mechanisms are likely to contribute to the analgesic effects. Tapentadol is a pure stereoisomer that acts 
directly on the central nervous system; no metabolites with analgesic activity are known." (Clinical 
Overview) 

The sponsor further lays out its rationale for drug development by review the status of chronic pain 
managements and its development directions for tapentadol. Tapentadol is formulated into several 
immediate release and prolonged release formulations, some of which have been approved internationally 
(see below). 

1.5 Canadian Regulatory History of Proposed Indication(s) and/or Other Indications 
Our records show that the sponsor consulted with the Bureau of Pharmaceutical Sciences on bridging 
studies on 18 November 2008 and again on 8 April 2009. The sponsor further consulted with the Division 
of Central Nervous System on the filing of its immediate release formulation and prolonged formulation 
on 16 April 2009 and on its filing priority on 20 May 2009. 

1.6 International Regulatory Status 
(CTD l.2.7) 
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1. 7 Potential Review Issues 

1.7.1 Regulatory and Therapeutics 

1.7.2 Nomenclature 
The sponsor has developed multiple formulations oftapentadol which may be generally grouped into 
three categories: immediate release CIR), prolonged release CPR), and a so called tamper resistant 
formulation (TRF). 
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Nucynta CR in Canada is a prolonged release formulation which was developed from the immediate 
release formulation and some earlier prolonged release formulations. 

2. REVIEW STRATEGY AND DATA SOURCES 
This clinical review examines all relevant documents as submitted and supplemented, including responses 
to our requests for clarification. 

The review strategy is to examine the submission as supplemented, to search of the general literature, and 
to compare our past review decisions for drug class consistency. Also see Potential Review Issues. 

3. NONCLINICAL STUDIES 

3.1 Introduction 

Based on the accumulative information in animals and in human, all proposed metabolite products are. 
quoted here for review reference (Page 18,2.4 Nonclinical Overview). 

During the drug development, various code names were used for tapentadol and its metabolites. For ease 
of reference, these code names are summarized in the table blow (modified from Page 6, 2.4 Nonclinical 
Overview). 
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Substance name I Synonym 

3.2 List of Non-Clinical Studies 
They are listed under subsection titles. 

3.3 Pharmacology 
(CTD 4.2.1) 

3.3.1 Primary Pharmacodynamics 
(CTD 4.2.1.1) 

Th b . d d' h' rd' h bI b 1 e su mltte stu les ill t is category are lste ill t eta e e ow. 
Study No. I Stndy Title 

Product Name: Nucynta CR 12 

JT1'-:'~ I • I I Irl"lfTll"II"WfIl1'TI'1l'!IIIrII'''11 

PSEAT-(S)NDS (v2) 

I Other Name 

I 
Principle Time 

Investigator 
February 2003 

12 April 2005 

01 February 
2006 

01 February 
2006 

16 January 
2006 

21 August 
2008 
21 August 
2008 

08 October 
1999 
02 November 
1999 
16 June 2005 

Control Number: 133167 

000850 
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Study No. Study Title 

Product Name: Nucynta CR 13 

Ir' """',1 I . I r I I !IIIIILIIII~m'lmllllll 

PSEAT-(S)NDS (v2) 

Time 

20 March 2002 

02 November 
1999 

I 12 November 
I 1999 

19 November 
1999 

I 22 November 
1999 

I 11 January 
12000 

I 11 January 
, 2000 

I 14 January 
,2000 

I 

01 February 
2000 

I 28 March 2000 

, 15 June 2000 

04 December 
2000 

. 23 October 
2006 
10 January 
2003 
29 July 2002 

11 June 2003 

24 November 
2005 

07 December 
2004 
11 July ,2005 

31 May 2005 

28 July 2005 

07 September 

Control Number: 133167 

000851 
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Study No. Study Title 

Product Name: Nucynta CR 14 

II - I, r r I Irrl1r:rrrllm rmllirr 

PSEAT-(S)NDS (v2) 

Time 

29 November 
2005 

26 January 
, 2006 

27 November 
12007 

07 May 2008 

23 June 2008 

I 09 October 
2008 

Control Number: 133167 

000852 
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3.3.2 Secondary Pharmacodynamics 
(CTD 4.2.1.2) 

The submitted studies in this category are listed in the table below. 
Study N0.1 Study Title 

3.3.3 Safety Pharmacology 
(CTD 4.2.1.3) 

Th b' d d' h' l' d' h bl b 1 e su m1tte stu 1es m t 1S category are 1ste m t eta e e ow. 
Study NO., Study Title 

-

Product Name: Nucynta CR 15 

if .. , I· I i II I Irrullumlimllf II 

PSEAT-(S)NDS (v2) 

I 
Principle 

Investigator 
Time 

I Principle 
Investigator 

15 November 
1999 
18 November 
1999 
21 March 2007 

12 November 
2002 
07 May 2008 

Time 

06 July 1995 

15 March 1999 

27 August 
1999 
11 November 
1999 
19 November 
1999 
03 December 
1999 

I 
03 December 
1999 
06 December 
1999 
07 December 
1999 
13 December 
1999 
07 February 
2000 
08 August 

Control Number: 133167 

000853 
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Study No. 1 Study Title 
I --

Product Name: Nucynta CR 16 

Y' ",.,~ I ! I ! 1 r irml:II!I~lmIH1Imm II 

PSEAT-(S)NDS (v2) 

Principle Time 
Investi!!:ator 

2001 
24 June 2002 

11 July 2002 

02 December 
2002 
16 January 
2004 
23 January 
2004 
25 November 
2005 
13 October 
2003 

27 February 
2003 
05 May 2003 

08 September 
2003 
04 February 
2004 
15 June 2000 

11 February 
2005 
16 November 
2000 

08 January 
2001 
10 May 2005 

10 September 
2007 

Control Number: 133167 

000854 
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3.3.4 Pharmacodynamic Drug Interactions 
(CTD 4.2.1.4) 

The submitted studies in this cate or are listed in the table below. 
Study No. Study Title 

3.3.5 Summary and Discussion of Nonclinical Pharmacology Findings 

Product Name: Nucynta CR 17 

PSEAT-(S)NDS (v2) 

Time 

19 November 
1999 
24 October 
2003 

Control Number: 133 J 67 

000855 
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3.4 Pharmacokinetics 
(CTD 4.2.2) 

The sponsor provided a series of quantitation validation reports from studies done in several species. The 
general levels for detection in various body fluids are for tapentadol and 
n ImL for ta entadol-O- lucuronide. 

Study Title Time 

3.4.1 Absorption Studies 
(CTD 4.2.2.2) 

The submitted studies in this cate 0 are listed in the table below. 
Study No. Study Title 

Product Name: Nucynta CR 18 

1'1' "'''''1'' I ' I r II II 11111:lliimIUl'lilffillllll 

Principle 
Investil!ator 

30 March 2007 

02 April 2007 

04 May 2007 

04 May 2007 

04 May 2007 

13 August 
2007 
28 March 2007 

29 March 2007 

28 March 2007 

29 March 2007 

12 February 
2007 
29 March 2007 

Time 

04 May 2007 

04 May 2007 

04 May 2007 

08 may 2007 

Control Number: 133167 

000856 
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s.20(1)(b) ---r------------------,-----.,.-----
Study No. 

3.4.2 Distribution Studies 
(CTn 4.2.2.3) 

Study Title 

The submitted studies in this category are listed in the table below. 

Principle 
Investigator 

Time 

27 Novemher 
2006 

12 July 2004 

18 September 
2006 

Study NO'j Study Title __ J-=In=-~ ... r:c"'_~::::J~~..,·~: ___ ~e"_'or"___I__:_--T....,im:_e_:_-
14 April 1998 

3.4.3 Metabolism Studies 
(CTn 4.2.2.4) 

The submitted studies in this cate 0 are listed in the table below. 
Study No. Study Title 

Product Name: Nucynta CR 19 

22 January 
2002 
19 January 
2006 

Time 

11 July 2000 

14 November 
2007 
06 September 
2007 
21 February 

Control Number: 133167 

000857 
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Study No. 

3.4.4 Excretion Studies 
(CTD 4.2.2.5) 

Study Title 

The submitted studies in this category are listed in the table below. 
Study No. I Study Title 

3.4.5 Pharmacokinetic Drug Interactions 
(CTD 4.2.2.6) 

The study results are addressed under toxicology. 

3.4.6 Other Nonclinical Pharmacokinetic Studies 
(CTD 4.2.2.7) 

None. 

I 
Principle 

Investigator 

PSEAT-(S)NDS (v2) 

Time 

2006 

Time 

03 August 
2007 
23 May 2002 

30 August 
2007 

3.4.7 Summary and Discussion of Nonclinical Pharmacokinetic Findings 

Product Name: Nucynta CR 20 Control Number: 133167 

''Ore'" '''''1'''' I! I ITn nmnllmllllilllffil! II 

000858 
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3.5 Toxicology 
(CTD 4.2.3) 

3.5.1 Single-Dose Toxicity 
(CTD 4.2.3.1) 

Study No. 
is listed in the table below. 

Study Title 

3.5.1.1 Summary and Discussion of Single-Dose Toxicity 

PSEAT-(S)NDS (v2) 

Time 

12 January 
1996 

The acute toxicological effects oftapentadol are respiratory depression and seizures. 

3.5.2 Repeat-Dose Toxicity 
(CTD 4.2.3.2) 

The submitted studies in this cate 0 are listed in the table below. 
Study No. Study Title 

Product Name: Nucynta CR 21 

.. -:1 I ; 1 ; I. I ! IInlHlllllmrHIW II 

Time 

28 June 1996 

20 September 
1967 
29 April 2004 
29 September 
1995 
26 June 1996 

18 March 1996 

22 August 
2007 

15 February 
2002 

12 September 
2007 
14 September 
2007 
25 February 
2001 
05 October 
2005 
21 June 2002 

Control Number: 133167 

000859 
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5.20(1 )(b)\-----"-----------------------'--'---------'---"-

Study No. Study Title 

Product Name: Nucynta CR 22 

If ....... ~ I: I I I I I II nmlllll~nI;11!l1llll11 

Time 

18 October 
2002 
22 September 
2005 
22 September 
2005 

27 October 
2003 

22 September 
2003 
10 July 2007 

22 September 
2005 
29 June 2004 

07 August 
2006 

Control Number: 133167 

000860 
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3.5.3 Genotoxicity 
(CTD 4.2.3.3, 4.2.3.3.1, 4.2.3.3.2) 

3.5.3.1 In vitro Genotoxicity 

The submitted studies in this cate 0 are listed in the table below. 
Study No. Study Title 

Product Name: Nucynta CR 23 

'" "1ll"" ""'~"f"" 11·1" '1''' "]'1"["1' "rml;mll~lrlmrll 

PSEAT-(S)NDS (v2) 

Time 

13 March 1996 

15 November 
1995 
22 January 

Control Number: 133167 

000861 
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Study No. Study Title 

3.5.3.1 In vivo Genotoxicity 

The submitted studies in this cate or are listed in the table below. 
Study No. Study Title 

3.5.3.1 Summary and Discussion of Genotoxicity 

Time 

2003 

Time 

21 June 1996 

16 September 
1997 

Data from in vitro and in vivo genotoxicity studies showed that tapentado! dose not have a genotoxic 
effect. 

3.5.4 Carcinogenicity 
(CTD 4.2.3.4, 4.2.3.4.1, 4.2.3.4.2) 

The submitted studies in this cate 0 are listed in the table below. 
Study No. Study Title 

Product Name: Nucynta CR 24 

Time 

27 February 
2007 
23 November 
2007 

Control Number: 133167 

000862 
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3.5.5 Reproductive and Development Toxicity 
(CTD 4.2.3.5, 4.2.3.5.1, 4.2.5.2, 4.2.3.5.3, 4.2.3.5.4) 

3.5.5.1 Fertility and Early Embryonic Development 

is listed in the table below. 
Study No. Study Title 

3.5.5.2 Embryo-foetal Development 

The submitted studies in this cate 0 are listed in the table below. 
Study No. Study Title 

Product Name: Nucynta CR 25 

"!r" ",""~ I • I ,II I~ 11111!111:~~11Iil!l!II~1111 

PSEAT-(S)NDS (v2) 

Time 

16 January 
2003 

Time 

25 November 
1997 

25 November 
1997 

21 November 
1997 
07 April 2003 

07 April 2003 

Control Number: 133167 

000863 
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Study No. Study Title 

PSEAT-(S)NDS (v2) 

Time 

22 September 
2005 
06 February 
2006 
12 October 
2007 

3.5.5.3 Prenatal and Postnatal Development with Maternal Function 

The submitted studies in this category are listed in the table below. 
Study NO'1 Study Title 

I 
Principle 

Investigator 
Time 

09 January 
2009 

10 December 
2007 

3.5.5.1 Summary and Discussion of Reproductive and Development Toxicity 

3.5.6 Local Tolerance 
(CTD 4.2.3.6) 

None. 

3.5.6.1 Summary and Discussion of Local Tolerance 
Not applicable. 

3.5.7 Impurities 
(CTD 4.2.3.7.6) 

Product Name: Nucynta CR 26 

'l["""l I I I ; If I' Ifrl II!II 111111111 II 1,11111111 

Control Number: 133167 

000864 
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None. 

3.5.7.1 Summary and Discussion ofImpurities 
Not applicable. 

3.5.8 Other Toxicity Studies, if applicable 

PSEAT-(S)NDS (v2) 

(CTD 4.2.3.7, 4.2.3.7.1,4.2.3.7.2,4.2.3.7.3,4.2.3.7.4,4.2.3.7.5,4.2.3.7.7) 
None. 

3.5.8.1 Dependence 

The submitted studies in this cate 0 are listed in the table below. 
Study No. Study Title 

Product Name: Nucynta CR 27 

'111" '''''71[1 IT r;ITlll11ITlIIfrnr~llllII[ II 

Time 

15 June 2000 

09 February 
2000 
15 August 
2001 

01 July 2002 

17 October 
2002 

26 February 
2003 
05 September 
2003 
21 January 
2004 

18 October 
2005 

Control Number: 133167 

000865 
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3.5.8.2 Other 

c Study N_o·~I _________ S_t_u_d_y_T_i_tl_e _______ . __ ..l-.;::.::...:....::::==:.:...--\-__ T_im_e __ 

07 February 
2007 

3.5.8.1 Summary and Discnssion of Other Toxicity Studies 

3.5.9 Discussion and Conclusions of Toxicology Findings 

Product Name: Nucynta CR 28 

iT: ... ~ I i I 

29 March 2007 

I 30 March 2007 

02 March 2007 

24 January 
2008 
09 April 2007 

27 July 2007 

22 May 2007 

21 may 2007 

Control Number: 133167 

000866 
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3.6 Summary and Discussion of Other Information Regarding Non-Clinical Studies 

3.7 Overall Conclusions of Nonclinical Studies 

Product Name: Nucynta CR 29 Control Number: 133167 

000867 
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CLINICAL STUDIES 

4.1 Introdnction 
The table below shows the formulations used in the studies oftapentadol PR (2.71 Summary of 
Biopharmaceutic Studies and Associated Analytical Methods, Table 3). 

Table 3: Sunnnary of Tapentadol ER Fonnulations Used During Clinical Development and 
Proposed to be Marketed, in Chronological Order 

Clinical 
Fonnulatioll Description Attributes Phase Studies a 

Product Name: Nucynta CR 30 Control Number: 133167 

., '"111''' 1r1'''1'1f'''T''1 I' ''''r'''''!~'''rT'lrnnnrrrlllrr11~mrll 

000868 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

The table below shows the corresponding levels oftapentadol drug content when it is expressed as a salt 
or free base for review reference. 

Table 1: Equivalent Dose Strengths of Tapentadol Expressed as the 
Hydrochloride Salt and Free Base 

Tapentadol Hydrochloride Salt (mg) Tapentadol Free Base (mg) 

4.2 List of Clinical Studies 
The clinical studies, as well as some of their administrative information, are listed below individually. 

4.3 Clinical Pharmacology 

4.3.1 Reports of Biopharmaceutical Studies 
(CTD 5.3.1) 

Many studies under this category are covered by overlapping responsibilities of clinical and 
bioequivalence reviews. The clinical review examines the information relevant only to clinical efficacy, 
safety, and, if approvable, for labelling. Statements on bioequivalence, dose-proportionality, in-vivo-in
vitro correlation, are reviewed by other professional groups. 

4.3.1.1 Bioavailability (BA) Studies 
(CTD 5.3.1.1) 

Study 

Study Period 
Report Date 
Coordinating Investigator 
Study Location 

Note 
Publication 

Product Name: Nucynta CR 

07 September - 09 October 1998 
03 July 2007 

Addendum on 29 June 2007 

31 Control Number: 133167 

000869 
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Review Check List 
Objective Primary 

--
Secondary 

--
Design Main Comparison 

--
Selection Criteria 

--
Formulation 

--
Pharmacokinetic 
parameters --
Pharmacodynamic 
parameters 

--
Patients 

--
Pharmacokinetics 

--
--

Pharmacodynamics pupillometry 
--Safety 
--

._ ... 

Review Comments: 
1) The pharmacokinetics of the three periods is show in the table below (Page 43). 

Product Name: Nucynta CR 32 Control Number: 133167 

'''ll'''' 'On,","'" I! I "]'" 'T"r r'rlllllilnrlillHiTI111111 II 
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Parameter Treatment R I Treatment r Treatment T 

Dose 

AUC [h, ng/ml] 

AUCo.\ [h, ng/ml] 

Cmax [ng/ml] 

tma• [h] 

MRT [h] 

HVD [h] 

tv"z [h) 

CL (CLlt) [mllmin] 

Vz (Vzff) [I] 

2) The reported adverse events were predominantly opioid effects. The frequency and severity reflect 
the method of administration 

Study 

Study Period 11 February - 03 April 2002 
_R----'ep ..... lo_r_t_D....:.a_te _____ -+ 01 August 2007 

Coordinating Investigator 
Study Location 
Note Addenda on 08 April 2003 
Publication 

Review Check List 
Objective Primary 

Secondary 

Design Main Comparison 

Product Name: Nucynta CR 33 Control Number: 133167 

000871 
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Review Check List 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Patients 

Pharmacokinetics 

Pharmacodynamics 

Safety 

Review Comments: 
1) 

2) 

3) 

Study 
................................................................................................... 

Stud Period 
Re ortDate 
Coordinating Investigator 

Study Location 

Note 
Publication 

Product Name: Nucynta CR 

2007 

34 

I I I~ Illllll!11 rmmlllillil II 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000872 
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Review Check List 
Objective Primary 

Secondary 

Design Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Patients 

Pharmacokinetics 

Pharmacodynamics 

Safety 

Review Comments: 
1) The study design is shown in the graph below (Page 16). 

Product Name: Nucynta CR 35 

"'lJ1'!"""''''I''II''''I! 1 '''''1''''''T''Tnmn1lrlllrminm, 11 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000873 
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Figure 1: Study Design 

2) Pharmacokinetics oftapentadol for the 5-periods is shown in the table below. 

Product Name: Nucynta CR 36 Control Number: 133167 

000874 
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Study Period 10 October - 13 November 2006 
Report Date 
Coordinating Investigator 

Study Location 
Note 
Publication 

17 July 2007 

Review Check List 
Objective Primary 

Secondary 
Design Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Patients 

Pharmacokinetics 

Safety 

Review Comments: 

Product Name: Nucynta CR 38 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000876 
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Study Period 
Report Date 
Coordinating Investigator 
Study Location 

Note 
Publication 

Product Name: Nucynta CR 

24 November 2005 - 24 March 2006 
30 March 2007 

Review Check List 

39 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000877 
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Review Check List 

Objective Primary 

Secondary 

Design Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Patients 

Pharmacokinetics 

Safety 

Review Comments: 

Coordinating Investigator 

Study Location 

Note 
Publication 

2009 

Review Check List 

Product Name: Nucynta CR 40 

-IIJ' '--Plf I II :' If IIrmnmnPI1lIIN11 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000878 
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Review Check List 

Objective Primary 

Secondary 

Design Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Patients 

Pharmacokinetics 

Safety 

Review Comments: 

4.3.1.2 Comparative Bioavailability (BA) and BioequivaJence (BE) Studies 
(CTD 5.3.1.2) 

Study Period 
Report Date 
Coordinating Investigator 

Study Location 

Note 
Publication 

Product Name: Nucynta CR 

11 - 26 April 2006 
15 June 2007 

41 

lim 1111 I! 1IIIIIIill!llll II 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000879 
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Review Check List 

Objective Primary 

Secondary 

Design Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Participants 

Pharmacokinetics 

Safety 

Review Comments: 

Coordinating Investigator 
Study Location 
Note 
Publication 

Product Name: Nucynta CR 42 

, 'nlli' '" -"''''"11'''' ''1'''''1 I' '''!'''''''l'''''''rl'''f "'l'"fm1111'1rIIllT'li'Timr 11 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000880 
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Review Check List 

Objective Primary 

Secondary , 

Design Main Comparison 
I 

Selection Criteria 
, , 

Formulation 
i 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Participants I 

Pharmacokinetics 

Safety 

Review Comments: 

Study Period 09 July - 11 August 2009 
Report Date 19 November 2009 
Coordinating Investigator 
Study Location 
Note 
Publication 

Review Check List 
Objective !Primary 

Product Name: Nucynta CR 43 

"1)'" ""''1\'" r ! I . i::TTnmJlilmliOOllll i~:llllil II 

PSEAT-(S)NDS (v2) 

Control Number: 133167 
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Review Check List 

Secondary 

Design Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Participants 

Pharmacokinetics 

Safety 

Review Comments: 

Coordinating Investigator 

Study Location 
Note 
Publication 

Review Check List 
Objective Primary 

Secondary 
Design Main Comparison 

Product Name: Nucynta CR 44 

'111'1 """~" I i I "j"'''];:Trrmllm'lIllTliTlllfll 

PSEAT-(S)NDS (v2) 

--- ---

Control Number: 133167 

000882 
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Review Check List 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Participants 

Pharmacokinetics 

Safety 

Review Comments: 

Study 

Study Period 05 June - 26 July 2001 
Report Date 8 August 2007 
Coordinating Investigator 
Study Location 
Note 
Publication 

Review Check List 
Objective Primary 

Secondary 

Design Main Comparison 

Selection Criteria 

Formulation 

Product Name: Nucynta CR 45 

II II ilUlllli!lllm H~IIIIII 

PSEAT-(S)NDS (v2) 

Control Number: 133167 
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Review Check List 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Participants 

Pharmacokinetics 

Safety 

Review Comments: 
None. 

Coordinating Investigator 

Study Location 
Note 
Publication 

Review Check List 

Objective Primary 

Secondary 

Design Main Comparison 

Selection Criteria 

Formulation 

Product Name: Nucynta CR 46 

Tl -rmllllnmlTrrllID 11 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000884 
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Review Check List 

Participants 

Pharmacokinetics 

Safety 

Review Comments: 
None. 

Study 
"''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''' 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Coordinating Investigator 
Study Location 

Note 
Publication 

Review Check List 

Objective Primary 

Secondary 

Design Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Participants 

Pharmacokinetics 

Product Name: Nucynta CR 47 

If ~llllmmmnlrnU II 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000885 
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Review Check List 

Safety 

Review Comments: 
None. 

06 - 27 March 2007 

Coordinating Investigator 
Study Location 

Note 

Publication 

09 October 2007 

Review Check List 

Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 
Safety parameters 

Participants 

Pharmacokinetics 

Pharmacodynamics 

Product Name: Nucynta CR 48 

II I irnlllilrllll~llilllmf II 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000886 



5.19(1) 

5.20(1)(b) 
Therapeutic Products Directorate ~ Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Safety 

---------'-----------'---------------- ---- - ------

Review Comments: 
1) The pharmacokinetic parameters for tapentadol and tapentadol-O-glucuronide are shown in the table 

below. 

2) One participant discontinued because of 

Study 

Coordinating Investigator 
Study Location 

Note 
Publication 

Product Name: Nucynta CR 49 

'''m'' ""''''11''''1 'I T'r:'-[ I llllTlilrliUI I, H:mlll,r II 

Control Number: 133167 

000887 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Review Check List 

Objective Primary 

Secondary 

Design Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Participants 

Pharmacokinetics 

Safety 

Review Comments: 

Coordinating Investigator 

Study Location 

Note 
Publication 

Product Name: Nucynta CR 

! 

50 

PSEAT-(S)NDS (v2) 

-

-

-

-

-

-

Control Number: 133167 

000888 



5.19(1) 

5.20(1 )(bfherapeutic Products Directorate - Protected B 

Review Check List 

Objective Primary 

Secondary 

Design Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Participants 

Pharmacokinetics 

Safety 

Review Comments: 
None. 

Study Period 28 May - 26 June 2008 

_R=-e--l!p_'o-:-:r_t D--:'-at;;...:.e-=-_-:--_--t-_2~0 F eQ!l!<llY1009 
Coordinating Investigator 
Study Location 

Note 
Publication 

Product Name: Nucynta CR 51 

Ilmnmrlll~1I111111H II 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000889 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Review Check List 

Objective Primary 

Secondary 

Design Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Participants 

Pharmacokinetics 

Safety 

Review Comments: 
None. 

Study 

Study Period 07 January - 06 February 2008 
Report Date 29 July 2008 
Coordinating Investigator 
Study Location 

Note 
Publication 

Objective Primary 

Secondary 

Review Check List 

Design Main Comparison 

Product Name: Nucynta CR 52 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000890 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Review Check List 

Selection Criteria 

Formulation I 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Participants 

Pharmacokinetics 
I 

Safety 

Review Comments: 
None. 

Study 

Study Period 19 July - 22 August 2007 
Report Date 
Coordinating Investigator 

Study Location 

Note 
Publication 

21 April 2008 

Review Check List 
Objective Primary 

Secondary 

Design Main Comparison 

Selection Criteria 
Formulation 

Pharmacokinetic 
parameters 

Product Name: Nucynta CR 53 

PSEAT-(S)NDS (v2) 

-
-

-
-

-

Control Number: 133167 

000891 



s.19(1) 

s.20(1)(b) 

Therapeutic Products Directorate - Protected B 

Review Check List 

Pharmacodynamic 
parameters 

Participants 

Pharmacokinetics 

Safety 

Review Comments: 
None. 

Study 

Coordinating Investigator 
Study Location 
Note 
Publication 

2009 

Review Check List 
Objective Primary 

Secondary 

Design Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 
Safety 

Statistics 

Participants 

Pharmacokinetics 

Product Name: Nucynta CR 54 

''"IIF' """1"111" r'I'"rnll1ll1JlliIllTf'lfiIIT II 

PSEAT-(S)NDS (v2) 

-- ----

._ .. 

Control Number: 133167 

000892 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Review Check List 

Safety 

Review Comments: 
None. 

Study 

Study Period 12 September - 17 October 2008 
Report Date 
Coordinating Investigator 
Study Location 

Note 
Publication 

25 February 2009 

Review Check List 

Objective Primary 

Secondary 

Design Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Participants 

Pharmacokinetics 

Safety 

Review Comments: 
None. 

Product Name: Nucynta CR 55 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000893 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study Period 19 September - 31 October 2008 
Report Date 
Coordinating Investigator 
Study Location 

Note 
Publication 

03 March 2009 

Review Check List 
Objective Primary 

Secondary 
Design Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Participants 

Pharmacokinetics 

Safety 

Review Comments: 
None. 

Study Period 09 October - 25 November 2008 
...cR=epl:..'o:..::r:..:t..=D:...:a::..::t.=..e ____ --l--'09 March 2009 

Coordinating Investigator 
Study Location 

Note 

Product Name: Nucynta CR 56 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000894 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Publication 

Review Check List 

Objective Primary 

Secondary 

Design Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
. parameters 

Participants 

Pharmacokinetics 

Safety 

Review Comments: 
None. 

Study 

Study Period 07 July - 25 August 2008 
Report Date 
Coordinating Investigator 
Study Location 

Note 
Publication 

03 March 2009 

Review Check List 
Objective I Primary 

Product Name: Nucynta CR 57 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000895 



s.19(1) 

s.20(1)(b) 

Therapeutic Products Directorate - Protected B 

Review Check List 

Secondary 

Design Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Participants 

Pharmacokinetics 

Safety 

Review Comments: 
None. 

4.3.1.3 In Vitro - In Vivo Correlation Study Reports 
(CTD 5.3.1.3) 

Study 

Study Period 26 June - 08 August 2007 
Report Date 
Coordinating Investigator 
Study Location 

Note 
Publication 

23 June 2008 

Review Check List 

Objective Primary 

Secondary 

Design Main Comparison 

Product Name: Nucynta CR 58 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000896 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Review Check List 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Participants 

Pharmacokinetics 
Safety 

Review Comments: 
None. 

Study 

Study Period 12 November - 23 December 2007 
Report Date 
Coordinating Investigator 

Study Location 

Note 

Publication 

02 December 2008 

Review Check List 

Objective Primary 

Secondary 

Design Main Comparison 

Selection Criteria 

Formulation 

Product Name: Nucynta CR 59 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000897 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Participants 

Pharmacokinetics 

Safety 

Pharmacokinetic 
parameters 

Review Check List 

Pharmacodynamic 
parameters 

PSEAT-(S)NDS (v2) 

4.3.1.4 Reports of Bioanalytical and Analytic Methods for Human Studies 
(CTD 5.3.1.4) 

Study N0'1 Study Title 
I 

Principle Time 
Investigator 

1995 - 2007 

2005 -2007 

2008 

2009 

2008 

2008 

2003 

2003 

2004 

2007 

2007 

Product Name: Nucynta CR 60 Control Number: 133167 

000898 



s.19(1) 

s.20(1)(b) 

Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

4.3.2 Reports of Studies Pertinent to Pharmacokinetics Using Human Biomaterials 
(CTD 5.3.2) 

None. 

4.3.2.1 Plasma Protein Binding Study Reports 
(CTD 5.3.2.1) 

Study: 

Coordinating Investigator 

Study Location 
Note 
Publication 

This study appeared in the nonclinical module too. The results from this study are quoted below for future 
reference. 

Product Name: Nucynta CR 61 Control Number: 133167 

000899 



s.19( 1) Therapeutic Products Directorate - Protected B 

s.20(1)(b) 

4.3.2.2 Reports of Hepatic Metabolism and Drug Interaction Studies 
(CTD 5.3.2.2) 

Study 

Study Period 
Report Date 
Coordinating Investigator 

Study Location 
Note 
Publication 

Study",,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, 

Coordinating Investigator 
Study Location 
Note 
Publication 

Product Name: Nucynta CR 

June 2005 
22 June 2005 

62 

. '''!l1'!'' ''''''l'' 1'1 "'I'lrrnnlllniUn HIlmi II 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000900 



5.19(1) 

5.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study 

11 Januar 2005 
-=..:.-'-"-''-'''-'-:::c...:.:.-'-=-____ +--=1=2-=-Ja=n=u=aty]005 _ 

Coordinating Investigator 
Study Location 
Note 
Publication 

4.3.2.3 Reports of Studies Using Other Human Biomaterials 
(CTD 5.3.2.3) 

Study 

Study Period 15 September 2008 
-'R=epI:..4o::..:r:..:t....::D::..::a::.:t:.::.e ____ ---J_l~7~_S=eptember 2008 

Coordinating Investigator 
Study Location 
Note 
Publication 

Product Name: Nucynta CR 63 

lTI II i I .. I I I illllllllllllllll!il~llr II 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000901 



s.19(1) 

s.20( 1)(b) Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Comments: The sponsor's summary is quoted below for future reference (Page 7): 

4.3.3 Reports of Human Pharmacokinetic (PK) Studies 
(CTD 5.3.3) 

4.3.3.1 Healthy Subject PK and Initial Tolerability Study Reports 
(CTD 5.3.3.1) 

Study Period 30 January 1997 - 07 October 1997 
...cR::.=epI:..4o:.:r--=.t..::D:..:a:..:t.=.e ____ --I 13 August 2007 

Coordinating Investigator 
Study Location 

Note 
Publication 

Review Check List 
Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Product Name: Nucynta CR 64 Control Number: 133167 

000902 



s.19(1) 

s.20( 1)(b) Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 
Safety parameters 

Participants 

Pharmacokinetics 

Pharmacodynamics 

Safety 

Review Comments: 

Product Name: Nucynta CR 65 Control Number: 133167 

000903 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Product Name: Nucynta CR 66 Control Number: 133167 

000904 



s.19(1) 

s.20(1)(b) Therapeutic Products Directorate - Protected B 

Study 

Study Period 
Report Date 
Coordinating Investigator 
Study Location 

Product Name: Nucynta CR 

08 June 1998 - 12 November 1999 
16 August 2007 

67 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000905 



s.19(1) 

s.20(1)(b) Therapeutic Products Directorate - Protected B 

Note 
Publication 

Review Check List 

Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Safety parameters 

Participants 

Pharmacokinetics 

Pharmacodynamics 

Safety 

Review Comments: 

Product Name: Nucynta CR 68 

, "IfI'''' "'''''"~ "'" I'! 1'''1''''''I'''''j~I''1'"1''~11''!'II'11!lrlnrlr'II·TIlIIT 'II 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000906 



s.19(1) 

s.20(1)(b) 

Therapeutic Products Directorate - Protected B 

Study 

Coordinating Investigator 
Study Location 
Note 
Publication 

Product Name: Nucynta CR 69 

, '''lIfl'' 'r""l'~"11 I' """""I"''''r'''f l"rrnmlrlrllfi'li'lnrllllll I 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000907 



s.19(1) 

s.20(1)(b) Therapeutic Products Directorate - Protected B 

Review Check List 

Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 
Safety parameters 

Participants 

Pharmacokinetics 

Pharmacodynamics 

Safety 

Review Comments: 

Study 1 

Coordinating Investigator 
Study Location 

Product Name: Nucynta CR 70 

nmllllllllTlilllIH II 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000908 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Note 
Publication 

Objective 

Design 

Participants 

Pharmacokinetics 

Pharmacodynamics 

Safety 

Review Comments: 
1) 
2) 
3) 

Review Check List 

Primary 

Secondary 

Set-up 

Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 
Safety parameters 

Product Name: Nucynta CR 71 

, 'l1li ' """II",!, 1 '" I' 1"TT!TITTlTnn"lfIIIl 

PSEAT-(S)NDS (v2) 

", 

Control Number: 133167 

000909 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study 

Study Period 30 March - 18 April 2000 
Report Date 
Coordinating Investigator 
Study Location 

Note 
Publication 

08 August 2007 

Review Check List 

Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 
Safety parameters 

Participants 

Pharmacokinetics 

Pharmacodynamics 
Safety 

Review Comments: 
None. 

Product Name: Nucynta CR 72 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000910 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study 

Study Period 
Report Date 
Coordinating Investigator 
Study Location 
Note 
Publication 

February - April 2004 
08 August 2007 

Review Check List 

Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 
Safety parameters 

Participants 

Pharmacokinetics 

Pharmacodynamics 

Safety 

Review Comments: 
None. 

Product Name: Nucynta CR 73 

1Il. illi I .. 1111 lilHllrrll:liIT 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000911 



s.19(1) 

s.20(1)(b) 

Therapeutic Products Directorate ~ Protected B PSEAT-(S)NDS (v2) 

Study 

Study Period 08 June - 06 October 2005 
--'R=epc4o:.:r-=..t.::::D:..::a:.::te=--___ ---+ 31 July ____ 20~0"-'7~ ___________________ _ 

Coordinating Investigator 
Study Location 

Note 
Publication 

Review Check List 

Objective Primary 

Secondary 

Design Set:up 

Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 

Product Name: Nucynta CR 74 Control Number: 133167 

llIII I' ''''''11'1'1' I' '" II""""""!, '::',1Trr:'l1Tlnl1:m 

000912 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Review Check List 

Pharmacodynamic 
parameters 

Safety parameters 

Participants 

Pharmacokinetics 

Pharmacodynamics 

Safety 

Review Comments: 

Product Name: Nucynta CR 75 

111" ""n'lllT!" I 1"1'1''''''''''''''11'' 'l"rTllT"I'''I1TTIITTlIlrr 

PSEAT-(S)NDS (v2) 

-------- -

Control Number: 133167 

000913 



Page(s) 000914 to\a 000914 

Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

20(1 )(b) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



s.19(1) 

s.20( 1)(b) Therapeutic Products Directorate - Protected B 

Study 

Coordinating Investigator 
Study Location 

Note 
Publication 

Product Name: Nucynta CR 

PSEAT-(S)NDS (v2) 

77 Control Number: 133167 

000915 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 
Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 
Safety parameters 

Participants 

Pharmacokinetics 

Pharmacodynamics 

Safety 

Review Comments: 
1) Pharmacokinetics oftapentadol is summarized in the table below. 

Product Name: Nucynta CR 78 Control Number: 133167 

000916 



s.20(1)(b) 

Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Study Period 18 March - 18 April 2008 

Product Name: Nucynta CR 79 Control Number: 133167 

n : ',:'''lI!'I I ""I''''!'''T''TTTTr:rilllTllrFII:IIIIf 

000917 



s.19(1) 

s.20( 1)(b) Therapeutic Products Directorate - Protected B 

Report Date 
Coordinating Investigator 
Study Location 

Note 
Publication 

I 05 February 2009 

PSEAT-(S)NDS (v2) 

This study, also coded as appears in 5.354 of this NDS. It is reviewed with healthy volunteer 
PD studies under 4.3.4 Reports of Human Pharmacodynamic (PD) Studies. 

Study -----
Coordinating Investigator 
Study Location 

Note 
Publication 

Review Check List 

Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 
Safety parameters 

Participants 

Pharmacokinetics 

Product Name: Nucynta CR 80 Control Number: 133167 

000918 



s.20(1)(b) 

Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Pharmacodynamics 

Safety 

Review Comments: 
1) Pharmacokinetics oftapentadol is summarized in the table below. 

~~~~~~~~~~~~~~~~~~~~~~~ 

Product Name: Nucynta CR 81 Control Number: 133167 

1II'I!"1""'~'"''!I'I'~'' 1 " , I" "I "TTITI~l'Il'nnlrllTl 

000919 



s.19(1) 

s.20(1)(b) 

IiIIIII 

Therapeutic Products Directorate - Protected B 

Study 

Coordinating Investigator 
Study Location 

Note 
Publication 

Review Check List 
Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 
Safety parameters 

Participants 

Pharmacokinetics 

Pharmacodynamics 
Safety 

Product Name: Nucynta CR 82 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000920 



s.19(1) 

s.20(1)(b) 

Therapeutic Products Directorate - Protected B 

4.3.3.2 Patient PK and Initial Tolerability Study Reports 
(CTD 5.3.3.2) 

None 

4.3.3.3 Intrinsic Factor PK Study Reports 
(CTD 5.3.3.3) 

Study 
................................................................................................... 

Study Period 14 November - 11 May 2006 
Report Date 
Coordinating Investigator 
Study Location 
Note 
Publication 

27 June 2007 

Review Check List 
Objective Primary i 

I 

Secondary 

Design Set-up 

Main Comparison 

Product Name: Nucynta CR 83 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000921 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

ReviewChec k List 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 
Safety parameters 

Participants 

Pharmacokinetics 

Pharmacodynamics 

Safety 
I 
I 

I 

Review Comments: 

Product Name: Nucynta CR 84 Control Number: 133167 

000922 



Page(s) 000923 to\a 000923 

Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

20(1 )(b) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study 

Study Period 16 November 2005 - 09 June 2006 
Report Date 28 June 2007 
Coordinating Investigator 
Study Location 
Note 
Publication 

Review Check List 
Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 
Safety parameters 

Participants 

Pharmacokinetics 

Product Name: Nucynta CR 86 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000924 



UI 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Pharmacodynamics 

Safety 

Review Comments: 
1) The table below summarizes the pharmacokinetic parameters oftapentadol in this study. 

2) The table below summarizes the pharmacokinetic parameters oftapentadol-O-glucuronide. 

Product Name: Nucynta CR 87 Control Number: 133167 

000925 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study 

Study Period 
Report Date 
Coordinating Investigator 

Study Location 

Note 
Publication 

31 August 2006 - 07 February 2007 
01 October 2007 

Review Check List 
Objective I Pr@ruy 

Product Name: Nucynta CR 88 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000926 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Review Check List 

Secondary 

Design Set-up 

Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 
Safety parameters 

Participants 

Pharmacokinetics 

Pharmacodynamics 

Safety 

Review Comments: 
1) The pharmacokinetic data for tapentadol are summarized in the table below. 

Product Name: Nucynta CR 89 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000927 



Page(s) 000928 to\a 000928 

Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

20(1 )(b) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



s.19(1) 

s.20( 1)(b) Therapeutic Products Directorate - Protected B 

4.3.3.4 Extrinsic Factor PK Study Reports 
(CTD 5.3.3.4) 

Study 

Study Period 09 October - 19 December 2006 
Report Date 
Coordinating Investigator 
Study Location 

Note 
Publication 

18 September 2007 

Review Check List 

Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Product Name: Nucynta CR 91 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000929 



s.20(1)(b) Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 
Safety parameters 

Participants 

Pharmacokinetics 

Pharmacodynamics 

Safety 

Review Comments: 

Product Name: Nucynta CR 92 Control Number: 133167 

W'l"f""IlIT" 1 "1"1''''''11' ''''I''TnTT'IITlrnrllITr 

000930 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study 

Study Period 28 September - 16 November 2005 
Report Date 
Coordinating Investigator 
Study Location 

Note 
Publication 

17 July 2007 

Review Check List 

Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 
Safety parameters 

PartiCipants 

Product Name: Nucynta CR 93 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000931 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Pharmacokinetics 

Pharmacodynamics 

Safety 

Review Comments: 

Product Name: Nucynta CR 94 Control Number: 133167 

II1II 'I "T'l1IT'I " !'I"TFrmr:rmT n:nn 

000932 



s.19(1) 

s.20(1)(b) Therapeutic Products Directorate - Protected B 

Study ...................................................................................................... . 

Study Period 15 November 2005 - 12 December 2005 
Report Date 
Coordinating Investigator 
Study Location 

Note 
Publication 

25 July 2007 

Review Check List 
Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 
Safety parameters 

Participan ts 

Pharmacokinetics 

Pharmacodynamics 

Product Name: Nucynta CR 95 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000933 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Safety The reported adverse events were unremarkable. 

Review Comments: 

Product Name: Nucynta CR 96 Control Number: 133167 

I!Ilr'I""'"'r"1ll'l'I" I"' "'''I' '''I'''·"''I'''''j;rTminIITTlilill!IIm' 

000934 



s.19(1) 

s.20(1)(b) 

Therapeutic Products Directorate - Protected B 

Study 
............................................................................................................ 

Study Period 
Report Date 
Coordinating Investigator 

Study Location 

Note 
Publication 

Product Name: Nucynta CR 

19 May - 23 August 2006 
20 September 2007 

97 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000935 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Review Check List 

Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 
Safety parameters 

Participants 

Pharmacokinetics 

Pharmacodynamics 

Safety 

Review Comments: 
1) The sponsor identified that the potential basis of interaction was. 

15). 
2) The pharmacokinetic parameters for tapentadol are shown in the table below. 

Product Name: Nucynta CR 98 

PSEAT-(S)NDS (v2) 

(Page 

Control Number: 133167 

000936 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study 

Study Period 
Report Date 
Coordinating Investigator 

Study Location 

Note 

Product Name: Nucynta CR 

06 September - 29 September 2006 
19 July 2007 

99 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000937 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Publication 

Review Check List 

Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 
Safety parameters 

Participants 

Pharmacokinetics 

Pharmacodynamics 

Safety 

Review Comments: 

Product Name: Nucynta CR JOO Control Number: 133167 

ill I IIII I 

000938 



s.19(1) 

s.20(1)(b) 

Therapeutic Products Directorate - Protected B 

4.3.3.5 Population PK Study Reports 
(CTD 5.3.3.5) 

Study Period November 2009 
-,R=ePc.co:..:r:...::t-=D:..:a:.:t.=..e ____ --+ 03 November 2009 

Coordinating Investigator 
Study Location 

Note 
Publication 

Review Check List 

Objective Primary 

Secondary 

Design Sources of data 

Product Name: Nucynta CR 101 

Ifl I I I '!rrlmrrlin~IIITIr-;lmlll 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000939 



s.19(1) 

s.20(1)(b) Therapeutic Products Directorate - Protected B 

Review Check List 

Pharmacokinetics 

Safety 

Review Comments: 

4.3.4 Reports of Human Pharmacodynamic (PD) Studies 
(CTD 5.3.4) 

4.3.4.1 Healthy Subject PD and PK/PD Study Reports 
(CTD 5.3.4.1) 

Study 

Study Period 
Report Date 
Coordinating Investigator 
Study Location 
Note 
Publication 

Product Name: Nucynta CR 

March - May 2003 
01 August 2007 

Review Check List 

102 

: ~ 1'1 ! I I 111II1'lli[UITW'ilnllffi II 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000940 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Safety parameters 

Participants 

Pharmacokinetics 

Pharmacodynamics 

Safety 

Review Comments: 

Product Name: Nucynta CR 103 Control Number: 133167 

I : I r r:r rlmT':r:~rlmnlllllllill 

000941 



Page(s) 000942 to\a 000943 

Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

20(1 )(b) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



s.20(1)(b) 

Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

5) The sponsor included the pharmacokinetic data from several studies done during the approximately 
same period for discussion. The table is quoted below for future reference. 

Product Name: Nucynta CR 106 Control Number: 133167 

000944 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study 

Coordinating Investigator 

Study Location 
Note 
Publication 

Review Check List 
Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 

Product Name: Nucynta CR 107 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000945 



s.20( 1)(b) Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 

parameters 

Pharmacodynamic 
parameters 

Safety parameters 

Participants 

Pharmacokinetics 

Pharmacodynamics Primary endpoint 

Secondary endpoints 

Exploratory analysis 

Safety 

Review Comments: 

Product Name: Nucynta CR 108 Control Number: 133167 

000946 



Page(s) 000947 to\a 000947 

Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

20(1 )(b) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study 

Study Period 07 May - 31 August 2007 
Report Date 
Coordinating Investigator 
Study Location 
Note 

Publication 

12 December 2007 

Review Check List 
Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Safety parameters 

Product Name: Nucynta CR 110 

, "'ll'''''''' '"""I~" I' 1""-,[," "'I" T'!,'lmT!lrr~rIllITlnllllijll 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000948 



s.20(1)(b) 

Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Participants 

Pharmacokinetics 

Pharmacodynamics 

Safety 

Review Comments: 
1) The summary pharmacokinetic data for tapentadol is shown in the table below. 

Product Name: Nucynta CR 111 Control Number: 133167 

000949 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study 

Study Period March - September 2003 
Report Date 
Coordinating Investigator 

Study Location 

Note 

Publication 

01 August 2007 

Review Check List 

Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Product Name: Nucynta CR 112 

II 1'1 I I I 1II111hliliUTlI m~lfll 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000950 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Review Check List 

Selection Criteria 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Safety parameters 

Participants 

Pharmacokinetics 

Pharmacodynamics 

Safety 

Review Comments: 

Product Name: Nucynta CR 113 

in ! I. I i I I I HT1IT'IIII~m!lin!li! II 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000951 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study 

Coordinating Investigator 
Study Location 

Note 

Publication 

Review Check List 
Objective Primary 

Secondary 

Design Set-up 

Main Comparison 

Selection Criteria 

Product Name: Nucynta CR 114 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000952 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Formulation 

Pharmacokinetic 
parameters 
Pharmacodynamic 
parameters 

Primary endpoint 

Secondary endpoint 

Safety parameters 

Participants 

Pharmacokinetics 

Pharmacodynamics 

Safety 

Review Comments: 

Cross-reference: Attachment 2.1.1. Appendix 2.2 

Product Name: Nucynta CR 115 Control Number: 133167 

1TI" ""''1'';'' II 1"""'I'''''I"'rr!'rmT11r1IllllTlr;llm~rll 

000953 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate ~ Protected B 

4.3.2.2 Patient PD and PK/PD Study 
(CTD 5.3.4.2) 

Study 

Study Period 24 October 2006 ~ 22 August 2007 
Report Date 20 December 2007 
Coordinating Investigator 

Study Location 

Product Name: Nucynta CR 116 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000954 



s.19(1) 

s.20(1)(b) 

Therapeutic Products Directorate - Protected B 

Publication 

Note 

Review Check List 

Objective Primary 

Secondary 

Design Characterization 

Phases 

Main 
Comparison 

Selection Criteria 

Formulation 

Efficacy Primary 
Endpoints 

Product Name: Nucynta CR 117 

]I! : I I i I IllllHilillUIHlillmllllli II 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000955 



s.20(1)(b) Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Secondary 

Safety Endpoints 

Statistics 

Participants 

Efficacy Primary 

Secondary 

Pharmaco-
kinetics 
Safety Deaths 

Serious Adverse 
Events 
Adverse Events 

Discontinuations 

Vital Signs 

Laboratory i 
i 

ECG 

Product Name: Nucynta CR 118 Control Number: 133167 

000956 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Bowl movement 

Sleep 

Vomiting 

Review Comments: 

Product Name: Nucynta CR 119 Control Number: 133167 

. "lr" ""-!'1[" I IT .... r '[iTT 'rTTlT:!lrli"mlllnllllrrr 
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Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

20(1 )(b) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study 

Coordinating Investigator 
Study Location 
Publication 

Note 

Objective Primary 

Secondary 

2007 

I See the disclaimer above. 

Review Check List 

Design Characterization 

Phases 

Product Name: Nucynta CR 124 

II I iii I I I Hnli!lrrr~~lT'lim~1111 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000962 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Main 
Comparison 

Selection Criteria 

Formulation 

Efficacy Primary 
Endpoints 

Secondary 

Safety Endpoints 

Statistics 

Participants 

Efficacy Primary 

Secondary 

Pharmaco-

Product Name: Nucynta CR 125 Control Number: 133167 

'" '"'llI""'"!''''MI"''' I'!T '''I''' "1"'"fT'fmlllrlillllTlfllllllll II 

000963 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 
kinetics 
Safety Deaths 

Serious Adverse 
Events 

Adverse Events 

Discontinuations 

Vital Signs 

Laboratory 

ECG 

Bowl movement 

Vomiting 

Review Comments: 
1) The study design is shown in the graph below. 

Product Name: Nucynta CR 126 Control Number: 133167 

000964 



s.20(1)(b) 
Therapeutic Products Directorate ~ Protected B PSEAT-(S)NDS (v2) 

Product Name: Nucynta CR 127 Control Number: 133167 

. "11"'" "'"'1''' I I I '''r'''T''''f'l'"rml'llrlrllmlil!lTIIIrll 
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Page(s) 000966 to\a 000967 

Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

20(1 )(b) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study Period 03 May - 07 November 2000 
_R_ep .... lo_r_t_D_a __ t_e ____ ---!_0_3 August 2007 

Coordinating Investigator 

Study Location 
Publication 
Note 

Review Check List 
Objective Primary 

Secondary 

Design Characterization 

Phases 

Main 
Comparison 

Selection Criteria I 

Formulation 

Product Name: Nucynta CR 130 

" "V'" '·""!'r'" I r I . rrTr'lll1lTl!mrml'llllllllll 

PSEAT-(S)NDS (v2) 

I 

Control Number: 133167 

000968 



s.20(1)(b) Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List I 

Efficacy Primary 
Endpoints 

Secondary 

Pharmaco-
kinetics 
Safety , 
Endpoints 

Statistics 

Participants 

Efficacy Primary 

Secondary 

Pharmaco-
kinetics 
Safety Deaths 

Serious Adverse 
Events 

Adverse Events 

Discontinuations 

Vital Signs 

Laboratory 

Sedation 

Review Comments: 
1) Sedation was assessed according the definition below. 

Product Name: Nucynta CR 131 Control Number: 133167 

000969 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study 

2008 

Coordinating Investigator 

Study Location 

Publication 

Product Name: Nucynta CR 132 

-''1m'''''''''''',' I ! 1"'r"T'''rT-lll1T:1lrril~rllllllrll 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000970 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List I 
Objective Primary 

Secondary 

Design Characterization 

Periods 

Main 
Comparison 

Selection Criteria 

Formulation 

Efficacy Primary 
Endpoints 

Secondary 

Safety Endpoints 

Statistics 

Product Name: Nucynta CR 133 Control Number: 133167 

000971 



s.20(1)(b) 

Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List I 

i 

Participants 

Efficacy Primary 

Secondary 

Pharmaco-
kinetics 
Safety Deaths 

Serious Adverse 
Events 

Adverse Events 

Discontinuations 

Vital Signs 

Laboratory 

ECG 

Review Comments: 
1) This study design is shown in the graph below. 

Product Name: Nucynta CR 134 Control Number: 133167 

'"IF''''i"'O,'![''''' II I ''''''1''''''''['''"1 "1"rmT:lrlnfI1"IPlll1IIrll 

000972 
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s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Product Name: Nucynta CR 135 Control Number: 133167 

1[: I II I I I 111\1l1:illll~ll1IIlIIIllllll 
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s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study· 
............................................................................................... 

Study Period 28 January 2008 - 03 October 2008 
Report Date 08 May 2009 
Coordinating Investigator 

Study Location 
Publication 

Product Name: Nucynta CR 136 

-r T,fTTlmIrllilfrrI,ll1llill II 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000974 



s.20(1)(b) 

Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Objective Primary 

Secondary 

Design Characterization 

Periods 
i 

Main 
Comparison 

Selection Criteria 

Formulation 

Efficacy Primary 
Endpoints 

Secondary 

Safety Endpoints 

Statistics 

Product Name: Nucynta CR 137 Control Number: 133167 

000975 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Participants 

Efficacy Primary 

Secondary 

Pharmaco-
kinetics 
Safety Deaths 

Serious Adverse 
Events 

Adverse Events 

Discontinuations 

Vital Signs 

Laboratory 

ECG 

Review Comments: 

Product Name: Nucynta CR 138 Control Number: 133167 

'''11'''' "",.~'~ .•• I ! I 1"1""rnmT'Ilflillllnrllil1lll II 
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Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

20(1 )(b) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



s.19(1) 

s.20(1)(b) 

1,!j~IIJ 

Therapeutic Products Directorate - Protected B 

Study Period 28 May 2002 - 27 November 2002 
_R--,ep,-lo_r_t_D_a_t_e ____ ---+ 17 August 2007 

Coordinating Investigator 
Study Location 
Publication 
Note ---"-~-=-_______ --L_ _____ _____ _ _ __ 

Review Check List 
Objective Primary 

Secondary 

Design Characterization 

Phases 

Main 
Comparison 

Selection Criteria 

Formulation 

Product Name: Nucynta CR 140 

" "'I!I"" '""T1' , , I I I I' 'I'" "T""TT"TTIrnlrlrIlllH,:rlfIll!illl 

PSEAT-(S)NDS (v2) 

J 

Control Number: 133167 

000978 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Efficacy Primary 
Endpoints 

Secondary 

Safety Endpoints 

Statistics 

Participants 

Efficacy Primary 

Secondary 

Pharmaco-
kinetics 
Safety Deaths 

Serious Adverse 
Events 
Adverse Events 

Discontinuations 

Vital Signs 

Laboratory 

EeG 

Review Comments: 

Product Name: Nucynta CR 141 Control Number: 133167 

";IlICI";'RI"I~I"'" I'll' "1""'1"""[ 'I "rm'l1l1l'1rIlllTI"'iTiIlllil11 
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s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study __ _ 

Study Period 13 May 2004 - 07 April 2005 
Report Date 10 December 2007 
Coordinating Investigator 

Study Location 
Publication 

Product Name: Nucynta CR 142 

, "1l1'c'~'''''r'''''1111''T''''I''''TTlll1lTmrrrllmr:111lIIIIII11 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000980 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List I 
Objective Primary 

Secondary 

Design Characterization 

Phases 

Main 
Comparison 

Selection Criteria 

Formulation 

I 

Efficacy Primary 
I Endpoints 

Secondary I 

Safety Endpoints 

Statistics 

Participants 

Efficacy Primary 

Secondary 

Pharmaco-
kinetics 

Product Name: Nucynta CR 143 Control Number: 133167 

000981 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List I 
Safety Deaths 

Serious Adverse 
Events 

Adverse Events 

Discontinuations 

Vital Signs 

Laboratory 

ECG 

COWS 

Review Comments: 

Product Name: Nucynta CR 144 Control Number: 133167 

000982 



s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study .................................................................................................................... . 

Study Period 05 July 2002 - 13 January 2003 
Report Date 27 February 2009 
Coordinating Investigator 

Study Location 
Publication 

Product Name: Nucynta CR 145 

'"111''''' 'flO "\1'" I '!'C I" , 'f' "r"""r'''"f "'f"rm11111'1r1IllT'l'r:11I1lr"ll 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000983 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List I 
Objective Primary 

Secondary 

Design Characterization 

Phases 

Main 
Comparison 

Selection Criteria 

Formulation 

Efficacy Primary 
Endpoints 

Secondary 

Safety Endpoints 

Statistics 

Product Name: Nucynta CR 146 Control Number: 133167 

"If''' '"~'1' I II' " rr'T'1' Trnmlflmmnm II 
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s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List I 

Participants 

Efficacy Primary 

Secondary 

Pharmaco-
kinetics 
Safety Deaths 

Serious Adverse 
Events 

Adverse Events 

Discontinuations 

Vital Signs 

Laboratory 

COWS 

Review Comments: 

Product Name: Nucynta CR 147 Control Number: 133167 

000985 



s.19(1) 

s.20(1)(b) Therapeutic Products Directorate - Protected B 

Study 

Stud Period 
Report Date 
Coordinating Investigator 
Study Location 
Publication 

Review Check List 
Objective Primary 

Secondary 

Design Characterization 

Phases 

Product Name: Nucynta CR 148 

"'"If"'" """'1[" I ! I II Ilmn:nrli~IHI:r Imlll II 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000986 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List I 

Main 
Comparison 

Selection Criteria 

Formulation 

Efficacy Primary 
Endpoints 

Secondary 

Safety Endpoints 

Statistics 

Participants 

Efficacy Primary 

Secondary 

Pharmaco-
kinetics 
Safety Deaths 

Product Name: Nucynta CR 149 Control Number: 133167 

000987 



s.19(1) 

s.20(1)(b) 

Therapeutic Products Directorate - Protected B 

Review Check List 

Serious Adverse 
Events 

Adverse Events 

Discontinuations 

Vital Signs 

Laboratory 

COWS 

~-. _ .. 

Review Comments: 

Study 
................................................................................................... 

Study Period 10 December 2007 - 01 May 2008 
Report Date 
Coordinating Investigator 
Study Location 
Publication 

Product Name: Nucynta CR 

27 January 2009 

150 

PSEAT-(S)NDS (v2) 

I 

Control Number: 133167 

000988 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List I 
Objective Primary 

Secondary 

Design Characterization 

Phases 

Main 
Comparison 

Selection Criteria 

Product Name: Nucynta CR 151 Control Number: 133167 

I~ i 'Ii I , I I:: 1111 I lfi II. 1fT lIIIIIll 

000989 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List I 

Formulation 

Efficacy Primary 
Endpoints 

Secondary 

Safety Endpoints 

Statistics 

Participants 

Efficacy Primary 

Secondary 

Pharmaco-
kinetics 
Safety Deaths 

Serious Adverse 
Events 
Adverse Events 

Discontinuations 

Vital Signs 

Laboratory 

ECG 

Review Comments: 

Product Name: Nucynta CR 152 Control Number: 133167 

;111 : .11 ! I'I:IIIIIITTIII ITIII); 
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s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Product Name: Nucynta CR 153 Control Number: 133167 

'I~ ; II I Iii 1111 i 11111111111111[1 

000991 
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s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study Period 
Report Date 
Coordinating Investigator 
Study Location 

Note 
Publication 

Review Comments: 

October 2009 
27 October 2009 

PSEAT-(S)NDS (v2) 

4.3.5 Summary and Discussion of Other Information Regarding Clinical Pharmacology 
None. 

4.3.6 Summary and Discussion of Clinical Pharmacology 

Product Name: Nucynta CR 155 Control Number: 133167 

III iT 

000993 



s.19(1) 

s.20(1)(b) Therapeutic Products Directorate - Protected B 

4.4 Clinical Efficacy and Safety Studies and Reports 

4.4.1 Pivotal Studies 
(CTD 5.3.5.1, 5.3.5.2) 

Study 

Coordinating Investigator 
Study Location 
Publication 
Note 

Product Name: Nucynta CR 

2007 - 01 Ma 2008 
2009 

156 

• i I Illnlll:IIIIIIIIU 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

000994 



s.20(1)(b) 

Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 
Objective Primary 

I 
Secondary 

Design Characterization 

Phases 

Main 
Comparison 

Selection Criteria 

Formulation 

Efficacy Primary 

Product Name: Nucynta CR 157 Control Number: 133167 

111 11 1 11'111111111;1111"II1II111 

000995 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Endpoints 

Secondary 

Other secondary 

Safety Endpoints 

Statistics 

Participants 

Efficacy Primary 

Product Name: Nucynta CR 158 Control Number: 133167 

m I ~li I 

000996 



s.20(1)(b) 
Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Secondary 

Pharmaco-
kinetics 

Safety Deaths 

Serious Adverse 
Events 
Adverse Events 

Discontinuations 

Vital Signs 

Laboratory 

ECG 

PAC 

COWS 

SOWS 

Review Comments: 

Product Name: Nucynta CR 159 Control Number: 133167 

I~ I III ! I ,111111'1 il~IlPITTTIII!1r" 
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s.19(1) 

s.20(1)(b) 
Therapeutic Products Directorate - Protected B 

Study 

Coordinating Investigator 

Study Location 

Publication 
Note 

Product Name: Nucynta CR 

2007 - 15 Jul 2008 

167 

PSEAT-(S)NDS (v2) 

Control Number: 133167 

001005 



s.20(1)(b) Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Objective Primary 

Secondary 

Design Characterization 

Phases 

i 

Main 
Comparison 

Selection Criteria 

Formulation 

Product Name: Nucynta CR 168 Control Number: 133167 
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Review Check List 
Efficacy Primary 
Endpoints 

Secondary 

Other secondary 

Safety Endpoints 

Statistics 

Participants 

Efficacy Primary 

Product Name: Nucynta CR 169 Control Number: 133167 
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Review Check List 

Secondary 

Pharmaco-
kinetics 

Safety Deaths 

Serious Adverse 
Events 
Adverse Events 

Discontinuations 

Vital Signs 

Laboratory 

ECG 

PAC 

COWS 

Review Comments: 

Product Name: Nucynta CR 170 Control Number: 133167 
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Study 

04 June 2007 - 18 Jul 2008 
-=~=-=....::..=--~ ____ -,-=-27~February 2009 

Coordinating Investigator 

Study Location 
Publication 

Product Name: Nucynta CR 177 

PSEAT-(S)NDS (v2) 

Control Number: 133167 
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Review Check List 
Objective Primary 

Secondary 

Design Characterization 

Phases 

Main 
Comparison 

Selection Criteria 

Product Name: Nucynta CR 178 Control Number: 133167 
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Review Check List 

Fonnulation 

Efficacy Primary 
Endpoints 

Secondary 

Other secondary 

Safety Endpoints 

Statistics 

Participants 

Product Name: Nucynta CR 179 Control Number: 133167 
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Review Check List 

Efficacy Primary 

Secondary 

Pharmaco-
kinetics 

Safety Deaths 

Serious Adverse 
Events 
Adverse Events 

Discontinuations 

Vital Signs 

Laboratory 

ECG 

PAC 

COWS 

SOWS 

Review Comments: 
1) This study is similar to Studies especially Study 
2) The study design is shown in the graph below. 

Product Name: Nucynta CR 180 Control Number: 133167 
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4) The table for the analysis sets used is quote below for review reference. 

Product Name: Nucynta CR 182 Control Number: 133167 
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4.4.2 Supportive Studies 
(CTD 5.3.5.1, 5.3.5.2) 

Study 

Study Period 15 March 2007 - 20 August 2008 
Report Date 10 August 2009 
Coordinating Investigator 

Study Location 
Publication 
Note 

Product Name: Nucynta CR 185 

PSEAT-(S)NDS (v2) 

Control Number: 133167 
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Review Check List 

Objective Primary 

Secondary 

Design Characterization 

Periods 

Main 
Comparison 

Selection Criteria 

Product Name: Nucynta CR 186 Control Number: 133167 
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Review Check List 

Formulation 

Efficacy Primary 
Endpoints 

Secondary 

Pharmaco-
kinetics 

Safety Endpoints 

Statistics 

Participants 

Efficacy Primary 

Secondary 

Pharmaco-
kinetics 

Product Name: Nucynta CR 187 Control Number: 133167 

001025 



s.20( 1)(b) Therapeutic Products Directorate ~ Protected B PSEAT-(S)NDS (v2) 

Review Check List 

Safety Deaths I 

Serious Adverse 
I 

Events 
I 

Adverse Events 

Discontinuations 

Vital Signs 

Laboratory 

ECG 

COWS 

SOWS 

Review Comments: 

Product Name: Nucynta CR 188 Control Number: 133167 

001026 



Page(s) 001027 to\a 001033 

Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

20(1 )(b) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



s.19(1) 

s.20(1)(b) Therapeutic Products Directorate - Protected B 

4.4.3 Safety Studies 
(CTD 5.3.5.1, 5.3.5.2) 

Studv ................................................................................................... . 

Study Period 14 November 2006 - 25 July 2008 
Report Date 13 March 2008 
Coordinating Investigator 

Study Location 
Publication 

Review Check List 

Objective Primary 

Secondary 

Design Characterization 

Phases 

Product Name: Nucynta CR 196 

PSEAT-(S)NDS (v2) 

Control Number: 133167 
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Review Check List 

Main 
Comparison 

Selection Criteria 

Formulation 

Safety 
Endpoints 

Efficacy Primary 
Endpoints 

Statistics 

Participants 

Efficacy Primary 

Pharmaco-
kinetics 
Safety Deaths 

Serious Adverse 
Events 

Adverse Events 

Discontinuations 

Vital Signs 

Laboratory 

ECG 

Product Name: Nucynta CR 197 Control Number: 133167 
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s.20(1)(b) 

Review Check List 

Bowl movement 

Sleep 

COW and SOW 

Review Comments: 

Product Name: Nucynta CR 198 Control Number: 133167 
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4.4.4 Reports of Analyses of Data from More than One Study 
(CTD 5.3.5.3) 

PSEAT-(S)NDS (v2) 

The sponsor submitted a series of summary documents on efficacy and safety as part of this NDS or as a 
part of their responses to our request for clarification. These summary reports are briefly commented here. 

Report Summary of Clinical Efficacy - Canadian Tapentadol PR 
Summary of Clinical Efficacy for the Tapentadol Prolonged Release Formulation 

Report Date 31 August 2009 
Author Not listed 
Publication None 

Brief Description: The summary presents the efficacy data in three categories: 

Product Name: Nucynta CR 201 Control Number: 133167 
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Therapeutic Products Directorate - Protected B 

Report Summary of Clinical Efficacy Reanalysis - Canadian Tapentadol PR 
Primary Efficacy Analysis Based on : 

Report Date None 
Author Not listed 
Publication None 

Report Summary of Clinical Safety - Canadian Tapentadol PR 
Summary of Clinical Safety for the Tapentadol Prolonged Release Formulation 

Report Date 9 November 2009 
Author Not listed 
Publication None 

Report Date 5 January 2008 
Author Drug Development 
Publication None 

Product Name: Nucynta CR 203 

PSEAT-(S)NDS (v2) 

Control Number: 133167 
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Therapeutic Products Directorate - Protected B PSEAT-(S)NDS (v2) 

Review Comments: This combined summary will not be commented on as a more recent updated 
summary is now available. 

Report Date 9 November 2009 
Author Not listed 
Publication None 

Review Comments: This combined summary will not be commented on as a more recent updated 
summary is now available. 

Tabulation Patient Narratives Tapentadol IR 
Case Report Form and Narrative Locator (Hub Table) - Tapentadol IR 

Report Date Not available 
Author Not listed 
Publication None 

Tabulation Patient Narratives Tapentadol ER 
Case Report Form and Narrative Locator (Hub Table) - Tapentadol PR 

Report Date Not available 
Author Not listed 
Publication None 

Product Name: Nucynta CR 204 Control Number: 133167 
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Review Comments: A more recent updated table is now available. The cases listed in this document will 
be used to validate the more recent lists. 

Tabulation Patient Narratives Discontinuations 
Listing of Subjects Who Discontinued Treatment or Study for Reasons Other Than Adverse Event 

Report Date Not available 
Author Not listed 
Publication None 

Review Comments: This document will be used to locate patient narratives when necessary. 

Report Study Drug Accountability 
Study Drug Accountability 

Report Date 23 October 2009 
Author Not listed 
Publication None 

Review Comments: Tapentadol products will be classified as an opioid and labelled as such, according to 
established practice and relevant guidelines. Post-market risk management measures are under evaluation. 

4.4.5 Reports of Post-Marketing Experience 
(CTD 5.3.6) 

Product Name: Nucynta CR 205 
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Control Number: 133167 
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Therapeutic Products Directorate - Protected B 

PADER 20 November 2008 - 19 February 2009 
PAD ER dated 10 March 2009 

Study Period 20 November 2008 - 19 February 2009 
Report Date 10 March 2009 
Author Benefit Risk Management 
Publication None 

PADER 20 February 2009 - 19 May 2009 
PADER dated 05 June 2009 

Study Period 20 February 2009 - 19 May 2009 
Report Date 05 June 2009 
Author Benefit Risk Management 
Publication None 

PADER 20 May 2009 - 19 August 2009 
PADER dated 15 September 2009 

Study Period 20 Mav 2009 - 19 August 2009 
Report Date 15 September 2009 
Author Benefit Risk Management 
Publication None 

PADER 20 August 2009 -19 November 2009 
PADER dated 11 December 2009 

Study Period 20 August 2009 - 19 November 2009 
Report Date 11 December 2009 
Author Benefit Risk Management 
Publication None 

Product Name: Nucynta CR 206 

PSEAT-(S)NDS (v2) 

Control Number: 133167 
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PADER 20 November 2009 - 19 February 2010 
P ADER dated 15 March 2010 

Study Period 20 November 2009 - 19 February 2010 
Report Date 15 March 2010 
Author Benefit Risk Management 
Publication None 

PADER 20 February 2010 - 19 May 2010 
P ADER dated 08 June 2010 

Study Period 20 February 2010 - 19 May 2010 
Report Date 08 June 2010 
Author Benefit Risk Management 
Publication None 

PADER 20 May 2010 - 19 August 2010 
PADER dated 08 June 2010 

Study Period 20 May 2010 - 19 August 2010 
Report Date 10 September 2010 
Author Benefit Risk Management 
Publication None 

Product Name: Nucynta CR 207 

PSEAT-(S)NDS (v2) 

Control Number: 133167 
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4.4.6 Foreign Reviews 

Product Name: Nucynta CR 208 Control Number: 133167 
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Review Period: 30 November 2009 - 01 October 2010 
Response Date: 01 October 2010 

Review Period: 29 June 2009 - 10 August 2010 
Approval Date: 10 August 2010 

Product Name: Nucynta CR 209 

PSEAT.-(S)NDS (v2) 

Control Number: 133167 
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Review Period: 29 June 2009 - 10 August 2010 
Approval Date: 10 August 2010 

4.4.7 Response to Request for Clarification 

PSEAT-(S)NDS (v2) 

There were regular communications with the sponsor. All the written communications are found in the 
file. Three significant requests for clarifications are briefly characterized below. 

Clarifax dated 25 August 2010 
First Request for Clarification 

The first Clarifax concerned mainly the ___________________ _ 

irom the sponsor was considered satisfactory. 

Clarifax dated 22 September 2010 
Second Request for Clarification 

Product Name: Nucynta CR 

response 

210 Control Number: 133167 
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s.20(1)(b) 
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The second Clarifax requested for an 
This Clarifax was sent by 

Her recommended revisions to the text on the' 
Monograph. 

Clarifax dated 18 October 2010 
Third Request for Clarification 

PSEAT-(S)NDS (v2) 

our internal QT study expert. 
should be incorporated into the draft Product 

The third Clarifax requested for further regulatory updates and safety data based on later data cut-off time 
and targeted reanalyses. The response from the sponsor was considered adequate after further 
clarifications. 

4.4.8 Summary and Discussion of Efficacy Findings 

Product Name: Nucynta CR 211 Control Number: 133167 
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5. Overall Assessment 

5.1 Conclusions 
Efficacy and safety ofNucynta CR are acceptable when used as detailed in its Product Monograph 
approved by Health Canada. 

5.2 Benefit/Risk Assessment 

Nucynta CR appears to have a safety profile of a moderately strong opioid in combination with a weak 
sympathomimetic. The identified safety issues are seizures in vulnerable patients, serotonin syndrome, 
and hypertension in vulnerable patients. These risks are manageable with warnings and precautions in the 
Product Monograph. 

The benefit over risk profile ofNucynta CR is favourable at this time. 

5.3 Reviewer's Recommendation for Regulatory Decision 
A Notice of Compliance is recommended if the Health Canada reaches an agreement with the sponsor 
over the Product Monograph for the use ofNucynta CR and its safety warnings. If the sponsor finds it 
necessary to conduct further negotiation on the wording the Product Monograph, a Notice of 
Noncompliance is recommended to allow more time for discussions. 

5.4 Disposition of Submission 
This submission IS considered acceptable with respect to the safety and efficacy data reviewed. 

A NOTICE OF COMPLIANCE should be issued, once the wording of the Product Monograph is 
finalized. 

6. LABELLING 

Product Name: Nucynta CR 212 Control Number: 133167 
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6.1 Labelling Issues 
Based on our review, the following points should be reflected in the Product Monograph: 

6.2 Issues for Labelling Reviewer 
Part III, which concerns the Labelling Review in this context, was based on the existing template and 
guidance for all opioids. Some wording was revised based on revisions in Part I and II. Specific input 
from our labelling reviewer is not necessary at this time. 

Product Name: Nucynta CR 213 Control Number: 133167 
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7. Appendices 

7.1 Tabular List of Studies 
See the review for the list of studies. They are not listed here. 

7.2 Reference List 

7.3 Communications with Sponsor 
Written and phone communications with the sponsor have been maintained. All records are kept on file. 

Product Name: Nucynta CR 214 Control Number: 133167 
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Potential Signals of Serious Risks/New 
Safety Information Identified from the 
Adverse Event Reporting System (AERS) 
between April - June 2010 

The table below lists the names of products and potential signals of serious risks/ne'Y 
safety information that were identified for these products during the period April- June 
2010 in the AERS database. The appearance ofa drug on this list does not mean that 
FDA has concluded that the drug has the listed risk. It means that FDA has identified a 
potential safety issue, but does not mean that FDA has identified a causal relationsh~p 
between the drug and the listed risk. If after further evaluation the FDA determines ~hat 
the drug is associated with the risk, it may take a variety of actions including requiripg 
changes to the labeling of the drug, requiring development of a Risk Evaluation and: 
Mitigation Strategy (REMS), or gathering additional data to better characterize the rjisk. 

FDA wants to emphasize that the listing of a drug and a potential safety issue on this 
Web site does not mean that FDA is suggesting prescribers should not prescribe the!drug 
or that patients taking the drug should stop taking the medication. Patients who hav¢ 

I 

questions about their use of the identified drug should contact their health care provider. 
FDA will complete its evaluation of each potential signal/new safety information mid 
issue additional public communications as appropriate. . 

Potential Signals of Serious Risks/New Safety Information Identified by the Adverse 
Event Reporting System (AERS) April- June 2010 

Product Name: Active 
Ingredient (Trade) or 

Product Class 

I 
Additional Information: I 

(as of July 15, 2010) I 

r Clindamycin' inj~~~i~~'" 
iCCleocin) 
I 

Potential Signal of a ;1 
Serious Risk / New',' 
Safety Information 

!IO~~~dose d~e'~o labeli~g ;iFDA is~~nti~~ing to .,1'1 
:1 confusion/medication 'I evaluat~ this issue to . ii 

;1 errors ! determme the need for any I I ........ 1..... ....... ............ ...:iregulatory action. I 
r-D-r-'o-"'n=ed'-a-r-o--'n-"-e ~--'--'~~~"';I=T=or=s=a=d=e -d...;.;e.;;.;P=o=in=t:....:es~== .. = .. ·=·=:IFDA· is c~~~in~i~g to ,I 

~~:l~~~oride II II ~:~:~~~~:~~:dt~or any 'I 
. .. ... L... . ..... '" ... . ... Il re~t.at()~)'act~()Il· . 

I ii' 111 llilrll IffiT!rillll1fI II i ! 
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iEtonogestrel implant 
I (Implanon) 
I 

LIlkll -'.,"Jill. 1,1 IL L1'·'Llilll'litbl.t!tlt'll~,tiI.MilhMlliillllll:lMl~I~1 

IC 1 . ;/ onvu SIOns 
\i 

I 
II 

!I 

JIFDA is conti~cing to 
.... .., 

i! 
~ I 

..... .............. ~) .... . 

I evaluate this issue to 
i.determine the need for any 
ilregulatory action . 

. ...... J .. ' '" ..... ............ . . ...... "....... .. . ','" 

!Everolimus 
I (Afinitor) 

I 
i 

ilFDA is continuing to 

.... __ ... l~ .. _____ .. ........ .... ..'I;E;:r~i~:~t~or any 
.". • j • 

i Hepatitis B reactivation 

!Febuxostat 
I (Uloric) 

II Hypersensitivity [IFDA is continuing to 
,I !, evaluate this issue to 
ii/determine the need for any 

r\ FCC-e-ru=mC;;;:"·:";;o';';'x-'-yt";;;~:':;;I=~i::;':~J':";;· ~:;;;;:'~=~i=~;;;;;;'~::;':;;;;;;=';;lr's=e;;;;c;'r:;;':io='~=s;;;;;;;~'c;:;;::'~;;';':r;;;C-d';:';'ia:;;:;"~='d;;;;;;;i;:;;;;~o::;;;r'-'d-e"-'rs=,!;t~o:n::::~to-~I 
i(Feraheme) 'I I evaluate this issue to I 

1_1.__. i :=:~ ~c~~~ed for an~ ,I 

IGnRH Agonists '.,IHYPerins~linemia, Arterial ',IFDA Dru~ S~fety ! 

I (Androgen Deprivation ",·thrombOSIs • CommUnICatIOn 
,Therapy) j 'IFDA is continuing to 
II ;1 evaluat.e these issues to 

I i,determme the need for any 
L.. il!regulatory action. 

I ~F'-a~,-:-c~e.c..o~=:-"-l~~c:;';a--'rb'-o-n"-'a=te:;';:;';:;';"·-"'··=·"""';dllint.o~ti,;~I obstructi~~ '-i=~j2~e~:~~=;E ..... 
, "'11. determine the need for any 'I 

i... '[regulatory action. I 
r-'[ O-'-m="-'ep=r-'a"'"'z-'-o;;':'le'-"p-"r'::';'o-d-"'u=c=ts-"'=='-'=' H ;~~~~ese~i~'" . ....q.. ': ... .". ..··,1 

I il!~~~~ec~h~:I7~~; t~ I 
I Idetennine the need for an~i 
riS'-"im"--v"':';;a=st"'-a-'-ti-'-n=~==-'-"'-.=;;iIM~S;l~dillj~ ~iili80n1gii:~: :::; "1,1 

I (Zocor) ;idose ' Communication 
, III II I 

'I 

! Saquinavir mesylate 
j (Invirase) 
I, , .. ~ ~.'"","''' . C' __ ~'A~,",,, 

',i •••. 11 IFDA Patient Safety News" 
IJune 2010 I 

11 I II !I I FDA is continuing to 
I evaluate this issue to ,I 

.1 ;i 
I determine the need for any !! 

....... ~1.\r~~1]J .. ~t()~~~cti()~~ ..~ .. J 
r=~~.!.!!..!-~~~~~-=~ 

l~;;~s~T :d~~.. l~~~u':!~:~~~ .J 

'I 1 ! 'I :liilllll,llllllmHlllillllli 
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................. "'11'"'''''' .... ',IFDA is continuing to I 
I II evaluate these issues to .1 

i.I,' ;'!determine the need for any q 
. • regulatory action. I 

.~~==,,-==,,----::;==-:.;;.::.::. .... .::.:; ... 'L .... ....-.. ...... '" .w ..... '" ............ ,,, .................... 'w .• ," ..... oj 

I~~~:~~l hydrochloride 11~~~:1~i~~;~s, Serotonin 'I~~~~~ec~::!~~~~~:~ to 'i 

'

I,' II! syndrome 'I determine the .need for any 'Ii 

: I regulatory actIOn. ! 
~_ " 'Mg' c, ,w"~~.~,,c c< , I L. ,_ .. .w.~W~~~_~~o""· "-,,, , """ .~~.~ ~="". _ ,~ ~ ~ ~ ~ ~, ~ ~ r -.-Ii 

I Tetracycline products ;1 Stevens JOhnsonlFDA is contin~ing to i :1 

i II Syndrome, '1 evaluate these Issues to, 
.!Toxic Epidermal /determine the.need for any 1\ 

II Necrolysis, I regulatory actIOn. I 
~~~=_=~==""'iIEryt~~ma.Mu1tifonne .1'1:11 

ITrastuzumabi[N~~na~~l;~i~~~ar;'''' 'IFDA is continuing;~ '. 
i(Herceptin) 'Ihypoplasia \eValuate this issue to ;1 

1...1 _ 11~~~r;~~ ;:~~:ed for any; ;j 

if! I I I ImllllfII,lliIIIlilllllllrill 
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Pediatric Deferrals 1 

The following table provides statistics on those drugs for which deferrals were requested and granted, the number of deferrals requested at the 
time of filing (or at the earliest point after that date), and the number of deferrals granted upon approval of the product. 

CDER Total Number of Deferrals Requested2 = 148 
CDER Total Number of Deferrals Granted = 99 
CDER Total Number of Studies Completed by Due Date3 = 25 
CDER Total Number of Studies Pending on Due Date3 = 84 

The cumulative number of deferrals granted and the reasons for such deferrals granted from September 27,2007, through September 30,2010, are 
presented below. The drugs that appear more than once are associated with more than one study requirement. 

BLA/NDA Reason for Date Study Due 
Center4 # Sponsor Product Deferral Granted5 Date 

pediatric studies 
should be delayed 

until additional 
safety or 

Kapvay (clonidine effectiveness 
hydrochloride) extended- data have been 

COER 22331/000 Shionogi Pharma release Tablets collected 9/28/10 4/30/2013 

Ready for 
approval for use in 

Novartis adults before 
Pharmaceutical GILENYA (fingolimod) pediatric studies 

COER 22527/000 Corporation Capsules are complete 9/21110 1/01/2016 

Ready for 
approval for use in 

adults before 
Saphris (asenapine) pediatric studies 

COER 22117/000 Organon USA sublingual tablets are complete. 9/0312010 12/01/2016 
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ReadY-for 
approval for use in 

adults before 
Hoffman-La Valcyte (valganciclovir pediatric studies 

COER 21304/000 Roche hydrochloride) Tablets are complete. 8/5/2010 8/31/2013 

Ready for 
approval for use in 

adults before 
Hoffman-La Valcyte (valganciclovir pediatric studies 

COER 22257/000 Roche hydrochloride) Tablet are complete. 8/5/2010 8/31/2013 
HalfLytely and Bisacodyl 
Tablet Bowel Prep Kit 
PEG-3350, sodium 

Ready for chloride, sodium 
bicarbonate and potassium approval for use in 

chloride for oral solution adults before 
Braintree and bisacodyl delayed- pediatric studies 

COER 21551/000 Laboratories Inc release tablet are complete. 8/5/2010 8/31/2016 
HalfLytely and Bisacodyl 
Tablet Bowel Prep Kit 
PEG-3350, sodium 
chloride, sodium 
bicarbonate and Ready for 
potassium chloride for approval for use in 
oral solution and adults before 

Braintree bisacodyl delayed- pediatric studies 
COER 21551/000 'laboratories Inc release tablet are complete. 7/1612010 7/31/2011 

Ready for 
approval for use in 

Par adults before 
Pharmaceutical ZUPLENZ (ondansetron) pediatric studies 

COER 22524/000 Inc oral soluble film are complete 7/0212010 6/01/2018 
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Ready for 
approval for use in 

Par adults before 
Pharmaceutical ZUPLENZ (ondansetron) pediatric studies 

COER 22524/000 Inc oral soluble film are complete 7/0212010 12/1/2015 

Ready for 

ZUPLENZ approval for use in 
Par adults before 

Pharmaceutical (ondansetron) oral pediatric studies 
COER 22524/000 Inc soluble film are complete 7/0212010 12/1/2012 

Ready for 
Advil Congestion Relief approval for use in 

(ibuprofen adults before 
Wyeth Consumer Iphenylepherine HCI) pediatric studies 

COER 22565/000 Healthcare Tablets are complete. 5/27/2010 5/31/2012 
Ready for 

Advil Congestion Relief approval for use in 
(ibuprofen adults before 

Wyeth Consumer Iphenylepherine HCI) pediatric studies 
COER 22565/000 Healthcare Tablets are complete. 5/27/2010 5/31/2014 

Ready for 
Advil Congestion Relief approval for use in 

(ibuprofen adults before 
Wyeth Consumer Iphenylepherine HCI) pediatric studies 

COER 22565/000 Healthcare Tablets are complete. 5/27/2010 5/31/2015 
Ready for 

Advil Congestion Relief approval for use in 
(ibuprofen adults before 

Wyeth Consumer Iphenylepherine HCI) pediatric studies 
COER 22565/000 Healthcare Tablets are complete. 5/27/2010 5/31/2017 

Sprix (ketorolac Need additional 
Roxro Pharma, tromethamine) Nasal adult safety or 

COER 22382/000 Inc. Spray effectiveness data. 5/1412010 12/31/2013 
Cipher 

Pharmaceuticals, Tramadol Hydrochloride Ready for 
Inc. (c/o) Wilcox Extended-Release approval for use in 

COER 223701000 and Savage, P.C. Capsules adults before 5/0712010 12/31/2016 
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pediatric studies 
are com2iete. 

Ready for 
Vimovo approval for use in 

. (naproxen/esomeprazole' atlultsbefOre 
_ . 

magnesium) Delayed pediatric studies 
COER 22511/000 Pozen Release Tablets are complete. 4/30/2010 11/30/2014 

Ready for 
Vimovo approval for use in 

(naproxen/esomeprazole adults before 
magnesium) Delayed pediatric studies 

COER 22511/000 Pozen Release Tablets are complete. 4/30/2010 10/31/2013 

Ready for 
approval for use in 

Kaletra adults before 
Abbott (Iopinavir/ritonavir) Oral pediatric studies 

COER 21906/024 Laboratories Solution are com.£lete. 4/27/2010 12/31/2013 
Ready for 

approval for use in 
adults before 

Schwarz Vimpat (Iacosamide) pediatric studies 
COER 22255/000 Biosciences, Inc. Oral Solution are complete. 4/20/2010 7/31/2013 

Ready for 
BioAliiance approval for use in 
Pharma c/o adults before 

Beckloff ORAVIG (miconazole) pediatric studies 
COER 22404/000 Associates, Inc. Buccal Tablets are complete. 4/16/2010 3/31/2014 

Ortho-McNeil-
Janssen 

Pharmaceuticals, 
Inc. c/o Johnson 

& Johnson 
Pharmaceutical Other: 

Research & Development of 
Development, Pancreaze an age 
L.L.C., U.S. (pancrelipase) Delayed- appropriate 

COER 22523/000 ~ent Release Capsules formulation. 4/12/2010 10/31/2012 
Somaxon Ready for 

Pharmaceuticals, Silenor (doxepin approval for use in 
COER 22036/000 Inc. hydrochloride) Tablet adults before 3/17/2010 3/31/2015 
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pediatric studies 
are com2.!ete. 

Ready for 
approval for use in 

-- -

adults before 
--

ALZA Exalgo (hydromorphone pediatric studies 
COER 21217/000 Corporation HClL Tablet are com~lete. 3/0112010 7/31/2012 

Ready for 
approval for use in 

adults before 
ALZA Exalgo (hydromorphone pediatric studies 

COER 21217/000 Corporation HCI) Tablet are complete. 3/0112010 1/30/2014 
Ready for 

approval for use in 
adults before 

Labopharm Oleptro (trazodone pediatric studies 
COER 22411/000 Canada hydrochloride) Tablet are com2.!ete. 2/02/2010 2/10/2015 

Ready for 
approval for use in 

Victoza (Iiraglutide adults before 
[rONA origin]) pediatric studies 

COER 22341/000 Novo Nordisk Inc. Inlection are comj)lete. 1/25/2010 10/31/2010 
Ready for 

approval for use in 
adults before 

Victoza (Iiraglutide pediatric studies 
COER 22341/000 Novo Nordisk Inc. [rONA origin]) Injection are complete. 1/25/2010 3/30/2016 

Ready for 
approval for use in 

adults before 
Lyrica (pregabalin) Oral pediatric studies 1/31/2012 

COER 22488/000 Pfizer, Inc. Solution are com~lete. 1/4/2010 
Ready for 

approval for use in 
adults before 

Lyrica (pregabalin) Oral pediatric studies 4/30/2015 
COER 22488/000 Pfizer, Inc. Solution are com~lete. 1/4/2010 

Ready for 
Lyrica (pregabalin) Oral approval for use in 

Solution adults before 4/30/2015 
COER 22488/000 Pfizer, Inc. pediatric studies 1/4/2010 
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are complete. 

Ready for 
approval for use in 
- .. adUltsoef6re 

... 1- ... 

Lyrica (pregaba/in) Oral pediatric studies 
COER 22488/000 Pfizer, Inc. Solution are complete. 1/4/2010 4/30/2015 

Ready for 
approval for use in 

Clonidine Extended- adults before 
Release (ER) Oral pediatric studies 

COER 22499/000 Tris Pharma, Inc. Suspension are complete. 12/3/2009 12/03/2011 
Ready for 

approval for use in 
Novartis adults before -

Ci Consumer Nexcede (ketoprofen) pediatric studies 
COER 22470/000 Health, Inc. Oral Soluble Film are complete. 11/25/2009 11/30/2010 

I 
I 

Ready for 
approval for use in 

Novartis adults before 
Consumer Nexcede (ketoprofen) pediatric studies 

COER 22470/000 Health, Inc. Oral Soluble Film are complete. 11/25/2009 10/31/2012 
Ready for 

approval for use in 
Novartis adults before 

Consumer Nexcede (ketoprofen) pediatric studies 
COER 22470/000 Health, Inc. Oral Soluble Film are complete. 11/25/2009 6/30/2014 

Ready for 
approval for use in 

Xanodyne adults before 
Pharmaceuticals, Lysteda (tranexamic pediatric studies 

COER 22430/000 Inc. acid) Tablets are complete. 11/13/2009 3/31/2012 
Ready for 

approval for use in 
Amylin adults before 

Pharmaceuticals, Byetta (exenatide) pediatric studies 
COER 21919/000 Inc. Injection are complete. 10/30/2009 12/31/2010 

Ready for 
Oaiichi Sankyo, Welchol (colesevelam approval for use in 

COER 22362/000 Inc. HCL) Oral Suspension adults before 10/02/2009 11/30/2015 
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pediatric studies 
are complete. 

Ready for 
approval for use in 

-- Addrenex adultsbefbre-
Pharmaceuticals, Jenloga (clonidine pediatric studies 

CDER 22331/000 Inc hydrochloride) Tablet are complete. 9/29/2009 12/31/2012 
Ready for 

approval for use in 
adults before 

Vibativ (telavancin) pediatric studies 
CDER 22110/000 Theravance, Inc. Injection are complete. 9/11/2009 12/31/2014 

Need additional 
Shire Intuniv (guanfacine) adult safety or 

CDER 22037/000 Development Inc. Tablet effectiveness data. 9/2/2009 9/30/2012 
Need additional 

Shire Intuniv (guanfacine) adult safety or 
CDER 22037/000 Development Inc. Tablet effectiveness data. 9/2/2009 9/30/2012 i 

Need additional 
Shire Intuniv (guanfacine) adult safety or 

CDER 22037/000 Development Inc. Tablet effectiveness data. 9/2/2009 6/30/2010 
Ready for 

approval for use in 
adults before 

ME-609 (acyclovir and pediatric studies 
CDER 22436/000 Medivir AB hydrocortisone) Cream are complete. 7/31/2009 5/1/2013 

Ready for 
approval for use in 

adults before 
Bristol Myers Onglyza (saxagliptin) pediatric studies 

CDER 22350/000 Squibb Co Tablet are complete. 7/31/2009 6/30/2015 
Johnson and 

Johnson 
Pharmaceutical Invega Sustenna 
Research and (paliperidone palmitate) Need additional 
Development Extended-Release adult safety or 

CDER 22264/000 LLC Injectable Suspension effectiveness data. 7/31/2009 1/1/2014 
Johnson and Invega Sustenna 

Johnson (paliperidone palmitate) Need additional 
Pharmaceutical Extended-Release adult safety or 

CDER 22264/000 Research and Injectable Suspension effectiveness data. 7/31/2009 10/1/2016 
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Development 
LLC 

Ready for 
approval for use in 

Kowa - aaultsbefbre - ---

Pharmaceuticals Cambia (diclofenac) pediatric studies 
COER 22165/000 America Inc. Powder for Oral Solution are complete. 7/31/2009 6/30/2013 

Ready for 
approval for use in 

Kowa adults before 
Pharmaceuticals Cambia (diclofenac) pediatric studies 

COER 22165/000 America Inc. Powder for Oral Solution are complete. 7/31/2009 6/30/2013 
Ready for 

approval for use in 
Kowa adults before 

Pharmaceuticals Cambia (diclofenac) pediatric studies 
COER 22165/000 America Inc. Powder for Oral Solution are complete. 7/31/2009 6/30/2013 

Ready for 
approval for use in 

Kowa adults before 
Pharmaceuticals Cambia (diclofenac) pediatric studies 

COER 22165/000 America Inc. Powder for Oral Solution are complete. 7/31/2009 12/31/2016 
Ready for 

approval for use in 
Kowa adults before 

Pharmaceuticals Cambia (diclofenac) pediatric studies 
COER 22165/000 America Inc. Powder for Oral Solution are complete. 7/31/2009 12/31/2016 

Ready for 
approval for use in 

Kowa adults before 
Pharmaceuticals Cambia (diclofenac) pediatric studies 

COER 22165/000 America Inc. Powder for Oral Solution are complete. 7/31/2009 12/31/2016 
Ready for 

approval for use in 
adults before 

Roxane pediatric studies 
COER 22402/000 Laboratories Inc. Codeine Sulfate Tablet are cOlllQlete. 7/16/2009 10/1/2011 

Ready for 
approval for use in 

Roxane adults before 
COER 22402/000 Laboratories Inc. Codeine Sulfate Tablet pediatric studies 7/16/2009 12/1/2011 
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are complete. 

Ready for 
approval for use in 

ad u Its before 
Roxane pediatric studies 

COER 22402/000 Laboratories Inc. Codeine Sulfate Tablet are complete. 7/16/2009 4/1/2012 
Ready for 

approval for use in 
Amag adults before 

Pharmaceuticals Feraheme (ferumoxytol) pediatric studies 
COER 22180/000 Inc. Injection are complete. 6/30/2009 10/31/2013 

Ready for 
approval for use in 

Amag adults before 
Pharmaceuticals Feraheme (ferumoxytol) pediatric studies 

COER 22180/000 Inc. Injection are complete. 6/30/2009 10/31/2013 
Ready for 

Abbott approval for use in 
Laboratories adults before 

Pharmaceutical Zemplar (Paricalcitol) pediatric studies 
COER 21606/004 Products Oiv Ca~sule are complete. 6/29/2009 4/30/2014 

Ready for 
Abbott approval for use in 

Laboratories adults before 
Pharmaceutical Zemplar (paricalcitol) pediatric studies 

COER 21606/004 Products Oiv Capsule are complete. 6/29/2009 4/30/2012 
Ready for 

approval for use in 
Xanodyne Zipsor (diclofenac adults before 

Pharmaceutics potassium) Liquid Filled pediatric studies 
COER 22202/000 Inc. Capsule are complete. 6/18/2009 7/16/2012 

Ready for 
approval for use in 

Xanodyne Zipsor (diclofenac adults before 
Pharmaceutics potassium) Liquid Filled pediatric studies 

COER 22202/000 Inc. Capsule are complete. 6/16/2009 1/16/2015 
Xanodyne Zipsor (diclofenac Ready for 

Pharmaceutics potassium) Liquid Filled approval for use in 
COER 22202/000 Inc. Capsule adults before 6/16/2009 7/17/2017 
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pediatric studies 
are complete. 

Ready for 
approval for use in 

Cumberland adults before 
-

Pharmaceuticals Caldolor (Ibuprofen) pediatric studies 
CDER 22348/000 Inc. Injection are complete. 6/16/2009 1/31/2011 

Ready for 
approval for use in 

Cumberland adults before 
Pharmaceuticals Caldolor (Ibuprofen) pediatric studies 

CDER 22348/000 Inc. Injection are complete. 6/11/2009 1/31/2012 
Otsuka America Need additional 
Pharmaceutical Samsca (tolvaptan) adult safety or 

CDER 22275/000 Inc. Tablet effectiveness data. 5/19/2009 11/20/2014 
Otsuka America Need additional 
Pharmaceutical Samsca (tolvaptan) adult safety or 

CDER 22275/000 Inc. Tablet effectiveness data. 5/19/2009 11/20/2014 
Ready for 

approval for use in 
adults before 

Lamictal (Iamotrigine) pediatric studies 
CDER 20241/036 GlaxoSmithKline Tablet are complete. 5/8/2009 7/31/2013 

Ready for 
approval for use in 

Lamictal (Iamotrigine) adults before 
Chewable Dispersible pediatric studies 

CDER 20764/029 GlaxoSmithKline Tablet are complete. 5/8/2009 7/31/2013 
Ready for 

Smithkline approval for use in 
Beecham Corp Lamictal ODT adults before 

DBA (Iamotrigine) Orally pediatric studies 
CDER 22251/000 GlaxoSmithKline Disintegrating_ Tablet are complete. 5/8/2009 7/31/2013 

Ready for 
approval for use in 

Vanda adults before 
Pharmaceuticals Fanapt (iloperidone) pediatric studies 

CDER 22192/000 Inc. Tablet are complete. 5/6/2009 3/1/2014 
Vanda Ready for 

Pharmaceuticals Fanapt (iloperidone) approval for use in 
CDER 22192/000 Inc. Tablet adults before 5/6/2009 3/1/2014 
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pediatric studies 
are complete. 

Ready for 
approval for use in 

. adults· before 
Cycloset (bromocriptine pediatric studies 

COER 20866/000 Veroscience LLC me~late) Tablet are complete. 5/5/2009 10/31/2010 
Ready for 

approval for use in 
adults before 

Cycloset (bromocriptine pediatric studies 
COER 20866/000 Veroscience LLC mesylate) Tablet are complete. 5/5/2009 3/31/2013 

Ready for 
approval for use in 

adults before 
Cycloset (bromocriptine pediatric studies 

COER 20866/000 Veroscience LLC mesylate) Tablet are complete. 5/5/2009 7/31/2015 

Ready for 
approval for use in 

Purdue Oilaudid HP adults before 
Pharmaceutical (hydromorphone pediatric studies 

COER 19034/018 Products LP hydrochloride) Injection are complete. 4/30/2009 12/31/2015 
Ready for 

approval for use in 
Novartis adults before 

Pharmaceuticals Tyzeka (telbivudine) pediatric studies 
COER 22154/000 Corp Oral Solution are complete. 4/28/2009 9/30/2010 

Ready for 
approval for use in 

Novartis adults before 
Pharmaceuticals Tyzeka (telbivudine) pediatric studies 

COER 22154/000 Corp Oral Solution are complete. 4/28/2009 9/30/2013 
Ready for 

approval for use in 
Novartis adults before 

Pharmaceuticals Tyzeka (telbivudine) pediatric studies 
COER 22154/000 Corp Oral Solution are complete. 4/28/2009 9/30/2016 

Wyeth Ready for 
Pharmaceuticals Tygacil (tigecycline) approval for use in 

COER 21821/013 Inc. Injection adults before 3/20/2009 12/15/2014 
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pediatric studies 
are complete. 

Ready for 
approval for use in 

i- Wyeth adults -before 
-

Pharmaceuticals Tygacil (tigecycline) pediatric studies 
COER 21821/013 Inc. Injection are comt:>lete. 3/20/2009 12/15/2014 

Codeprex (codeine Ready for 
polistirex and approval for use in 

chlorpheniramine adults before 
polistirex) Extended- pediatric studies 

COER 21369/000 UCB, Inc Release Suspension are complete. 3/1312009 6/22/2007 
Ready for 

Takeda Kapidex approval for use in 
Pharmaceuticals (dexlansoprazole) adults before 
North America Delayed Release pediatric studies 

COER 22287/000 Inc. Capsule are complete. 1/3012009 10/31/2013 
Ready for 

Takeda Kapidex approval for use in 
Pharmaceuticals (dexlansoprazole) adults before 
North America Delayed Release pediatric studies 

COER 22287/000 Inc. Capsule are complete. 1/3012009 3/31/2013 
Ready for 

Takeda Kapidex approval for use in 
Pharmaceuticals (dexlansoprazole) adults before 
North America Delayed Release pediatric studies 

COER 22287/000 Inc. Capsule are complete. 1/3012009 7/31/2016 
Ready for 

Takeda Kapidex approval for use in 
Pharmaceuticals (dexlansoprazole) adults before 

North America Delayed Release pediatric studies 
COER 22287/000 Inc. Capsule are cOrl}plete. 1/30/2009 10/31/2013 

Ready for 
Takeda Kapidex approval for use in 

Pharmaceuticals (dexlansoprazole) adults before 
North America Delayed Release pediatric studies 

COER 22287/000 Inc. Capsule are complete. 1/3012009 3/31/2013 
Ready for 

approval for use in 
Watson Gelnique (oxybutynin adults before 

COER 22204/000 Laboratories, Inc. chloride) Gel pediatric studies 1/27/2009 8/31/2015 
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are complete. 

Ready for 
approval for use in 

adultsoelofe ... 
Galderma Vectical (calcitriol) pediatric studies 

COER 22087/000 Laboratories LP Ointment are complete. 1/23/2009 3/31/2010 
Ready for 

approval for use in 
adults before 

Galderma Vectical (calcitriol) pediatric studies 
COER 22087/000 Laboratories LP Ointment are complete. 1/23/2009 3/31/2012 

Ready for 
approval for use in 

adults before 
Galderma Vectical (calcitriol) pediatric studies 

COER 22087/000 Laboratories LP Ointment are complete. 1/23/2009 7/31/2011 
Ready for 

approval for use in 
adults before 

Galderma Vectical (calcitriol) pediatric studies 
COER 22087/000 Laboratories LP Ointment are complete. 1/23/2009 1/31/2012 

Ready for 
approval for use in 

adults before 
Cypress Savell a (milnacipran pediatric studies 

COER 22256/000 Bioscience Inc HCI) Tablet are complete. 1/14/2009 10/31/2014 
Ready for 

approval for use in 
Labopharm adults before 

Canada, Inc. Ryzolt (tramadol pediatric studies 
COER 21745/000 c/o Can Reg Inc. hydrochloride) Tablet are complete. 12/30/2008 1/31/2014 

Ready for 
approval for use in 

adults before 
Latisse (bimatoprost ) pediatric studies 

COER 22369/000 Allergan Inc. Ophthalmic Solution are complete. 12/24/2008 12/31/2012 
Trilipix (fenofibric acid) Ready for 

Abbott Oelayed Release approval for use in 
COER 22224/000 Laboratories Capsule adults before 12/15/2008 2/28/2013 
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pediatric studies 
are complete. 

Ready for 
approval for use in 

adults before -
Eisai Medical Lusedra (fospropofol pediatric studies 

COER 22244/000 Research Inc. disodium) Injection are complete. 12/12/2008 411/2012 
Ready for 

approval for use in 
adults before 

Eisai Medical Lusedra (fospropofol pediatric studies 
COER 22244/000 Research Inc. disodium) Injection are complete. 12/12/2008 711/2014 

Ready for 
approval for use in 

adults before 
Eisai Medical Lusedra (fospropofol pediatric studies 

COER 22244/000 Research Inc. disodium) Injection are complete. 12/12/2008 811/2016 
Ready for 

approval for use in 
adults before 

Eisai Medical Lusedra (fospropofol pediatric studies 
COER 22244/000 Research Inc. disodium) Injection are complete. 12/12/2008 411/2018 

Need additional 
Galderma Epiduo (adapalene and adult safety or 

COER 223201000 Laboratories Inc. benzoyl peroxide) Gel effectiveness data. 12/812008 71112011 
Ortho Mcneil 

Janssen Need additional 
Pharmaceuticals Nucynta (tapentadol) adult safety or 

COER 22304/000 Inc. Tablet effectiveness data. 11/20/2008 6130/2013 != 
Ready for 

Otho Mcneil approval for use in 
Janssen adults before 

Pharmaceuticals Nucynta (tapentadol) pediatric studies 
COER 22304/000 Inc. Tablet are complete. 11/20/2008 6130/2016 

Ready for 
approval for use in 

Salix Apriso (mesalamine) adults before 
Pharmaceuticals Extended-Release pediatric studies 

COER 22301/000 Inc. Ca~sule are complete. 10/31/2008 6/112013 
Toviaz (fesoterodine Ready for 

COER 220301000 Pfizer Inc. fumarate) Tablet approval for use in 10/31/2008 1/3112012 
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adults before 
pediatric studies 

are complete. 
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Ready for 
approval for use in 

adults before 
Schwarz Vimpat (lacosamide) pediatric stTIales 

COER 22254/000 Biosciences Inc. Injection are complete. 10/28/2008 7/3112013 

Ready for 
approval for use in 

adults before 
Centocor Ortho Prezista (darunavir) pediatric studies 

COER 21976/007 Biotech Inc. Tablet are complete. 10/21/2008 7/31/2012 
Ready for 

approval for use in 
adults before 

Centocor Ortho Prezista (darunavir) pediatric studies 
COER 21976/007 Biotech Inc. Tablet are complete. 10/21/2008 3/3112015 

Ready for 
approval for use in 

adults before 
Centocor Ortho Prezista (darunavir) pediatric studies 

COER 21976/006 Biotech Inc. Tablet are complete. 10/21/2008 6/3012011 
Astra Zeneca Need additional 

Pharmaceuticals Zomig (zolmitriptan) adult safety or 
COER 214501005 LP Nasal Spray effectiveness data 10/14/2008 10/14/2011 

Astra Zeneca Need additional 
Pharmaceuticals Zomig (zolmitriptan) adult safety or 

COER 214501005 LP Nasal Spray effectiveness data. 10/14/2008 10/14/2014 
Ready for 

approval for use in 
Astra Zeneca adults before 

Pharmaceuticals Seroquel XR (quetiapine pediatric studies 
COER 22047/007 LP fumarate) Tablet are complete. 10/812008 61112015 

Ready for 
approval for use in 

Astra Zeneca adults before 
Pharmaceuticals Seroquel XR (quetiapine pediatric studies 

COER 22047/008 LP fumarate) Tablet are complete. 10/812008 61112015 
22047/006 Astra Zeneca Seroquel XRlguetia~ne Ready for 10/8/2008 61112015 
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COER Pharmaceuticals fumarate) Tablet approval for use in 
LP adults before 

pediatric studies 
are complete. 

Ready for 
approval for use in 

adults before 
Retrovir (zidovudine) pediatric studies 

COER 20518/016 GlaxoSmithKline Tablet are complete. 9/19/2008 3/31/2009 
Ready for 

approval for use in 
adults before 

Strakan Sancuso (granisetron) pediatric studies 
COER 22198/000 Internation~1 LTD Transdermal System are complete. 9/12/2008 2/29/2012 

Ready for 
approval for use in 

adults before 
Strakan Sancuso (granisetron) pediatric studies 

COER 22198/000 International LTD Transdermal System are complete. 9/12/2008 1/31/2013 
Ready for 

approval for use in 
adults before 

Keppra XR pediatric studies 
COER 22285/000 UCB Inc. (levetiracetam) Tablet are complete. 9/12/2008 9/30/2012 

Ready for 
approval for use in 

Aloxi (palonosetron adults before 
Helsinn hydrochloride) Oral pediatric studies 

COER 22233/000 Healthcare SA Capsule are complete. 8/22/2008 5/31/2016 
Ready for 

approval for use in 
Viread (tenofovir adults before 

Gilead Sciences disoproxil fumarate) pediatric studies 
COER 21356/025 Inc. Tablet are complete. 8/11/2008 1/31/2013 
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Ready for 
approval for use in 

Viread (tenofovir adults before 
Gilead Sciences disoproxil fumarate) pediatric studies 

COER 21356/025 -Inc. ··Tablet- are complete: . - 8/1112008 1/31/2014- . 
Ready for 

approval for use in 
Viread (tenofovir adults before 

Gilead Sciences disoproxil fumarate) pediatric studies 
COER 21356/025 Inc. Tablet are complete. 8/11/2008 1/31/2018 

Cleviprex (clevidipine Need additional 
The Medicines butyrate) Injectable adult safety or 

COER 22156/000 Co Emulsion effectiveness data. 8/1/2008 8/1/2011 
Ready for 

approval for use in 
adults before 

I 
Merck and Co Cancidas (caspofungin pediatric studies 

COER 21227/021 Inc. acetate) Iniection are complete. 7/29/2008 7/31/2020 
Bayer Healthcare Need additional 
Pharmaceuticals Eovist (gadoxetate adult safety or 

COER 22090/000 Inc. disodium) Injection effectiveness data. 7/3/2008 5/31/2014 
Bayer Healthcare Need additional 

" f 
! 

Pharmaceuticals Eovist (gadoxetate adult safety or 
COER 22090/000 Inc. disodium) Injection effectiveness data. 7/3/2008 5/31/2013 

Ready for 
approval for use in 

adults before 
Sirion Ourezol (difluprednate) pediatric studies 

COER 22212/000 Therapeutics Inc. Ophthalmic Emulsion are complete. 6/23/2008 6/26/2011 
Ready for 

approval for use in 
adults before 

Cymbalta (duloxetine pediatric studies 
COER 22148/000 Eli Lilly and Co hydrochloride) Capsule are complete. 6/13/2008 6/30/2013 
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Ready for 
Procter and approval for use in 

Gamble adults before 
Pharmaceuticals Asacol HO (mesalamine) pediatric studies 

COER 218301000 Inc. Tablet are compJete. - 5/29/2008 1I15/201T 
Ready for 

approval for use in 
Novalar adults before 

Pharmaceuticals OraVerse (phentolamine pediatric studies 
COER 22159/000 Inc. mesylate) Injection are complete. 5/9/2008 5/31/2011 

Taclonex Scalp Ready for 
(calcipotriene and approval for use in 

Leo betamethasone adults before 
Pharmaceutical dipropionate) Topical pediatric studies 

COER 22185/000 products L TO Suspension are complete. 5/9/2008 9/30/2012 
Ready for 

approval for use in 
Sucampo adults before 

Pharmaceuticals Amitiza (Iubiprostone) pediatric studies 
COER 21908/005 Inc. Capsule are complete. 4/2912008 12/31/2011 

Ready for 
Relistor approval for use in 

Progenics (methylnaltrexone adults before 
Pharmaceuticals, bromide) Subcutaneous pediatric studies 

COER 21964/000 Inc. Injection are complete. 4/2412008 12/31/2010 
Ready for 

Aplenzin (bupropion approval for use in 
Biovail hydrobromide) adults before 

Laboratories Extended-Release pediatric studies 
COER 22108/000 International SRL Tablet are com~ete. 4/2312008 4/23/2013 

Ready for 
approval for use in 

Treximet (sumatriptan adults before 
and naproxen sodium) pediatric studies 

COER 21926/000 GlaxoSmithKline Tablet are complete. 4/15/2008 4/15/2011 
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Ready for 
approval for use in 

Treximet (sumatriptan adults before 
and naproxen sodium) pediatric studies 

COER 21926/000 - GlaxoSmithKline - Tablet .- are complete. 4/1512008 --- -411-5/2011 

Ready for 
approval for use in 

Patanase (olopatadine adults before 
hydrochloride) Nasal pediatric studies 

COER 21861/000 Alcon Inc. Spray are complete. 4/1512008 7/112009 
Ready for 

approval for use in 
adults before 

Bristol Myers Reyataz (atazanavir) pediatric studies 
COER 21567/015 Squibb Co Capsule are complete. 3/2512008 12/15/2010 

Ready for 

I 

I 
I 
1 

approval for use in 
adults before 

Prilosec (omeprazole) pediatric studies 
COER 22056/000 Astra Zeneca LP Oral Suspension are complete. 3/20/2008 12/31/2010 

Ready for 
approval for use in 

Morphine adults before 
Roxane Sulfate Immediate- pediatric studies 

COER 22207/000 Laboratories Inc. Release Tablet are complete. 3/1712008 3/31/2013 
Ready for 

approval for use in 
adults before 

Helsinn Aloxi (palonosetron pediatric studies 
COER 21372/008 Healthcare SA hydrochloride) Injection are complete. 2/29/2008 12/13/2008 

Ready for 
approval for use in 

Wyeth adults before 
Pharmaceuticals Pristiq (desvenlafaxine pediatric studies 

COER 21992/000 Inc. succinate) Tablet are complete. 2/2912008 8/29/2012 
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Ready for 
approval for use in 

adults before 
Jazz Luvox CR (fluvoxamine pediatric studies 

COER 22033/000 Pharmaceuticals maleate) CC!Q:sule .. are complete: 272872008 ·272872011 

Ready for 
approval for use in 

Nexium (esomeprazole adults before 
magnesium) Oral pediatric studies 

COER 22101/000 Astra Zeneca LP Suspension are complete. 2/27/2008 12/31/2008 
Ready for 

approval for use in 
Hisamitsu Salon pas (methyl adults before 

Pharmaceutical salicylate & menthol) pediatric studies 
COER 22029/000 Co Inc. Topical Patch are complete. 2/2012008 2/20/2012 

Ready for 
approval for use in 

adults before 
pediatric studies 

are complete. 
Xyzal (Ievocetirizine Need additional 
dihydrochloride) Oral adult safety or 

COER 22157/000 UCB Inc. Solution effectiveness data. 1/2812008 1/31/2010 
Ready for 

approval for use in 
adults before 

pediatric studies 
are complete. 

Xyzal (Ievocetirizine Need additional 
dihydrochloride) Oral adult safety or 

COER 22157/000 UCB Inc. Solution effectiveness data. 1/2812008 1/31/2010 
Ready for 

approval for use in 
adults before 

pediatric studies 
are com plete. 

Xyzal (Ievocetirizine Need additional 
dihydrochloride) Oral adult safety or 

COER 22157/000 UCB Inc. Solution effectiveness data. 1/2812008 1/31/2010 
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Ready for 
approval for use in 

adults before 
Merck and Co Emend (fosaprepitant pediatric studies . 

COER 22023/000 Inc. dimeglumine) Injection are complete. 1/25/2008 6/30/2011 
Ready for 

approval for use in 
adults before 

Astellas Pharma Mycamine (micafungin pediatric studies 
COER 21506/008 US Inc. sodium) Injection are complete. 1/22/2008 1/31/2013 

Ready for 
approval for use in 

adults before 
Astellas Pharma Mycamine (micafungin pediatric studies 

COER 21506/008 US Inc. sodium) Injection are complete. 1/22/2008 1/31/2013 
Ready for 

approval for use in 
adults before 

Astellas Pharma Mycamine (micafungin pediatric studies 
COER 21506/008 US Inc. sodium) Injection are complete. 1/22/2008 1/31/2013 

Ready for 
approval for use in 

adults before 
Astellas Pharma Mycamine (micafungin pediatric studies 

COER 21506/008 US Inc. sodium) Injection are complete. 1/22/2008 1/31/2013 
Ready for 

approval for use in 
adults before 

Astellas Pharma Mycamine (micafungin pediatric studies 
COER 21506/008 US Inc. sodium) Injection are complete. 1/22/2008 1/31/2013 

Ready for 
approval for use in 

adults before 
Intelence (etravirine) pediatric studies 

COER 22187/000 Tibotec Inc. Tablet are complete. 1/18/2008 6/30/2010 
Ready for 

approval for use in 
adults before 

Intelence (etravirine) pediatric studies 
COER 22187/000 Tibotec Inc. Tablet are complete. 1/18/2008 6/30/2013 
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Ready for 

Wyeth~_ 
approval for use in 

¥rotonix(pantoprazo1e ·aaI.JltsDefon:l 
-

Pharmaceuticals 
CDER 220201000 Inc. 

' sodium) Granules pediatric studies 
11/14/2007 

are complete. 12/31/2008 
Ready for 

approval for use in 
Wyeth adults before 

Pharmaceuticals Protonix (pantoprazole pediatric studies 
CDER 220201000 Inc. sodiuml Granule are complete. 11/14/2007 12/31/2008 

Ready for 
approval for use in 

adults before 
Renvela (sevelamer pediatric studies 

CDER 22127/000 Genzyme Corp carbonate) Tablet are complete. 10/19/2007 10/20/2009 
Ready for 

Ortho McNeil approval for use in 
Janssen adults before 

Pharmaceutical Doribax (doripenem) pediatric studies 
CDER 22106/000 Inc. Injection are complete. 10/12/2007 10/12/2012 

Ready for 
Ortho McNeil approval for use in 

Janssen adults before 
Pharmaceutical Doribax (doripenem) pediatric studies 

CDER 22106/000 Inc. Injection are complete. 10/12/2007 10/12/2012 
Ready for 

approval for use in 
adults before 

Merck and Co. Isentress (raltegravir) pediatric studies 
CDER 2214S/000 Inc Tablet are complete. 10/12/2007 6/3012011 

Ready for 
approval for use in 

adults before 
Merck and Co. Isentress (raltegravir) pediatric studies 

CDER 2214S/000 Inc Tablet are complete. 10/12/2007 6/3012011 

1 In accordance with Section SOS8(f)(6)(d) of the Act, as amended by FDAAA - Title IV, Pediatric Research Equity Act of 2007 (Pub. L. No. 11 0-8S) 
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2 This number does not include requests for deferrals of studies for drugs that did not trigger PREA (e.g., orphan). Requests were identified in filing letters, 
clinical reviews, and pediatric plans that were submitted by the sponsor prior to approval. The number requested includes products that have not been 
approved yet. 

3 The deferred studies included in this statistic were {!ueofl-Gr after September 27,2007; and includes deferred studies-thatwereestablished priorto FDAAA 
as well as those listed in this table. Please note that all studies deferred under PREA are considered Postmarketing Requirements (PMRs) and are assigned 
a specific status depending on their progress. The following points discuss how such studies were counted. For a list of PREA PMR Status definitions please 
scroll down. 

- Any studies that were Released by their due date are not included in any of these statistics. 
- "Number of Studies Completed by Due Date" includes only those studies with a PMR status of Fulfilled or Submitted by the due date. Please note that the 
Submitted status is retained until the FDA determines whether the requirement has been satisfied. If the data Fulfilled the PMR then the study would remain in 
the "Number of Studies Completed by Due Date". If the data had not Fulfilled the PMR and the due date had passed then it would be moved to "Number of 
Studies Pending on Due Date". 
- "Number of Studies Pending on Due Date" includes anything that was still Pending, Ongoing, Delayed, or Terminated as of the due date as well as Submitted 
studies that had not Fulfilled the PMRs (see above) or any studies Released after the due date had passed. 

The definition for each PMR status follows: 

Pending: The study has not been initiated (i.e., no subjects have been enrolled or animals dosed), but does not meet the criterion for delayed (i.e., the original 
projected date for initiation of patient accrual or initiation of animal dosing has not passed). 

Ongoing: The study is proceeding according to, or is ahead of, the original schedule. The FDA considers a study to be ongoing until a final study report is 
submitted to the FDA, as long as the activities are proceeding according to the original study schedule. If patient accrual or animal dosing has started but is not 
complete, and the projected date for completion of that milestone has passed, the study should be categorized as delayed. 

Submitted: The applicant has concluded or terminated the study and has submitted a final study report to the FDA, but FDA has not yet notified the applicant 
in writing that the study commitment has been fulfilled or that the commitment has been released. 

Fulfilled: The applicant has submitted the final study report for the commitment, and upon review of the final study report, FDA is satisfied that the applicant 
has met the terms of the commitment. 

Released: FDA has informed the applicant that it has been released from its obligation to conduct the postmarketing study because the study is either no 
longer feasible or would no longer provide useful information. 

Delayed: The progression of the study is behind the original study schedule. Delays can occur in any phase of the study, including patient enrollment, analysis 
of study results, or submission of the final study report to the FDA. While the original study schedule - not a revised schedule - serves as the basis for 
defining a study as delayed, each phase of the study will be considered in its own right. If the applicant has one delayed phase, but gets back on schedule 
during the next phase, the delayed status will no longer apply. 

Terminated: The applicant ended the study before completion, and has not yet submitted a final study report to the FDA. 

r 
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4 COER = Center for Drug Evaluation & Research 
CBER = Center for Biologic Evaluation & Research 

5 The deferral granted date is the date of appr{)val. The table reflects applications that have one or mor€ PREA requir€ments. 

For more information on postmarketing requirement and commitment studies and clinical trials that occur after a drug or biological product has been approved 
by FDA please visit the http://www.accessdata.fda.gov/scripts/cder/pmc/index.cfm. 
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s.20(1)(b) 

MEDICATION GUIDE 
NUCYNTA® (new-SINN-tahl 

(tapentadol) 
immediate-release oral tablets C-II 

• NUCYNTA ® is a federally controlled substance (C-II) because it can be abused. Keep 
NUCYNTA ® in a safe place to prevent theft. Selling or giving away NUCYNTf\. ® may 
harm others, and is against the law . 

• Tell your doctor if you (or a family member) have ever abused or been depen:dent on 
alcohol, prescription medicines, or street drugs. . 

Read the Medication Guide that comes with NUCYNTA ® before you start taking it and each 

time you get a new prescription. There may be new information. This Medication Guide 

does not take the place of talking to your doctor about your medical condition or your 

treatment. Talk to your doctor if you have any questions. 

What is the most important information I 
should know about NUCYNTA ®? 

NUCYNT A ® is a tablet that contains tapentadol, a 
strong medicine that is a pain medicine. 

Use NUCYNTA ® exactly how your doctor tells you 
to. Do not use NUCYNTA ® if it has not been 
prescribed for you. 

You should not take NUCYNT A ® if your pain is 
mild and can. be controlled with other pain 
medicines such as non-steroidal anti-inflammatory 
medicines (NSAIDS) or acetaminophen. 

What is NUCYNTA ®? 

• NUCYNTA® is a prescription medicine that is 
used in adults 18 years of age or older to treat 
moderate to severe pain that is expected to last a 
short time. 

NUCYNTA ® is for short-term use onl~ because 
the risks for withdrawal symptoms, abuse and 
addiction are higher when NUCYNT A ® is used 
longer. 

Who should not take NUCYNTA ®? 
Do not take NUCYNTA ® if you: 

• have severe lung problems 

• have a gastrointestinal problem called paralytic 
ileus in which the intestines are not working 
normally. 

II I 

• take a monoamine oxidase inhibitor (MAO!) 
medicine or have taken an MAO! wIthin the last 
14 days. Ask your doctor or pharmacist if any of 
your medicines is an MAO!. 

What should I tell my doctor before taking 
NUCYNTA®? 

NUCYNTA ® may not be right for you. Tell your 
doctor about all your medical conditions, including 
if you have: 

• trouble breathing or lung problems 

• or had a head injury 

• liver or kidney problems 

• convulsions or seizures 

• dependency problems with alcohol 

• pancreas or gall bladder problems 

• past or present substance abuse or drug 
addiction. There is a risk of abuse or 
addiction with narcotic pain medicines. If 
you have abused drugs in the past, you may 
have a higher chance of developing abuse 
or addiction again while using 
NUCYNTA®. 

• are pregnant or plan to become pregnant 

• are breast-feeding. You should not 
breast-feed while taking NUCYNT A ®. 
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Ten your doctor about all the medicines you 
take, including prescription and nonprescription 
medicines, vitamins, and herbal supplements. Using 
NUCYNT A ® with other medicines can cause 
serious side effects. The doses of some other 
medicines may need to be changed. Your doctor 
can tell you what medicines can be safely taken 
with NUCYNTA ®. Especially tell your doctor if 
you take: 

• Monoamine Oxidase Inhibitors (MAOIs). 
See "Who should not take NUCYNT A ®." 

• any medicine that makes you sleepy. 
NUCYNT A ® can make you sleepy and affect 
your breathing. Taking these medicines together 
can be dangerous. 

How should I take NUCYNTA ®? 

• Do not take NUCYNT A ® unless it has been 
prescribed for you by your doctor. 

• Take NUCYNTA ® exactly as prescribed by your 
doctor. 

• Do not change the dose of NUCYNT A ® unless 
your doctor tells you to. Your doctor may 
change your dose after seeing how the medicine 
affects you. Do not use NUCYNT A ® more 
often than prescribed. Call your doctor if your 
pain is not well controlled while taking 
NUCYNTA®. 

• Follow your doctor's instructions about how to 
slowly stop taking NUCYNT A ® to help lessen 
withdrawal symptoms. 

• NUCYNT A ® can be taken with or without food. 

What should I avoid while taking 
NUCYNTA®? 

• Do not drive, operate machinery, or participate 
in any other possibly dangerous activities until 
you know how you react to this medicine. 
NUCYNT A ® can make you sleepy. 

• You should not drink alcohol while using 
NUCYNT A ®. Alcohol increases your chance of 
having dangerous side effects. 

What are the possible side effects of 
NUCYNTA®? 

NUCYNTA ® can cause serious side effects 
including: 

• Life-threatening breathing problems. Call 
your doctor right away or get emergency 
medical help if you: 

• have trouble breathing, or have slow or 
shallow breathing 

• have a slow heartbeat 

• have severe sleepiness 

• have cold, clammy skin 

• feel faint, dizzy, confused, or can not think, 
walk or talk normally 

• have a seizure 

• have hallucinations 

• Physical Dependence. NUCYNT A ® can cause 
physical dependence. Talk to your doctor about 
slowly stopping NUCYNT A ® to avoid getting 
sick with withdrawal symptoms. You could 
become sick with uncomfortable symptoms 
because your body has become used to the 
medicine. Tell your doctor if you have any of 
these symptoms of withdrawal: feeling anxious, 
sweating, sleep problems, shivering, pain, 
nausea, tremors, diarrhea, upper· respiratory 
symptoms, hallucinations, hair "~tanding on 
end." Physical dependence is not the same as 
drug addiction. Your doctor can t~ll you more 
about the differences betweep. physical 
dependence and drug addiction. 

• Serotonin syndrome. Serotonin syndrome is a 
rare, life-threatening problem that cpuld happen 
if you take NUCYNTA ® with Selective 
Serotonin Reuptake Inhibitors (SSRIs), 
Serotonin and Norepinephrine; Reuptake 
Inhibitors (SNRIs), Monoamine Oxidase 
Inhibitors (MAOIs), trip tans or c'ertain other 
medicines. Call your doctor or get ~edical help 
right away if you have anyone or imore of the 
these symptoms: you feel ag~tated, have 
hallucinations, coma, rapid heart beat, feel 
overheated, loss of coordination, 'over active 
reflexes, nausea, vomiting, or diarrhfa. 

• Seizures. NUCYNT A ® can cause seizures in 
people who are at risk for seizures pr who have 
epilepsy. Tell your doctor right away if you 
have a seizure and stop taking NUCYNTA ®. 
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• Low blood pressure. This can make you feel 
dizzy if you get up too fast from sitting or lying 
down. 

The common side effects with NUCYNTA® are 
nausea, dizziness, vomiting, sleepiness, and itching. 

Constipation is a common side effect of all opioid 
medicines. Talk to your doctor about the use of 
laxatives and stool softeners to prevent or treat 
constipation while taking NUCYNTA ®. 

Tell your doctor about any side effect that bothers 
you or that does not go away. These are not all the 
possible side effects of NUCYNTA ®. For a 
complete list, ask your doctor or pharmacist. 

Call your doctor for medical advice about side 
effects. You may report side effects to FDA at 1-
800-FDA-1088. 

How should I store NUCYNTA ®? 

• Store NUCYNT A ® at 59°F to 86DF (15 DC to 
30DC). Keep NUCYNTA@tablets dry. 

• Dispose of NUCYNTA ® tablets you no longer 
need. 

Keep NUCYNTA ® in a safe place out of the 
reach of children. 

General information about NUCYNTA ® 

Medicines are sometimes prescribed for purposes 
other than those listed in a Medication Guide. Do 
not use NUCYNT A ® for a condition for which it 
was not prescribed. Do not give NUCYNTA® to 
other people, even if they have the same 
symptoms you have. Sharing NUCYNTA ® could 
be harmful and is against the law. 

This Medication Guide summarizes the most 
important information about NUCYNTA ®. If you 
would like more information, talk with your doctor. 
You can ask your doctor or pharmacist for 
information about NUCYNTA ® that is written for 
doctors. For more information about NUCYNTA ® 

call 1-800-526-7736. 

What are the ingredients in NUCYNTA ®? 

Active Ingredient: tapentadol 

Inactive ingredients: microcrystalline cellulose, 
lactose monohydrate, croscarmellose sodium, 
povidone, magnesium stearate, and Opadry® II, a 
proprietary film-coating mixture containing 
polyvinyl alcohol, titanium dioxide, polyethylene 
glycol, talc, and aluminum lake coloring. 

This Medication Guide has been approved by 
the U.S. Food and Drug Administration. 

Revised: June 2010 

Manufactured by: 
Janssen Ortho, LLC 
Gurabo, PR 00778 

Manufactured for: 
PriCara®, Division of Or tho-McNeil-Janssen 
Pharmaceuticals, Inc. 
Raritan, NJ 08869 

DiVision of Ortho-McNeil-Janssen 
Pharmaceuticals, Inc. 

© Ortho-McNeil-Janssen Pharmaceuticals, Inc. 
2009 
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5.19(1) 

Audit Trail 
Document Number: 10-008204 - 250 File Number: 

Name: 

From 
ECDCST-CST 
processing/Pour Traitement 
ECDCST-CST 

To 
ECDCST-CST 

HPFB-TPD-DGO 
Requiredllnformation requise de la direction gEmerale 

Sent BF 
2010-11-23 12:33 

2010-11-2314:37 2010-12-07 

Comments: Please audit trail input & approval slip to ECDCST-CST when done. Thank you DE 

Action 
For 

Branch Input 

HPFB-TPD-DGO HPFB-TPD-BPS-DO 2010-11-2409:33 For 
Appropriate Action/Pour suivi approprie 
Comments: Please provide ministerial paras - BF November 29. 
HPFB-TPD-DGO ECDCST-CST 2010-11-2515:47 
Re-DirectlRetransmettre 
Comments: Please re-direct to Office of Controlled Substances - HECS. 
ECDCST-CST HECSB-ADMO-REC 2010-11-2515:49 2010-12-09 Branch Input 
Requiredllnformation requise de la direction genera Ie 
Comments: As per HPFB (Please re-direct to Office of Controlled Substances - HECS)/ HECSB - Please audit trail input & 
approval slip to ECDCST-CST when done. Thank you DE 
HECSB-ADMO-ES HECSB-CSTD-DGO 2010-11-2517:17 2010-12-08 Provide 
InputlFournir des paragraphes 

HECSB-CSTD 
Comments: Please attach input + AS in MECS and audit trail to Linda Corrigan by December 8. ds 
HECSB-CSTD-DGO HECSB-CSTD-OCS 2010-11-2612:22 2010-12-03 See note 

HECSB-CSTD 
Comments: Arafo/Carmen: Please prepare input for DG approval by Friday, December 3rcf, 2010. Merci. Paula 
HECSB-CSTD-OCS HECSB-CSTD-OCS-RPD 2010-11-2913:15 For 
processing/Pour Traitement 
Comments: MO Docket takes precedenceble we were slow to get response to 10-124691-788 out. Please create new 
response to 10-008204-250 using content from 10-124691-788 as required. Docket is due in DO Wednesday, December 0 1, 
2010. Thank you! 
HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS-RPD 2010-11-2913:27 Information 
Comments: Docket has been submitted to Denis for a response. Isabel 
HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS 2010-11-3015:38 Action request 
Comments: Arafo, I am bringing down this docket for Jocelyn's approval. Isabel 
HECSB-CSTD-OCS HECSB-CSTD-DGO 2010-12-0113:13 Approval 

HECSB-CSTD 
Comments: Docket approved by Jocelyn Kula AlDirector of OCS and routed to DGO for approval. Will bring it up shortly. 
Thank you! 
HECSB-CSTD-DGO HECSB-ADMO-REC 

HECSB-CSTD-DGO 
Comments: Linda: input is DG approved. Merci. Paula 
HECSB-ADMO-REC HECSB-ADMO-EDT 
Editing/Revision 
HECSB-ADMO-EDT 
HECSB-ADMO-EDT 
Approved/ Approuve 
HECSB-ADMO-ES 
RequestedlTel que demande 

HECSB-ADMO 
HECSB-ADMO-ES 

ECDCST-CST 

2010-12-0210:05 

2010-12-0210:41 

2010-12-0211:24 
2010-12-0214:41 

2010-12-02 15:48 

Comments: Attached please find in MECS the input + AS signed by HECSB-ADM. ds 
ECDCST-CST ECD-TEAM1 2010-12-0215:52 
processing/Pour Traitement 
Comments: HECSB's input rec'd 
ECD-TEAM1 ECD-TEAM1-GG 
Response/Ebauche de reponse 
ECD-TEAM1-GG ECD-QA-NONSR 
ECD-QA-MI ECD-QA-MI 
ECD-QA-MI ECD-TEAM1-GG 
Comments: changes and print in final. thanks. 

2010-12-0308:25 

2010-12-0311 :31 
2010-12-13 07:09 
2010-12-1307:46 
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See note 

Approval 

As 

For 

Drafting of 

Review/Revoir 
Review/Revoir 
See note 



ECD-TEAM1-SSP ECD-QA-NONSR 2010-12-1313:13 As 
Requestedrrel que demande 
ECD-QA-NH ECD-QA-NH 2010-12-1313:25 Final 
Review/Revision finale 
ECD-QA-NH DMO-MBU-Services - UIM 2010-12-1313:30 For 
Appropriate Action/Pour suivi approprie 
DMO-MBU-FC DMO-GJ 2010-12-1509:22 For 
Appropriate Action/Pour suivi approprie 
Comments: For DMO appro va/ 
DMO-MBU-FC MO-CL 2010-12-1712:12 As 
Requestedrrel que demande 
MO-PC MO-ST 2010-12-1716:48 Review/Revoir 
MO-BG MO-LC 2010-12-2008:30 Review/Revoir 
MO-PC MO-GH 2010-12-2217:28 Review/Revoir 
MO-OA MO-ST 2011-01-1117:45 Signature 

No Action Request. 
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Search Results: tapentadol 2010 
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Link$ 
Search Results 1 - 10 of about 17 for tapentadol2010. Search took 0.08 seconds. 

tapentadol2010 Search Advanced Search 

Sort by date 1 Sort by relevance 

Results for 'tapentadol2010' in All of FDA 

M~giC::QtiQnGlJig~$ 
... romiplostim) [2008 version]; Nucynta (tapentadol hydrochloride) [2010 version]; 
Nuvigil (armodafinil) [2010 version]; Oleptro (trazadone ... 
wwwJda.goviOrugs/DrugSafety/UCM085729 - 64k - 2009-02-13 - C<lc::hed 

APPfQv.~~:tRi$K. ~v."lJIJ.QllQ!1."lnQMJtjg~liQnStI~l~gi~$JR~M$l 
... Tapentadol Tablets (PDF - 222KB), NDA 22-304, 11/2012008, medication guide. Tasigna 
(nilotinib) Capsules (PDF - 6273KB). NDA 22-068/S-004, 3/1512010; modified 6 ... 
www.fda.gov/DrugsiDrugSafety/PostmarketOrugSafetylnformationforPatjentsandProvidersJucm111350.htm - 84k - 2009-03-05 - Cached 

~.~·~;':f§-a"~·~:;'~~~~r.'o~~ii~;:;?~;;, ovaJ.... Ihis issue to V·r;j::=~::;Ifd 
determine the need for any regulatory action .... Tapentadol hydrochl ride (Nucynta). ... Jl"\ ~ 
www.fda.govf .. JGuidanceComplianceRegulatorylnformation/Surveillance/AdveseOrugEffects/ucm223734.htm - 36k - 201 0-08-27 -C:aGb~ .. 
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for the file pis 

Jocelyn Kula 

Fw: Calling You 
Jocelyn Kula to: Denis Arsenault 
;:;c: Nathan J Isotalo 

Acting Director! Directrice par interim 
Office of Controlled Substances! Bureau des substances controlees 

2010-11-2502:11 PM 

Healthy Environments and Consumer Safety Branch! Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada! Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 
----- Forwarded by Jocelyn Kula/HC-SC/GC/CA on 2010-11-25 02:11 PM -----

From: 
To: 
Cc: 

Date: 
Subject: 

HI 

Cathy A Sabiston/HC-SC/GC/CA 

Jocelyn Kula/HC-SC/GC/CA@HWC, Stephanie SzicklHC-SC/GC/CA@HWC, SoniaH 
Lindblad 1/HC-SC/GC/CA@HWC 
2010-11-2512:33 PM 
Re: Calling You 

No new news. I suggest you set up a 15 minute call with me next week. Sonia is away til Monday, so it 
would be best if you contact her then. 

Cathy Sabiston 
Director General! Directrice generale 
Controlled Substances & Tobacco Directorate (CSTD) 
Direction des substances controlees et de la lutte au tabagisme (DSCL T) 
Health Canada / Sante Canada 
Tel: (613) 941-1977 Fax: (613) 954-2288 
E-mail/courriel:cathy.a.sabiston@hc-sc.gc.ca 
Website/Site web: www.hc-sc.gc.ca 

As originally discussed, I will check in with you t... 

From: 
To: 
Date: 
Subject: 

Cathy A Sabiston <cathy.a.sabiston@hc-sc.gc.ca> 
2010-11-2509:21 AM 
Calling You 

As originally discussed, I will check in with you today on I 

What is good time to call you? 
Thks -

1111' 'llillTlll,fi 11:111 filllIT 

2010-11-25 09:21 :05 AM 
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re: tapentadol lAS 
Nathan J Isotalo to: Denis Arsenault 2010-11-26 04:23 PM 

Hi Denis, 

as word is a better software than wordperfect, I have converted the the latest lAS to a word document. So 
this is now the latest version 

Draft Tapentadol Scheduling lAS Nov 26 2010.doc 

Nathan. 

"!IT,n'''''''11'' I '!' 'II '1'''·~rTIlIJj;lfiIUmI1II1TTlli 
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Issue Analysis Summary 

Scheduling Tapentadol (and its analogues of similar abuse potential) under the 
CDSA 

Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances and Tobacco Directorate 

CONTENTS 

1. APPROVALS 
2. ISSUE 
3. PURPOSE 
4. CONTEXT 
5. ASSESSMENT OF RISKS AND BENEFITS 
6. IDENTIFICATION AND ANALYSIS OF OPTIONS 
7. CONSULTATIONS 
8. CONSIDERATIONS 
9. RECOMMENDATION 
10. IMPLEMENTATION AND EVALUATION 

1. APPROVALS 

This Issue Analysis Summary is considered approved. 

Jocelyn Kula. AI Director 
Office of Controlled Substances 
Controlled Substances and Tobacco Directorate 

[DD/MMlYYYY] 

rr I I llr-r I' :nmlllfll,lmliIlIllIDlll 

November 26,2010 
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2. ISSUE 

in order to mitigate future post-market approval risks posed to 
Canadian public health and safety from any diversion, trafficking and abuse of any market 
approved tapentadol (and its analogues having similar abuse potential). Currently, tapentadol is 
not yet marketed in Canada as a Notice of Compliance for NUCYNT A *CR, a new drug 
submission of Janssen-Ortho Inc.'s, has yet to be issued subject to review findings of the 
Therapeutic Products Directorate of the Health Products and Food Branch, Health Canada. 

To ensure that adequate controls are in place to prevent trafficking, diversion and abuse post
market approval, this proposal will introduce existing controls applied to controlled substances 
and narcotics on tapentadol and its analogues by scheduling tapentadol and its analogues as 
controlled substances and narcotics on the Schedules of the Controlled Drugs and Substances 
Act and the Narcotic Control Regulations respectively. These controls govern the production, 
importation, exportation, sale, provision, possession, transportation and disposal oftapentadol 
containing medications and will reduce opportunities for abuse, diversion and trafficking for 
illicit purposes. 

3. PURPOSE 

To assess tapentadol against the criteria for the addition of a substance to one of the Schedules to 
the CDSA, and to determine whether this substance should be regulated as a controlled substance 
in Canada. 

4. CONTEXT 

2 
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Recent therapeutic drug design has focused on "novel" drugs having two mechanisms of 
analgesia. The first attempt was tramadol which acts as a weak opioid with effects on the uptake 
of norepinephrine and serotonin. Concerns with this drug include its dependence on the P450 
cytochrome system and CYP 2D6 enzyme metabolism which may lead to increased risk of drug 
interaction and the potential for seratonin syndrome. Recent research has recognized the 
importance of norepinephrine blockade for more effective pain management. This led to the 
development 

Marke~ed 
internationally under the trade name ofNUCYNTA®, two formulations oftapentadol, have been 
developed including an immediate release (IR) tablet for the relief of acute pain and 

issuance of a Notice of Compliance(NOC) upon a successful review. There is a tJ~.>"'UJ"~ 
such a NOC may be issued as early as December 2,2010. 
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Health Canada's objective is to ensure that tapentadol and any related analogues having possible 
abuse potential are added to Schedule I of the CDSA and to section 2( 1) of the Schedule of the 
Narcotic Control Regulations (NCR). This will restrict the availability oftapentadol opioid 
related controlled substances to persons authorized to do so under the CDSA and NCR assuming 
market authorization for sales in Canada in the future. This objective aligns with the Office of 
Controlled Substances' ongoing activities to safeguard the public from drugs that may be 
potentially trafficked, diverted or abused. 

Various scheduling activities have been performed in other countries and are discussed below 
under international requirements and trends in control and/or scheduling. 

4.1 Legislative Frameworks 

4.1.1 Food and Drugs Regulations (under the Food and Drugs Act) 

The Food and Drugs Regulations (FOR) serve to ensure the safety, efficacy and quality of health 
products offered for sale in Canada, including drugs and medical devices. Prior to being given 
market authorization, a manufacturer must present substantive scientific evidence that their 
product is safe, efficacious and of high quality. For drugs, Health Canada reviews this 
information carefully and, if the review is satisfactory, a Notice of Compliance (NOC) is issued 
and an appropriate Drug Identification Number (DIN) is assigned. 

A "drug" is defined under the FOR as any substance or mixture of substances manufactured, sold 
or represented for use in: 

(a) the diagnosis, treatment, mitigation or prevention of a disease, disorder or abnormal 
physical state, or its symptoms, in human beings or animals 
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(b) the restoration, correction or modification of organic functions in human beings or 
animals, or 

(c) the disinfection in premises in which food is manufactured, prepared or kept. 

As tapentadol is not yet market approved in Canada, it is currently illegal to market b~pentadol as ; 
a drug in Canada. 

When a substance is being considered to be added to a schedule under the CDSA or its 
regulations by the Office of Controlled Substances, Controlled Substances and Tobacco 
Directorate, Healthy Environments and Consumer Safety Branch, Health Canada, several 
factors2 are assessed. They are as follows: 

International requirements and trends in control and/or scheduling; 
• Chemical and/or pharmacological similarity to substances listed in the Schedules to the 

CDSA; 
• Legitimate use of the substance, including therapeutic, scientific, industrial and 

commercial uses; 
• Potential for abuse and/or addiction liability; 
• Evidence of extent of actual abuse in Canada and internationally; and, 
• Risk to personal and public health and safety. 

4.1.2 Controlled Drugs and Substances Act and its Regulations 

The Controlled Drugs and Substances Act (CDSA) provides a legislative framework for the 
control of substances that can alter mental processes and may produce harm to the health of an 
individual or to society when diverted or misused. Except as authorized under regulation, 
activities such as possession, trafficking, importation, exportation, possession for the purpose of 
trafficking/importation/exportation and the production of controlled substances are prohibited 
under the CDSA. 

The CDSA and its regulations seek to support access to controlled substances for medical and 
scientific purposes while minimizing their diversion for illicit purposes. Controlled substances 
are captured under Schedule I to V of the CDSA. 

2 Controlled Substance Scheduling Working Group, Controlled Substances and Tobacco Directorate, 
Health Canada, draft document, "Factors Considered When Assessing a Substance To Determine Whether To 
Schedule It Under the CDSA", 16 April 2010. 
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Drug offence contraventions under the CDSA carry penalties of varying severity described in 
Part I of the CD SA. Offences associated with Schedule IV are similar to those associated with 
substances in Schedule I, II and III except that there is no offence for simple possession. 

4.2 Assessment of Tapentadol (and its analogues of similar abuse potential) for 
Scheduling Purposes 

4.2.1 International Requirements and Trends in Control and/or Scheduling 

Moreover, the United Nations (U.N.) is performing scheduling activities to have tapentadol 
included in Schedule I of the U.N. List of Narcotic Drugs. Consequently, as Canada is a 
signatory member country to the U.N. Drug Control Conventions, eventually Canada would be 
required to control tapentadol as a narcotic once it is scheduled by the U.N .. 
Below is an overview of control measures for tapentadol undertaken internationally. 
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Tapentadol IR for the relief of acute Eain was approved by the FDA for marketing in the U.S. as 
a prescription drug on November 20 ,2008. 

Tapentadol IR is available in the U.S. in formulations of 50, 75 and 100 
mg. In the United States, on December 1,2009, J & JPRD had submitted its New Drug 
Application (NDA) to the U.S. Food and Drug Administration for tapentadol extended 
release(ER) oral analgesic tablets for the management of moderate to severe chronic pain in 
adults. The ER formulation is designed to provide a higher degree of mechanical resistance such 
as to crushing and chewing. 

Furthermore, a NDA for a prolonged release (PR) formulation of the NUCYNTA® tablet was 
also recently submitted for approval to the Food and Drug Administration. 

South America 

4.2.2 Chemical and/or Pharmacological Similarity to Substances Listed in the Schedules to the 
CDSA 

7 
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111111111111111111111111111111111111111111111111111111111111111111111111111111111111 • h 
Unlike tramadol WhICh IS a racemIC mIxture 01 (+) ana (-) enantlomers, WIt 

active metabolites contributing to its analgesic activity, 

A recent novel unified theory3 on the structure activity relationship of opioids and opioid 
peptides did not examine tapentadol. As reported by the author, the theory had limitations as it 
does not consider energy minimization, molecular or quantum mechanics. In addition, it is also 
simplistic and not representative of mainstream investigations in medicinal chemistry.' 

The log P value is 2.87 
indicating low solubility in water. The pKa "values are 9.34 and 10.45. 

Here is a description of the pharmacological aspects oftapentadol. As for pharmacokinetic drug 
interactions, tapentadol has a low potential as it does not undergo metabolism by cytochrome P-
450. Tapentadol may inhibit CYP2D6 enzyme to a very limited extent and not to any clinically 
significant level. 

Pharmacodynamic opioid receptor.:.binding studies and recombinant receptor studies indicate that 
tapentadol is a strong opioid5

• 

Other pharmacology, bioavailability and metabolism data for tapentadol include, tapentadol's 
rapid absorption and attainment of maximum serum concentrations rapidly6 (Cmax in 1.25-1.5 

3 Goldberg J.S., 2010. Hypothesis- Stereochemical Basis for a Unified Structure Activity Theory of 
Aromatic and Heterocyclic Rings in Selected Opioids and Opioid Peptides. Perspectives in Medicinal Chemistry, 
2010(4): 1-10. 

-t Ortho-McNeil- Janssen-Pharmaceuticals Inc. 2009. Nucynta ® (tapentadol) tablets. Medication guide 
approved by the US FDA. Revised June 20 10, 

5 Prommer E., 2010. Tapentadol: An Initial Analysis. Journal of Opioid Management, 6(3): 223-226. 
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hrs) and excreted via the renal system (99%) as inactive metabolites (69% conjugates; 27% as 
other metabolites; 2% as unchanged drug). Linear pharmacokinetics were observed as dose
proportional increases in the Cmax and area-under-the curve (AUC) values oftapentadol have 
been observed above the 50 to 150 mg dose range. Tapentadol's AUC and Cmax increased by 
25% and 16% following a high-calorie meal. Mean absolute bioavailability is 32% after a single 
dose as a result oftapentadol's extensive first-pass metabolism. It is widely distributed 
throughout the body with a distribution volume of 540 L with low plasma binding of 20%. 

The apparent half-life (tIl2) oftapentadol post-oral administration is 3.93 hrs and over 95% is 
excreted within 24 hrs of dosing. Clearance is 1530+/-177 ml/min .. 

Tapentadol's pharmacokinetic properties7 are not impeded by renal impairment. Moderate 
hepatic impairment decreases its metabolism leading to higher exposures and serum levels. 

4.2.3 Legitimate Use, Including Therapeutic, Scientific, Industrial and Commercial Uses 

As formerly reported, tapentadol IR (NUCYNTA®) is currently marketed in the United States as 

Currently, there is no legal approved use oftapentadol yet in Canada. 

4.2.4 Potential for Abuse and/or Addiction Liability 

Pain is a symptom of many medical conditions and can significantly interfere with a person's 
quality of life and general functioning. Opioids are safe and effective in some patients however, 
they can cause dependence, abuse and addiction. All patients treated with opioids need to be 
carefully monitored by their health care professional for signs of abuse and addiction and; to 
determine when such medications are no longer necessary. 

6 Fidman 8., Nogid A .. 2010. Role of Tapentadol Immediate Release (Nucynta) in the Management of 
Moderate to Severe Pain. Drug Forecast P&T. 35 (6):330-357. 

7Fidman B., Nogid A .. 2010. Role of Tapentadol Immediate Release (Nucynta) in the Management of 
Moderate to Severe Pain. Drug Forecast P&T. 35 (6): 330-357. 
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Physical dependence is defined by the American Pain Society8 as, "a state of adaptation that is 
manifested by a drug class-specific withdrawal syndrome that can be produced by abrupt 
cessation, rapid dose reduction, decreasing blood level of the drug and / or administration of an 
antagonist." It is an expected outcome of long-term opioid treatment that may also occur with 
short-term use. 9 Physical dependence should not interfere with prescribing these drugs. It does 
not always correlate with tolerance and develops with other classes of drugs (e.g. some 
antidepressants, antihypertensives) and not just opioids 10 ll. Patients with physical dependence 
to opioids can have withdrawal symptoms without being addicted, but they do not exhibit 
compulsive drug-seeking behaviour associated with addiction. 
In order to avoid opioid withdrawal symptoms when discontinuing opioid therapy, the opioid 
dose should be tapered and not abruptly stopped. Physical dependence and tolerance are 
expected natural physiological consequences of using certain classes of medications such as 
opioids. 

Tolerance is defined as, "a state of adaptation in which exposure to a drug induces changes that 
result in a diminution of one or more of the drug's effects over time" or simply, when more drug 
is required to achieve the same effect. 

Distinct from tolerance and physical dependence is addiction. Addiction is "a primary, chronic, 
neurobiological disease with genetic, psychosocial and environmental factors iirlluendng its 
development and manifestations ... characterized by behaviors that include one or more !of the 
following: impaired control over drug use, compulsive use, continued use despite harm, and 
craving." Addiction results from intrinsic reinforcing properties of opioids combined with 
predisposing social, psychologic, physiologic and genetic triggers. 12 

13 

8 American Pain Society. 2008. Defmitions related to the use of opioids for the treatment ofpail1. 
http .. //www.painpolicy.wisc.eduidomestic/states/KYlkymbguid.htm as cited in Kleber et al. 2009 

9 Adriaensen H., Vissers K. Noorduin H. Meert T. 2003. Opioid tolerance and dependence: an inevitable 
consequence of treatment? Acta Anaesth Belg. 54:37-47 as cited in Kleber et al. 2009. 

IONicholson B. 2003. Responsible prescribing of opioids for the management of chronic pain. Qrugs. 
63( I): 17-32 as cited in Kleber et al. 2009. 

II Savage S.R. 2002. Assessment for addiction in pain-treatment settings. Clin. J. Pain. 18:S28-S38 as cited 
in Kleber et al. 2009. 

12Ballantyne J.e., LaForge K.S. 2007. Opioid dependence and addiction during opioid treatment of chronic 
pain. Pain. 129:235-255 as cited in Kleber et al. 2009. 

13 Adriaensen H., Vissers K. Noorduin H. Meert T. 2003. Opioid tolerance and dependence: an inevitable 
consequence of treatment? Acta Anaesth Be\g. 54:37-47 as cited in Kleber et al. 2009. 
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To complement these studies, other Phase II and III studies14
,15,16 have been conducted for 

tapentadol IR in the past. 

14 Daniels S., Casson E., Stegmann J.U. et al.. 2009. A randomized, double-blind, phase III study 
comparing multiple doses oftapentadol IR, oxycodone IR, and placebo for postoperative (bunionectomy) pain. Curro 
Med. Res. Opin .. 25(3):765-77. 

11 
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Similar findings of infrequent opioid withdrawal and limited intensity were observed with 
tape'ntadol IR when compared with oxycodone IR in a 90-day, double-blind, randomized (4:1) 
study comparing flexible dosing of tapentadol IR 50 or 100 mg with oxycodone IR 10 or 15 mg 
every 4 to 6 hours in 849 patients which chronic low back or osteoarthritis pain of the hip or 
knee. 17 

Tapentadol has the potential to induce physical/psychological dependence ~ 
... ., as demonstrated in animal and human models. 18 

15 Daniels S., Casson E., Stegmann J.U. et al.. 2009. A randomized, double blind, placebo-controlled phase 
III study ofthe relative efficacy and tolerability oftapentadol IR and oxycodone IR for acute pain. Curro Med. Res. 
Opin .. 25(6):1551-1561. 

16 Stegmann J.U., Weber H., Steup A. et aI., 2008. The Efficacy and Tolerability of Multiple-dose 
Tapentadol Immediate Release for the Relief of Acute Pain Following Orthopedic (bunionectomy) Surgery. Curro 
Med. Res. Opin. 24( II ):3185-3196. 

17Upmalis D., Okamoto A., Oh C., Buzoianu M., Stegmann J-U., Hale M. 2008. Symptoms ofopioid 
withdrawal after discontinuation oftapentadol immediate release, an analgesic with mu-opioid receptor agonism. 
Presented at : 27th Annual Scientific Meeting of the American Pain Society; Tampa FL: May 8-10 2008 as cited in 
Kleber et ai. 2009. 

180uay Dr. 2009. Is tapentadol an advance on tramadol? Consult Pharm. 24(11):833-40 as cited in Kleber 
et ai. 2009. 
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As the diversion and abuse of prescription drugs is of increasing concern (with a majority of drug 
users in many large urban centers in Canada being non-medicinal users of prescription opioids), 
government intervention is required given that the abuse potential is significantly enhanced when 
tapentadol or any analogues thereof, are not scheduled. 

Currently, tapentadol is only available to Canadians from any diverted or trafficked tapentadol 
medications that may be trafficked into Canada. Once approvals to market the CR formulation 
in Canada have been given, tapentadol will become accessible to patients via prescription and the 
potential for abuse will rise. 

Lack of tapentadol precursors as a commodity item as well as 

No precursors of tapentadol are listed on the Schedules of the CDSA. 

4.2.5 Evidence of Actual Abuse of the Substance in Canada and Internationally 

Currently, there are no reported cases oftapentadol related abuse or fatalities in Canada. This is 
primarily due to the fact that it is not yet marketed in Canada and; that is has only been available 
in the United States since June of 2009. Nevertheless, the potential for abuse still exists from 
diversion and trafficking from the United States. No border seizures have been reported by the 
Canadian Border Services Agency. Health Canada's Drug Analysis Service (bAS) has not 
identified tapentadol in any samples seized by law enforcement. HPFB Inspectorate identified no 
incidents however, there exists a possibility that tapentadol may still be being brought into 
Canada. 

We are not currently aware of any foreign abuse data for tapentadol; only of the regulatory 
controls implemented by other jurisdictions. 

Some generic survey findings on opioid drug abuse in Canada include findings of CADUMS 
surveys for 2009 and 2008, a 2007 RCMP report, findings of an OPICAN cohort of2001 and 
mortality trends related to prescription opioid analgesics in North America. 

Recently released CADUMS 2009 survey results l9 indicated that over the past year, 
pharmaceutical use and abuse has remained comparable to that of 2008 (Health Canada, 2009). 
Twenty-five percent (25%) of responders (vs. 28.4% in 2008) indicated that they had used a 
psychoactive pharmaceutical drug in the past-year. 2.3% vs. 0.6% in 2008 reported using such a 
drug to get high. Like in 2008, opioid pain relievers were the most commonly used category of 
pharmaceuticals used to get high when compared with tranquilizers and sedatives. Among users 

19 Health Canada. 2009. Canadian Alcohol and Drug Use Monitoring Survey. Available at: http://www.hc
sc.gc.ca/hc-ps/drugs-drogues/stat/ _2009/summary-sommaire-eng.php (site accessed on June 24, 2010). 
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of pain relievers such as Percodan®, Demeral®, and OxyContin®, 2.3% (vs. 1.5% for 2008) 
corresponding to 0.4% (vs. 0.3% for 2008) of the total population, reported using them to get 
high. Prevalence of abuse was about six times greater in youth aged 15-24 years of age (8.5% of 
users or 1.2% of the population vs. adults 25 years of age or 1.4% of users or 0.3% of the 
population). In 2008, provinces with the highest levels of abuse of opioid prescription drugs were 
Alberta and British Columbia. 

Furthermore, Dhalla et aI., 200920 reported increased trends in mortality related to prescription 
opioid analgesics in Canada. Opioid-related deaths doubled, from 13.7 per million in 1991 to 
27.2 per million in 2004. This increase corresponded with increased prescribing of opioid 
analgesics21

• A comparison of the rate of overdose related to prescription opioid use in Ontario 
and the United States in 2002 showed a similarity between the overall adjusted death rates to the 
rates of per capita prescription-opioid use in these jurisdictions. This further demonstrates the 
need to implement controls on novel opioid analgesics entering the Canadian marketplace such 
as tapentadol especially when North America has the world's highest consumption of medical 
prescription opioids. 

Preliminary data from RADARS® System indicate that prescription drug abuse is occurring 
across the U.S. and increased fairly rapidly between 2002 and 2005. Recent re~orts suggest high 
rates of opioid prescribing may result in illicit use and deaths from overdose.22 

324 

Other survey findings indentified the growing potential for trafficking, diversion and abuse of 
prescription opioids. 

A key finding of the RCMP's 2007 report25 states that traffickers continue to practice diversion 
from domestic sources and international trafficking to acquire black-market pharmaceutical 

20 Dhalla LA, Mamdani M.M., Sivilotti M.L.A., Kopp A, Qureshi 0., Juurlink D.N. 2009. Prescribing of 
Opioid Analgesics and Related Mortality Before and After the Introduction of Long-Acting Oxycodone. Canadian 
Medical Association Journal (CMAJ). 181 (12): 891-896. 

21 Fischer 8., Rehm J .. 2009. Deaths Related to the Use of Prescription Opioids. Canadian Medical 
Association Journal (CMAJ). 181 (12): 887-882. 

22 Cicero T.J. Dart R.C. Inciardi J.A Woody G.E. Schnoll S. Munoz A. 2007. The development ofa 
comprehensive risk-management program for prescription opioid analgesics: Researched Abuse, Diversion and 
Addiction-Related Surveillance (RADARS®). Pain Med. 8(2): 157-170 as cited in Kleber et al. 2009. 

23Hall AJ. Logan J.E., Toblin R.L. et aL2008. Patterns of abuse among unintentional pharmaceutical 
overdose fatalities. JAMA. 300: 2613-2620 as cited in Kleber et al. 2009. 

24McLellan AT., Turner 8. 2008. Prescription opioids, overdose deaths, and physician responsibility. 
JAMA 300:2672-2673. 

25 RCMP.2007. Drug Situation in Canada 2007. Criminal Intelligence. ISBN: 978-1-100-12436-0. 
Available at: http://www.rcmp-grc.gc.caJdrugs-drogues/pdtldrug-drogue-situation-2007-eng.pdf (site accessed on 
June 15,2010) 
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products. In 2007, synthetic opiate prescription drugs continued to be readily available and 
sought after on the illicit market. 

Previously, the OPICAN cohort26 of2001 had formerly identified the problem of illicitly 
obtained medicinal prescription opioids. 

4.2.6 Risk to Personal and Public Health and Safety 

Adverse effects are primarily related to the CNS and 
GI tract and have been reported to occur less frequently than in patients treated with other opioid 
medications e.g. oxycodone. 27 For this reason, clinical studies have demonstrated tapentadol's 
effectiveness in patients with chronic pain with an improved tolerability.28 29 

26 Fischer B., Rehm J .. 2009. Deaths Related to the Use of Prescription Opioids. Canadian Medical 
Association Journal (CMAJ). 181 (12) pp. 887-882. 

27Upmalis D., Okamoto A., Oh C., Buzoianu M., Stegmann J-U., Hale M. 2008. Symptoms ofopioid 
withdrawal after discontinuation oftapentadol immediate release, an analgesic with mu-opioid receptor agonism. 
Presented at: 27th Annual Scientific Meeting of the American Pain Society; Tampa FL: May 8-10 2008 as cited in 
Kleber et al. 2009. 

28 Afilalo M., Oh C., Okamoto A., Van Hove L, Stegmann J., Upmalis D .. 2008. Tapentadol immediate 
release compared with oxycodone immediate release for the relief of moderate to severe pain in patients with end
stage joint disease. Presented at: 27th Annual Scientific Meeting of the American Pain Society; Tampa, FL: May 8-
10,2008 as cited in Kleber et al. 2009. 

29 Oh C., Upmalis D., Okamoto A., Buzoianu M., Stegmann J., Gimbel J. Tapentadol immediate release is 
associated with improved gastrointestinal tolerability compared with oxycodone immediate release over 90 days in 
patients with lower back or osteoarthritis pain. Presented at the 27th Annual Scientific Meeting of the American 
Pain Society: Tampa, FL: May 8-10, 2008 as cited in Kleber et al. 20009. 
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The co-a~inistration of tapentadol with30 opioid analgesics, general anesthetics, 
phenothiazines, other tranquilizers, sedatives, hypnotics or other eNS depressants may result in 
additive eNS depression. Furthermore, the administration oftapentadol with serotogenic drugs 
e.g. selective serotonin reuptake inhibitors (SRRIs), selective norepinephrine reuptake inhibitors 
(SNRIs), tricyclic antidepressants (TeAs), MAO inhibitors and triptans may result in serotonin 
syndrome. Tapentadol is contraindicated in patients having impaired pulmonary function, 
parlytic ileus. This medication should not be used in combination with monoamine oxidase 
(MAO) inhibitors or within 14 days of discontinuation of MAO inhibitors. 

Furthermore, tapentadol should be used with caution in patients with asthma, chronic obstructive 
pulmonary disease, co pulmonale, severe obesity, sleep apnea, myxedema, kyphoscoliosis, eNS 
depression, seizures or coma. Tapentadol is not recommended in patients with severe renal or 
hepatic impairment and should be used with caution in patients with moderate hepatic 
impairment. Tapentadol may cause spasm of the sphincter ofOddi and should be used with 
caution3l in patients with bilary tract disease, including acute pancreatitis. 

As there are no well conducted studies of tapentadol in pregnant women, tapentadol should only 
be used during pregnancy if the potential benefit outweighs the risk to the fetus. It is not 
recommended for use in women during and immediately prior to labor and delivery. Neonates 
whose mothers have been taking tapentadol should be monitored for respiratory depression. 
Tapentadol should not be taken during breast feeding.32 

Tapentadol should not be prescribed for patients with head injury or increased intracranial 
pressure as opioid analgesics can raise cerebrospinal fluid pressure as a result of respiratory 
depression coupled with carbon dioxide retention. 

The U.S. FDA reports potential signals of serious risks / new safety information identified by the 
Adverse Events Reporting System (AERS) from April to June 2010 include convulsions, 
hallucinations and serotonin syndrome. The U.S. FDA is continuing to evaluate these i~sues to 
determine the need for any regulatory action.33 

. 

30 Fidman B., Nogid A.. 2010. Role of Tapentadol Immediate Release (Nucynta) in the Management of 
Moderate to Severe Pain. Drug Forecast P&T. 35 (6):330-357. 

31 Ortho-McNeil- Janssen-Pharmaceuticals Inc. 2010. Nucynta® Basic product information. 
http://www.nucynta.com. 

32 Ortho-McNeil- Janssen-Pharmaceuticals Inc. 2010. Nucynta® Basic product information. 
http://www.nucynta.com. 

33U.S. FDA. 2010. Adverse-Event Reporting System(AERS). http://www.fda.gov/Drugs/ 
GuidanceComplianceRegulatoryInformationiSurveillance/AdverseDrugEffects/ucm223734.htm 
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Despite tapentadol overcoming some of the liabilities of tramadol, it has the potential to also 
contribute to anticholinergic/ 5-HT3 antagonist effects .34 

Tapentadol may be abused by crushing, chewing, snorting, or injecting the product and pose 
significant risks to the abuser that could potentially result in overdose and death. Experience 
with tapentadol overdose is very limited. 

Should tapentadol not be scheduled under the CDSA, the risk to public health and safety is 
significant as it may easily become a preferred drug of abuse, one that may be diverted from its 
intended uses and trafficked into Canada due to its opioid like properties. 

5. ASSESSMENT OF RISKS AND BENEFITS 

The adverse effects of tapentadol are less severe than those of other similar opioid medications 
and are more tolerable on the gastro-intestinal tract. 

Tapentadol may be abused by crushing, chewing, snorting, or injecting the product and pose 
significant risks to the abuser that could potentially result in overdose and death. Experience 
with tapentadol overdose is very limited. 

Risks of product misuse may exist with the potential for diversion and trafficking to illicit 
markets including improper administration leading to potential harm and illness. 

The benefits of the availability and use of controlled tapentadol medications affords patients 
access to a - - - - - - -

IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111"""""""""""""""'currently available while minimizing the risks of 

trafficking, diversion and abuse due to its opioid nature. 

6. IDENTIFICATION AND ANALYSIS OF OPTIONS 

Further to the assessment previously described, the following options for the control of 
tapentadol and its analogues of similar abuse potential have been identified. Scheduling under 
the CDSA is a three-step process in that substances are first assessed as to whether or not they 
should be included under a Schedule to the CDSA. Should scheduling be deemed appropriate, it 
is then determined which Schedule(s) is/are most suitable. Then, depending on whether the 

34 
Quay Dr. 2009. Is tapentadol an advance on tramadol? Consult Phann. 24(11):833-40 

17 

001109 



<DRAFT> PROTECTED B 
Contains CBI 

substance has a legitimate use (scientific, medical or industrial) a decision is made as to which 
regulation it should be subject to. 

Option 1: Status Quo - No Action. Tapentadol and its analogues of similar abuse potential 
remain as uncontrolled substances. 

PROS: 

CONS: 

a.NONE 

a. Potential for illicit trafficking, diversion, abuse, use, possession 
b. Should no action be taken on tapentadol and its analogues of similar abuse potential, as 
the sponsor is currently seeking market approval for this drug in Canada, serious risks to 
public health and safety would exist if no controls are implemented to safeguard the 
public. 

Option 2: Non-regulatory or voluntary options. 

PROS: 

CONS: 

a.NONE 

a. Non-regulatory options are not feasible given the hazards and risks associated with 
tapentadol's potential for abuse, abuse liability. 

Option 3: Schedule tapentadol and its analogues of similar abuse potential under the CDSA and 
NCR 

PROS: 
a. In order to effectively mitigate the risks posed by tapentadol and its analogues of 
similar abuse-potential, a regulatory proposal to add tapentadol to the Schedules of the 
CDSA and NCR is the only option available. 

b. Once scheduled, only licensed dealers oftapentadol or its analogues will be able to 
carry out the specific activities in their dealer's license for the specified tapentadol or 
analogue. 

c. Only those licensed dealers having the necessary permits to import and/or export 
tapentadol and its analogues of similar abuse potential may do so. 

d. Handling by pharmacists and practitioners will be restricted to conditions specified 
under the CDSA and NCR. 
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CONS: 

e. Patient accessibility to tapentadol related medications will only be allowed through a 
doctor's prescription. 

a. Minor cost burden associated with relabeling however, the sponsor is aware of and 
willing to incur these minor costs. 

7. CONSULTATION 

This regulatory proposal has undergone direct consultations with the sponsor upon publication in 
the Canada Gazette' . .. .. . . - - .. - . 

Any comment period(s) afforded by the Federal 
Regulatory Process will provide an opportunity to address any stakeholder comments on this 
scheduling regulatory proposal. 

8. CONSIDERATIONS 

the statutory authority governing opioids in Canada is the 
CDSA and for this reason, to effectively mitigate the potential future risks of trafficking, . 
diversion and abuse tapentadol needs to be added to the Schedules of the CDSA and the NCR 
and no consideration can be attributed to voluntary or non-regulatory mechanisms of control as 
they would not adequately safeguard public health and safety. 

Prescribing or dispensing tapentadol in situations where the practitioner or pharmacist may be 
concerned about an increased risk of misuse or abuse, require caution, control and attention on 
the part of the practitioner and pharmacist. 

9. RECOMMENDATION 

The Office of Controlled Substances recommends the addition oftapentadol and its related 
analogues (those having similar potential for abuse) to the schedules of the CDSA and the NCR. 

10. IMPLEMENTATION AND EVALUATION 

A regulatory package will be prepared and implemented according to Treasury Board 
Secretariat's Cabinet Directive on Streamlining Regulation and Federal Regulatory Process. 

001111 
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An exemption from pre-publication in Canada Gazette Part I may be requested of Treasury 
Board. 

This regulatory proposal will come into force on the day it is published in Canada Gazette Part 
II Any evaluation will be conducted post- scheduling oftapentadol on the schedules of the 
CDSA and the NCR. 
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2. ISSUE 

in order to mitigate future post-market approval risks posed to 
Canadian public health and safety from any diversion, trafficking and abuse of any market 
approved tapentadol (and its analogues having similar abuse potential). Currently, tapentadol is 
not yet marketed in Canada as a Notice of Compliance for NUCYNTA *CR, a new drug 
submission of Janssen-Ortho Inc.'s, has yet to be issued subject to review findings of the 
Therapeutic Products Directorate ofthe Health Products and Food Branch, Health Canada. 

To ensure that adequate controls are in place to prevent trafficking, diversion and abuse post
market approval, this proposal will introduce existing controls applied to controlled substances 
and narcotics on tapentadol and its analogues by scheduling tapentadol and its analogues as 
controlled substances and narcotics on the Schedules of the Controlled Drugs and Substances 
Act and the Narcotic Control Regulations respectively. These controls govern the production, 
importation, exportation, sale, provision, possession, transportation and disposal of tapentadol 
containing medications and will reduce opportunities for abuse, diversion and trafficking for 
illicit purposes. 

3. PURPOSE 

To assess tapentadol against the criteria for the addition of a substance to one of the Schedules to 
the CDSA, and to determine whether this substance should be regulated as a controlled substance 
in Canada. 

4. CONTEXT 

"III 111, I 
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Recent therapeutic drug design has focused on "novel" drugs having two mechanisms of 
analgesia. The first attempt was tramadol which acts as a weak opioid with effects on the uptake 
of norepinephrine and serotonin. Concerns with this drug include its dependence on the P450 
cytochrome system and CYP 2D6 enzyme metabolism which may lead to increased risk of drug 
interaction and the potential for seratonin syndrome. Recent research has recognized the 
importance of norepinephrine blockade for more effective pain management. This led to the 
development 

Marketed 
internationally under the trade name ofNUCYNTA®, two formulations oftapentadol have been 
developed including an immediate release (IR) tablet for the relief of acute pain and 

issuance of a Notice of Compliance(NOC) upon a successful review. There is a possibility that 
such a NOC may be issued as early as December 2, 2010. 
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Tapentadol is a novel centrally active analgesic agent soon to be marketed by J anssen-Ortho Inc. 
in Canada, under the label name NNUCYNTATM CR (tapentadol hydrochloride controlled release 
tablets) for the management of moderate to moderately severe pain in adults who require 
continuous treatment for several days or more. 

Health Canada's objective is to ensure that tapentadol and any related analogues having possible 
abuse potential are added to Schedule I of the CDSA and to section 2(1) of the Schedule ofthe 
Narcotic Control Regulations (NCR). This will restrict the availability oftapentadol opioid 
related controlled substances to persons authorized to do so under the CDSA and NCR assuming 
market authorization for sales in Canada in the future. This objective aligns with the Office of 
Controlled Substances' ongoing activities to safeguard the public from drugs that may be 
potentially trafficked, diverted or abused. 

Various scheduling activities have been performed in other countries and are discussed below 
under international requirements and trends in control and/or scheduling. 

4.1 Legislative Frameworks 

4.1.1 Food and Drugs Regulations (under the Food and Drugs Act) 

The Food and Drugs Regulations (FDR) serve to ensure the safety, efficacy and quality of health 
products offered for sale in Canada, including drugs and medical devices. Prior to being given 
market authorization, a manufacturer must present substantive scientific evidence that their 
product is safe, efficacious and of high quality. For drugs, Health Canada reviews this 
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information carefully and, if the review is satisfactory, a Notice of Compliance (NOC) is issued 
and an appropriate Drug Identification Number (DIN) is assigned. 

A "drug" is defined under the FDR as any substance or mixture of substances manufactured, sold 
or represented for use in: 

III ,11111
'
1 I !i,1I111 1111 fl!NII 

001124 



10 

<DRAFT> PROTECTED B 
Contains CBI 

(a) the diagnosis, treatment, mitigation or prevention of a disease, disorder or abnormal 
physical state, or its symptoms, in human beings or animals 

(b) the restoration, correction or modification of organic functions in human beings or 
animals, or 

(c) the disinfection in premises in which food is manufactured, prepared or kept. 

As tapentadol is not yet market approved in Canada, it is currently illegal to market tapentadol as 
a drug in Canada. 

When a substance is being considered to be added to a schedule under the CDSA or its 
regulations by the Office of Controlled Substances, Controlled Substances and Tobacco 
Directorate, Healthy Environments and Consumer Safety Branch, Health Canada, several factors2 

are assessed. They are as follows: 

International requirements and trends in control and/or scheduling; 
-Chemical and/or pharmacological similarity to substances listed in the Schedules to the CDSA; 
-Legitimate use of the substance, including therapeutic, scientific, industrial and commercial uses; 
-Potential for abuse and/or addiction liability; 
-Evidence of extent of actual abuse in Canada and internationally; and, 
-Risk to personal and public health and safety. 

4.1.2 Controlled Drugs and Substances Act and its Regulations 

The Controlled Drugs and Substances Act (CDSA) provides a legislative framework for the 
control of substances that can alter mental processes and may produce harm to the health of an 
individual or to society when diverted or misused. Except as authorized under regulation, 
activities such as possession, trafficking, importation, exportation, possession for the purpose of 
traffickinglimportationiexportation and the production of controlled substances are prohibited 
under the CDSA. 

The CDSA and its regulations seek to support access to controlled substances for medical and 
scientific purposes while minimizing their diversion for illicit purposes. Controlled substances 
are captured under Schedule I to V of the CDSA. 

2 Controlled Substance Scheduling Working Group, Controlled Substances and Tobacco Directorate, 
Health Canada, draft document, "Factors Considered When Assessing a Substance To Determine Whether To 
Schedule It Under the CDSA", 16 April 2010. 
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Drug offence contraventions under the CDSA carry penalties of varying severity described in 
Part I of the CDSA. Offences associated with Schedule IV are similar to those associated with 
substances in Schedule I, n and In except that there is no offence for simple possession. 

4.2 Assessment of Tapentadol (and its analogues of similar abuse potential) for 
Scheduling Purposes 

4.2.1 International Requirements and Trends in Control and/or Scheduling 

Moreover, the United Nations (U.N.) is performing scheduling activities to have tapentadol 
included in Schedule I of the U.N. List of Narcotic Drugs. Consequently, as Canada is a 
signatory member country to the U.N. Drug Control Conventions, eventually Canada would be 
required to control tapentadol as a narcotic once it is scheduled by the U.N .. 
Below is an overview of control measures for tapentadol undertaken internationally. 

111 DI I 11111111 1 IIUJI 1 fllffl 

001126 



s.20(1)(b) 

United States of America 

Tapentadol IR for the relief of acute pain was approved by the FDA for marketing in the U.S. as 
a prescription drug on November 20th

, 2008. 

Tapentadol IR is available in the U.S. in formulations of 50, 75 and 100 
mg. In the United States, on December 1,2009, J & JPRD had submitted its New Drug 
Application (NDA) to the U.S. Food and Drug Administration for tapentadol extended 
release(ER) oral analgesic tablets for the management of moderate to severe chronic pain in 
adults. The ER formulation is designed to provide a higher degree of mechanical resistance such 
as to crushing and chewing. 

Furthermore, a NDA for a prolonged release (PR) formulation of the NUCYNTA® tablet was 
also recently submitted for approval to the Food and Drug Administration. 

4.2.2 Chemical and/or Pharmacological Similarity to Substances Listed in the Schedules to the 
CDSA 

Currently, morphine, oxycodone and hydromorphone are listed in Schedule I to the CDSA and 
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Unlike tramadol which is a racemic mixture of (+) and (-) enantiomers, with 
active metabolites contributing to its analgesic activity, 

A recent novel unified theorY on the structure activity relationship of opioids and opioid 
peptides did not examine tapentadol. As reported by the author, the theory had limitations as it 
does not consider energy minimization, molecular or quantum mechanics. In addition, it is also 
simplistic and not representative of mainstream investigations in medicinal chemistry. 

The log P value is 2.87 
indicating low solubility in water. The pKa 4values are 9.34 and 10.45. 

Here is a description of the pharmacological aspects of tapentadol. As for pharmacokinetic drug 
interactions, tapentadol has a low potential as it does not undergo metabolism by cytochrome P-
450. Tapentadol may inhibit CYP2D6 enzyme to a very limited extent and not to any clinically 
significant level. 

Pharmacodynamic opioid receptor-binding studies and recombinant receptor studies indicate that 
tapentadol is a strong opioid5

. 

Other pharmacology, bioavailability and metabolism data for tapentadol include, tapentadol's 

3 Goldberg I.S., 2010. Hypothesis- Stereochemical Basis for a Unified Structure Activity Theory of 
Aromatic and Heterocyclic Rings in Selected Opioids and Opioid Peptides. Perspectives in Medicinal Chemistry, 
2010(4):1-lO. 

4 Ortho-McNeil- Janssen-Pharmaceuticals Inc. 2009. Nucynta ® (tapentadol) tablets. Medication guide 
approved by the US FDA. Revised June 2010. 

5 Prommer E., 2010. Tapentadol: An Initial Analysis. Journal ofOpioid Management, 6(3): 223-226. 
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rapid absorption and attainment of maximum serum concentrations rapidlY' (Cmaxin 1.25-1.5 hrs) 
and excreted via the renal system (99%) as inactive metabolites (69% conjugates; 27% as other 
metabolites; 2% as unchanged drug). Linear pharmacokinetics were observed as dose
proportional increases in the Cmax and area-under-the curve (AUC) values oftapentadol have 
been observed above the 50 to 150 mg dose range. Tapentadol's AUC and Cmax increased by 
25% and 16% following ,a high-calorie meal. Mean absolute bioavailability is 32% after a single 
dose as a result oftapentadol's extensive first-pass metabolism. It is widely distributed 
throughout the body with a distribution volume of 540 L with low plasma binding of 20%. 

The apparent half-life (t1l2) oftapentadol post-oral administration is 3.93 hrs and over 95% is 
excreted within 24 hrs of dosing. Clearance is 1530+/-177 ml/min .. 

Tapentadol's pharmacokinetic properties7 are not impeded by renal impairment. Moderate 
hepatic impairment decreases its metabolism leading to higher exposures and serum levels. 

4.2.3 Legitimate Use, Including Therapeutic, Scientific, Industrial and Commercial Uses 

s.20(1)(b) 

As formerly reported, tapentadol IR (NUCYNT A®) is currently marketed in the United States as 

Currently, there is no legal approved use of tapentadol yet in Canada. 

4.2.4 Potential for Abuse and/or Addiction Liability 

Pain is a symptom of many medical conditions and can significantly interfere with a person's 
quality oflife and general functioning. Opioids are safe and effective in some patients however, 
they can cause dependence, abuse and addiction. All patients treated with opioids need to be 
carefully monitored by their health care professional for signs of abuse and addiction and; to 
determine when such medications are no longer necessary. 

6 Fidman B., Nogid A.. 2010. Role of Tapentadol Immediate Release (Nucynta) in the Management of 
Moderate to Severe Pain. Drug Forecast P&T. 35 (6):330-357. 

7Fidman B., Nogid A.. 2010. Role ofTapentadol Immediate Release (Nucynta) in the Management of 
Moderate to Severe Pain. Drug Forecast P&T. 35 (6): 330-357. 
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Physical dependence is defined by the American Pain Society as, "a state of adaptation that is 
manifested by a drug class-specific withdrawal syndrome that can be produced by abrupt 
cessation, rapid dose reduction, decreasing blood level of the drug and I or administration of an 
antagonist." It is an expected outcome of long-term opioid treatment that may also occur with 
short-term use. 9 Physical dependence should not interfere with prescribing these drugs. It does 
not always correlate with tolerance and develops with other classes of drugs (e.g. some 
antidepressants, antihypertensives) and not just opioids10 

11. Patients with physical dependence to 
opioids can have withdrawal symptoms without being addicted, but they do not exhibit 
compulsive drug-seeking behaviour associated with addiction. 
In order to avoid opioid withdrawal symptoms when discontinuing opioid therapy, the opioid 
dose should be tapered and not abruptly stopped. Physical dependence and tolerance are expected 
natural physiological consequences of using certain classes of medications such as opioids. 

Tolerance is defined as, "a state of adaptation in which exposure to a drug induces changes that 
result in a diminution of one or more ofthe drug's effects over time" or simply, when more drug 
is required to achieve the same effect. 

Distinct from tolerance and physical dependence is addiction. Addiction is "a primary, chronic, 
neurobiological disease with genetic, psychosocial and environmental factors influencing its 
development and manifestations ... characterized by behaviors that include one or more of the 
following: impaired control over drug use, compulsive use, continued use despite harm, and 
craving." Addiction results from intrinsic reinforcing properties of opioids combined with 
predisposing social, psychologic, physiologic and genetic triggers.12 13 

8American Pain Society. 2008. Definitions related to the use of opioids for the treatment of pain. 
http .. //www.painpolicy.wisc.eduidomestic/statesIKYlkymbguid.htm as cited in Kleber et al. 2009 

9 Adriaensen H., Vissers K. Noorduin H. Meert T. 2003. Opioid tolerance and dependence: an inevitable 
consequence of treatment? Acta Anaesth Belg. 54:37-47 as cited in Kleber et a1. 2009. 

l~icholson B. 2003. Responsible prescribing of opioids for the management of chronic pain. Drugs. 
63(1): 17-32 as cited in Kleber et a1. 2009. 

IISavage S.R. 2002. Assessment for addiction in pain-treatment settings. Clin. J. Pain. 18:S28-S38 as cited 
in Kleber et a1. 2009. 

12Ballantyne J.e., LaForge K.S. 2007. Opioid dependence and addiction during opioid treatment of chronic 
pain. Pain. 129:235-255 as cited in Kleber et a1. 2009. 

13 Adriaensen H., Vissers K. Noorduin H. Meert T. 2003. Opioid tolerance and dependence: an inevitable 
consequence of treatment? Acta Anaesth Belg. 54:37-47 as cited in Kleber et a1. 2009. 
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Similar findings of infrequent opioid withdrawal and limited intensity were observed with 
tapentadol IR when compared with oxycodone IR in a 90-day, double-blind, randomized (4: 1) 
study comparing flexible dosing oftapentadol IR 50 or 100 mg with oxycodone IR 10 or 15 mg 
every 4 to 6 hours in 849 patients which chronic low back or osteoarthritis pain ofthe hip or 
knee. 17 

14 Daniels S., Casson E., Stegmann J.u. et al.. 2009. A randomized, double-blind, phase III study 
comparing multiple doses oftapentadol IR, oxycodone IR, and placebo for postoperative (bunionectomy) pain. Curro 
Med. Res. Opin .. 25(3):765-77. 

15 Daniels S., Casson E., Stegmann lU. et al.. 2009. A randomized, double blind, placebo-controlled phase 
III study of the relative efficacy and tolerability oftapentadol IR and oxycodone IR for acute pain. Curro Med. Res. 
Opin .. 25(6):1551-1561. 

16 Stegmann J.U., Weber H., Steup A. et aI., 2008. The Efficacy and Tolerability of Multiple-dose 
Tapentadol Immediate Release for the Relief of Acute Pain Following Orthopedic (bunionectomy) Surgery. Curro 

Med. Res. Opin. 24(11):3185-3196. 

17Upmalis D., Okamoto A., Oh C., Buzoianu M., Stegmann J-u., Hale M. 2008. Symptoms of opioid 
withdrawal after discontinuation oftapentadol immediate release, an analgesic with mu-opioid receptor agonism. 
Presented at : 27th Annual Scientific Meeting of the American Pain Society; Tampa FL: May 8-10 2008 as cited in 
Kleber et ai. 2009. 
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Tapentadol has the potential to induce physical! psychological dependence I 
as demonstrated in animal and human models. 18 

As the diversion and abuse of prescription drugs is of increasing concern (with a majority of drug 
users in many large urban centers in Canada being non-medicinal users of prescription opioids), 
government intervention is required given that the abuse potential is significantly enhanced when 
tapentadol or any analogues thereof, are not scheduled. 

Currently, tapentadol is only available to Canadians from any diverted or trafficked tapentadol 
medications that may be trafficked into Canada. Once approvals to market the CR formulation in 
Canada have been given, tapentadol will become accessible to patients via prescription and the 
potential for abuse will rise. 

Lack of tapentadol precursors as a commodity item as well as 

"""""""""""""""""""""""""""""""""""""""""""""""""'" No precursors oftapentadol are listed on the Schedules of the CD SA. 

4.2.5 Evidence of Actual Abuse of the Substance in Canada and Internationally 

. 
Currently, there are no reported cases of tapentadol related abuse or fatalities in Canada. This is 
primarily due to the fact that it is not yet marketed in Canada and; that is has only been available 
in the United States since June of2009. Nevertheless, the potential for abuse still exists from 
diversion and trafficking from the United States. No border seizures have been reported by the 
Canadian Border Services Agency. Health Canada's Drug Analysis Service (DAS) has not 
identified tapentadol in any samples seized by law enforcement. HPFB Inspectorate identified no 
incidents however, there exists a possibility that tapentadol may still be being brought into 
Canada. 

Weare not currently aware of any foreign abuse data for tapentadol; only of the regulatory 
controls implemented by other jurisdictions. 

Some generic survey findings on opioid drug abuse in Canada include findings of CADUMS 

18Guay Dr. 2009. Is tapentadol an advance on tramadol? Consult Pharm. 24(11):833-40 as cited in Kleber 
et al. 2009. 
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surveys for 2009 and 2008, a 2007 RCMP report, findings of an OPICAN cohort of 2001 and 
mortality trends related to prescription opioid analgesics in North America. 

Recently released CADUMS 2009 survey results19 indicated that over the past year, 
phannaceutical use and abuse has remained comparable to that of 2008 (Health Canada, 2009). 
Twenty-five percent (25%) of responders (vs. 28.4% in 2008) indicated that they had used a 
psychoactive phannaceutical drug in the past-year. 2.3% vs. 0.6% in 2008 reported using such a 
drug to get high. Like in 2008, opioid pain relievers were the most commonly used category of 
phannaceuticals used to get high when compared with tranquilizers and sedatives. Among users 
of pain relievers such as Percodan®, Demeral®, and OxyContin®, 2.3% (vs. 1.5% for 2008) 
corresponding to 0.4% (vs. 0.3% for 2008) ofthe total population, reported using them to get 
high. Prevalence of abuse was about six times greater in youth aged 15-24 years of age (8.5% of 
users or 1.2% of the population vs. adults 25 years of age or 1.4% of users or 0.3% of the 
population). In 2008, provinces with the highest levels of abuse of opioid prescription drugs were 
Alberta and British Columbia. 

Furthennore, Dhalla et aI., 200920 reported increased trends in mortality related to prescription 
opioid analgesics in Canada. Opioid-related deaths doubled, from 13.7 per million in 1991 to 
27.2 per million in 2004. This increase corresponded with increased prescribing of opioid 
analgesics21

• A comparison of the rate of overdose related to prescription opioid use in Ontario 
and the United States in 2002 showed a similarity between the overall adjusted death rates to the 
rates of per capita prescription-opioid use in these jurisdictions. This further demonstrates the 
need to implement controls on novel opioid analgesics entering the Canadian marketplace such 
as tapentadol especially when North America has the world's highest consumption of medical 
prescription opioids. 

Preliminary data from RADARS® System indicate that prescription drug abuse is occurring 
across the U.S. and increased fairly rapidly between 2002 and 2005. Recent reports suggest high 
rates of opioid prescribing may result in illicit use and deaths from overdose.222 

19 Health Canada. 2009. Canadian Alcohol and Drug Use Monitoring Survey. Available at: http://www.hc

sc.gc.ca/hc-ps/drugs-drogues/statl_2009/summary-sommaire-eng.php (site accessed on June 24, 2010). 

20 Dhalla LA., Mamdani M.M., Sivilotti M.L.A., Kopp A., Qureshi 0., Juurlink D.N. 2009. Prescribing of 
Opioid Analgesics and Related Mortality Before and After the Introduction of Long-Acting Oxycodone. Canadian 
Medical Association Journal (CMAJ). 181 (12): 891-896. 

21 Fischer B., Rehm J .. 2009. Deaths Related to the Use of Prescription Opioids. Canadian Medical 
Association Journal (CMAJ). 181 (12): 887-882. 

22 Cicero T.J. Dart R.C. Inciardi J.A. Woody G.B. Schnoll S. Munoz A. 2007. The development of a 
comprehensive risk-management program for prescription opioid analgesics: Researched Abuse, Diversion and 
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324 

Other survey findings indentified the growing potential for trafficking, diversion and abuse of 
prescription opioids. 

A key finding of the RCMP's 2007 report25 states that traffickers continue to practice diversion 
from domestic sources and international trafficking to acquire black-market pharmaceutical 
products. In 2007, synthetic opiate prescription drugs continued to be readily available and 
sought after on the illicit market. 

Previously, the OPICAN cohort26 of 200 1 had formerly identified the problem of illicitly 
obtained medicinal prescription opioids. 

4.2.6 Risk to Personal and Public Health and Safety 

Addiction-Related Surveillance (RADARS®). Pain Med. 8(2): 157-170 as cited in Kleber et al. 2009. 
23Hall A.J. Logan J.E., Toblin R.L. et a1..2008. Patterns of abuse among unintentional pharmaceutical 

overdose fatalities. JAMA. 300: 2613-2620 as cited in Kleber et al. 2009. 

24McLellan A.T., Turner B. 2008. Prescription opioids, overdose deaths, and physician responsibility. 
JAMA. 300:2672-2673. 

25 RCMP.2007. Drug Situation in Canada 2007. Criminal Intelligence. ISBN: 978-1-100-12436-0. 
Available at: http://www.rcmp-grc.gc.caldrugs-drogues/pdf/drug-drogue-situation-2007 -eng. pdf (site accessed on 
June 15,2010) 

26 Fischer B., Rehm J .. 2009. Deaths Related to the Use of Prescription Opioids. Canadian Medical 
Association Journal (CMAJ). 181 (12) pp. 887-882. 
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_ Adverse effects are primarily related to the eNS and GI tract and 
have been reported to occur less frequently than in patients treated with other opioid medications 
e.g. oxycodone. 27 For this reason, clinical studies have demonstrated tapentadol's effectiveness 
in patients with chronic pain with an improved tolerability.28 29 

The co-administration of tapentadol with30 opioid analgesics, general anesthetics, phenothiazines, 
other tranquilizers, sedatives, hypnotics or other eNS depressants may result in additive eNS 
depression. Furthermore, the administration of tapentadol with serotogenic drugs e.g. selective 
serotonin reuptake inhibitors (SRRIs), selective norepinephrine reuptake inhibitors (SNRIs), 
tricyclic antidepressants (TeAs), MAO inhibitors and triptans may result in serotonin syndrome. 
Tapentadol is contraindicated in patients having impaired pulmonary function, parlytic ileus. 
This medication should not be used in combination with monoamine oxidase (MAO) inhibitors 
or within 14 days of discontinuation of MAO inhibitors. 

Furthermore, tapentadol should be used with caution in patients with asthma, chronic obstructive 
pulmonary disease, co pulmonale, severe obesity, sleep apnea, myxedema, kyphoscoliosis, eNS 
depression, seizures or coma. Tapentadol is not recommended in patients with severe renal or 
hepatic impairment and should be used with caution in patients with moderate hepatic 
impairment. Tapentadol may cause spasm of the sphincter of Oddi and should be used with 
caution3

! in patients with bilary tract disease, including acute pancreatitis. 

27Upmalis D., Okamoto A., Oh c., Buzoianu M., Stegmann J-U., Hale M. 2008. Symptoms of opioid 
withdrawal after discontinuation of tapentadol immediate release, an analgesic with mu-opioid receptor agonism. 
Presented at: 27th Annual Scientific Meeting of the American Pain Society; Tampa FL: May 8-10 2008 as cited in 
Kleber et al. 2009. 

28 Afilalo M., Oh C., Okamoto A., Van Hove 1., Stegmann J., Upmalis D .. 2008. Tapentadol immediate 
release compared with oxycodone immediate release for the relief of moderate to severe pain in patients with end
stage joint disease. Presented at: 27th Annual Scientific Meeting of the American Pain Society; Tampa, FL: May 8-
10,2008 as cited in Kleber et al. 2009. 

29 Oh c., Upmalis D., Okamoto A., Buzoianu M., Stegmann J., Gimbel J. Tapentadol immediate release is 
associated with improved gastrointestinal tolerability compared with oxycodone immediate release over 90 days in 
patients with lower back or osteoarthritis pain. Presented at the 27th Annual Scientific Meeting of the American 
Pain Society: Tampa, FL: May 8-10, 2008 as cited in Kleber et al. 20009. 

30 Fidman B., Nogid A.. 2010. Role ofTapentadol Immediate Release (Nucynta) in the Management of 
Moderate to Severe Pain. Drug Forecast P&T. 35 (6):330-357. 

3! Ortho-McNeil- Janssen-Pharmaceuticals Inc. 2010. Nucynta® Basic product information. 
http://www.nucynta.com. 
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As there are no well conducted studies of tapentadol in pregnant women, tapentadol should only 
be used during pregnancy if the potential benefit outweighs the risk to the fetus. It is not 
recommended for use in women during and immediately prior to labor and delivery. Neonates 
whose mothers have been taking tapentadol should be monitored for respiratory depression. 
Tapentadol should not be taken during breast feeding. 32 

Tapentadol should not be prescribed for patients with head injury or increased intracranial 
pressure as opioid analgesics can raise cerebrospinal fluid pressure as a result of respiratory 
depression coupled with carbon dioxide retention. 

The U.S. FDA reports potential signals of serious risks / new safety information identified by the 
Adverse Events Reporting System (AERS) from April to June 2010 include convulsions, 
hallucinations and serotonin syndrome. The U.S. FDA is continuing to evaluate these issues to 
determine the need for any regulatory action.33 

Despite tapentadol overcoming some of the liabilities of tramadol, it has the potential to also 
contribute to anticholinergic/ 5-HT3 antagonist effects .34 

Tapentadol may be abused by crushing, chewing, snorting, or injecting the product and pose 
significant risks to the abuser that could potentially result in overdose and death. Experience 
with tapentadol overdose is very limited. 

Should tapentadol not be scheduled under the CDSA, the risk to public health and safety is 
significant as it may easily become a preferred drug of abuse, one that may be diverted from its 
intended uses and trafficked into Canada due to its opioid like properties. 

5. ASSESSMENT OF RISKS AND BENEFITS 

The adverse effects of tapentadol are less severe than those of other similar opioid medications 
and are more tolerable on the gastro-intestinal tract. 

Tapentadol may be abused by crushing, chewing, snorting, or injecting the product and pose 
significant risks to the abuser that could potentially result in overdose and death. Experience 

32 Ortho-McNeil- Janssen-Phannaceuticals Inc. 2010. Nucynta® Basic product infonnation. 
http://www.nucynta.com. 

33U.S. FDA. 2010. Adverse-Event Reporting System(AERS). http://www.fda.govlDrugs/ 
GuidanceComplianceRegulatoryInfonnationiSurveillance/AdverseDrugEffects/ucm223734.htm 

34 Guay Dr. 2009. Is tapentadol an advance on trarnadol? Consult Pharm. 24(11):833-40 
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Risks of product misuse may exist with the potential for diversion and trafficking to illicit 
markets including improper administration leading to potential harm and illness. 

The benefits of the availability and use of controlled tapentadol medications affords patients 
access to 

currently available while minimizing the risks of 
trafficking, diversion and abuse due to its opioid nature. 

6. IDENTIFICATION AND ANALYSIS OF OPTIONS 

Further to the assessment previously described, the following options for the control of 
tapentadol and its analogues of similar abuse potential have been identified. Scheduling under 
the CDSA is a three-step process in that substances are first assessed as to whether or not they 
should be included under a Schedule to the CDSA. Should scheduling be deemed appropriate, it 
is then determined which Schedule(s) is/are most suitable. Then, depending on whether the 
substance has a legitimate use (scientific, medical or industrial) a decision is made as to which 
regulation it should be subject to. 

Option 1: Status Quo - No Action. Tapentadol and its analogues of similar abuse potential 
remain as uncontrolled substances. 

PROS: 

CONS: 

a.NONE 

a. Potential for illicit trafficking, diversion, abuse, use, possession 
b. Should no action be taken on tapentadol and its analogues of similar abuse potential, as 
the sponsor is currently seeking market approval for this drug in Canada, serious risks to 
public health and safety would exist if no controls are implemented to safeguard the 
public. 
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Option 2: Non-regulatory or voluntary options. 

PROS: 

CONS: 

a.NONE 

a. Non-regulatory options are not feasible given the hazards and risks associated with 
tapentadol's potential for abuse, abuse liability. 

Option 3: Schedule tapentadol and its analogues of similar abuse potential under the CDSA and 
NCR 

PROS: 

CONS: 

a. In order to effectively mitigate the risks posed by tapentadol and its analogues of 
similar abuse-potential, a regulatory proposal to add tapentadol to the Schedules ofthe 
CDSA and NCR is the only option available. 

b. Once scheduled, only licensed dealers oftapentadol or its analogues will be able to 
carry out the specific activities in their dealer's license for the specified tapentadol or 
analogue. 

c. Only those licensed dealers having the necessary permits to import and/or export 
tapentadol and its analogues of similar abuse potential may do so. 

d. Handling by pharmacists and practitioners will be restricted to conditions specified 
under the CDSA and NCR. 

e. Patient accessibility to tapentadol related medications will only be allowed through a 
doctor's prescription. 

a. Minor cost burden associated with relabeling however, the sponsor is aware of and 
willing to incur these minor costs. 

7. CONSULTATION 

This regulatory proposal has undergone direct consultations with the sponsor upon publication in 
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Any comment period(s) afforded by the Federal 
Regulatory Process will provide an opportunity to address any stakeholder comments on this 
scheduling regulatory proposal. 

8. CONSIDERATIONS 

the statutory authority governing opioids in Canada is the 
CDSA and for this reason, to effectively mitigate the potential future risks of trafficking, 
diversion and abuse tapentadol needs to be added to the Schedules of the CDSA and the NCR 
and no consideration can be attributed to voluntary or non-regulatory mechanisms of control as 
they would not adequately safeguard public health and safety. 

Furthermore, the sponsor ofthe New Drug Submission on tapentadol, Ianssen-Ortho me., 

Prescribing or dispensing tapentadol in situations where the practitioner or pharmacist may be 
concerned about an increased risk of misuse or abuse, require caution, control and attention on 
the part of the practitioner and pharmacist. 

9. RECOMMENDATION 

The Office of Controlled Substances recommends the addition of tapentadol and its related 
analogues (those having similar potential for abuse) to the schedules of the CDSA and the NCR. 

10. IMPLEMENTATION AND EVALUATION 

A regulatory package will be prepared and implemented according to Treasury Board 
Secretariat's Cabinet Directive on Streamlining Regulation and Federal Regulatory Process. 

An exemption from pre-pUblication in Canada Gazette Part I may be requested of Treasury 
Board. 

This regulatory proposal will come into force on the day it is published in Canada Gazette Part 
II Any evaluation will be conducted post- scheduling oftapentadol on the schedules of the 
CDSA and the NCR. 
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2. ISSUE 

in order to mitigate future post-market approval risks posed to Canadian public 
health and safety from any diversion, trafficking and abuse of any market approved tape~tadol 
(and its analogues having similar abuse potential). Currently, tapentadol is not yet mark~ted in 
Canada as a Notice of Compliance for NUCYNTA *CR, a new drug submission of Janssen-Ortho 
Inc.'s, has yet to be issued subject to review findings of the Therapeutic Products Directorate of 
the Health Products and Food Branch, Health Canada. 

To ensure that adequate controls are in place to prevent trafficking, diversion and abuse 
post-market approval, this proposal will introduce existing controls applied to controlled 
substances and narcotics on tapentadol and its analogues by scheduling tapentadol and i~s 
analogues as controlled substances and narcotics on the Schedules of the Controlled Drugs and 
Substances Act and the Narcotic Control Regulations respectively. These controls govern the 
production, importation, exportation, sale, provision, possession, transportation and disposal of 
tapentadol containing medications and will reduce opportunities for abuse, diversion and 
trafficking for illicit purposes. I 

3. PURPOSE 

To assess tapentadol against the criteria for the addition of a substance to one of the Schedules to 
the CDSA, and to determine whether this substance should be regulated as a controlled ~ubstance 
in Canada. 

4. CONTEXT 

Recent therapeutic drug design has focused on "novel" drugs having two mechanisms of 

3 
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analgesia. The first attempt was tramadol which acts as a weak opioid with effects on the uptake 
of norepinephrine and serotonin. Concerns with this drug include its dependence on the;P450 
cytochrome system and CYP 2D6 enzyme metabolism which may lead to increased risk'of drug 
interaction and the potential for seratonin syndrome. Recent research has recognized the I 
importance of norepinephrine blockade for more effective pain management. This led to the 
development of 

""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""'" Marketed: 

internationally under the trade name ofNUCYNTA®, two formulations oftapentadol have been 
developed including an immediate release(IR) tablet for the relief of acute pain and 

pe~ding 
issuance of a Notice of Compliance(NOC) upon a successful review. There is a possibility that 
such a NOC may be issued as early as December 2, 2010. I 

'II ill ;:mlllllITnrllUrll 
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Health Canada's objective is to ensure that tapentadol and any related analogues having possible 
abuse potential are added to Schedule I ofthe CDSA and to section 2(1) ofthe Schedule: ofthe 
Narcotic Control Regulations(NCR). This will restrict the availability oftapentadol opi6id 
related controlled substances to persons authorized to do so under the CDSA and NCR assuming 
market authorization for sales in Canada in the future. This objective aligns with the Office of 
Controlled Substances' ongoing activities to safeguard the public from drugs that may bd 
potentially trafficked, diverted or abused. 

Various scheduling activities have been performed in other countries and are discussed ~elow 
under international requirements and trends in control and/or scheduling. 

4.1 Legislative Frameworks 

4.1.1 Food and Drugs Regulations (under the Food and Drugs Act) 

The Food and Drugs Regulations (FDR) serve to ensure the safety, efficacy and quality 9fhealth 
products offered for sale in Canada, including drugs and medical devices. Prior to being given 
market authorization, a manufacturer must present substantive scientific evidence that thbir 
product is safe, efficacious and of high quality. For drugs, Health Canada reviews this I 

information carefully and, ifthe review is satisfactory, a Notice of Compliance(NOC) is issued 
and an appropriate Drug Identification Number(DIN) is assigned. 

A "drug" is defined under the FDR as any substnace or mixture of substances manufactured, sold 
or represented for use in: I 

(a) the diagnosis, treatment, mitigation or prevention of a disease, disorder or abnormal 
physical state, or its symptoms, in human beings or animals : 

5 
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(b) restoration, correction or modification of organic functions in human beings or 
animals, or 

(c) disinfection in premises in which food is manufactured, prepared or kept. 

As tapentadol is not yet market approved in Canada, it is currently illegal to market tapentadol as 
a drug in Canada. ' 

When a substance is being considered to be added to a schedule under the CDSA or its 
regulations by the Office of Controlled Substances, Controlled Substances and Tobacco. 
Directorate, Healthy Environments and Consumer Safety Branch, Health Canada, sever~l factors2 

are assessed. They are as follows: : 

• International requirements and trends in control and/or scheduling; 
• Chemical and/or pharmacological similarity to substances listed in the Schedules; to the 

m~ . 
• Legitimate use of the substance, including therapeutic, scientific, industrial and 

commercial uses; 
• Potential for abuse and/or addiction liability; 
• Evidene of extent of actual abuse in Canada and internationally; and, 
• Risk to personal and public health and safety. 

4.1.2 Controlled Drugs and Substances Act and its Regulations 

The Controlled Drugs and Substances Act (CDSA) provides a legislative framework for .the 
control of substances that can alter mental processes and may produce harm to the healtti of an 
individual or to society when diverted or misused. Except as authorized under regulatiOJ,i, 
activities such as possession, trafficking, importation, exportation, possession for the purpose of 
trafficking/importation/exportation and the production of controlled substances are prohibited 

I 
under the CDSA. i 

The CDSA and its regulations seek to support access to controlled substances for medical and 
scientific purposes while minimizing their diversion for illicit purposes. Controlled substances 

I 

are captured under Schedule I to V of the CDSA. . 

2 Controlled Substance Scheduling Working Group, Controlled Substances and Tobacco Directorate, 
Health Canada, draft document, "Factors Considered When Assessing a Substance To Determine Whether; To 
Schedule It Under the CDSA", 16 Apri12010. ' 
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Drug offence contraventions under the CDSA carry penalties of varying severity described in 
Part I of the CDSA. Offences associated with Schedule IV are similar to those associated with 

I 

substances in Schedule I, II and III except that there is no offence for simple possession., 

4.2 Assessment of Tapentadol (and its analogues of similar abuse potential) for 
Scheduling Purposes 

4.2.1 International Requirements and Trends in Control and/or Scheduling 

Moreover, the United Nations (U.N.) Is performing scheduling activities to have tapenta,dol 
included in Schedule I of the U.N. List of Narcotic Drugs. Consequently, as Canada is ~ 
signatory member country to the U.N. Drug Control Conventions, eventually Canada w~uld be 
required to control tapentadol as a narcotic once it is scheduled by the U.N.. . 
Below is an overview of control measures for tapentadol undertaken internationally. 

I: 1 1 I I Ilffilllmllllllllllll 
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United States of America 

Tapentadol IR for the relief of acute pain was approved by the FDA for marketing in th~ U.S. as 
a prescription drug on November 20th

, 2008. 

Tapentadol IR is available in the U.S. in formulations of 50, 7~ and 100 
mg. In the United States, on December 1,2009, J & JPRD had submitted its New Drug I 
Application(NDA) to the U.S. Food and Drug Administration for tapentadol extended I 

release(ER) oral analgesic tablets for the managment of moderate to severe chronic pain in 
adults. The ER formulation is designed to provide a higher degree of mechanical resista~ce such 
as to crushing and chewing. ' 

Furthermore, a NDA for a prolongeed release(PR) formulation of the NUCYNTA® tablyt was 
also recently submitted for approval to the Food and Drug Administration. 

4.2.2 Chemical and/or Pharmacological Similarity to Substances Listed in the Schedules to the 
CDSA 

Currently, morphine, oxycodone and hydromorphone are listed in Schedule I to the CDSA and 
I 

regulated under the NCR. ! 

Unlike tramadol which is a racemic mixture of (+) and (-) enantiomer~, with 
active metabolites contributing to its analgesic activity, ' 

8 
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A recent novel unified theorj on the structure activity relationship of opioids and opioi~ 
peptides did not examine tapentadol. As reported by the author, the theory had limitatio~s as it 
does not consider energy minimization, molecular or quantum mechanics. In addition, it is also 
simplistic and not representative of mainstream investigations in medicinal chemistry. . 

The log P value is 2.87 
indicating low solubility in water. The pKa 4values are 9.34 and 10.45. 

Here is a description of the pharmacological aspects oftapentadol. As for pharmacokinetic drug 
interactions, tapentadol has a low potential as it does not undergo metabolism by cytocItome 
P-450. Tapentadol may inhibit CYP2D6 enzyme to a very limited extent and not to an~ 
clinically significant level. I 

Pharmacodynamic opioid receptor-binding studies and recombinant receptor studies indicate that 
tapentadol is a strong opioid5

• 
. ...................................................................................................................................................................................................................................................................................................................................................................................................................................................................................................................................................... . 

! 

Other pharmacology, bioavialability and metablism data for tapentadol include, tapentadol's 
rapid absorption and attainment of maximum serum concentrations rapidlY; (Cmaxin 1.2~-1.5 hrs) 
and excreted via the renal system (99%) as inactive metabolites (69% conjugates; 27% as other 
metabolites; 2% as unchanged drug). Linear pharmacokinetics were observed as ! 

dose-proportional increases in the Cmax and area-under-the curve (AVC) values oftapentadol 
have been observed above the 50 to 150 mg dose range. Tapentadol's AVC and Cmax inbreased 

I 

by 25% and 16% following a high-calorie meal. Mean absolute bioavailability is 32% after a 
single dose as a result oftapentadol's extensive first-pass metabolism. It is widely distributed 
throughout the body with a distribution volume of 540 L with low plasma binding of 20fYo. 

I 

3 Goldberg J.S., 2010. Hypothesis- Stereochemical Basis for a Unified Structure Activity TheorY of 
Aromatic and Heterocyclic Rings in Selected Opioids and Opioid Peptides. Perspectives in Medicinal C~emistry, 
2010(4):1-10. i 

4 Ortho-McNeil- Janssen-Pharmaceuticals Inc. 2009. Nucynta ® (tapentadol) tablets. Medication/guide 
approved by the US FDA. Revised June 2010. I 

5 Prommer E., 2010. Tapentadol: An Initial Analysis. Journal ofOpioid Management, 6(3): 223-226. 

6 Fidman B., Nogid A.. 2010. Role ofTapentadol Immediate Release (Nucynta) in the Managerrient of 
Moderate to Severe Pain. Drug Forecast P&T. 35 (6):330-357. I 
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The apparent half-life (t1l2) of tap entado I post-oral administration is 3.93 hrs and over 95% is 
excreted within 24 hrs of dosing. Clearance is 1530+1-177 ml/min .. 

Tapentadol's pharmacokinetic properties7 are not impeded by renal impairment. Moder",te 
hepatic impairment decreases its metabolism leading to higher exposures and serum levels. 

4.2.3 Legitimate Use, Including Therapeutic, Scientific, Industrial and Commmercial Uses 

Currently, there is no legal approved use of tapentadol yet in Canada. 

4.2.4 Potential for Abuse and/or Addiction Liability 

Pain is a symptom of many medical conditions and can significantly interfere with a perfon's 
quality oflife and general functioning. Opioids are safe and effective in some patients !iowever, 
they can cause dependence, abuse and addiction. All patients treated with opioids need to be 

I 

carefully monitored by their health care professional for signs of abuse and addiction an~; to 
determine when such medications are no longer necessary. ! 

Physical dependence is defined by the American Pain Society as, "a state of adaptation ~hat is 
manifested by a drug class-specific withdrawal syndrome that can be produced by abru~t 
cessation, rapid dose reduction, decreasing blood level of the drug and 1 or administratiqn of an 
antagonist." It is an expected outcome of long-term opioid treatment that may also occut with 
short-term use. 9 Physical dependence should not interfere with prescribing these drugs. I It does 
not always correlate with tolerance· and develops with other classes of drugs (e.g. some I 

antidepressants, antihypertensives) and not just opioids 10 II. Patients with physical deperdence to 
! 

7Fidman B., Nogid A.. 2010. Role of Tapentadol Immediate Release (Nucynta) in the Managem¢nt of 
Moderate to Severe Pain. Drug Forecast P&T. 35 (6): 330-357. i 

8 American Pain Society. 2008. Definitions related ot the use of opioids for the treatment of pain.! 
http .. llwww.painpolicy.wisc.eduJdomestic/statesIKY/kymbguid.htm as cited in Kleber et al. 2009 i 

9 Adriaensen H., Vissers K. Noorduin H. Meert T. 2003. Opioid tolerance and dependence: an inbvitable 
consequence oftratement? Acta Anaesth Belg. 54:37-47 as cited in Kleber et al. 2009. I 

l<Nicholson B. 2003. Responsible prescribing of opioids fro the management of chroOnic pain. Qrugs. 
63(1):17-32 as cited in Kleber et al. 2009. 

1 I 
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opioids can have withdrawal symptoms without being addicted, but they do not exhibit 
compulsive drug-seeking behaviour associated with addiction. 
In order to avoid opioid withdrawal symptoms when discontinuing opioid therapy, the opioid 
dose should be tapered and not abruptly stopped. Physical dependence and tolerance ard expected 

I 

natural physiological consequences ofuseing certain classes of medications such as opioids. 
i 

Tolerance is defined as, "a state of adaptation in which exposure to a drug induces chng~s that 
resul in a diminution of one or more of the drug's effects over time" or simply, when mdre drug 
is required to acheive the same effect. I 

Distict from tolerance and physical dependence is addiction. Addiction is "a primary, ch;ronic, 
neurobiologic disease with genetic, psychosocial and environmental factors influencing !~ts 
development and manifestations ... characterized by behaviours that include one or more 6f the 
following: impaired control over drug use, compusive use, continued use despite harm, ~nd 
craving." Addiction results from intrinsic reinforcing properties of opioids comined wit1 
predisposing social, psychologic, physiologic and genetic triggers.12 13 . 

11Savage S.R. 2002. Assessment for adddiction in pain-treatment settings. Clin. J. Pain. 18:S28-S38 as cited 
in Kleber et al. 2009. I 

12Ballantyne J.e., LaForge K.S. 2007. Opioid dependence and addiction durign opioid treatment of chronic 
pain. Pain. 129:235-255 as cited in Kleber et al. 2009. ' 

13 Adriaensen H., Vissers K. Noorduin H. Meert T. 2003. Opioid tolerance and dependence: an in¢vitable 
consequence oftratement? Acta Anaesth Belg. 54:37-47 as cited in Kleber et al. 2009. I 

11 
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To complement these studies, other Phase II and ill studiesI4
,15,16 have been conducted for 

tapentadol IR in the past. 

14 Daniels S., Casson E., Stegmann J.u. et al.. 2009. A randomized, double-blind, phase III study 
compairing multiple doses of tapentadol IR, oxycodone IR, and placebo for postoperative (bunionectomy~ pain. 
Curf. Med. Res. Opin .. 25(3):765-77. 

15 Daniels S., Casson E., Stegmann J.u. et al.. 2009. A randomized, double blind, placebo-controlled phase 
III study of the relative efficacy and tolerability oftapentadol IR and oxycodone IR for acute pain. Curr.·Med. Res. 
Opin .. 25(6):1551-1561. : 

16 Stegmann J.u., Weber R., Steup A. et aI., 2008. The Efficacy and Tolerability of Multiple-dose 
Tapentadol Immediate Release for the Relief of Acute Pain Following Orthopedic (bunionectomy) Surgeb. Curr. 
Med. Res. Opin. 24(11):3185-3196. 
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Similar findings of infrequent opioid withdrawal and limited intensity were observed w~th 
tapentadol IR when compared with oxycodone IR in a 90-day, double-blind, randomize~ (4:1) 
study compairing flexible dosing of tapentadol IR 50 or 100 mg with oxycodone IR 10 ¥ 15 mg 
every 4 to 6 hours in 849 patients which chronic low back or osteoarthritis pain of the h~p or 
knee. 17 I 

Tapentadol has the potential to induce physical/psychological dependence 
as demonstrated in animal and human models. 18 

As the diversion and abuse of prescription drugs is of increasing concern (with a majority of drug 
users in many large urban centres in Canada being non-medicinal users of prescription ~pioids), 
government intervention is required given that the abuse potential is significantly enhanced when 

I 

tapentadol or any analogues thereof, are not scheduled. I 

Currently, tapentadol is only available to Canadians from any diverted or trafficked tapentadol 
medications that may be trafficked into Canada. Once approvals to market the CR forn:iulation in 
Canada have been given, tapentadol will become accessible to patients via prescription ~nd the 
potential for abuse will rise. i 

17Upmalis D., Okamoto A., Oh c., Buzoianu M., Stegmann J-U., Hale M. 2008. Symptoms of opioid 
withdrawal after discontinuation oftapentadol immediate release, an analgesic with mu-opioid receptor agonism. 
Presented at: 27th Annual Scientific Meeting of the American Pain Society; Tampa FL: May 8-10 2008 as cited in 
Kleber et al. 2009. ' 

18Guay Dr. 2009. Is tapentadol an advance on tramadol? Consult Pharm. 24(11):833-40 as cited in Kleber 
et al. 2009. ' 
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Lack of tap entado1 precursors as a commodity item as well as 

No precursors oftapentadol are listed on the Schedules ofthe CDSA. 

4.2.5 Evidence of Actual Abuse of the Substance in Canada and Internationally 

Currently, there are no reported cases oftapentadol related abuse or fatalities in Canada" This is 
priamarily due to the fact that it is not yet marketed in Canada and; that is has only been: available 
in the United States since June of2009. Nevertheless, the potential for abuse still exists, from 
diversion and trafficking from the United States. No border seizures have been reported by the 
Canadian Border Services Agency. Health Canada's Drug Analysis Service (DAS) has vot 
identified tapentadol in any samples seized by law enforcement. HPFB Inspectorate ideqtified no 
incidents however, there exists a possibility that tapentadol may still be being brought i*o 
Canada. ! 

Weare not currently aware of any foreign abuse data for tapentadol; only of the regulat~ry 
controls implemented by other jurisdictions. 

Some generic survey findings on opioid drug abuse in Canada include findings of CADl(JMS 
surveys for 2009 and 2008, a 2007 RCMP report, findings of an OPICAN cohort of 2001 and 
mortality trends related to prescription opioid analgesics in North America. . 

Recently released CADUMS 2009 survey results19 indicated that over the past year, 
pharmaceutical use and abuse has remained comparable to that of2008 (Health Canada,2009). 
Twenty-five percent (25%) of responders (vs. 28.4% in 2008) indicated that they had us~d a 
psychoactive pharmaceutical drug in the past-year. 2.3% vs. 0.6% in 2008 reported using such a 
drug to get high. Like in 2008, opioid pain relievers were the most commonly used category of 
pharmaceuticals used to get high when compared with tranquilizers and sedatives. Among users 
of pain relievers such as Percodan®, Demeral®, and OxyContin®, 2.3% (vs. 1.5% for 20Q8) 
corresponding to 0.4% (vs. 0.3% for 2008) of the total population, reported using them tp get 
high. Prevalence of abuse was about six times greater in youth aged 15-24 years of age (8.5% of 
users or 1.2% of the population vs. adults 25 years of age or 1.4% of users or 0.3% ofthb 
population). In 2008, provinces with the highest levels of abuse of opioid prescription d~gs were 

19 Health Canada. 2009. Canadian Alcohol and Drug Use Monitoring Survey. Available at: http://www.hc

sc.gc.calhc-ps/drugs-drogues/statl_2009/summary-sommaire-eng.php (site accessed on June 24,2010). ! 
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Alberta and British Columbia. 

Furthermore, Dhalla et aI., 200920 reported increased trends in mortality related to prescription 
opioid analgesics in Canada. Opioid-related eaths doubled, from 13.7 per million in 1991 to 27.2 
per millilon in 2004. This increase corresponded with increased prescribing of opioid 
analgesics2!. A comparison of the rate of overdose related to prescription opioid use in Ontario 
and the United States in 2002 showed a similarity between the overall adjusted death rates to the 
rates of per capita prescription-opioid use in these jurisdictions. This further demonstrates the 
need to implement controls on novel opioid anlgesics entering the Canadian marketplace such as 
tapentadol especially when North America has the world's highest consumption ofmedi'cal 
prescription opioids. I 

Preliminary data from RADARS® System indicate that prescription drug abuse is occuring across 
the U.S. and increased fairly rapidly between 2002 and 2005. Recent reports suggest hih,g rates of 
opioid prescribing may result in illicit use and deaths from overdose.222324 I 

Other survey findings indentified the growing potential for trafficking, diversion and abuse of 
prescription opioids. 

A key finding of the RCMP's 2007 report25 states that traffickers continue to practice diversion 
from domestic sources and international trafficking to acquire black-market pharmaceutical 
products. In 2007, synthetic opiate prescription drugs continued to be readily available and 
sought after on the illicit market. 

Previously, the OPICAN cohort26 of2001 had formerly identified the problem of illicitly 
I 

20 Dhalla LA., Mamdani M.M., Sivilotti M.L.A., Kopp A., Qureshi 0., Juurlink D.N. 2009. Prespribing of 
Opiod Analgesics and Related Mortality Before and After the Introduction of Long-Acting Oxycodone. danadian 
Medical Association Journal (CMAJ). 181 (12): 891-896. I 

2! Fischer B., Rehm J.. 2009. Deaths Related to the Use of Prescription Opioids. Canadian Medi~al 
Association Journal (CMAJ). 181 (12): 887-882. ! 

22 Cicero T.J. Dart R.C. Inciardi lA. Woody G.E. Schnoll S. Munoz A. 2007. The developmentlofa 
comprehensive risk-management program for prescription opioid analgesics: Researched Abuse, Diversidn and 
Addiction-Related Surveillance (RADARS®). Pain Med. 8(2): 157-170 as cited in Kleber et al. 2009. I 

23Hall A.J. Logan lE., Toblin R.L. et a1..2008. Patterns of abuse among unintentional pharmacevtical 
overdose fatalities. JAMA. 300: 2613-2620 as cited in Kleber et al. 2009. . 

24M cLellan A.T., Turner B. 2008. Prescription opioids, overdose deaths, and physician responsipility. 
JAMA. 300:2672-2673. 

25 RCMP.2007. Drug Situation in Canada 2007. Criminal Intelligence. ISBN: 978-1-100-12436JO. 
Available at: http://www.rcmp-grc.gc.caldrugs-drogues/pdf/drug-drogue-situation-2007 -eng.pdf (site accessed on 
June 15,2010) ! 

26 Fischer B., Rehm J.. 2009. Deaths Related to the Use of Prescription Opioids. Canadian Medibal 
Association Journal (CMAJ). 181 (12) pp. 887-882. I 
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obtained medicinal prescription opioids. 

4.2.6 Risk to Personal and Public Health and Safety 

IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII111111111111111111111111111111111111111111111 Adverse effects are primarily related to the eNS and GI,tract and 

have been reported to occur less frequently than in patients treated with other opioid me~ications 
e.g. oxycodone. 27 For this reason, clinical studies have demonstrated tapentadol's effectiveness 
in patients with chroni pain with an improved tolerability.28 29 . 

The co-administration of tap entado 1 with30 opioid analgesics, general anesthetics, phenothiazines, 
other tranquilizers, sedatives, hypnotics or other CNS depressants may result in additive:CNS 

I 

27Upmalis D., Okamoto A, Oh C., Buzoianu M., Stegmann J-D., Hale M. 2008. Symptoms of opioid 
withdrawal after discontinuation oftapentadol immediate release, an analgesic with mu-opioid receptor agonism. 
Presented at : 27th Annual Scientific Meeting of the American Pain Society; Tampa FL: May 8-10 2008 a~ cited in 
Kleber et al. 2009. . 

28 Afilalo M., Oh c., Okamoto A, Van Hove I., Stegmann J., Upmalis D .. 2008. Tapentadol immediate 
release compared with oxycodone immediate release for the relief of moderate to severe pain in patients ~th 
end-stage joint disease. Presented at: 27th Annual Scientific Meeting of the American Pain Society; TamPfl, FL: May 
8-10, 2008 as cited in Kleber et al. 2009. . 

29 Oh C., Upmalis D., Okamoto A, Buzoianu M., Stegmann J., Gimbel J. Tapentadol immediate ~elease is 
I 

associated with improved gastrointestinal tolerability compared with oxycodone immeidate release over 99 days in 
patients with lower back or osteoarthritis pain. Presented at the 27th Annual Scientific Meeting of the Arr\erican 
Pain Society: Tampa, FL: May 8-10,2008 as cited in Kleber et al. 20009. . 

30 Fidman B., Nogid A. 2010. Role ofTapentadol Immediate Release (Nucynta) in the Management of 
Moderate to Severe Pain. Drug Forecast P&T. 35 (6):330-357. 

1 I I I , I 'Tlillilliril 11:1H'1i:llllllIIH : II 

001159 

16 



<DRAFT> PROTECTED B 
Contains CBI 

depression. Furthennore, the administration of tapentadol with serotogenic drugs e.g. selective 
serotonin reuptake inhibitors (SRRIs), selective norepinephrine reuptake inhibitors (SNRIs) , 
tricyclic antidepressants (TCAs), MAO inhibitors and triptans may result in serotonin syndrome. 
Tapentadol is contraindicated in patients having impaired pulmonary function, parlytic ileus. 
This medication should not be used in combination with monoamine oxidase (MAO) inhibitors 
or within 14 days of discontinuation of MAO inhibitors. 

Furthennore, tapentadol should be used with caution in patients with asthma, chronic obstructive 
pulmonary disease, co pulmonale, severe obesity, sleep apnea, myxedema, kyphoscoliosis, CNS 
depression, seizures or coma. Tapentadol is not recommended in patients with severe renal or 
hepatic impainnent and should be used with caution in patients with moderate hepatic 
impainnent. Tapentadol may cause spasm of the sphincter of Oddi and should be used with 
caution3l in patients with bilary tract disease, including acute pancreatitis. 

As there are no well conducted studies of tapentadol in pregnant women, tapentadol sho,uld only 
be used during pregnancy if the potential benefit outweighs the risk to the fetus. It is not 
recommended for use in women during and immediately prior to labor and delivery. Neonates 
whose mothers have been taking tapentadol should be monitored for respiratory depression. 
Tapentadol should not be taken during breast feeding32

• Tapentadol should not be prescpbed for 
patients with head injury or increased intracranial pressure as opioid analgesics can raise 
cerebrospinal fluid pressure as a result of respiratory depression coupled with carbon di~xide 
retention. ' 

The U.S. FDA reports potential signals of serious risks / new safety infonnation identified by the 
Adverse Events Reporting System (AERS) from April to June 2010 include convulsion$, 
hallucinations and serotonin syndrome. The U.S. FDA is continuing to evaluate these i~sues to 
detennine the need for any regulatory action. 33 ' 

Despite tapentadol overcoming some of the liabilities oftramadol, it has the potential to also 
contribute to anticholinergic/ 5-HT3 antagonist effects .34 

3l Ortho-McNeil- Janssen-Pharmaceuticals Inc. 2010. Nucynta® Basic product information. 
http://www.nucynta.com. 

32 Ortho-McNei1- Janssen-Pharmaceuticals Inc. 2010. Nucynta® Basic product information. 
http://www.nucynta.com. 

33u.S. FDA. 2010. Adverse-Event Reporting System(AERS). http://www.fda.gov/Drugs/ 
GuidanceComplianceRegulatory Information/Surveillance/ AdverseDrugEffects/ucm223 734 .htm 

34Guay Dr. 2009. Is tapentadol an advance on tramadol? Consult Pharm. 24(11):833-40 
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Tapentadol may be abused by crushing, chewing, snorting, or injecting the product and pose 
significant risks to the abuser that could potentially result in overdose and death. Experience 
with tapentadol overdose is very limited. 

Should tapentadol not be scheduled under the CDSA, the risk to public health and safety is 
significant as it may easily become a preferred drug of abuse, one that may be diverted from its 
intended uses and trafficked into Canada due to its opioid like properties. 

5. ASSESSMENT OF RISKS AND BENEFITS 

The adverse effects of tapentadol are less severe than those of other similar opioid medications 
and are more tolerable on the gastro-intestinal tract. 

Tapentadol may be abused by crushing, chewing, snorting, or injecting the product and pose 
significant risks to the abuser that could potentially result in overdose and death. Experience 
with tapentadol overdose is very limited. 

Risks of product misuse may exist with the potential for diversion and trafficking to illicit 
markets including improper administration leading to potential harm and illness. 

The benefits of the availability and use of controlled tapentadol medications affords patients 
access to 

IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111""""""""""""""""'currently available while minimizing the risks of 

trafficking, diversion and abuse due to its opioid nature. 

6. IDENTIFICATION AND ANALYSIS OF OPTIONS 

Further to the assessment previously described, the following options for the control of 
tapentadol and its analogues of similar abuse potential have been identified. Scheduling under 
the CDSA is a three-step process in that substances are first assessed as to whether or not they 
should be included under a Schedule to the CD~SA. Should scheduling be deemed appropriate, it 
is then determined which Schedule(s) is/are most suitable. Then, depending on whether the 
substance has a legitimate use (scientific, medical or industrial) a decision is made as to !which 
regulation it should be subject to. 

18 
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Option 1: Status Quo - No Action. Tapentadol and its analogues of similar abuse potential 
remain as uncontrolled substances. 

PROS: 

CONS: 

a.NONE 

a. Potential for illicit trafficking, diversion, abuse, use, possession 
b. Should no action be taken on tapentadol and its analogues of similar abuse potential, as 
the sponsor is currently seeking market approval for this drug in Canada, serious risks to 
public health and safety would exist if no controls are implemented to safeguard the 
pUblic. 

Option 2: Non-regulatory or voluntary options. 

PROS: 

CONS: 

a.NONE 

a. Non-regulatory options are not feasible given the hazards and risks associated with 
tapentadol's potential for abuse, abuse liability. 

Option 3: Schedule tapentadol and its analogues of similar abuse potential under the CDSA and 
NCR 

PROS: 
a. In order to effectively mitigate the risks posed by tapentadol and its analogues of 
similar abuse-potential, a regulatory proposal to add tapentadol to the Schedules of the 
CDSA and NCR is the only option available. . 

b. Once scheduled, only licensed dealers of tapentadol or its analogues will be able to 
carry out the specific activities in their dealer's license for the specified tapentadql or 
analogue. 

c. Only those licensed dealers having the necessary permits to import and/or export 
tapentadol and its analogues of similar abuse potential may do so. 

d. Handling by pharmacists and practitioners will be restricted to conditions specified 
under the CDSA and NCR. 

e. Patient accessibility to tapentadol related medications will only be allowed through a 
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CONS: 

doctor's prescription. 

a. Minor cost burden associated with relabelling however, the sponsor is aware of and 
willing to incur these minor costs. 

7. CONSULTATION 

This regulatory proposal has undergone direct consultations with the sponsor upon publication in 
the Canada Gazette 

--------

Any comment period(s) afforded by the Federal 
Regulatory Process will provide an opportunity to address any stakeholder comments o~ this 
scheduling regulatory proposal. 

8. CONSIDERATIONS 

the statuatory authority governing opioids in Canada is the 
CDSA and for this reason, to effectively mitigate the potential future risks of trafficking, 
diversion and abuse tapentadol needs to be added to the Schedules of the CDSA and the NCR 

! 
and no consideration can be attributed to voluntary or non-regulatory mechanisms of control as 
they would not adequately safeguard public health and safety. 

Furthermore, the sponsor of the New Drug Submission on tapentadol, Janssen-Ortho Inc., 
I 

Presribing or dispensing tapentadol in situations where the practitioner or pharmacist may be 
concerned about an increased risk of misuse or abuse, require caution, control and attention on 
the part of the practitioner and pharmacist. I 

9. RECOMMENDATION 

The Office of Controlled Substances recommends the addition of tapentadol and its related 
analogues (those having similar potential for abuse) to the schedules of the CDSA and the NCR. 

10. IMPLEMENTATION AND EVALUATION 

A regulatory package will be prepared and implemented according to Treasury Board 
Secretariat's Cabinet Directive on Streamlining Regulation and Federal Regulatory Process. 
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An exemption from pre-publication in Canada Gazette Part I may be requested of Treasury 
Board. 

This regulatory proposal will come into force on the day it is published in Canada Gazette Part 
II Any evaluation will be conducted post- scheduling oftapentadol on the schedules of the 
CDSA and the NCR. 
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[DD/MM/YYYY] 

ISSUE (~>5 )~ 2. 
, ~ /) 

Canadian public health an4/safety are at risk from the (I diversion ~fficking of 
tapentadol (and fretn ~its analogues having similar abuse~tial) a's they are nO~~d on 
the Schedules to the Controlled Drugs and Substances Act OJ: ta@ Nffl"eotiz: Omllot' Reg lawnS.
Currently, tapentadol is not yet marketed in Canada. To ensure that adequate controls to prevent 
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abuse, diversion and trafficking are in place prior to any market approval, this proposal will 
introduce existing controls for controlled substances and narcotics on tapentadol by scheduling 
tapentadol as a controlled substance and a narcotic on the Schedules to the Controlled Drugs and 
Substances Act or the Narcotic Control Regulations respectively. These controls govern the 
production, importation, exportation, sale, provision, possession, transportation and disposal of 
tapentadol containing medications and will reduce opportunities for abuse, diversion and 
trafficking for illicit purp~ses./ 

3. PURPOSE < \i.~ v:-
To assess tapen~~a' the ~ors considered by the Office of Controlled Substances(OCS) 
when decidingto add ubstancet to one of~.he ~ S~ch dules to the CDSA.' and examine possible 

:~tions ~:::mionof~~ S~ ~S ~~\;L ~v ~ 
4.1 

5 ( \fII "O-r~ 
Legislative Frameworks C _ I I I... \.Y l r ~J ") 

'Y\vW\ wo--<~~~~ ~ \~,,~t~.A- ~....,."""~ -y . 
/J Controlled Drugs and Substances Act and its Regulations 
, 1 1, __ 
, r'P"/{) 

/ The Controlled Drugs and Su (CDSA) provides a legislative framework for the 
control of substances that can alter mental processes and may produce harm to the health of an 
individual or to society when diverted or misused. Except as authorized under regulation, 
activities such as possession, trafficking, importation, exportation, possession for the purpose of 
trafficking/importation/exportation and the production of controlled substances are prohibited 

under the CDSA. ~ 
}t-ow ~ jo 6~ ·/4/ 

The CDSA and its regulations seek to support the legH1maI r l"iii;tilFC, ImClb2JF~Ufi of ~ <'" 

controlled substances for medical and scientific purposes while minimizing diversion for illicit 
purposes. Controlled substances are captured under Schedules I to V of the C~~A:JPh~ 

~~~4s~~~ 
Drug offence contraventions under the CDSA carry penalties of varying severity described in 
Part I of the CDSA. Offences associated with Schedule IV are similar to those associated with 

~ substances in Schedules I, II and III except that there is no offence for simple possession. 

4.2 Background 
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id analgesics exe their p. ~fects on the mu-opioid receptors in the central nervous 
system(CNS) and on organs c ntaining smooth muscle. CNS actions of therapeutic value are 
analgesia and sedation. 

/

' Recent therapeutic drug design has focused on "novel" drugs having two mechanisms of 
analgesia. The first attempt was tramadol which acts as a weak opioid with effects on the uptake 

-1. Y of norepinephrine and serotonin. Concerns with this drug include its dependence on P450 ~ 
'\ .)' I cytochrome system and CYP 2D6 enzyme metabolism which may lead to increased risk of drug '\:/ ! interaction and the potential for seratonin syndrome. Recent research has recognized the ... 1 _ ): 

e..J . 'I) ") ~ , \ \ importance of norpeinephrine blockade for more effective pain management. This led to the ...v.~; /1 ' 
d~~1 XI). i development oftapentadol. / ~ .. \'I"y-

\V I \ 

~.~ 
~ _., pendmg Issuance ot a NotIce ot ComplIance subsequent to ()~_' \ 
~ ~uccessful reviews and ~pprovals. It ~ticipated that a Notice of Compliance (NOC) may be ., 

Issued by the TherapeutIC Products DIrectorate of Health Canada * December 2, 2010. ~ 
o.s eo->-(V ~ 

Control Regulations (NCR).T1ji:; will ~~e availability oftapentadol opioid related J' ' 
controlled substances m ~ to 0 persons authorized to do so under the CDS d 

Health Canada's objective is to ensure that tapentawtkd any related analogues having potential , 
abuse potential are added to Schedule I of the CDS1nd the Schedule section 2(1) of the Narcotic f~ 

~
c This objective aligns with the Office of Controlled Substances' ongoing activities '\ 

s guard the public from drugs that may be potentially abused or diverted. ~5 . 
~~~~--~1h~~~~~A -- ~~ _ _ /A\,\\ 

( _ 5. ASSESSMENT OFTAPENTADOL FOR SCHEDULING PURPOSES ~~'~'''' 
]-q:)u-IV\l'~~~ /,\~vttcJum ~r'"'- f\~ ((1:.1 
~ The following fact~eassesse'a ~hen substances are being considered for scheduling under 1.,,0 \ _ 
j \L"''''''V' the CDSA: 0- J-../?' -:-1""\ 

.. JIJ¥" ~ ,,~ !v' \ ,J; ~. -<.." Q. '1/ ,,~ 

i'I:') '\ ,\ • International requirements and trends in control and/or scheduling: I tr J 
)':~ \Qfl\t • Chemical and/or pharmacological similarity to substances listed i~ the Schedules ~ ~'.J 
( l'~ ~\ . CDSA; ~ 
v Legitimate use of the substance, including therapeutic, scientific, jndustrial and> 

_/'- \ ,C).' 

\{ \V XV 
1 Controlled Substance Scheduling Working Group, Controlled Substances and Tobacco Directorate, I 

Health Canada, Draft document "Factors Considered When Assessing a Substance.I.o-getennine Whether To 

S,hedule [lUnder The CDSA", 16 April 2010. " ' //"-- Z '\ / 
/MJ~~1. , 
'~g) 
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5.1 International Requirements and Trends in Control and/or Scheduling 

I h i LadvA. I.Euata 01 l...... V:; ~);,z 
~ovr.,r 

- L 
S~ r~~/ -- f{P:; 1/ 

\}JVi .->") ~ 
/71(fX ll1!Y' -(' at» w " i = 7 ::n-'- -- . ~ ? ~d..e. 

1ne UN is tlerfonning scheduling activities to have tapentadol included in Schedule I of the U.N. 
List on Narcotic Drugs. 5~ ~ il i)./Y\ ovr?r V~-1..- ~ c.)}Iltvoii .N'~ utA ~vt-o.,JGu-

1M k"'f1""'it,-,,,J~ ,"'1 Tc'o/V J'·u.n) ~~'c'ffo~ .; 
5.1.2 European Union' / J P. . 

/ 
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~lb~~'.1- . 
............. . 

5.1.3 United States of America 

/' / / ,,/,./ / --
/ ~f 

~ 
~~ 

~" /') \ r -I)"" ~ .)r' 
;.' (, /~ 

\~~~Interrn¢ona1iY ~ ¥trade ameyfNU<;V'NTfr'®, two..i"fiimiations 0 entadoi h c,e'" ~ 
~ . develpped in¥din~ it edia~elea~R~ fde relief of acute pain and tftl\~ 

~apentadol IR for relief of acute pain was ~ ~, ' . ~\ 

~\"\ approved by the FDA for marketing in the U.S. as a prescription drug on November 20th, 2008. \.;\.J~ .• ~ le \ 
Y- y r"'1,y1 

~ V~~ 
i .. JY '-:> ~. ",' 
v- ../ '[f c; 
\",/ I'f' /I \ 
"'\ () Yl 1,1 
.j{Y W 

~ After having received \J ( 
1.1 i) ~IV< ) approval from the U.S. FDA and U.S. DEA, tapentadol IR was available for the prescription -) 
If ~ market in the U.S. on June 23,2009 to patients Ij.years or oJPer~ Tapentadol IR is available in . '{ f 

the U.S. in formulations off 50, 75 and 100 mgj, """""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""" jJ \rJ!}( 
pin . 

t~JJ.mteQ ~Hates,;on December 1,2009, J&JPRD had submitted its New Drug '( ~~ t 
Application(NDA) to the U.S. Food and Drug Administration for tapentadol extended release . . \1}' \J 

/ }ER) oral analgesic tablets for the management of moderate to severe chronic pain in patients 18 ~ 
, )/ru; years .Of ag .. e or older. The ER formulation is designed to provide a higher degree of mechanical 

'~~/' / resistance such as to crushing and chewing. 'J:hg Np c .mng E.! iii: "sib itmeg$ to 
"'v\ - ---------= 

\Y~ ~~=;: ;:V'C jhUdtiet!H&patients aniiPfu2!.~, 

\1 Furthermore, a NDA for a prolonged release (PR) formulation of the NUCYNT A ® tablet was ) 
also recently submitted for approval to the Food and Drug Administration. / 
I' 

I 
5.1.4 South America 

5 
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5.2 Chemical and Pharmacological Similarity to Substances Listed in the Schedules to 
theCDSA 

5.2.1 Chemistry of Tapentadol 

Chemical Name: // 
CAS RN. 175591-i3~8 // 
Synonyms: BN-200, CG-5503, R-331333, Tapentadol, UNII-H8A007M585// 

// 
\ // 
\\ // 

Chemical Name: 
CAS RN. 175591-09-0 
Synonym: Nucynta, Tapentadol h 
Chemical Structure: 

/ 

/ 
/,/ 

/' 
/ 

// 

/ 

Unlike tramadol which is a racemic mixture of (+) and (-) enantiomers, with active metabolites 

If'lf"1 i 1 ''''r''Trrmmrlllllmliffillllllll i 
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The n-octanol:water partition coefficient log P value is 2.87 indicating a low solubility in water. 
The pKa values are 9.34 and 10.45 (Orotho-McNeil-Janssen Pharmaceuticals Inc. 2009). 

5.2.2 Pharmacology of Tapentadol 

/ ' 

f ~: ~'Jq)J ' / 
\~r~~ V"'PhaRrracodynarnic opioid receptor-binding studies an4. recombinant receptor stugies indicate ~.) 
~*' tapentadol is a strong opioid (Prommer, 2010), 'f"'"1 

.> 
~ 

7 
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Tapentadol has a low potential for pharmacokinetic drug interactions as it does not undergo 
) metabolism by cytochrome P-450. Tapentadol may inhibit CYP2D6 enzyme to a very limited 

!}J'\ /' extent, not to any clinically significant level. 
,ff'l f) 

\ 'f ':v\' 
"" Administration with acetaminophen, acetyl salicylic acid and naproxen has not resulted in 

clinically relevant changes in serum concentration. Co-administration with opioid analgesics, 
general anesthetics, phenothiazines, other tranquilizers, sedatives, hypnotics or other CNS 
depressants may result in additive CNS depression. Administering tapentadol with serotonergic 
drugs such as selective serotonin reuptake inhibitors (SSRIs), selective norepinephrine reuptake 

~,lutinhibitors (SNRIs), tricyclic antidepressants (TCAs), MAO inhibitors and triptans may result in 

y{y'.1 serotonin syndrome. .r ~ V 
r J "5W-""AL-J . // i} \f'~ ~ 

~~dol is rapidly absorbed aVreaches nkximum concentrations readily (Cmax in 1.25-1.5 
• \~.' hrs)and excreted via the renal system (99%) as inactive metabolites (69% conjugates; 27% as 

77 tJ· other metabolites; 2% as unchanged drug)(Fidman et aI., 2010). Linear pharmacokinetics were 
. I " observed as dose-proportional increased in the Cmax and area-under-the curve (AUC) values of 

. \ tapentadol have been observed above the 50 to 150 mg dose range. Tapentadol's AUC and Cmax 
increased by 25% and 16% following a high-calorie meal. Mean absolute bioavailability is 32% 
after a single dose as a result oftapentadol's extensive first-pass metabolism. It is widely 
distributed throughout the body with a distribution volume of 540 L with low plasma binding of 
20%. 

The apparent half-life(tI/2) oftapentadol post oral administration is 3.93 hours and over 95% is 
excreted within 24 hours of dosing. Clearance is 1530 +/- 177 mllminute. 

Tapentadol's pharmacokinetic properties are not impeded by renal impairment. Moderate hepatic 
impairment decreases its metabolism leading to higher exposures and serum levels. PK 
parameters of tapentadol have not been evaluated in patients with severe hepatic impairment 
(Fidman et aI., 2010). 

5.3 Legitimate Use, Including Therapeutic, Scientific, Industrial and Commercial Uses. 
8 

1[' .. ~ i·'· ·:1 ·F'[I-mJllIInrmn!IlIIT·11 i 
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~ 
~entadolI ucynta) is currently marketed in the United States 

5.4 Potential for Abuse and/or Addiction Liability ~'. I 
Pain is a symptom of many medical conditions and can s ~tl interfere with a person's I--5 -e€. ~'(i< 
quality of life and general functioning. 0 ioids are safe' d effective in some patients however, ,.....,p7J t ,-
can cause~~Ee!!.~l~llc.e...~and addiction. All patients treated with opioids nee to e ca y fvv 
monitored by their health care professional for signs of abuse and addiction and to determine i.<-'(JY J,',,~ 
when such medications je no longer necessary. cJt'1 ) J. .. W< ~ 

The abuse potential ~apentadol is well captured in the comprehensive abuse liability r~cJ ~J. 
assessment th.:~:b I keen submitted by the sponsor, Janssen-Ortho Inc. on 18 June 2010. ~ ~~¥b"'-t: 

9 
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To complement these studies, other Phase II and III studies have been conducted for~apentadol 
IR in the past (Stegmann et aI, Daniels et ai. as cited in Fidman et al. 2010) ~~~ 

~L~~5 tMA~ 
Survey Findings on Opioid Drug Abuse in Canada '< vJ\)'\!,: ~ ~ , 

fA key finding of the RCMP's 2007 report on the d situation in Canada, was that traffickers 

(

f continue to practice diversion from domestic sour s and international . 
black market pharmaceutical products. lAl' ~teq~laH~~~M-t~U(;jWl.g...Llas..telJa.aLtleCL-

\ 

constant fur decades. In 2007, synthetic opiate prescription drugs continued to be readily 
available and sought after on the illicit market. Wide availability and abuse of oxycodone 
continued to be a prominent problem in Eastern Canada (RCMP, 2007). 

I The OPICAN cohort of2001 had formerly identified the problem of illicitly obtained medicinal 
! prescription opioids (Fischer et aI., 2006). A notable finding from the Canadian Alcohol and 
h,Drug Use Monitoring Survey (CADUMS) 2008 is that more than Y4 Canadians (28.4%) aged 15 

'2 )years and older indicated use of an opioid pain reliever, a stimulant, a sedative or tranquilizer in 
,ii' /2008, with 0.6% of these respondents indicating the use of such pharmacological products to get 

),j,-<J'-> I a high (Health Canada, 2008). 
\\V j 
\ ! 

),.. ! 

i~ 
\,:'l 

Elsewhere, it was reported that out of these categories of pharmaceuticals, opioid pain relievers 
were the most commonly used. About one in five (21.6%) of the respondents reported use of 
opioid pain relievers in the 12 months preceding CADUMS 2008. Amongst users ofPercodan®, 
Demerol ® and OxyContin® opioid pain relievers, 1.5% corresponding to 0.3% of the total 

~o{ ,,~J population, reported using them to get high. Among users, a statistically significant difference in 
,:2.Q 2" I use was found between those aged between 15-24 years of age, five times greater use, than those 
'j L., 

\ above 25 years of age (p <0.05). (Youth: 4.9% of users, 0.9% of popUlation vs. Adults: 1.0% of 
\ \ users or 0.2% of the population). Population ofN= 1 6640. Provinces with the highest levels of V "\ abuse of opioid prescription drugs were Alberta and British Columbia. 

. ~In comparison to recently released CADUMS 2009 survey results, over the past-year, 
C ~ t\l;barmaceutical use and abuse has remained comparable to that of 2008 (Health Canada, 2009). 
) .et-~i t~nty-five percent (25%) of responders (vs. 28.4% in 2008) indicated that they had used a 

\ ~ ,~.'I A"N\"'A~~~i\-.~1 
\ ~>- ~~VV~ I ;L1 1 
~ ,j.M ~ """- ill' ~)\/"'- - , 
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/ psychoactive. ph~ace.utical drug .i~ the ~ast-~ear. 2.3 % vs 0.6% in 2008 reported using such a 
I drug to get hIgh. LIke m 2008, 0PI01d pam relIevers were most commonly used category of 
I pharmaceuticals used to get high when compared with tranquilizers and sedatives. Among users 
\ of pain relievers such as Percodan®, Demerol ® and OxyContin®, 2.3% (vs.l.5% for 2008) 
\\ corresponding to 0.4% (vs. 0.3% for 2008) of the total population, reported using them to get 

I high. Prevalence of abuse was about six times greater in youth aged 15-24 years of age (8.5 % of 
! users or 1.2% of the population vs. adults 25 years of age or 1.4% of users or 0.3% of the I population. 

Dhalla et al. 2009, reported increased trends in mortality related to prescription opioid analgesics 
in Canada. Opioid-related deaths doubled, from 13.7 per million in 1991 to 27.2 per million in 
2004. This increase corresponded with increased prescribing of opioid analgesics (Fischer et al. 
2009). A comparison of the rate of overdoses related to prescription opioid use in Ontario and the 
United States in 2002 showed that the overall death rates adjusted to the rates of per capita 
prescription-opioid use in these jurisdictions were similar. This further demonstrates the need to 
implement controls on novel opioid analgesics entering the Canadian marketplace such as 
tapentadol especially when North America has the world's highest consumption of medical 

,; .\preH~riPtion opioids. 
U. ~.J,w~ '" 
~ 5.4.1 otential for Abuse of Tapentadol 

I 

i Accessability 

Currently, tapentadol is only available to Canadians from any diverted or trafficked tapentadol 
medications that may be trafficked into Canada. Once approvals to market the CR formulation in 
Canada have been given, tapentadol will become accessible to patients via prescription. 

Precursors and clandestine synthesis 

"""""""""""""""""""""""""""""""""""""""""""""""'No precursors oftapentadol are listed on the Schedules of the CDSA. 

\ 
Abuse potential j v 

'.~' 

~ / 

'1f"«"""r''''I': 1"""~I'I'"l""rT·rrnmlrlllrnnrnrr II I 
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Currently, there are no reported cases oftapentad related abuse or fatalities in Canada."" ~v-l- \, ~ \. "> V 
prinldl ily since, it is not yet marketed in canad~e potential for abuse still exists from \i.. ';\ ,\
diversion and trafficking from the United States. No border seizures ha.ve been reported by .\. . 
Canadian Border Services Agency. \ +i ~. _ \ \ . I I.. Yo 0. viA i I", to lR.. ,'>1. 

Cl"~ 11\""'" \ 1- \1\.<>.-( 0" '1 n-e.e,. tu- u,,;k~ 

As the diversion and abuse of prescription drugs is of increasing concern (with a majority of 
drug users in many large urban centres in Canada being non-medicinal users of prescription 

~iOidS)' government intervention is required given that the abuse potential~ 
. ICy}JTA CIt ~ignificantly enhanced when tapentadol or any analogue thereof are not 
. scheduled. ~~ ~ 

5.4.2 Abuse Liability 

5.5 Evidence of Extent of Actual Abuse in Canada and Internationally 

Currently, therl are no reported cases oftapenta .. dol related abuse or fatalities in Canada ~ 
primarily sinc~it is not yet marketed in Canada ;\be potential for abuse still exists from 
diversion and trafficking from the United State~No border seizures have been reported by 
Canadian Border Services Agency. // / 

// , 

No evidence of actual abuse oftapenta961 is known or available from foreign countries. 

/ 
/ \Ql. ttV(,~L£'Y 

I V' 
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The co-administration of tapentadol with opioid analgesics, general anesthetics, phenothiazines, 
other tranquilizers, sedatives, hypnotics or other eNS depressants may result in additive eNS 
depression. 

Furthermore, the administration of tapentadol with serotonergic drugs e.g selective serotonin 
reuptake inhibitors (SSRIs), selective nor-epinephrine reputake inhibitors(SNRIs), tricyclic 
antidepressants (TeAs), MAO inhibitors and triptans may result in serotonin syndrome (Fidman 
et aI., 2010). 

Tapentadol is contraindicated in patients having impaired pulmonary function and parlytic ileus. 
This medication should not be used in combination with monoamine oxidase (MAO) inhibitors 
or within 14 days of discontinuation of MAO inhibitors. Also, tapentadol should be used with 

\ caution in patients with asthma, chronic obstructive pulmonary disease, co pulmonale, severe 
lobesity, sleep apnea, myxedema, kyphoscoliosis, eNS depression, seizures or coma. 

I 
I Tapentadol is not recommended inpatients with severe renal or hepatic impairment and should 
f be used with caution in patients with moderate hepatic impairment. 
/ 
l 
I 

I 

l 
! 

Tapentadol may cause spasm of the sphincter of Oddi and should be used with caution in 
patients with bilary tract disease, including acute pancreatitis (Ortho-McNeil- Janssen
Pharmaceuticals Inc. 2010). 

As there are no well controlled studies of tapentadol in pregnant women, tapentadol should be 
used during pregnancy only if the potential benefit justifies the potential risk to the fetus. It is not 
recommended for use in women during and immediately prioir to labor and delivery. Neonates 
whose mothers have been taking tapentadol should be monitored for respiratory depression. 
Tapentadol should not be taken during breast feeding (Ortho-McNeil- Janssen-Pharmaceuticals 
Inc. 2010). 

Tapentadol should not be prescribed for patients with head injury or increased intracranial 
pressure as opioid analgesics can raise cerebrospinal fluid pressure as a result of respiratory 

"'1F" "'-'r-I : I r- ',r'rT ffTlllTlllmllHrlllIDTll1 
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depression coupled with carbon dioxide retention. 

Tapentadol may be abused by crushing, chewing, snorting or injecting the product and pose 
significant risks to the abuser that could potentially result in overdose and death. Experience with 
tapentadol overdose is very limited. Management of overdose should be focused on treating 
symptoms of 

6. ASSESSMENT OF RISKS AND BENEFITS (Aryiz -J~,,~I '>1.i~"'':)7 foCV;'~Jhj. \ 
.)~ ~I~ 

Risks of product misuse may exist with the potential for diversion and trafficking to illicit 
markets including misadministration leading to potential harm and illness. 

Tapentado traindicated in patients having impaired pulmonary . and parlytic }leus.~ ~Jr 
This medication shou used in combination with mo ne oxidase (MAO) inhibitors ,~ . n . 
or within 14 days of discontinuation 0 .... Also, tapentadol shoudl be used with t 
caution in patients with astma, chronic Q ctive pulmon . e, co pulmonale, severe / '5. fp 
obesity, sleep apnea, myxede p osco.liosis, eNS depression, seiz / 

Tapentadol shoulanot be prescribe \ \'1\. ..... v \ 
l..\ 

<-pressure. 
'x" .:.j'~' 

\, ,.'\ 

the practitioner or pharmacist may be 7r)~'~//~:/'1 
~~~~......i·r; caution, control and attention on el 

el<'" V 
(S ~ 
~trv; 
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Administration with acetaminopheI1' acetyl sal~ acid and naproxen has not resulted in 
clinically relevant changes in conce hon. Co-administration with opioid analgesics, 
general anesthetics, phenothi . es, 0 r tranquilizers, sedatives, hypnotics or other CNS 
depressants may result in additiv S depression. Administering tapentadol with serotonergic 
drugs such as selective serot¢n relipt inhibitors (SSRIs), selective norepinephrine reuptake 
inhibitors (SNRIs), tricycy.« antidepressants J.,MAO inhibitors and triptans may result in 
serotonin syndrome. /' 

Patients should be cauti ed that tapentadol may impair the mental or physcial abilities required \ _ 'oJ 
for the performance of pot en s task . mg a car or operating machinery. (' lV\.\ 
This can be expected at the begi· reatment, at any c ange .well as in 
cominbnation wi or tranquilizers. 

apentadol may be abused by crushing, chewing, snorting or injecting the product and pose 
significant risks to the abuser that could potentially result in overdose and death. Experience with 
tapentadol overdose is very limited. MaaaBefflcnt ofOVej()ose stmlihl he fiJU1S@8 8ft tFeati:R8 ~ 

. 1 
~~V\AAn ~~~ . 

Tapentadollikely shares the samertsKs (, a u e and diversion as currently marketed, controlled 
prescription opioids. 

This regula ry proposal will tighten the security requirements surrounding the handling, storage 
and issuance 0 . ·ons. Once scheduled only licensed dealers of tapentadol or its 
analogues will be able to perform specific ac e and only 
those license e necessary permits to import and export them may 0 

Likewise, ~ists and _titieners '11m be -"cted to ~ditions as set out 
m the NCR. ---_,. 

16 
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The only cost burden to be incurre e those of the sponsor to amend prescription labelling. 
The sponsor is prepared to incuvt e costs of ame . g prescription drug labels to have them 
designated as narcotics through the addition of the printed "N" symbol. 

// 

( 
In the United States, there has been some mention of the possibility ofthe cost oftapentadol 
in~g as a result of the 

-----------------------------------------------
Hence, the expected econ~ __ .. __ ._ 

,~ is expected to be marginally low. 

7. IDENTIFICATION AND ANALYSIS OF OPTIONS 

Non-regulatory options are not feasible given the hazards and risks associated with tapentadol's 
abuse liability. 

In anada, drugs can be sold as non-prescription products or as prescription drugs. If at the time 
of approva , Canada determines that the medicinal ingredient should be dispensed b 
prescription, it must deve op ro osal to add that in· c e ule F of the 
Food and Drug Regulations (FDR). If the sub 
potential, dependence potential ere is already evidence of abuse In where, 
Health Canada may el d the substance or medicinal ingredient to one of the Schedules to 
the Control rugs and Substances Act (CDSA) and any applicable set of Regulations. 

In order to effectively mitigate the risks posed by tapentadol and its analogues of similar 
abuse-potential, a regulatory proposal to add tapentadol to the Schedules ofthe CDSA and NCR 
is the only option available. \.. f 

. / '/ i.f- t S pf'OF-'5"~ 

lOti it '\~Y,Lr¥b~ exp~Qte&that similar controls that exist fer the. 
merphiae, fiyQromorpMFle-and oxyeodoae Vfonld be adopted for tapentadol. Currently, 
morphine, oxycodone and hyrdomorphone are listed in Schedule I to the CDSA and regulated 
under the NCRirhe NCR require that persons be licensed before they can produce, make, ~ 
assemble, import, export, sell, provide, send, deliver, transport or destroy substances listed in it 
Schedule. In addition, the NCR regulates the activities of practitioners, pharmacists and licesed \. 
dealers. The following provides a short summary of the requirements imposed on these groups. ~ 

Practitioners ':Ie 
'--.- . ) <'-<} 
PractffiOn uired to provide patients with written prescriptions and no verbal i ... 1&- & 

prescriptions are permitted un ess the definition ofa verbal prescription f)) 
narcotic under the NCR. Pra~tjtioners are not permitted to proVl e~itten 

17 
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:t Practitioners may be required to provide information to the Minister regarding the use of 
narcotics rece~' ed, including the administering, selling or providing of them to a person, or 
prescriptions fo arcotics issued, among other things. In addition, practitioners may be required 
to produce any rec ds that are required to be kept under the NCR to an in~ector, and losses or 
thefts must be report~ within 10 days after the date that it was discover . 

"'-
If a practitioner wishes t~rovide drug samples to patients, he or sh must make a written order 
to a licensed dealer in ord~r~ have the product delivered to his 0 er medical clinic. 

Pharmacists 

Pharmacists are permitted to issue p as per the practitioner's instructions 
however, refills are not permitted. F ermore, no tr fers of prescriptions are permitted and 
pharmacists must report any loss or the within 10 d s after the date it was discovered. 

Pharmacists are required to record and retal for uditing purposes, all documents relating to all 
transactions for a period of at least 2 years. 

Licensed Dealers 

A licensed dealer is a person who has 0 ained a lic ce from Health Canada to carry out 
activities such as production, making, sembling, imp rting, exporting, selling, providing, 
transporting, sending or delivering c trolled drugs and bstances. 

Licensed dealers are required to port any loss or theft wit' 10 days after the date it was 
discovered and record detailed 1/ansaction and manufacturing' formation. They must also 
record and retain, in a mannerAhat enables audit, all documents ertaining to all transactions for a 

I 

period of at least 2 years. In I.ddition, there is a general requireme for substances and some 
finished products to be sto d in a vault as detailed in the Directive Physical Security 
Requirements for Contro ed Substances. All persons interested in co ucting activities with 
controlled substances st comply with the Directive in order to obtain dealer's license. 

Licensed dealers are ot permitted to distribute any product to practitioners 0 be dispensed 
unless a written or r has been received by the licensed dealer as per the NC In addition, no 
narcotic or contr ed substance as defined in G.Ol.OOl(l) of the Food and Dru 

~ may not be forwarded as a sample between physicians, dentist veterinary 
surgeons or p acists upon receipt of an order as per C.01.048(l). 

This regulatory proposal will impose reporting, security, storage and license and permit 
requirements for medications containing tapentadol or its related analogues. Once scheduled, 

'---1~ 
\ f7" 
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only licensed dealers of tapentadol or its analogues will be able to carry out the specific activities 
in their dealer's license for the specified tapentadol or analogue and only those licensed dealers 
having the necessary permits to import and/or export them may do so. Likewise, handling by 
pharmacists and practitioners will be restricted to the conditions specified under the Narcotic 
Control Regulations (NCR). Patient accessibility to 

containing prescriptions will only be allowed 
through a doctor's prescription only. 

8. CONSULTATIONS 

This regulatory proposal has undergone dir:ct consult~tions with t?e ~po~sor upon publication in I <l-~:\r~ ~ ~ 
the Canada Gazette. A 30-day comment penod followmg pre-publIcatIOn m Canada Gazette Part ·~i'·· 
I will afford an opportunity to address any stakeholder comments on this regulatory proposal and 
will be addressed upon this regulatory proposal's publication in Canada Gazette Part II. 

CONSIDERATIONS 

This issue analysis summary will require to be endorsed by the CSS-WG and Health Canada 
anagement. 

The Office of Controlled Substances(OCS) recommends the addition oftapentadol and its 
related analogues (those having any similar potential for abuse) to the schedules ofthe CDSA 
and NCR. 

Tapentadol (Phenol, 3-[(1R,2R)-3-(dimethylamino )-I-ethyl-2-methylpropyl]-) 

Tapentadol HCL (Phenol hydrochloride, 
3-[(1 R,2R)-3-( dimethylamino )-1-ethyl-2-methylpropyl]-) 

Tapentadol related analogues (e.g. esters, ethers, salts and the analogues exhibit similar abuse 
potential as tapentadol) 

CSS-WG to comment on this lAS and internal approvals obtained. 

The decision for Scheduling tapentadol and any analogues of similar abuse potential, re~ts..with 

theOffiCeofC~~~::~::~~~~~~~~~~~~::~~~::~~~. 
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s.20(1)(b) 

Directorate, HPFB, Health Canada on the 

August 2010 

PROTECTEDH 
Contains CHI 

. OCS to make formal declaratIOn ot schedulmg decIsIon. 

J Once a d .. n to Schedule has been made, the Office of Controlled Substances will proceed to 
'- prepare and submit t e proposal and package for internal a s and submission to 

? the Treasury Board of Canada, Privy i1 Office and a Ions Section Justice to 
,,~ _ pre-publish the regulatory proposal, Governor. Orders in Council (GOC) in Canada 
~\~\~ Gazette Part I followed by a 30-day ent penod. 

O,%1'7 Subsequently, co from interested stakeholders will be considered and any fl'!tTtHrf~£1 
~ or to the preparation of the final regulatory package for publication in Canada--

\ 
11. IMPLEMENTATION AND EVALUATION 

~iS regulatory proposal will come into force on the day it is . . Canada Gazette Part 
f~"" '. II. This scheduling amendment can only be e post scheduling oftapentadol on the 
-i-'~..; Schedules of the Control~ ana Substances Act and the Narcotic Control Regulations. 
)~~. -
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* NNUCYNTATM CR 

Tapentadol 

Controlled-release Tablets 
50 mg, 100 mg, 150 mg, 200 mg, and 250 mg 

Tapentadol (as tapentadol hydrochloride) 

Opioid Analgesic 

PART 1: HEALTH PROFESSIONAL INFORMATION 

SUMMARY PRODUCT INFORMATION 

Route of Dosage Form / Strength Nonmedicinal Ingredients 
Administration 
Oral Controlled-release tablet Silicified microcrystalline cellulose, 

50 mg, 100 mg, 150 mg, hypromellose, magnesium stearate, polyvinyl 
200 mg, and 250 mg alcohol, talc, polyethylene glycol, titanium 

dioxide, FD&C Blue #2 Aluminum Lake (100 
mg, 150 mg, 200 mg, and 250 mg tablets), 
yellow iron oxide (150 mg tablets) 

INDICATIONS AND CLINICAL USE 

Adults 
NUCYNTATM CR (tapentadol) is indicated for the management of moderate to moderately severe pain in 
adults who require continuous treatment for several days or more. 

Geriatrics (~5 years of age): 

In general, recommended NUCYNTA ™ CR dosing for elderly patients with normal renal and hepatic 
function is the same as for younger adult patients with normal renal and hepatic function. Because elderly 
patients are more likely to have decreased renal and hepatic function, care should be taken in dose 
selection as recommended (see DOSAGE AND ADMINISTRATION and ACTION AND CLINICAL 
PHARMACOLOGy). 

Pediatrics: 

The safety and efficacy ofNUCYNTATM CR has not been studied in the pediatric population. Therefore, 
use ofNUCYNTATM CR tablets is not recommended in patients under 18 years of age. 
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CONTRAINDICATIONS 

• 

• 

• 

• 

Patients who are hypersensitive to tapentadol, to opioids, or to any ingredient in the formulation or 
component ofthe container. For a complete listing, see the DOSAGE FORMS, COMPOSITION 
AND PACKAGING section of the Product Monograph; 

In patients with known or suspected mechanical gastrointestinal obstruction (e.g., bowel obstruction, 
strictures) or any diseases/conditions that affect bowel transit (e.g., ileus of any type); 

Patients taking monoamine oxidase (MAO) inhibitors (or within 14 days of such therapy) (see 

WARNINGS AND PRECAUTIONS) ; 

Severe renal or hepatic impairment (creatinine clearance ofless than 30 mL/min and/or Child-Pugh 

Class C); 

Patients with mild, intermittent or short-duration pain that can be managed with other pain 

medications; 

The management of peri-operative pain; 

• Patients with acute asthma or other obstructive airway, and status asthmaticus; 

• Patients with acute respiratory depression, elevated carbon dioxide levels in the blood, and cor 

pulmonale; 

• Patients with acute alcoholism, delirium tremens, and convulsive disorders; 

• Patients with severe CNS depression, increased cerebrospinal or intracranial pressure, and head 

mJury; 

• Women who are breastfeeding, pregnant, or during labour and delivery. 

WARNINGS AND PRECAUTIONS 

General 

NUCYNTATM CR (tapentadol) tablets must be swallowed whole. NUCYNTATM CR tablets should 
never be chewed, divided, dissolved or crushed. Taking broken or divided NUCYNTATM CR could 
lead to the uncontrolled release and rapid absorption of a potentially fatal dose of tapentadol. 

Patients who have received NUCYNTA ™ CR should be closely monitored, especially for signs of 
respiratory depression, until a stable maintenance dose is reached. Since alcohol increases the sedative 
effect of opioids, the concomitant use ofNUCYNTATM CR and alcohol should be avoided. 

Seizure Risk 

Spontaneous post marketing reports of patients receiving tapentadol indicate that seizures have been 
reported. Although tapentadol has been given with concomitant use of SSRls, SNRI and other 
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medications in clinical trials, precaution should be used when tapentadol is administered concomitantly 
with other medications that may cause seizures. If seizures occur, tapentadol should be discontinued. 

Risk of convulsions may also increase in patients with epilepsy, those with a history of seizures, or in 
patients with a recognized risk for seizure (such as head trauma, metabolic disorders, alcohol and drug 
withdrawal, CNS infections). 

Drug Abuse, Addiction And Dependence 

Tapentadol has a potential to cause psychological and physical dependence of the morphine-type (J.-l
opioid). In general, opioids have been associated with craving, drug-seeking behaviour and tolerance 
development. Cases of abuse and dependence on tapentadol have been reported. NUCYNT ATM CR 
tablets should not be used in opioid-dependent patients. Tapentadol can re-initiate physical dependence in 
patients who have been previously dependent or chronically using other opioids. In patients with a 
tendency to abuse drugs or have a history of drug dependence, and who are chronically using opioids, 
proper assessment of the patient, proper prescribing practices, periodic re-evaluation of therapy, and 
proper dispensing and storage are appropriate measures that help to limit abuse of opioid drugs. 

NUCYNT A ™ CR is intended for oral use only. NUCYNTA TM CR could be abused by breaking, 
crushing, chewing, snorting, or injecting the dissolved product. These practices will result in the 
uncontrolled delivery of the opioid and pose a significant risk to the abuser that could result in overdose 
and death. This risk is increased with concurrent abuse of alcohol and other substances. With parenteral 
abuse, the tablet excipients can be expected to result in local tissue necrosis, infection, pulmonary 
granulomas, and increased risk of endocarditis and valvular heart injury. 

NUCYNTATM CR should not be used in opioid-dependent patients since it cannot suppress morphine 
withdrawal symptoms, even though it is an opioid agonist. 

Abuse and addiction are separate and distinct from physical dependence and tolerance. In addition, abuse 
of opioids can occur in the absence of true addiction and is characterized by misuse for non-medical 
purposes, often in combination with other psychoactive substances. 

Tolerance as well as both physical and psychological dependence may develop upon repeated 
administration of opioids, and are not by themselves evidence of an addictive disorder or abuse. 

Concerns about abuse, addiction, and diversion should not prevent the proper management of pain. The 
development of addiction to opioid analgesics in properly managed patients with pain has been reported 
to be rare. However, data are not available to establish the true incidence of addiction in chronic pain 
patients. 

Proper assessment of the patient, proper prescribing practices, periodic re-evaluation of therapy, and 
proper dispensing and storage are appropriate measures that help to limit abuse of opioid drugs. 

Withdrawal Symptoms 

The opioid withdrawal syndrome may occur following abrupt discontinuation of therapy, and is 
characterized by some or all of the following: restlessness, lacrimation, rhinorrhea, yawning, perspiration, 
chills, myalgia, and mydriasis. Other symptoms also may develop, including irritability, anxiety, 
backache, joint pain, weakness, abdominal cramps, insomnia, nausea, anorexia, vomiting, diarrhea, 
increased blood pressure, respiratory rate or heart rate. 
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Patients on prolonged therapy may be withdrawn gradually from the drug if it is no longer required for 
pain control. Clinical experience suggests that withdrawal symptoms may be relieved by reinstitution of 
opioid therapy followed by a gradual, tapered dose reduction of the medication combined with 
symptomatic support. 

Risk of Overdosage 

Serious potential consequences of overdosage with NUCYNTA ™ CR are central nervous system 
depression, respiratory depression and death. In treating an overdose, primary attention should be given to 
maintaining adequate ventilation along with general supportive treatment (see OVERDOSAGE). 

Do not prescribe NUCYNTA ™ CR for patients who are suicidal or addiction prone. 

NUCYNTA ™ CR should not be taken in doses higher than those recommended by the physician. The 
judicious prescribing oftapentadol is essential to the safe use of this drug. With patients who are 
depressed or suicidal, consideration should be given to the use of non-narcotic analgesics. Patients should 
be cautioned about the concomitant use of tapentadol products and alcohol because of potentially serious 
CNS-additive effects of these agents. Because of its added CNS depressant effects, tapentadol should be 
prescribed with caution for those patients whose medical condition requires the concomitant 
administration of sedatives, tranquilizers, muscle relaxants, antidepressants, or other CNS-depressant 
drugs. Patients should be advised of the additive CNS depressant effects of these combinations. 

CNS Depression 

Patients receiving other opioid agonist analgesics, general anesthetics, phenothiazines, other tranquilizers, 
sedatives, hypnotics, or other CNS depressants (including alcohol) concomitantly with NUCYNT ATM CR 
may exhibit additive CNS depression. Respiratory depression, hypotension, profound sedation, coma or 
death may result if these drugs are taken in combination with NUCYNTATM CR. When such combined 
therapy is contemplated, a dose reduction of one or both agents should be considered. 

Head Injury and Increased Intracranial Pressure 

NUCYNTA ™ CR should be used with caution in patients with increased intracranial pressure or head 
injury, since the respiratory depressant effects of opioid receptor agonism include carbon dioxide 
retention and secondary elevation of cerebrospinal fluid pressure, and such effects may be markedly 
exaggerated in these patients. Also, pupillary changes (miosis) from tapentadol may obscure the 
existence, extent or course of intracranial pathology. Clinicians should also maintain a high index of 
suspicion for adverse drug reactions when evaluating altered mental status in these patients if they are 
receiving tapentadol (see WARNINGS AND PRECAUTIONS, Respiratory Depression). 

Respiratory Depression 

Respiratory depression is the primary risk of mu-opioid agonists. At high doses or in mu-opioid receptor 
agonist-sensitive patients, NUCYNT A TM CR may produce dose-related respiratory depression. Therefore, 
NUCYNT A ™ CR should be administered with caution to patients at risk for respiratory depression. In 
these patients alternative non-opioid analgesics should be considered. If respiratory depression occurs, it 
should be treated as an overdose. If naloxone is to be administered, use cautiously because it may 
precipitate seizures (see WARNINGS AND PRECAUTIONS, Seizure Risk and OVERDOSAGE). 
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Interactions with Alcohol and Drugs of Abuse 

Due to its mu-opioid agonist activity, NUCYNTATM CR may be expected to have additive effects when 
used in conjunction with alcohol, opioids, or illicit drugs that cause central nervous system depression, 
respiratory depression, hypotension, and profound sedation, coma or death (see DRUG 
INTERACTIONS). 

In Vitro Dissolution Studies 
In vitro dissolution studies have demonstrated that NUCYNTATM CR does not release tapentadol more 
rapidly in 0.1 N HCI containing up to 40% ethanol than in 0.1 N HCI. In vitro studies may not predict in 
vivo effects. 

Psychomotor Impairment 

Patients should be cautioned that NUCYNTATM CR may impair the mental and/or physical abilities 
required for the performance of potentially hazardous tasks such as driving a car or operating machinery. 
This is to be expected especially at the beginning of treatment, at any change of dosage, as well as in 
combination with alcohol or tranquilizers (see DRUG INTERACTIONS). 

Peri-operative Considerations 

NUCYNTATM CR is contraindicated for peri-operative pain relief. In the case of planned chordotomy or 
other pain-relieving operations, patients should not be treated with NUCYNTATM CR for at least 48 hours 
before the operation and NUCYNTA ™ CR should not be used in the immediate post-operative period. If 
NUCYNTATM CR is to be continued after the patient recovers from the post-operative period, a new 
dosage should be administered in accordance with the changed need for pain relief. The risk of 
withdrawal in opioid-tolerant patients should be addressed as clinically indicated (see Withdrawal 
Symptoms). 

The administration of analgesics in the peri-operative period should be managed by healthcare providers 
with adequate training and experience (e.g., by an anesthesiologist). 

Use With Serotonin Re-uptake Inhibitors (SSRIs) 

The deVelopment of a potentially life-threatening serotonin syndrome may occur with use of Serotonin or 
Norepinephrine Re-uptake Inhibitor (SNRI) products, including NUCYNTA ™ CR, particularly with 
concomitant use of serotonergic drugs such as Selective Serotonin Re-uptake Inhibitors (SSRIs), SNRIs, 
tricyclic antidepressants (TCAs), MAOIs (including linezolide, methylene blue and triptans) and with 
drugs that impair metabolism of serotonin. This may occur within the recommended dose. Serotonin 
syndrome may include mental status changes (e.g., agitation, hallucinations, coma), autonomic instability 
(e.g., tachycardia, labile blood pressure, hyperthermia), neuromuscular aberrations (e.g., hyperreflexia, 
incoordination) and/or gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea). 

Acute Abdominal Conditions 
As may occur with other analgesics, the administration ofNUCYNTATM CR may complicate the clinical 
assessment of patients with acute abdominal conditions. 
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Use In Drug And Alcohol Addiction 
NUCYNTA ™ CR is an opioid with no approved use in the management of addictive disorders. Its 
approved usage in individuals with drug or alcohol dependence, either active or in remission is for the 
management of moderate to moderately severe chronic pain requiring continuous treatment with an 
opioid analgesic. 

Patient Counselling Information 

A patient information sheet is included in the package ofNUCYNTATM CR tablets dispensed to the 
patient. 

Patients receiving NUCYNTA ™ CR should be given the following instructions by the physician: 

1. Patients should be informed that accidental ingestion or use by individuals (including children) 
other than the patient for whom it was originally prescribed may lead to severe, even fatal, 
consequences. 

2. Patients should be advised that NUCYNTATM CR contains tapentadol, an opioid pain medicine. 

3. Patients should be advised that NUCYNT A ™ CR should only be taken as directed. The dose of 
NUCYNTA ™ CR should not be adjusted without consulting with a physician. 

4. NUCYNTA ™ CR should be swallowed whole (not crushed, dissolved, divided, or chewed) due 
to the risk of fatal tapentadol overdose. 

5. Patients should be advised to report episodes of breakthrough pain and adverse experiences 
occurring during therapy. Individualization of dosage is essential to make optimal use of this 
medication. 

6. Patients should be advised not to combine NUCYNT ATM CR with alcohol or other central 
nervous system depressants (sleep aids, tranquilizers) because dangerous additive effects may 
occur resulting in serious injury or death. 

7. Patients should be advised that serious anaphylactoid reactions have rarely been reported; 
however, patients with a history of anaphylactoid reactions to any other medications may be at 
increased risk and should be closely monitored. 

8. Patients should be advised that NUCYNT ATM CR may increase the risk of seizures, particularly 
when taken above the recommended dose range or in combination with SSRIs, tricyclic 
antidepressants or other tricyclic compounds or with other opioids. 

9. Patients should be advised to consult their physician or pharmacist if other medications are being 
used or will be used with NUCYNTA ™ CR. 

1 O. Patients should be advised that if they have been receiving treatment with NUCYNTA ™ CR and 
cessation of therapy is indicated, it may be appropriate to taper the NUCYNT ATM CR dose, rather 
than abruptly discontinue it, due to the risk of precipitating withdrawal symptoms. 

11. Patients should be advised of the most common adverse reactions that may occur while taking 
NUCYNT A ™ CR: nausea, dizziness, constipation, headache and somnolence. 

8 

~ I Ii ilIIlilllilllnmmlTll 

001237 



12. Patients should be advised that NUCYNTATM CR may cause drowsiness, dizziness, or 
lightheadedness and may impair mental and/or physical ability required for the performance of 
potentially hazardous tasks (e.g., driving, operating machinery). Patients started on 
NUCYNTATM CR or patients whose dose has been adjusted should be advised not to drive a car 
or operate machinery unless they are tolerant to the effects of NUCYNTA ™ CR. 

13. Patients should be advised that NUCYNTA TM CR is a potential drug of abuse. They should 
protect it from theft or misuse. 

14. Patients should be advised that NUCYNTATM CR should never be given to anyone other than the 
individual for whom it was prescribed. 

15. Women of childbearing potential who become or are planning to become pregnant should be 
advised to consult a physician prior to initiating or continuing therapy with NUCYNTATM CR. 
Women who are breastfeeding or pregnant should not use NUCYNTATM CR. 

16. Patients should be informed that NUCYNTA ™ CR could cause seizures if they are at risk for 
seizure or have epilepsy. Such patients should be advised to use NUCYNTATM CR with care. 
Patients should be advised to stop taking NUCYNTATM CR if they have a seizure while taking 
NUCYNTATM CR and seek medical help immediately. 

Special Populations 

Use in Pancreatic/Biliary Tract Disease 
Drugs with mu-opioid receptor agonist activity may cause spasm of the sphincter of Oddi. NUCYNTATM 
CR should be used with caution in patients with biliary tract disease, including acute pancreatitis. 

Hepatic Impairment 
A study oftapentadol in subjects with hepatic impairment showed higher serum concentrations than in 
those with normal hepatic function. NUCYNTA ™ CR should be used with caution in patients with 
moderate hepatic impairment (see DOSAGE AND ADMINISTRATION, and ACTION AND 
CLINICAL PHARMACOLOGY, Pharmacokinetics). 

NU CYNT A ™ CR has not been studied in patients with severe hepatic impairment and, therefore, use in 
this population is contraindicated (see CONTRAINDICATIONS, DOSAGE AND 
ADMINISTRATION, and ACTION AND CLINICAL PHARMACOLOGY, Pharmacokinetics). 

Renal Impairment 
NUCYNT A ™ CR has not been studied in controlled efficacy studies in patients with severe renal 
impairment; therefore, its use in this population is contraindicated (see CONTRAINDICATIONS, 
DOSAGE AND ADMINISTRATION, and ACTION AND CLINICAL PHARMACOLOGY, 
Pharmacokinetics). 

Pregnant Women 
The safety of tapentadol in pregnancy has not been established. Therefore, NUCYNT A TM CR is 
contraindicated in pregnant women and prior to, or during labour. 

Nursing Women 
There is insufficient/limited information on the excretion of tapentadol in human or animal breast milk. 
Physicochemical and available pharmacodynamic/toxicological data on tapentadol point to excretion in 
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breast milk and risk to the suckling child cannot be excluded. NUCYNTA ™ CR should not be used 
during breast-feeding. 

Pediatrics « 18 years of age) 
The safety and efficacy ofNUCYNTATM CR has not been studied in the pediatric population. Therefore, 
use of NUCYNTATM CR tablets is not recommended in patients under 18 years of age. 

Geriatrics (> 65 years of age) 
Of the total number of patients in Phase 2/3 double-blind, multiple-dose clinical studies ofNUCYNTATM 
CR, 28% (1023/3613) were 65 years and over, while 7% (245/3613) were 75 years and over. No overall 
differences in effectiveness or tolerability were observed between these patients and younger patients. 

In general, recommended dosing for elderly patients with normal renal and hepatic function is the same as 
for younger adult patients with normal renal and hepatic function. Because elderly patients are more 
likely to have decreased renal and hepatic function, consideration should be given to starting elderly 
patients within the lower range of recommended doses (see ACTION AND CLINICAL 
PHARMACOLOGY, Pharmacokinetics). 

ADVERSE REACTIONS 

Adverse Drug Reaction Overview 

NUCYNT ATM CR was studied in nine multiple-dose, active- or placebo-controlled Phase 2/3 studies. 
Patients were treated with doses ranging from 21.5 mg to 250 mg ofNUCYNTATM CR dosed twice a 
day. 3613 patients with moderate to severe pain were treated with NUCYNTATM CR, including 227 with 
exposure for more than 1 year. More than 60% ofNUCYNTATM CR-treated subjects were opioid naive 
(see DOSAGE AND ADMINISTRATION). The population was 18 to 91 years old (mean age 57.4 
years). 

Based on data from the placebo- and/or active-controlled studies that administered multiple doses of 
NUCYNTATM CR, 62% ofNUCYNTATM CR-treated patients experienced adverse reactions. These were 
predominantly of mild and moderate severity. The most common adverse reactions (reported by ~O% in 
any NUCYNTATM CR dose group) were: nausea, dizziness, constipation, headache and somnolence. No 
differences in tolerability were observed between opioid naive and opioid experienced subjects. 

The most common reasons for discontinuation due to adverse reactions in the studies described above 
(reported by ~ % in any NUCYNTA ™ CR dose group) for NUCYNTATM CR and placebo-treated 
patients were nausea (4.3% vs. 1.3%), dizziness (3.1% vs. 0.7%), vomiting (2.8% vs. 0.5%), somnolence 
(2.0% vs. 0.2%), constipation (1.4% vs. 0.2%), headache (1.2% vs. 0.3%) and fatigue (1.2% vs. 0.3%), 
respectively. 

Withdrawal symptoms may occur if an opioid analgesic is discontinued abruptly. In all NUCYNTATM CR 
clinical studies, all treatment was discontinued following patient exposure up to 1 year, without a 
requirement for a tapering regimen. In all Phase 2/3 NUCYNT ATM CR studies, patients taking 
NUCYNT A TM CR who stopped abruptly without initiating alternative opioid therapy were assessed for 
withdrawal symptoms between 2 to 4 days after discontinuation, and then between 5 to 14 days after 
discontinuation, using the Clinical Opioid Withdrawal Scale. There were 635 patients in the 
NUCYNT ATM CR group assessed between Day 2 and Day 4 after abrupt cessation of treatment with 
11.8% and 2.0% of patients having mild or moderate withdrawal, respectively. Assessments on Day 5 or 
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later were available for 1145 patients treated with NUCYNTATM CR (mild, 5.1%; moderate 0.3%). 
Withdrawal symptoms may be reduced by further tapering NUCYNTATM CR. 

Clinical Trial Adverse Drug Reactions 

Because clinical trials are conducted under very specific conditions the adverse reaction rates 
observed in the clinical trials may not reflect the rates observed in practice and should not be 
compared to the rates in the clinical trials of another drug. Adverse drug reaction information 
from clinical trials is useful for identifYing drug-related adverse events and for approximating 
rates. 

Double-Blind Studies 
Adverse reactions reported in ;::i % or more ofNUCYNTATM CR-treated patients with moderate to severe 
pain from eight double-blind, active and/or placebo-controlled studies are summarized in Table 1. 

"'''~,,'' 

Table 1: Adverse Drug Reactions Reported by ~ % of NUCYNTATM CR-Treated Patients In Phase 
2/3 Double-Blind (Placebo- and/or Active-Controlled) Multiple-Dose Clinical Studies 

NLJCYNT Modified release , Modified release Placebo 
System/Organ Class oxycodone tramadol 
MedDRA Preferred Term (n=2328) (n=1249) (n=249) (n=1498) 

% % 0/0 % 
~, 

'AnyADR 

Cardiac disorders 

rate increased 1 

iEye disorders 

Vi disturbance 1 1 <1 ! 

Gastrointestinal disorders 

Nl 18 37 22 9 
'''''~, , 

! ('oTI<:tin"tirm 10 
,~ 

30 12 6 

I V ('~;t;~;; 7 21 14 3 

Diarrhea 5 5 3 5 

D" "1"1' <u 2 2 I 2 

IN-" ~ 1 discomfort 

General disorders and administration site conditions 

<atigue 5 3 

Mllr,o<:" 1 dlym;;1;1; 

Asthenia 3 4 

Feeling of body temperature 
2 

3 
<1 

chan~e 

iEdema 1 3 2 I 

Ibilitv 1 1 1 

'Metal and nutrition disorders 

Decreasecl appetite 2 

:Nervous system disorders 
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Table 1: Adverse Drug Reactions Reported by ;:i % of NUCYNTATM CR-Treated Patients In Phase 
2/3 Double-Blind (Placebo- and/or Active-Controlled) Multiple-Dose Clinical Studies 

NUCYNTATM CR Modified release Modified release Placebo 
System/Organ Class oxycodone tramadol 
MedDRA Preferred Term (n=2328) (n=1249) (n=249) (n=1498) 

0/0 % % 0/0 

Dizziness 14 22 17 

Hp~iI::H~hp 12 13 

Somnolence 8 8 3 ! 
1 

1M contractions 1 i 
2 2 

involuntary 
~c C 

!Tremor 1 4 <1 
=~= 

;LUrb<tm;c in attention 2 <1 
;~ " ~~i~ 1 1 <1 ,r 

C C~ 

i Psychiatric disorders 

Sleep disorder 5 5 
cc 

!Anxiety 3 3 2 1 
, m_ "" ~,,< cc 

I Dcplc:s:scu 1 2 1 1 

INcr 1 1 <1 <1 

IRes" 1 1 1 <1 
C Cc'C' 

I Abnor dreams 1 1 <1 <1 

i Perception disturbances 1 <1 <1 <1 
~ C <~_c , VYW v." cwc,= 

I.ReproduclI ,to system and breast disorders 

Sexual dysfunction 1 
=.~. 

iRespiralOry, thoracic and mediastinal disorders 
o. cw ,,~ " 

!Dyspnea 1 2 

Skin and subcutaneous tissue disorders 
WI ",,'c< c, , "_YAW'"'''''' "'''~ 

Pruritus ci 4 15 
,_ ,.,' L""A'" = 

I Hyperhidrosis 'I 5 5 11 "ywy,.L .. "'w,,_~_""" 

tRash 
I 

2 2 1 I 
.cL_c~oco 

j Vascular disorders 
,~. '" ~ '" '" , " .. ,,' ,,- ~y~",,,, Cccco 

!Flushing :! 2 2 1 1 
, 
I 
I 

Less Common Clinical Trial Adverse Drug Reactions «1 %) 

The following adverse drug reactions occurred in less than 1% in NUCYNTATM CR-treated patients in 

the double-blind, placebo- or active-controlled clinical studies: 

• Cardiac disorders: heart rate decreased 
• Gastrointestinal disorders: impaired gastric emptying 
• General disorders and administration site conditions: drug withdrawal syndrome, feeling 

abnormal, feeling drunk, feeling of relaxation 
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• Immune system disorders: drug hypersensitivity 
• Metabolism and nutrition disorders: weight decreased 
• Nervous system disorders: memory impairment, mental impairment, depressed level of 

consciousness, dysarthria, coordination abnormal, balance disorder, hypoesthesia, presyncope, 
syncope, sedation 

• Psychiatric disorders: disorientation, agitation, confusional state, euphoric mood, drug 
dependence, thinking abnormal 

• Renal and urinary disorders: urinary hesitation, pollakiuria 
• Respiratory, thoracic and mediastinal disorders: respiratory depression 

• Skin and subcutaneous tissue disorders: urticaria 
• Vascular disorders: blood pressure decreased 

ill addition, seizure occurred in one volunteer with a history of seizure in a Phase I study. 

DRUG INTERACTIONS 

• Use NUCYNTATM CR with caution in patients currently using specified centrally-acting drugs or 
alcohol. 

• Do not use NUCYNTATM CR in patients currently using or within 14 days of using a monoamine 
oxidase inhibitor (MAOn. 

Overview 

Tapentadol is mainly metabolized by glucuronidation, a system with a very high capacity which is not 
easily saturated even in disease. As therapeutic concentrations of drugs that are subject to glucuronidation 
are generally well below the concentrations needed for potential inhibition of glucuronidation, the risk of 
clinically relevant interaction between these drugs is generally low. The following substances have been 
included in a set of interaction studies without any clinically significant finding: acetaminophen, 
acetylsalicylic acid, naproxen and probenecid. The pharmacokinetics of tapentadol were not affected 
when gastric pH or gastrointestinal motility were increased by omeprazole and metoc1opramide, 
respectively. 

Plasma protein binding oftapentadol is low (approximately 20%). Therefore, the likelihood of 
pharmacokinetic drug-drug interactions by displacement from the protein binding site is low. 

Drug-Drug Interactions 

Drugs Metabolized by Cytochrome P450 Enzymes 
ill vitro investigations indicate that tapentadol does not inhibit or induce P450 enzymes. Thus, clinically 
relevant interactions mediated by the cytochrome P450 system are unlikely to occur. 

Drugs That Inhibit or Induce Cytochrome P450 Enzymes 
The major pathway oftapentadol metabolism is conjugation with glucuronic acid to produce 
glucuronides, a high capacity metabolic pathway. To a lesser extent, tapentadol is additionally 
metabolized to N-desmethyl tapentadol (13%) by CYP2C9 and CYP2C19, and to hydroxy tapentadol 
(2%) by CYP2D6, which are further metabolized by conjugation. Since only a minor amount of 
tapentadol is metabolized via the oxidative pathway, clinically relevant interactions mediated by the 
cytochrome P450 system are unlikely to occur. 
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Centrally Acting Drugs and Alcohol 
Patients receiving other opioid agonist analgesics, general anesthetics, phenothiazines, antiemetics, other 
tranquilizers, sedatives, hypnotics, or other CNS depressants (including alcohol) concomitantly with 
NUCYNT A ™ CR may experience additive CNS depression. Interactive effects resulting in respiratory 
depression, hypotension, profound sedation, or coma may result if these drugs are taken in combination 
with NUCYNTATM CR. If such combined therapy is contemplated, a dose reduction of one or both agents 
should be considered. Use ofNUCYNTATM CR with alcohol should be avoided. 

Monoamiue Oxidase Inhibitors 
NUCYNTATM CR is contraindicated in patients who are receiving monoamine oxidase (MAO) inhibitors 
or who have taken them within the last 14 days due to potential additive effects on norepinephrine levels, 
which may result in adverse cardiovascular events (see CONTRAINDICATIONS). 

Drug-Food Interactions 

No effects on the pharmacokinetics ofNUCYNTATM CR were observed with administration of a high fat 
meal. NUCYNT A ™ CR can be taken with or without food. 

Drug-Herb Interactions 

Interactions with herbal products have not been established. 

Drug-Laboratory Interactions 

Interactions with laboratory tests have not been established. 

Drug-Lifestyle Interactions 

The concomitant use of alcohol should be avoided. Due to its mu-opioid agonist activity, NUCYNTATM 
CR may be expected to increase the sedative effect of alcohol. 

DOSAGE AND ADMINISTRATION 

Dosing Considerations 

• As with many centrally acting analgesic medications, the dosing regimen should be individualized 
according to the severity of pain being treated, the patient's medical and analgesic history and the 
ability to follow-up and provide oversight of treatment. Owing to the varied response to opioids 
observed between individuals, it is recommended that all patients be started at the lowest possible 
dose of opioid therapy and titrated to an adequate level of analgesia, balanced against acceptable 
adverse reactions. 

• NUCYNTA TM CR tablets are to be swallowed whole and not to be broken, chewed, dissolved, or 
crushed. Taking broken, chewed, dissolved, or crushed NUCYNT A ™ CR tablets could lead to rapid 
release and absorption of a potentially fatal dose oftapentadol. 

Recommended Dose and Dosage Adjustment 

NUCYNT A ™ CR tablets can be taken with or without food. 
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Initiation of Therapy 
Patients Currently Not Taking Opioid Analgesics (Opioid Naive) 
Patients currently not taking opioid analgesics should begin NUCYNTA ™ CR therapy with 50 mg twice 
a day (approximately every 12 hours) and then be individually titrated to an optimal dose within the 
therapeutic range of 100 mg to 250 mg twice daily. 

Patients Currently Taking Opioid Analgesics (Opioid Experienced) 
Due to the dual mechanism of action oftapentadol (see ACTION AND CLINICAL 
PHARMACOLOGy), caution should be exercised when switching from pure mu-opioids to tapentadol. 

Generally, the nature of the previous analgesic, its administration and the mean total daily dose should be 
taken into account in choosing the initial dose. NUCYNTA ™ CR clinical studies demonstrated 
comparable pain relief between tapentadol CR and oxycodone CR at a dose ratio of 5: 1. Published 
relative potency information may be used to calculate the relative equianalgesic dose of other opioids to 
oxycodone. Clinical guidelines suggest that a switch to a new drug should be accompanied by a 50% 
reduction in the calculated dose. Further adjustment to reach the optimal dose is recommended (see 
Individualization of Dose and Maintenance of Therapy). Patients should receive appropriate follow-up 
and oversight to ensure adequate analgesia and to minimize side effects. 

The recommended NUCYNT ATM CR daily dose is 100 mg to 250 mg twice daily, taken approximately 
every 12 hours. 

Individualization of Dose and Maintenance of Therapy 
Pain relief and other opioid effects should be frequently assessed. In clinical practice, titration of the total 
daily dose ofNUCYNTATM CR should be based upon the amount of supplemental opioid utilization, 
severity of the patient's pain, and the patient's ability to tolerate NUCYNTATM CR. Patients should be 
titrated to a dose providing a meaningful improvement of pain with acceptable tolerability. 

Experience from clinical studies has shown that a titration regimen in increments of 50 mg NUCYNTATM 
CR twice daily every 3 days was appropriate to achieve adequate pain control in most patients. Total daily 
doses greater than 500 mg ofNUCYNTATM CR have not been studied and, therefore, are not 
recommended (see CLINICAL TRIALS). 

If signs of excessive opioid-related adverse experiences are observed, the dose can be reduced depending 
on patient status and medical judgment. Adverse events can be treated symptomatically as well. Once 
adverse events are under control, upward titration can continue to an acceptable level of pain control. 
During periods of changing analgesic requirement, including initial titration, frequent contact is 
recommended between physician and/or health care provider and the patient. 

Management of Patients Requiring Rescue Medication 
If rescue medications are warranted for episodes of pain in the course of appropriate adjustments of 
NUCYNTATM CR dose, medications such as acetaminophen, ibuprofen or tramadol may be given. 
Fentanyl products should not be used as rescue medication in patients taking NUCYNTA TM CR. If 
immediate release tramadol is used as rescue medication, the total daily dose oftramadol should not 
exceed 400 mg. Selection of rescue medication should be based on individual patient conditions. For 
patients whose dose has been titrated to the recommended maintenance dose, without attainment of 
adequate analgesia, the total daily dose may be increased, unless precluded by side effects. 
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Discontinuation of Treatment 
Patients on prolonged therapy may be withdrawn gradually from the drug if it is no longer required for 
pain control. Clinical experience suggests that withdrawal symptoms may be relieved by reinstitution of 
opioid therapy followed by a gradual, tapered dose reduction of the medication combined with 
symptomatic support (see WARNINGS AND PRECAUTIONS). 

Renal Impairment 
No dosage adjustment is recommended in patients with mild or moderate renal impairment (see ACTION 
AND CLINICAL PHARMACOLOGY, Pharmacokinetics). 

NUCYNTA ™ CR has not been studied in controlled efficacy studies in patients with severe renal 
impairment. The use in this population is contraindicated. 

Hepatic Impairment 
No dosage adjustment is recommended in patients with mild hepatic impairment (see ACTION AND 
CLINICAL PHARMACOLOGY, Pharmacokinetics). 

NUCYNTATM CR should be used with caution in patients with moderate hepatic impairment. Treatment 
in these patients should be initiated at 50 mg NUCYNTATM CR and not be administered more frequently 
than once every 24 hours. Further treatment, which may include dose titration, should reflect maintenance 
of analgesia with acceptable tolerability (see ACTION AND CLINICAL PHARMACOLOGY, 
Pharmacokinetics). 

NUCYNTA ™ CR has not been studied in patients with severe hepatic impairment and use in this 
population is contraindicated. 

Elderly Patients 
In general, recommended dosing for elderly patients with normal renal and hepatic function is the same as 
for younger adult patients with normal renal and hepatic function. Because elderly patients are more 
likely to have decreased renal and hepatic function, consideration should be given to starting elderly 
patients within the lower range of recommended doses. 

Missed Dose 

Patients should be advised not to take extra tablets or a double dose to make up for a missed dose. 
NUCYNTATM CR should be taken once approximately every 12 hours. 

Administration 

NUCYNT A ™ CR tablets are to be swallowed whole with the aid of liquids, and must not be broken, 
chewed, dissolved, or crushed. Taking broken, chewed, dissolved, or crushed NUCYNTA ™ CR tablets 
could lead to rapid release and absorption of a potentially fatal dose of tapentadoL 
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OVERDOSAGE 

For management of a suspected drug over.dose contact your regional Poison Control Centre. 

Human Experience 

Experience with NUCYNTATM CR overdose is very limited. Preclinical data suggest that symptoms 
similar to those of other centrally-acting analgesics with mu-opioid receptor agonist activity are to be 
expected upon intoxication with tapentadol. In principle, the clinical manifestations of opioid overdose 
are miosis, vomiting, cardiovascular collapse, consciousness disorders up to coma, convulsions, and 
respiratory depression up to respiratory arrest. 

Management of Overdosage 

Management of overdosage should be focused on treating symptoms of mu-opioid receptor agonism. 
Primary attention should be given to re-establishment of a patent airway and institution of assisted or 
controlled ventilation when overdosage ofNUCYNTATM CR is suspected. 

Pure opioid antagonists, such as naloxone, are specific antidotes to respiratory depression resulting from 
opioid overdose. Respiratory depression following an overdose may outlast the duration of action of the 
opioid antagonist. Administration of an opioid antagonist is not a substitute for continuous monitoring of 
airway, breathing, and circulation following an opioid overdose. lfthe response to opioid antagonists is 
suboptimal or only brief in nature, an additional antagonist should be administered as directed by the 
manufacturer of the antagonist product. Overdosage with naloxone has been associated with seizure. 

Gastrointestinal decontamination may be considered in order to eliminate unabsorbed drug. 
Gastrointestinal decontamination with activated charcoal or by gastric lavage may be considered within 2 
hours after intake. Before attempting gastrointestinal decontamination, care should be taken to secure the 
airway. 

ACTION AND CLINICAL PHARMACOLOGY 

Mechanism of Action 

Tapentadol is a centrally-acting synthetic analgesic. Although its exact mechanism is unknown, analgesic 
efficacy is thought to be due to mu-opioid agonist activity and the inhibition of norepinephrine reuptake. 

Pharmacodynamics 

Tapentadol is a noveI3-[(1R,2R)-3-(dimethylamino)-I-ethyl-2-methylpropyl]phenol with a dual 
mechanism of action, mu-opioid agonist and norepinephrine reuptake inhibitor. It is 18 times less potent 
than morphine in binding to the human mu-opioid receptor and is 2-3 times less potent in producing 
analgesia in animal models. Tapentadol has been shown to inhibit norepinephrine reuptake in the brains 
of rats resulting in increased norepinephrine concentrations. In preclinical models, the analgesic activity 
due to the mu-opioid receptor agonist activity of tapentadol can be antagonized by selective mu-opioid 
antagonists (e.g., naloxone), whereas the norepinephrine reuptake inhibition is sensitive to norepinephrine 
modulators. Tapentadol exerts its analgesic effects without a pharmacologically active metabolite. 
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Clinical Safety Pharmacology 

Cardiac Safety 
Effects on the cardiovascular system: There was no effect of therapeutic and supratherapeutic doses of 
tapentadol on the QT interval. In a randomized, double-blind, placebo- and positive-controlled crossover 
study, healthy subjects were administered five consecutive immediate-release formulation doses of 
NUCYNTATM CR 100 mg every 6 hours, NUCYNTATM CR 150 mg every 6 hours, placebo and a single 
oral dose of moxifloxacin. Similarly, the immediate-release formulation NUCYNTATM had no relevant 
effect on other ECG parameters (heart rate, PR interval, QRS duration, T -wave or V-wave morphology). 
In Phase 2/3 multiple-dose studies, mean blood pressure values were similar between tapentadol and 
placebo for up to 3 months. In a I-year safety study ofNUCYNTATM CR, blood pressure values 
remained stable. 

Tolerance Development 
In a randomized, open label, parallel group safety study, NUCYNTATM CR maintained stable analgesic 
scores throughout the 12-month duration of the study with stable average total daily dose, indicating no 
development of tolerance to the tested dose ranges of 50 to 250 mg twice daily. In another clinical study 
in patients with neuropathic pain (safety data only), patients were allowed to titrate within 3 weeks to 
optimal treatment dose followed by randomization to placebo or the same dose ofNUCYNTA ™ CR (100 
to 250 mg) fixed for 12 weeks in the maintenance period. Stable analgesia was maintained; there was no 
evidence for tolerance to NUCYNT A TM CR, either over 15 weeks in fixed dosing, or over one year with 
flexible dosing. 

Pharmacokinetics 

Absorption: 
Mean absolute bioavailability after single-dose administration (fasting) oftapentadol is approximately 
32% due to extensive first-pass metabolism. Maximum serum concentrations oftapentadol are observed 
between 3 and 6 hours after administration ofNUCYNTATM CR. Dose proportional increases in serum 
AVC were observed following administration ofNUCYNTATM CR as single doses over a range of 50-
250 mg. The increase in serum Cmax values was greater than proportional to the increase in dose over this 
range. The deviation from dose-proportionality for mean Cmax values ranged from 14% to 26% with each 
increase in dose from 50 to 250 mg. 

Steady-state exposure of tapentadol is attained following the third dose (i.e., within 36 hours after first 
twice-daily multiple dose administration). Mean serum tapentadol Cmax values accumulated 
approximately 1.7-times following dosing with 150 mg every 12 hours, relative to single-dose 
administration. The serum accumulation ratio is primarily determined by the dosing interval and apparent 
half-life of tapentadol. 

Food Effect: 
. The AVC and Cmaxincreased by 8% and 18%, respectively, when NUCYNTATM CR tablets were 

administered after a high-fat, high-calorie breakfast. Phase 3 clinical studies were conducted without 
restrictions to food intake. NUCYNT A ™ CR may be given with or without food. 

Distribution: 
Tapentadol is widely distributed throughout the body. Following intravenous administration, the volume 
of distribution (Vz) for tapentadol is 540 +/- 98 L. The plasma protein binding is low and amounts to 
approximately 20%. 
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Metabolism and Elimination: 
In humans, the metabolism oftapentadol is extensive. About 97% of the parent compound is metabolized. 
Tapentadol is mainly metabolized via Phase 2 pathways, and only a small amount is metabolized by 
Phase 1 oxidative pathways. The major pathway oftapentadol metabolism is conjugation with glucuronic 
acid to produce glucuronides. After oral administration, approximately 70% (55% O-glucuronide and 
15% sulfate oftapentadol) of the dose is excreted in urine in the conjugated form. A total of3% of drug 
was excreted in urine as unchanged drug. Tapentadol is additionally metabolized to N-desmethyl 
tapentadol (13%) by CYP2C9 and CYP2C19 and to hydroxy tapentadol (2%) by CYP2D6, which are 
further metabolized by conjugation. Therefore, drug metabolism mediated by the cytochrome P450 
system is of less importance than phase 2 conjugation. 

None of the metabolites contributes to the analgesic activity. 

Tapentadol and its metabolites are excreted almost exclusively (99%) via the kidneys. The terminal half
life after oral administration is on average (± standard deviation) 5.9 (±2.0) hours and the apparent 
clearance (CL/F) is on average 4449 (±1199) mL/min across all doses oftapentadol CR. The total serum 
clearance oftapentadol after intravenous administration is 1530 +/- 177 ml/min. 

Special Populations and Conditions 

Pediatrics: The pharmacokinetic profile oftapentadol in children has not been evaluated. No clinical 
studies with NUCYNTATM CR have been conducted in children. 

Geriatrics: The mean exposure (AVC) to tapentadol was similar in elderly subjects and young adults, 
with a 16% lower mean Cmax observed in the elderly subject group compared to young adult subjects. 

Gender: Gender was not identified as a statistically significant covariate in the Population 
Pharmacokinetic Analysis of tapentadol. 

Race: No statistically significant effect of race on any of the pharmacokinetic parameters was identified. 

Hepatic Insufficiency: Administration of tapentadol resulted in higher exposures and serum levels to 
tapentadol in subjects with impaired hepatic function compared to subjects with normal hepatic function. 
The ratio of tapentadol pharmacokinetic parameters for the mild and moderate hepatic impairment groups 
in comparison to the normal hepatic function group were 1.7 and 4.2, respectively, for AVC; 1,4 and 2.5, 
respectively, for Cmax; and 1.2 and 1,4, respectively, for tJ/z. The rate of formation oftapentadol-O
glucuronide was lower in subjects with increased liver impairment. 

Renal Insufficiency: AVC and Cmax of tapentadol were comparable in subjects with varying degrees of 
renal function (from normal to severely impaired). In contrast, increasing exposure (AVC) to tapentadol
O-glucuronide was observed with increasing degree of renal impairment. In subjects with mild, moderate, 
and severe renal impairment, the AVC oftapentadol-O-glucuronide was 1.5-,2.5-, and 5.5-fold higher 
compared with normal renal function, respectively. 

Genetic Polymorphism: Tapentadol is primarily eliminated through glucuronidation by several uri dine 
diphosphate glucuronyl transferase isozymes. Although there are no direct data on the impact of genetic 
variation of single isozymes on the pharmacokinetics of tapentadol or its glucuronide metabolite, such 
effect is not expected. Due to the small contribution ofCYP2C9, CYP 2C19, and CYP2D6 to the 
metabolism oftapentadol, a contribution of genetic polymorphism of these enzymes to variability in the 
pharmacokinetics oftapentadol is not expected. 
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STORAGE AND STABILITY 

NUCYNTATM CR tablets should be stored at 15-30°C. 

Keep NUCYNT ATM CR out of the sight and reach of children. 

DOSAGE FORMS, COMPOSITION AND PACKAGING 

NUCYNTA ™ CR tablets contain tapentadol hydrochloride as the medicinal ingredient and are available 
in dosage strengths of 50 mg, 100 mg, 150 mg, 200 mg, and 250 mg tapentadol base in bottles of 60 
tablets as follows: 

50 mg tablet: A white capsule-shaped tablet debossed with "O-M" on 1 side and "50" on the other side 

100 mg tablet: A light blue capsule-shaped tablet debossed with "O-M" on 1 side and "100" on the other 
side 

150 mg tablet: A blue-green capsule-shaped tablet debossed with "O-M" on 1 side and "150" on the 
other side 

200 mg tablet: A blue capsule-shaped tablet debossed with "O-M" on 1 side and "200" on the other side 

250 mg tablet: A dark blue capsule-shaped tablet debossed with "O-M" on 1 side and "250" on the other 
side 

Composition 

The following inactive ingredients are common to all tablet strengths: Silicified microcrystalline 
cellulose, hypromellose, magnesium stearate, polyvinyl alcohol, talc, polyethylene glycol, titanium 
dioxide. 

100 mg, 150 mg, 200 mg, and 250 mg tablets also contain FD&C Blue #2 Aluminum Lake. 
150 mg tablets also contain yellow iron oxide. 
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PART II: SCIENTIFIC INFORMATION 

PHARMACEUTICAL INFORMATION 

Drug Substance 

Common name: tapentadol hydrochloride 

Chemical name: 3-[(IR,2R)-3-(dimethylamino)-I-ethyl-2-methylpropyl]phenol 
monohydrochloride. 

Molecular formula and molecular mass: 
The molecular formula is C14H23NO-HCl. The molecular weight oftapentadol HCI is 257.80, 
molecular weight of tapentadol base is 221.34. 

Structural formula: 

. Hel 

Physicochemical properties: 
Tapentadol hydrochloride is a white to off-white powder. Tapentadol hydrochloride is freely 
soluble in water, 0.1 N HCI, and simulated intestinal fluid (SIP), soluble in ethanol, sparingly 
soluble in methanol and slightly soluble in 2-propanol. The melting point ranges from 204 to 
210°C. The n-octanol:water partition coefficient log P value is 2.87. The pKa values are 9.34 
and 10.45. 

CLINICAL TRIALS 

The efficacy and safety ofNUCYNTATM CR have been established in two studies in patients with 
moderate to severe chronic pain. The studies were randomized, double-blind, placebo- and active
controlled studies - one in patients with low back pain (LBP) and one in patients with pain related to 
osteoarthritis. 
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Study Demographics and Trial Design 

·fi . d· Table 1: Summary of patient demojtraphics for clinic a trials ID speci IC ID IcatlOn 
Study Trial design Dosage, route of Study subjects Mean age Gender 

administration and treated (Range) 
duration (n = number) 

Chronic low Randomized, 3-week titration to n=965 49.9 M:406 
back pain double-blind, effect then 12 weeks (Randomized (18 to 89) F: 559 
PAI-3011 parallel-group; maintenance with n=981) 

placebo and active controlled dose 
adjustment 
NUCYNTATM CR: 
100 mg to 250 mg 
BID 
Oxycodone CR: 20 
mg to 50 mg BID 
placebo 

Pain from Randomized, 3-week titration to n=1023 58.3 M:405 
Osteoarthritis double-blind, effect then 12 weeks (Randomized (40 to 91) F: 618 
of the knee parallel-group; maintenance with n= 1030) 
PAI-3008 placebo and active controlled dose 

adjustment 
NUCYNTATM CR: 
100 mg to 250 mg 
BID 
Oxycodone CR: 20 
mg to 50 mg BID 
placebo 

Studies in Chronic Pain 

Low Back Pain (LBP) 
Study PAI-3011 was a randomized, multi-centre, double-blind, parallel-group study in patients with 
moderate to severe chronic LBP, comparing controlled dose-adjustment regimens ofNUCYNTATM CR 
(100 to 250 mg b.i.d.) to oxycodone controlled release (CR, 20 to 50 mg b.i.d.), and placebo b.i.d. 
Efficacy was evaluated in patients 18 years of age or older with chronic low back pain and a baseline pain 
score of 2:5 on an II-point numerical rating scale (NRS), ranging from 0 to 10. Patients were randomized 
in a 1: 1: 1 ratio to 1 of 3 treatments: NUCYNT ATM CR, oxycodone CR, or placebo. 

Following a screening and a wash-out period, patients randomized to NUCYNTATM CR and oxycodone 
CR initiated the titration period with NUCYNTATM CR 50 mg and oxycodone CR 10 mg twice daily 
respectively for three days. The dose was increased to NUCYNTATM CR 100 mg b.i.d., oxycodone CR 
20 b.i.d., or placebo bj.d. for the next 4 days. Thereafter, increases in dose were allowed in increments of 
NUCYNTATM CR 50 mg bj.d., oxycodone CR 10 mg bj.d. , or placebo for the remaining ofthe three 
weeks titration period to achieve a stable optimal dose. Subsequent titrations in increments of 
NUCYNTATM CR 50 mg b.i.d., oxycodone CR 10 mg bj.d. were allowed over a 3-week titration period 
to a dose of 100 mg to 250 mg twice daily to achieve an optimal therapeutic dose. A 12-week 
maintenance period followed the titration period with allowed controlled dose adjustments in increments 
ofNUCYNTATM CR 50 mg bj.d., oxycodone CR 10 mg b.i.d. every three days. 

Efficacy was evaluated by comparing the difference in pain intensity from baseline to the last week of the 
maintenance period between NUCYNTA ™ CR and placebo, and the difference in pain intensity from 
baseline to overall maintenance period between NUCYNT A TM CR and placebo. The primary efficacy 
analyses were performed using the last observation carried forward (LOCF) imputation method for 
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missing values. Sensitivity analyses were performed with various imputation methods (baseline 
observation carried forward [BOCF], worst observation carried forward [WOCF], placebo mean 
imputation [PMI], and modified BOCF to evaluate the robustness of the observed treatment effects on the 
primary efficacy endpoints. 

There were 981 patients randomized; 965 patients received study drug. The mean age of the study 
population was 49.9 (range 18 to 89) years; the mean baseline pain intensity score was 7.6 (SD 1.29). 
Approximately half of the patients (46.6%) were opioid-nalve (had not taken opioids during the three 
months prior to the screening visit). 

The number of patients completing the study was 50.5% in the placebo group, 54.1 % in the 
NUCYNTA TM CR group and 43.3% in the oxycodone CR group. Lack of efficacy was the most common 
reason for discontinuation among placebo-treated patients (20.7%), whereas adverse events were the most 
common reason for discontinuation among the active treatment groups (16.7% and 32.3% for 
NUCYNTATM CR and oxycodone CR, respectively). 

Table 2: Results of studyP AI-30l1 in Chronic Low back Pain 

Primary Efficacy Statistics Placebo Tapentadol Oxycodone 
Point CR CR 

Change from Baseline Mean (SD) -2.1 (2.33) -2.9 (2.66) -2.9 (2.52) 
to Week 12 of LS Mean Change -2.1 -2.9 -2.9 
Maintenance LS Mean Difference versus -0.8 (0.19) -0.9 (0.19) 

placebo (SE) 
95% CI (versus placebo) [-1.22, -0.47] [-1.24, -0.49] 
P-value (versus placebo) <0.001 <0.001 

NUCYNTATM CR provided significantly greater analgesia compared to placebo throughout the entire 12-
week maintenance period. Results of the primary endpoint using additional imputation methods were 
consistent with the primary analysis with significant improvement of pain for the NUCYNT A ™ CR 
group compared with the placebo group for all imputations methods (BOCF, WOCF, modified BOCF, 
and PMI). 

A significantly higher proportion ofNUCYNTA TM CR patients had a 30% or 50% reduction in pain score 
from baseline to the end of Week 12 of the maintenance period compared to placebo (NUCYNTATM CR 
vs. placebo: 39.7% vs. 27.1 % and 27.0% vs. 18.9%, respectively). 

Other secondary efficacy points such as, change from baseline to 12-week overall maintenance, BPI, and 
SF36 are supportive. 

Osteoarthritis (OA) Pain 
Study PAI-3008 was a randomized, multi-centre, double-blind, parallel-group study, comparing 
controlled dose-adjustment regimens ofNUCYNTATM CR (100 to 250 mg bj.d.) to oxycodone controlled 
release (CR, 20 to 50 mg bj.d.), and placebo in patients with moderate to severe chronic pain due to OA 
of the knee. Efficacy was evaluated in patients 40 years of age or older with pain due to osteoarthritis and 
a pain score of ;;::5 on an II-point numerical rating scale ranging from 0 to 10. Patients were randomized 
in a 1: 1: 1 ratio to 1 of 3 twice-daily treatments: NUCYNT ATM CR, oxycodone CR, or placebo. 

Following a screening and a wash-out period, patients randomized to NUCYNTATM CR and oxycodone 
CR initiated the titration period with NUCYNT ATM CR 50 mg and oxycodone CR 10 mg twice daily 
respectively for three days. The dose was increased to NUCYNT A ™ CR 100 mg bj.d., oxycodone CR 
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20 bj.d., or placebo bj.d. for the next 4 days. Thereafter, increases in dose were allowed in increments of 
NUCYNTATM CR 50 mg bj.d., oxycodone CR 10 mg bj.d., or placebo for the remaining ofthe three 
weeks titration period to achieve a stable optimal dose. Subsequent titrations in increments of 
NUCYNTATM CR 50 mgbj.d., oxycodone CR 10 mg bj.d. were allowed over a 3-week titration period 
to a dose of 100 mg to 250 mg twice daily to achieve an optimal therapeutic dose. A 12-week 
maintenance period followed the titration period with allowed controlled dose adjustments in increments 
ofNUCYNTATM CR 50 mg bj.d., oxycodone CR 10 mg bj.d. every three days. 

Efficacy was evaluated by comparing the difference in pain intensity from baseline to the last week of the 
maintenance period between NUCYNTA ™ CR and placebo, and the difference in pain intensity from 
baseline to overall maintenance period between NUCYNTA ™ CR and placebo. The primary efficacy 
analyses were performed using the last observation carried forward (LOCF) imputation method for 
missing values. 

There were 1030 patients randomized with 1023 patients received study drug. The mean age was 58.3 
(range 40 to 91) years; the mean baseline pain intensity score was 7.3 (SD 1.31). Approximately two
thirds of the patients (67.6%) were opioid-naive (had not taken opioids during the three months prior to 
the screening visit). 

The number of patients completing the study was 61.4% in the placebo group, 57.3% in the 
NUCYNTATM CR group and 35.4% in the oxycodone CR group. Lack of efficacy was the most common 
reason for discontinuation among placebo-treated patients (16.7%), whereas adverse events were the most 
common reason for discontinuation among the active treatment groups (19.2% and 40.0% for 
NUCYNTATM CR and oxycodone CR, respectively). 

Table 3: Results of StudyP AI-3008 in Pain due to Osteoarthritis 

Primary Efficacy statistics Placebo Tapentadol Oxycodone 
Point CR CR 

Change from Baseline Mean (SD) -2.2 (2.54) -3.0 (2.39) -2.6 (2.38) 
to Week 12 of LS Mean Change -2.3 -2.9 -2.6 
Maintenance LS Mean Difference versus -0.7 (0.18) -0.3 (0.18) 

placebo (SE) 
95% CI (versus placebo) [-1. 04, -0.33] [-0.068,0.02] 
P-value (versus placebo) <0.001 0.069 

NUCYNT A ™ CR provided significantly greater analgesia compared to placebo throughout the entire 12-
week maintenance period. 

A significantly higher proportion ofNUCYNTATM CR patients had a 50% reduction in pain score from 
baseline to the end of Week 12 ofthe maintenance period compared to placebo (NUCYNTATM CR vs. 
placebo: 32.0% vs. 24.3%). 

Other secondary endpoints, such as change from baseline to 12-week overall maintenance, 30% responder 
data, and WOMAC Health Survey were also supportive of efficacy. 

DETAILED PHARMACOLOGY 

Tapentadol hydrochloride, the centrally-active analgesic (anti-nociceptive) agent has an apparent dual
mode of action. Tapentadol is a mu-opioid receptor agonist with a Ki (mean ± SD) of 0.16 ± 0.04 JlM, 
compared to morphine with a mean Ki of 0.009 ± 0.0035 JlM, for the human mu-opioid receptor. In the 
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GTP-yS assay using membranes from cells expressing recombinant human Il-opioid receptors, the potency 
(mean ECso ± SD) oftapentadol is 0.67 ± 0.15 IlM, compared to 0.022 ± 0.003 )lM for morphine. 

Tapentadol also inhibits, in-vitro, the reuptake of norepinephrine via the norepinephrine transporter. Both 
mechanisms are likely to contribute to the analgesic effects of the compound. In a microdialysis study in 
the rat, tapentadol elicited a dose-dependent increase of extracellular concentrations of norepinephrine 
whereas morphine did n.ot increase extracellular concentrations of norepinephrine. 
In preclinical models, the analgesic activity due to the mu-opioid receptor agonist activity of tapentadol 
can be antagonized by selective mu-opioid antagonists (e.g., naloxone), whereas the norepinephrine 
reuptake inhibition is sensitive to norepinephrine modulators. 

Tapentadol-O-glucuronide, the major metabolite in man has no mu-opioid binding affinity and has no 
effects on norepinephrine - and 5-hydroxy tryptophan uptake mechanisms, up to a concentration of 
10 IlM. Furthermore, there are no other metabolites which contribute to the analgesic activity of 
tapentadol. Tapentadol exerts its analgesic effects without a pharmacologically active metabolite. 

TOXICOLOGY 

Overview 

Studies were conducted in mice, rats, guinea pigs, rabbits, dogs and monkeys to establish the 
toxicological profile of tapentadol hydrochloride following administration via different routes. 

In toxicological studies with tapentadol, the most common systemic effects of tapentadol were related to 
the mu-opioid receptor agonist and norepinephrine reuptake inhibition pharmacodynamic properties of 
the compound. Transient, dose-dependent and predominantly CNS-related findings were observed, 
including impaired respiratory function and convulsions, the latter occurring in the dog at plasma levels 
(Cmax), which are in the range associated with the maximum recommended human dose (MRHD). 

Acute and Repeat-Dose Toxicity Studies 

In acute toxicity studies in rodents with p.o. and i.v. administration, tapentadol HCl demonstrated a low 
acute toxicity. LDso values were clearly above 300 (p.o.) or 40 (i.v.) mg/kg in mice and rats, respectively. 

Tapentadol was evaluated in repeat-dose toxicity studies in mice, rats, dogs and monkeys up to a duration 
of 3, 6 or 12 months or 14 days, respectively. At high doses oftapentadol, transient, dose dependent and 
predominantly CNS-related findings, e.g. fearfulness, sedation or excited behaviour, recumbency and 
hunched posture, impaired respiratory function, rarely convulsions, were observed. 

In dogs, salivation, vomiting and retching were additionally observed. The CNS- and gastrointestinal 
symptoms are concordant with the pharmacodynamic effects of MOR agonists. In rats, adaptive changes 
of the liver were seen. These changes are considered to be related to the xenobiotic overload of 
hepatocytes due to substantial phase II metabolism and are not regarded as a sign of overt hepatotoxicity. 
Additionally; there was a lack of relevant tumor formation in the liver in both rodent species (rats and 
mice) in the 2-year carcinogenicity studies. 

In dogs, transient prolongation of the QTc-time was observed in repeat-dose studies. The effects increased 
with dose and were significant only at the beginning of the studies. No other electrocardiographic findings 
were observed. Some late toxicity, including convulsions and deaths in rats and dogs occurred in the high 
dose groups with a delay of several hours following intravenous or oral administration. The cause of these 
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deaths remained unclear, but is regarded as a result of exaggerated pharmacodynamic effects of the 
compound. 

Carcinogenesis 

Tapentadol was administered to rats (diet) and mice (oral gavage) for two years. 

In mice, tapentadol HCI was administered by oral gavage at dosages of 50, 100 and 200 mg/kg/day for 2 
years (up to 0.34 times in male rats and 0.27 times in female rats the plasma exposure at the maximum 
recommended human dose [MRHD] on an area under the time-curve [AVC] basis). No increase in tumor 
incidence was observed at any dose level. 
In rats, tapentadol HCI was administered in the diet at dosages of 10,50, 125 and 250 mg/kg/day for two 
years (up to 0.2 times in the male rats and 0.75 times in the female rats the MRHD on an AVC basis). No 
increase in tumor incidence was observed at any dose level. 

Mutagenesis 

Tapentadol did not induce gene mutations in bacteria, but was clastogenic with metabolic activation in a 
chromosomal aberration test in V79 cells. The test was repeated and was negative in the presence and 
absence of metabolic activation. The one positive result for tapentadol was not confirmed in vivo in rats, 
using the two endpoints of chromosomal aberration and unscheduled DNA synthesis, when tested up to 
the maximum tolerated dose. 

Impairment of Fertility 

Tapentadol HCI was administered intravenously to male or female rats at dosages of 3, 6, or 12 
mg/kg/day (representing exposures of up to approximately 0.56 times in male rats and 0.50 times in 
female rats the exposure at the MRHD on an AVC basis, based on extrapolation from toxicokinetic 
analyses in a separate 4-week intravenous study in rats). Tapentadol did not alter fertility at any dose 
level. Maternal toxicity and adverse effects on embryonic development, including decreased numbers of 
implantations, decreased numbers of live conceptuses, and increased pre- and post-implantation losses 
occurred at dosages 26 mg/kg/day. 

Developmental Studies 

Tapentadol HCI was evaluated for teratogenic effects in pregnant rats and rabbits following intravenous 
and subcutaneous exposure during the period of embryofetal organogenesis. When tapentadol was 
administered twice daily by the subcutaneous route in rats at dose levels of 10,20, or 40 mg/kg/day 
[producing up to 1.36 times the plasma exposure at the maximum recommended human dose (MRHD) 
of 500 mg/day for NUCYNTATM CR based on an area under the time-curve (AVC) comparison], no 
teratogenic effects were observed. Evidence of embryo fetal toxicity included transient delays in skeletal 
maturation (i.e., reduced ossification) at the 40 mg/kg/day dose which was associated with significant 
maternal toxicity. Administration oftapentadol HCI in rabbits at doses of 4, 10, or 24 mg/kg/day by 
subcutaneous injection [producing up to 2.48 times the plasma exposure at the MRHD based on an AVC 
comparison] revealed embryofetal toxicity at doses ;;::10 mg/kg/day. Findings included reduced fetal 
viability, skeletal delays and other variations. In addition, there were multiple malformations including 
gastroschisis/thoracogastroschisis, amelia/phocomelia, and cleft palate at doses ;;::10 mg/kg/day and 
above, and ablepharia, encephalopathy, and spina bifida at the high dose of 24 mg/kg/day. Embryofetal 
toxicity, including malformations, may be secondary to the significant maternal toxicity observed in the 
study. 

In a study of pre- and postnatal development in rats, oral administration oftapentadol at doses of 20, 50, 
150, or 300 mg/kg/day to pregnant and lactating rats during the late gestation and early postnatal period 
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[resulting in up to 2.28 times the plasma exposure at the MRHD on an AVe basis] did not influence 
physical or reflex development, the outcome of neurobehavioral tests or reproductive parameters. 
Treatment-related developmental delay was observed, including incomplete ossification, and significant 
reductions in pup body weights and body weight gains at doses associated with maternal toxicity (1S0 
mg/kg/day and above). At maternal tapentadol doses ;;:iSO mg/kg/day, a dose-related increase in pup 
mortality was observed to postnatal Day 4. 

Dependence and Tolerance 

Tapentadol is a mu-opioid receptor agonist. The potential to induce drug dependence and the abuse 
liability of tapentadol was studied in animal models in rats and monkeys. Tapentadol produced physical 
dependence as shown in an acute (mouse) and a chronic (rat) model. In both cases, however, tapentadol 
produced fewer withdrawal symptoms than morphine at equi-analgesic doses. In rat models of reward and 
reinforcement, tapentadol had potency comparable to morphine at equianalgesic doses. Tapentadol 
produced a conditioned place preference, was intravenously self administered, and generalized to a 
morphine cue (but not to an amphetamine cue) in a drug discrimination procedure. 

Development of tolerance to the analgesic effects of tapentadol was much slower than that of morphine 
(at equianalgesic doses) in an acute and a chronic pain model in rats. 
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PART III: CONSUMER INFORMATION 

NNUCYNTATM* CR 
tapentadol controlled-release tablets 

This leaflet is Part III of a three-part "Product Monograph" 
published when NUCYNTA ™ CR was approved for sale 
in Canada and is designed specifically for Consumers. 
This leaflet is a summary and will not tell you everything 
about NUCYNTA ™ CR tablets. Contact your doctor or 
pharmacist if you have any questions about the drug. 

Keep NUCYNTATM CR in a safe place away from 
children and pets. Accidental use by a child is a 
medical emergency and may result in death. If a child 
accidentally takes NUCYNTATM CR, get emergency 
help right away. 

Please read this before you start taking NUCYNT A ™ CR 
tablets. Remember, this information does not take the 
place of your doctor's instructions. 

WHAT IS THE MOST IMPORTANT 
INFORMATION I SHOULD KNOW ABOUT 
NUCYNT A1M CR? 

• Do not crush, divide, dissolve, or chewNUCYNTATM 
CR tablets before swallowing. IfNUCYNTATM CR is 
taken in this way, tapentadol will be released too fast. 
This can lead to serious and life-threatening breathing 
problems. Life-threatening breathing problems can also 
happen because of an overdose or if the dose you are 
using is too high for you. Get emergency medical help 
immediately if you: 

o have trouble breathing, or have slow or shallow 
breathing 

o have a slow heartbeat 
o have severe sleepiness 
o have cold, clammy skin 
o feel faint, dizzy, confused, or cannot think, walk, 

or talk normally 
o have a seizure 
o have hallucinations 

• NUCYNT A ™ CR is not for use to treat pain that you 
only have once in a while ("as needed"). 

• Take NUCYNTATM CR exactly as prescribed by your 
healthcare provider. 

• Never give NUCYNTATM CR to anyone else, even if 
they have the same symptoms you have. It may harm 
them or even cause death. 

• Tell your doctor if you (or a family member) have ever 
abused or been dependent on alcohol, prescription 
medicines or street drugs. 

• Prevent theft, misuse or abuse. Keep NUCYNT A ™ CR 
in a safe place to protect it from being stolen. 

• After you stop taking NUCYNTATM CR you should 
take the unused tablets to your pharmacist to be 
destroyed. 

30 

ABOUT THIS MEDICATION 

What the medication is used for: 
NUCYNTATM CR is used for the treatment of moderate to 
moderately severe pain. 

What it does: 
Tapentadol, the active substance in NUCYNTATM CR, is a 
painkiller belonging to the class of analgesics that acts on 
the central nervous system. It relieves pain by acting on 
specific nerve cells of the spinal cord and brain. 

When it should not be used: 
Do not take NUCYNT ATM CR if you 

• are allergic (hypersensitive) to tapentadol or any of 
the other ingredients ofNUCYNTATM CR, 

• have asthma or if your breathing is dangerously 
slow or shallow (respiratory depression, 
hypercapnia), 

• have paralysis of the gut, 
• are also taking MAO inhibitors (certain medicines 

used for treatment of depression) or have taken 
them in the last 14 days before treatment with 
NUCYNTATM CR, 

• have severe kidney or liver dysfunction, 
• have pain that can be controlled by occasional use 

of painkillers, 
• suffer from alcoholism, or have convulsions, 
• have a head injury, 
• are pregnant, in labour or are breast-feeding. 

What the medicinal ingredient is: 
tapentadol hydrochloride 

What the nonmedicinal ingredients are: 
Hypromellose, magnesium stearate, polyethylene glycol, 
polyvinyl alcohol, talc, silicified microcrystalline 
cellulose, titanium dioxide, FD&C Blue #2 Aluminum 
Lake (100 mg, 150 mg, 200 mg, and 250 mg tablets), 
yellow iron oxide (150 mg tablets). 

What dosage forms it comes in: 
NUCYNTA ™ CR is available as controlled-release tablets 
containing 50 mg, 100 mg, 150 mg, 200 mg and 250 mg 
tapentadol, as tapentadol hydrochloride. 

WARNINGS AND PRECAUTIONS 

BEFORE you use NUCYNTATM CR talk to your doctor or 
pharmacist if you: 

• have slow or shallow breathing, 
• suffer from increased pressure in the brain or 

disturbed consciousness, 
• have had a head injury or brain tumors, 
• have had an epileptic fit, or if you have an 

increased risk of having epileptic fits, 
• suffer from a liver or kidney disease, 
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• suffer from a pancreatic or biliary tract disease, 
including pancreatitis. 

In such cases please consult your doctor before taking the 
medicine. 

Swallow NUCYNTA TM CR tablets whole. Taking broken, 
chewed, dissolved, or crushed NUCYNTATM CR tablets 
could lead to rapid release and absorption of a potentially 
fatal dose of tapentadol. 

A void taking alcoholic beverages, or prescription or non
prescription medications containing alcohol, while on 
NUCYNTATM CR therapy. The co-administration of 
alcohol with NUCYNTA ™ CR may increase sedative 
effects of alcohol. 

NUCYNT A ™ CR may lead to physical and psychological 
addiction. If you have a tendency to abuse medicines or if 
you are dependent on medicines, you should only take 
these tablets for short periods and under strict medical 
supervision. 

INTERACTIONS WITH THIS MEDICATION 

Please tell your doctor or pharmacist if you are taking or 
have recently taken any other medicines, including 
medicines obtained without a prescription. 

NUCYNTATM CR must not be taken together with MAO 
inhibitors (certain medicines for the treatment of 
depression). Tell your doctor if you are taking MAO 
inhibitors or have taken these during the last 14 days. 

The risk of side effects increases, if you take 
NUCYNTA ™ CR with any of the following: 

• other pain relievers such as morphine and codeine 
(also as cough medicine), 

• anaesthetics, phenothiazines, tranquillizers, 
sleeping pills or other CNS depressants (including 
alcohol). 

Your breathing may become seriously slow or shallow 
(respiratory depression) and your blood pressure may 
decrease. Your consciousness may be decreased; you may 
feel drowsier or feel that you might faint. If this happens, 
seek medical help. 

PROPER USE OF THIS MEDICATION 

NUCYNT A ™ CR is for oral use. Always swallow the 
tablets whole, not divided or chewed, with sufficient 
liquid. You may take the tablets on an empty stomach or 
with meals. 

Always take NUCYNTATM CR exactly as your doctor has 
told you. You should check with your doctor or pharmacist 
if you are not sure. 

Your doctor will adjust the dosage according to the 
intensity of your pain and your individual pain sensitivity. 
In general, the lowest pain-relieving dose should be taken. 
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Usual dose: 
The usual dose is 1 tablet every 12 hours. 
Your doctor may prescribe a different, more appropriate 
dose or interval of dosing, ifthis is necessary for you. If 
you feel that the effect of these tablets is too strong or too 
weak, talk to your doctor or pharmacist. 

Overdose: 
In case of drug overdose, contact a health care 
practitioner, hospital emergency department or 
regional Poison Control Centre immediately, even if 
there are no symptoms. 

After taking very high doses, the following may be 
experienced: 

• pin-point pupils, vomiting, drop in blood pressure, 
fast heart beat, collapse, disturbed consciousness 
or coma (deep unconsciousness), epileptic fits, 
dangerously slow or shallow breathing or stopped 
breathing. 

Ifthis happens, seek medical help immediately. 

Missed dose: 
If you forget to take the tablets, your pain is likely to 
return. Do not take a double dose to make up for a 
forgotten dose; simply continue taking the tablets as 
before. 

SIDE EFFECTS AND WHAT TO DO ABOUT THEM 

Like all medicines, NUCYNTATM CR may cause 
unwanted effects, although not everybody gets them. The 
most frequently reported unwanted effects were nausea, 
constipation, dizziness, drowsiness, and headache. 
NUCYNT A ™ CR can cause serious side effects including 
life-threatening breathing problems (see SERIOUS SIDE 
EFFECTS, HOW OFTEN THEY HAPPEN AND 
WHAT TO DO ABOUT THEM). 

Opioid withdrawal symptoms such as nausea, vomiting, 
diarrhea, anxiety and shivering are possible after 
converting from your previous opioid analgesic to 
NUCYNTATM CR, or converting from NUCYNT A ™ CR 
to another opioid. Contact your doctor if you experience 
these symptoms when switching to or from NUCYNTATM 
CR. 

Seizures NUCYNT A ™ CR can cause seizures in people 
who are at risk for seizures or who have epilepsy. Tell 
your doctor right away if you have a seizure and stop 
taking NUCYNTA ™ CR. 

Tell your doctor about any side effect that bothers you or 
that does not go away. These are not all the possible side 
effects ofNUCYNTATM CR. For a complete list, ask your 
doctor or pharmacist. 

SERIOUS SIDE EFFECTS, HOW OFTEN THEY 
HAPPEN AND WHAT TO DO ABOUT THEM 
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Talk with your Stop taking 
doctor or ~gandcall 

Symptom I effect pharmacist your doctor 
Only if In all or 
severe cases pharmacist 

Common dizziness, ./ 
headache, 
nausea, 
somnolence, 
vomiting, 
constipation 

Un- anxiety and 
common shivering ./ 

have trouble 
breathing, or 
have slow or 
shallow 
breathing, 
have extreme 
sleepiness, 
have a slow 
heartbeat, ./ 
have cold, 
clammy skin, 
feel faint, 
confused, or 
cannot walk 
or talk 
normally, 
have a seizure 

This is not a complete list of side effects. For any 
unexpected effects while taking NUCYNTATM CR, contact 
your doctor or pharmacist. 

HOW TO STORE IT 

Keep NUCYNTATM CR out ofsight and reach of 
children. 

Store NUCYNTATM CR at 15-30° C. 

Do not use NUCYNTA ™ CR after the expiry date. 
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REPORTING SUSPECTED SIDE EFFECTS 

ou can report any suspected adverse reactions 
ssociated with the use of health products to the Canada 
igilance Program by one of the following 3 ways. 

• Report online at www.healthcanada.gc.ca/medeffect 
• Call toll-free at 1-866-234-2345 
• Complete a Canada Vigilance Reporting Form and: 

Fax toll-free to 1-866-678-6789, or 
Mail to: Canada Vigilance Program 

Health Canada 
Postal Locator 0701D 
Ottawa, ON KIA OK9 

ostage paid labels, Canada Vigilance Reporting Form and 
he adverse reaction reporting guidelines are available in the 

edEffect™ Canada Web site at 
ww.healthcanada. c.ca/medeffect 

OTE: Should you require information related to th 
anagement of the side effect, contact your health 

rofessional. The Canada Vigilance Program does no 
rovide medical advice. 

MORE INFORMA nON 

This document plus the full Product Monograph prepared 
for health professionals can be found at: 
http://www.janssen.ca 
or by contacting the sponsor, Janssen Inc., at: 
1-800-567 -3331 

This leaflet was prepared by 
Janssen Inc. 
Markham, Ontario L3R OT5 

Last Revised: December 02, 2010 

001261 



.. 

1+1 Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

Triage Statement Form 

Section I: Overview 

Date received by RAS: 

s.20(1)(b) 

Security classification 

Protected B 

Title of the Regulatory Proposal: Addition of Tapentadol, its analogues to Schedule I of the 
Controlled Drugs and Substances Act and the Schedule of the Narcotic Control Regulations. 

Sponsoring Regulatory Organization(s): Health Canada 

Statutory Authority: Controlled Drugs and Substances Act (CDSA) 

Approximate date of submission of regulatory proposal to RAS: September 1,2010 

Issue 

that has been market-approved in the United 

States, with similar approvals currently being sought in Canada and several European countries 
by its sponsor lanssen-Ortho Inc. 

In addition, the United Nations (UN) has 
launched a process to have tapentadol included in Schedule I of the UN List on Narcotic Drugs. 

Given that it is already marketed in the United States, there is potential for the diversion and 
abuse of tapentadol in Canada. To address these risks, there is a necessity for Health Canada to 
control tapentadol as done abroad. 

~~~~~~~~~~~~~~~~~~~~~ 

Objective 

Canada 
'1111 -'·'IT I -II -'r 1'--mrmnrmlTllmnll 
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s.20(1)(b) 

To add tapentadol and any related analogues having abuse potential to Schedule I of the 
Controlled Drugs and Substances Act (CDSA) and the Schedule of the Narcotic Control 

Regulations (NCR). Tapentadol will be available to only those persons authorized to do so under 
the CDSA and the NCR. This objective aligns with the Office of Controlled Substances' ongoing 
activities to safeguard the public from drugs that may be potentially diverted and abused. 

If approved for sale in Canada, scheduling under the NCR would impose reporting, security, 
storage, and license and permit requirements for medications containing tapentadol or its related 
analogues. Once scheduled, only licensed dealers of tapentadol or its analogues will be able to 
carry out the specific activities (including import and export) in their dealer's license for the 
specified tapentadol or analogue. Likewise, handling by pharmacists and practitioners will be 
restricted to the conditions specified under the NCR. 

Description 

Marketed internationally under the trade name ofNUCYNTA ®, two formulations oftapentadol 
have been developed including an immediate release (IR) tablet for the relief of acute pain and a 

Tapentadol IR for relief of acute 
pain was approved by the FDA for marketing in the U.S. as a prescription drug on November 20, 
2008. 

While there are no reported cases of tapentadol abuse in Canada, there is a 
potential for the diversion and trafficking ofNUCYNTA as it is available for sale in the U.S. and 

Canada 
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not yet scheduled under the Controlled Drugs and Substances Act (CDSA) in Canada. 
00000000000000000000000000000000000000 

regulatory 
actions taken by other countries, and the risks of the diversion and abuse of tapentadol, Health 
Canada proposes to include tapentadol and any of its related analogues on Schedule I of the 
CDSA and the Schedule ~Ction 2(~ of the NCR. Moreover, Health Canada has decided to 
expand the scope to include all related analogues with similar abuse potential as the parent 
substance to ensure that all related tapentadol analgesics are only found in prescription drugs. 

To schedule the following: 

Tapentadol (Phenol, 3-[( lR,2R)-3-( dimethyl amino )-1-ethyl-2-methylpropyl]-) 

Tapentadol HCL (Phenol hydrochloride, 3-[(lR,2R)-3-(dimethylamino)-1-ethyl-2-
methylpropyl]-) 

Tapentadol related analogues (i isom~r~ esters, ethers, salts and salts of isomers, esters and 
ethers, whenever the existence of suc isomers, esters, ethers and salts is possible and they 
exhibit similar abuse potential as tapttutadol) 

/ 

I 
~ 

~(:kdi2-d b'j ~ lJJe. dW\'\~ tv w.lI.d:w ~la.t ~'\J 
L~cJt ~\t s:03 
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Section II: Expected Levels of Impact 

(Maximum 1 page for each question) 

To rate the level of impact, check either No or N/A (no or not applicable), Low, Medium, or High. 

1) Health and Safety 

If a regulatory proposal is expected to have no impact on 
human, animal, or plant health or safety, or is not 
applicable, it receives a No or N/A rating. If a regulatory 
proposal is expected to have minimal impact, it receives a 
Low rating; if it is expected to have some impact, such as 

reducing the delay or the need for medical attention or 
hospitalization, it receives a Medium rating; and if it is 
expected to have a significant impact, such as mortality, it 
receives a High rating. 

No or Low Medium High 
N/A 

o [8J 0 0 

If the rating is Low, Medium, or High, describe the expected level of impact: 

While there are no reported cases of tapentadol abuse in Canada, there is a potential for its 
diversion and trafficking in Canada as it is available for sale in the United States. The impact of 
this regulatory proposal on human health and safety is therefore low as the only current risk to 
public health and safety arises from potential cross-border trafficking. The scheduling of 
tapentadol will provide added controls to prevent and mitigate diversion and abuse. 

2) Environment 

If a regulatory proposal is expected to have no impact on No or Low Medium High 
the environment, or is not applicable, it receives a No or N/A 
N/A rating. If a regulatory proposal is expected to have 

~ 0 0 D minimal impact, it receives a Low rating; if it is expected 
to have some impact, it receives a Medium rating; and if 
it is expected to have a significant impact, such as 
damaging a sensitive ecosystem or protecting it from 
irreversible harm or damage, it receives a High rating. A 
preliminary review based on The Cabinet Directive on the 
Environmental Assessment of Policy, Plan and Program 
Proposals will assist in providing a basis for the rating. 

Canada 
qn ... ~ I 
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3) Society and Culture 

If a regulatory proposal is expected to have no social 
impact or implications for people's way oflife, culture, 
communIty, polItICal systems, well-being, personal and 
property rights, fears and aspirations, or ethical concerns, 
or is not applicable, it receives a No or N/A rating. If a 
regulatory proposal is expected to have minimal impact, it 
receives a Low rating; if it is expected to have some 
impact, it receives a Medium rating; if it is expected to 
have a significant impact, it receives a High rating. 
Special consideration should be given to vulnerable social 
and economic groups, such as Aboriginal peoples, official
language minorities, lower income Canadians, recent 
immigrants, and groups affected on the basis of age, 
gender, race, or culture. 

No or Low Medium High 
N/A 

o ~ 0 D 

If the rating is Low, Medium, or High, describe the expected level of impact: The rating is low as 
the scheduling of tapentado/ will mitigate the potential for its diversion and abuse while not 
preventing its availability by prescription if approved in the future for sale in Canada. 

Canada 
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4) Public Security 

If a regulatory proposal is expected to have no impact on 
public security or no implications for national safety and 
security, transportation and travel safety, criminal activity 
or policing, emergencies and disasters familv and home 
safety, financial safety, Internet safety, product or 
consumer protection, recreational safety, bullying, school 
safety, and workplace safety, or is not applicable, it 
receives a No or N/A rating. If a regulatory proposal is 
expected to have minimal impact, it receives a Low 
rating~ if it is expected to have some impact, it receives a 
Medium rating; and if it is expected to have a significant 
impact, it receives a High rating. 

D D 

If the rating is Low, Medium, or High, describe the expected level of impact: 

o 

The impact on public security is medium as the consequence of not scheduling tapentadol under 
the CDSA and NCR could lead to possible higher rate of diversion and abusive use of this ntIt/!!!J c;,-

opioid analgesic than what may currently exist. This regulatory proposal will impose reporting, 
security, storage and license and permit requirements for medications containing tapentadol or 
its related analogues. Once scheduled, only licensed dealers of tapentadol or its analogues will 
be able to carry out the specific activities in their dealer's license for the specified tapentadol or 
analogue and only those licensed dealers having the necessary permits to import and/or export 
them may do so. Likewise, handling by pharmacists and practitioners (if approved for sale in 
Canada in the future) will be restricted to the conditions specified under the Narcotic Control 
Regulations (NCR). Patient accessibility would only be allowed through a doctor's prescription. 

~tt \1\0\ UVl-ViY\u.1 lr~ ~V-W\ i 

\\\ ~ U- t\ Vl 0. Q:O\t1 ~ 
v..e u.r ~()du.c1-) w.&v ~~ lv ~f"OrliG.-\J ~t lu~ 

_'] o..Llow ~ CA.u..es $ _~il) 
~ \ \ u:v\. "ho k o.I.l C Q Lt> ,,'J .. 
-') ..... ~~u~ ... 

'"'> \bv.-\ ~~ ~ ~ \Wt"~" ~ J 

b~dolr\.9 wMl 
~~~ dow{ 
nt~~o... 

1\l.Ll~\I.\U.~ 2 

Canada 
TIT I I 

001267 



Treasury Board of Canada 
Secretariat 

Secretariat du Conseil du Tresor 
du Canada 

5) Economy 

If a regulatory proposal is expected to have no economic 
impact or implications for business (including 
administrative burden and duplication), consumers, 
competition, jobs, and trade (international and 
interprovincial), or is not applicable, it receives a No or 
Nt A rating. If a regulatory proposal is expected to have 
minimal economic impact, it receives a Low rating; if it is 
expected to have some impact, it receives a Medium 
rating; and if it is expected to have a significant impact, it 
receives a High rating. 

No or Low Medium High 
NtA 

o ~ 0 D 

If the rating is Low, Medium, or High, describe the expected level of impact: 

In the United States, there has been some mention of the possibility of the cost of tapentadol 
increasing as a result of the 

~~~~~~ 

and practitioners being reluctant to prescribe due 
to elevation in costs. Nevertheless, despite these concerns, 

I economic impact is expected to be marginally low. 
Hence, the ,,9;_1---' 

Canada 
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6) Costs and Savings of the Regulatory Proposal 

Estimate the level of gross costs No or Low 
or savings to government, N/A 

industry, consumers, and 
Canadians as a result of the 
regulatory proposal in CAN 

$0 $0-$10 million 
dollars. Estimate costs or 

PV 
savings either in terms of 
present value (PV) based on a or 
minimum 10-year forecast and 
an 8% discount rate, or $0-$1 million 

Medium High 

$10-$100 ~$1 00 million 
million PV PV 

or or 

$lM-$10 ~$1 0 million 
expressed annually. For annual million annual annual 
guidance see the Canadian 

0 rgJ 0 D Cost-Benefit Analysis Guide: 
Regulatory Proposals. Note: 
government costs do not include 
the cost of developing the 
regulatory proposal. 

if the level of impact is Low, Medium, or High, describe the expected level of costs and savings 
(include amounts if available): The level of impact is low as the only costs to be incurred by this 
regulatory proposal are costs associated with product labeling and the addition of an "N" to 
designate tapentadol medications as narcotics. 

Canada 
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7) Public Interest, Stakeholder Support, and Potential Controversy 

If a proposal is not controversial and is universally No or 

supported by all stakeholder groups, or this is not N/A 

applicable, it receives a No or N/A rating. If a regulatory 
~ proposal is expected to cause minimal controversv but is 

generally supported by all key stakeholder groups, 
including lobby groups, it receives a Low rating; if it is 
expected to cause some controversy or is opposed by 
some key stakeholders, it receives a Medium rating; and 
if it is expected to cause significant controversy, is 
opposed by most stakeholders, or faces large opposition, 
it receives a High rating. 

8) Regulatory Coordination and Cooperation 

If a regulatory proposal is expected to have no impact on No or 
regulatory coordination or cooperation, including that N/A 
between federal departments, with other governments in 

~ Canada, and internationally, or is not applicable, it 
receives a No or N/A rating. Ifa regulatory proposal is 
expected to have minimal impact on regulatory 
coordination or cooperation, it receives a Low rating; if it 
is expected to have some impact, it receives a Medium 
rating; and if it is expected to have a significant impact, it 
receives a High rating, for example, whenever specific 
Canadian requirements are proposed. 

1 ~I I: ~Tl1Illln1lllTllTTnl1m' 111 

Low Medium High 

D D D 

Low Medium High 

D 0 D 

Canada 
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9) International Trade Agreements or Obligations 

If a regulatory proposal is expected to have no impact on No or 
international trade agreements or obligations, or is not Nt A 
applicable, it receives a No or N/A rating. If a regulatory 
proposal is expected to have minimal impact on 0 
international trade agreements or obligations, it receives a 
Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected to have a 
significant impact, it receives a High rating. 

Low Medium High 

~ 0 D 

If the rating is Low, Medium, or High, describe the expected level of impact: This regulatory 

proposal will have a low impact on Health Canada meeting its current and future international 

obligations under the UN Single Convention on Narcotic Drugs 1961 as amended by the 1972 

protocol amending the Single Convention on Narcotic Drugs 1961 as tapentadol has yet to be 

added to the Schedules under the UN Convention. ~ r"a.d( '" U.S. ~ t,.w.0'i'-' lcw'-t ~d.U ("" 6--
. oe\~\~~vUilaA OA.tt\u~. 

10) Legal, Policy or Government Priority, Miscellaneous Amendment Regulations (MARs), 

or other Impact 

If a regulatory proposal is expected to have no legal, No or Low Medium High 
policy, or other impact, or is not applicable, it receives a NtA 
No or NtA rating. If a regulatory proposal is expected to 

~ 0 0 D have minimal legal, policy, or other impact, it receives a 
Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected to have 
significant impact, it receives a High rating. MARs are 
usually rated as No or NI A. 

..g;his f'egl:tlutVlypoposal is ~ 

Ibis Fegbtfflfflry amendment was not proposed by the Standing Cummitteef01 the Scrutiny af 
R(i!.[ifl.ll€lfitms. 

Canada 
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Section III: Overall Impa,ct 

The overall expected level of impact of the No orN/A Low Medium High 

regulatory proposal should be the highest level 
0 0 ~ 0 triggered by any of the questions in Section II. 

Section IV: Submissions Requirements 

Triage Statement Requirements 

Low-Impact RIAS Template 

A. If the answer to all Complete the Low-impact RIAS template 
10 questions is No or NI A 
or Low 0 Consideration of recommendation for exemption from pre-

publication in Canada Gazette, Part 1. 

MediumlHigh-Impact RIAS Template 

B. If the answer to one or Complete the Medium/high-impact RIAS template 
more of the 10 questions 

~ is Medium or High Consult stakeholders before pre-publication in Canada 
Gazette, Part 1. 

C. If all the answers to Qualitative analysis of costs and benefits for each stakeholder 
Questions 1 through 6 are 

0 
is required. 

No or N/A or Low 

D. If the answer to one or Estimate benefits and costs for each stakeholder through cost-
more of Questions 1 

~ 
benefit analysis, risk assessments, and strategic environmental 

through 6 is Medium and assessment; 
there are no answers that 1. Quantitative costs; 
are High 2. Quantitative benefits if data is available (such as in 

literature reviews, departmental records, benefits 
transfer, consultation, and expert advice); or 

3. Qualitative costs or benefits when 1 or 2 above is not 
possible. 

Canada 
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E. If the answer to one or 
more of questions 1 

D through 6 is High 

F. If the answer to 
Question 8 is either 

D Medium or High 

G. If the answer to 
Question 9 is either 

~ Medium or High 

H. If the answer to one or 
more of Questions 1 

L8J through 6 is either 
Medium or High 

Secretariat du Conseil du Treser 
du Canada 

Estimate benefits and costs for each stakeholder through cost-
benefit analysis, risk assessments and strategic environmental 

assessment: 

1. Quantitative costs 
2. Quantitative benefits 
:.;. QualItatIve costs or benefits when 1 or 2 is not possible 

Complete the Performance Measurement and Evaluation 
section of the RIAS template and a Performance Measurement 
and Evaluation Plan. 

Report on any cooperation and coordination efforts 
undertaken, including those between federal departments, with 
other governments in Canada, and internationally. When 
specific Canadian requirements are proposed, identify why 
they are warranted by specific Canadian circumstances and 
how they result in the greatest overall benefit to Canadians. 

Report on any efforts to ensure that Canada's international 
obligations are respected in such areas as human rights, health, 
safety, security, international trade, and the environment. 

Complete the Implementation, Enforcement and Service 
Standards section of the RlAS template. 

Canada 
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The regulatory organization should provide a rationale in writing if the regulatory organization 

wishes to obtain an exemption from RAS on some o/the requirements listed above: 

Not applicable - no exemption sought. 

RAS should list any additional requirements for this proposal, such as policy cover, program 
funding, or other information. 

In the case of a MAR, RAS approves the use of the MARs process: 

Yes 0 No 0 Not applicable. 

Departmental signoff (Director): Ms. Diane Allan, Director, Office of Controlled 
Substances, Controlled Substances and Tobacco Directorate, HECS Branch, Health 
Canada 

Name and title (print): Mr. Nathan Isotalo,Sr. Policy Analyst 

Date: July 26,2010 

Name and address of departmental contact person(s): Mr. Nathan Isotalo, 123 Slater St., B326 3rd 

Floor, Tel. 613-946-4225 

RAS signoff (analyst): 

Date: 

The regulatory organization should send two signed copies of the final Triage Statement to RAS. 
RAS will then sign the two Triage Statements and return one copy to the regulatory organization. 

Regulatory Affairs Sector 
Treasury Board of Canada Secretariat 
ISS Queen Street 
Ottawa ON KIA OR5 
Canada 
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Triage Statement Form 

Section I: Overview 

Date received by RAS: 

Title of the Regulatory Proposal: Addition of Tapentadol to Schedule I of the Controlled 
Drugs and Substances Act and the Schedule of the Narcotic Control Regulations. 

Sponsoring Regulatory Organization(s): Health Canada 

Statutory Authority: Controlled Drugs and Substances Act (CDSA) 

Approximate date of submission of regulatory proposalto RAS: September 1,2010 

Issue 

States, 
that has been market-approved in the United 

and several European countries, 

- In addition, the United Nations (UN) has 1-jD.,.; 
launched a process to have tapentadol included in Schedule I ofthe UN List on Narcotic Drugs. J ~ 

pot tal for the diver . 

proposed that 

~r' ~ I ," '1' II ""flilllliTImm, II II1m' III , 

'rf-,j 
ul\.de/ 
['~'t.-w 

bv; ~, 
aDO_ 
/f-~o 

mtroduc~ada. ,~cu, 

Canada~'--
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du Canada 

To add tapentadol and any related analogues haa g AliBI 1'@tll1tial to Schedule I ofthe 

Controlled Drugs and Substances Act (CDSA) and the Schedule of the Narcotic Control 

Regulations (NCR). 

s.20(1)(b) 

Given that tapentadol is currently marketed in the United States, scheduling under the CDSA 

would address the potential for diversion. If approved for sale in Canada in the future, 

scheduling under the NCR will impose reporting, security, storage, and license and permit 

requirements for medications containing tapentadol or its related analogues. Once scheduled, 

only licensed dealers of tapentadol or its analogues will be able to carry out the specific activities 

(including import and export) in their dealer's license for the specified tapentadol or analogue. 

Likewise, handling by pharmacists and practitioners will be restricted to the conditions specified 

under the NCR. These regulatory measures are aligned with the Office of Controlled 

S~bstances' ongoing activities to safeguard the public from drugs that may be fleliRti~~.ly 1_ 

d"'@i teelstm:a ~us~: ~ J ~ .. L J • ? b 1:.cJ- JV 
~v €.A? , tfV'-- v----y IV" ~ ~ . 

Description 

Marketed internationally under the trade name of NUCYNTA ®, three formulations of 

tapentadol have been developed including an immediate release (IR) tablet for the relief of acute 

pain, and an extended release (ER) 

~ formulation for the management of moderate to severe chronic pain in patients 18 years of age or :.c older. 

~~' -
_ ~ ~ ~tadol IR for the relief of acute pain was approved by the Food and Dru~ Administration 
~ 1: ... (FDA) ~marketing in t~U.S. as a prescript~drug on November 2~008. 
~1 It ShOllid··············b············~·······························o············t········e··········d···················t········h·············a··········t·········· ............................ . 

J&JPRD has also submi~ New Drug~1ication (NDA) to ~DA for tapentadol ER. In 

Canada 
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s.20(1)(b) 

ot~ countries, sim~ntrols ~een enacted 

fYl'(J'/"" h> 
~ 
Y'P~.j 

Whil<: there are no reported e .... aftapOlOlaSe! abuse in canadii,"""" j...... 0.-
1 

potential for the diversion and trafticki1'lg ofNUCYNTA as it is available for sale in the I I S ami 
not yet scheduled under the CgJtltroUea Drugs lima SHhsl6fnees Aet (CD8A) in Canada. As the 
di:'\>'ersion and abuse ofprescriptio1'l drugs (espeoially prescriptioR opioids) is of in CIea sing 

cQHeem, gO'femmeftt inteI "enliun is required given that 

IIIIIIII1111111111111111111111111111111111111111111111IIIIII 

.. ~i4f 
Ie~atory 

actions taken by other countries, and the risk\ofthe diversion .f'hbuse 8ft8fHilli888~ealth _ h 
Canada proposes to include tapenta~oJ and .,~ of its related analogues on Schedule I the 
CDSA and the Schedule ~ tiOd ~,)fithe NCR. MoreoveI, IIeatth Cftllada tHSO proposes that
ftH related amllo~s '¥ith similar abase poleutiai as tire parent strbstaI1ce be ~imilafiy seheelttleel. 

~ b:f~:tJf:eJ h~ ~ pV l J- tAffL~tU' ~1 &wI ~ 
Tapentadol (Phenol, 3-[(1R,2R)-3-(dimethylamino)-1-ethyl-2-methylpropyl]-)} ;h 

VTapentad@(PhenOI hydrochloride, 3-[(1R,2R)-3-( dimethyl amino )-1-ethyl-2-
j'methylpropyl]-) ~1 if'" ~_~---::::~ _________ --

trbu4iSCi2' II ",. J pClltad61~ 

esters, ethers, salts and '1fIW- analogur8t SItWiP . ehnilm 

Section II: Expected Levels of Impact 

(Maximum 1 page for each question) 

To rate the level of impact, check either No or N/A (no or not applicable), Low, Medium, or High. 

Canada 
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1) Health and Safety 

If a regulatory proposal is expected to have no impact on 
human, animal, or plant health or safety, or is not 
applicable, it receives a No or NI A rating. If a regulatory 

. proposal is expected to have minimal impact, it receives a 
Low rating; if it is expected, tohave s()J:?le impact, such as 
reducing the delay or the need for medical attention or 
hospitalization, it receives a.Medium rating; and if it is 
expected to have a significant impact, such as mortality, it 
receives a High rating. 

No or Low Medium High 
N/A 

DOD 

• lfthe l'"tilClg is .l.g:)4', AlBaiH"', 01 High, descrzbe the expeet\i!ii live{ ttj tiil~As 
tapentadol is not currently marketed in Canada, and as there is no evidence as of yet of 

diversion from the u.6~re ithas been on the marketsince,June 2009, the health and 

si:fety impact is expetfii.rio be low as it does not represent a significant change from the 
status quo. The proposedscheduling of tapentadol under the CDSA andNCR is a 

proactive measure that will ensure its availability for legitimate therapeutic purposes (if 
approved for sale in Canada in the future) )Vhile mitigating the potential for diversion 
and abuse. .., 

2) Environment 

If a regulatory proposal is expected to have no impact on, No or Low: Medium, HigJa. 
the environment, or is not applicable, it receives a No or N/A 
NI A rating. Ifa regulatory proposal is expected to have 

[gf 0 0 0 minimal impact, it receives a Low rating; if it is expected 
to have some impact, it receives a Medium rating; and if ~ 

it is expected to have a significant impact, such as 
damaging a sensitive ecosystem or protecting it from 

, 

irreversible harm or damage, it receives a High rating. A 
preliminary review based on The Cabinet Directive on the 
Environmental Assessment of Policy, Plan and Program 

Proposals will assist in providing a basis for the rating. 

/ 

\ 

Canada 
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3) Society and Culture 

If a regulatory proposal is expected to have no social 
impact or implications for people~ s way of life, culture, 

community, political systems, well-being, personal and 
property rights, fears and aspirations, or ethical concerns, 
or is not applicable, it receives a No or N/A rating. If a 
regulatory proposal is expected to have minimal impact, it 
receives a Low rating; if it is expected to have some 
impact, it receives a Medium rating; if it is expected to 
have a significant impact, it receives a High rating~ 
Special consideration should be given to vulnerable social 

and economic groups. such as Aboriginal peoples, official
language minorities, lower income Canadians, recent 
immigrants; and groups affected·on the basis of age" 
gender, race, or culture~ 

1~1'f p~ l>1'J~' 'II' I I I rol'I~I, '" '1[' r ~'~mrimT1nrnJrrn mmfr III 

No or 
N/A 

o 

Low Medium Higb 

IZJ· 0 o 
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4) Public Security 

If a regulatory proposal is expected to have no impact on 
public security or no implications for national safety and 
security, transportation and travel safety, criminal activity 
or policing, emergencies and disasters, family and home 
safety, fmancial safety, Internet safety, product or 
consumer protection, recreational safety, bullying, school 
safety, and workplace safety, or is not applicable, it 
receives a No or N/A rating. !fa regulatory proposal is 
expected to have minimal impact, it receives a Low 
rating; if it is expected to have some impact,. it receives a 

Medium rating;. and if it is expected to have a significant 
impact, it receives a High rating. 

No or 
N/A 

Low Medium High 
... 

IXI· D D 

• -ffthe MtiTIIg is low, U~diUl1l. 9r High, describe the expected It: ~el ufimpact: The impact 
on public security is low.--Ja ths; c i31't8 Bl';eI~"8e f)fJj~!el'sifiR e { h 'Sa atJl#~ the: 

scheduling of tapentadol does not represent a significant change from the status quofor' 
law enforcement agencies. The scheduling of tapentadol will, however, enable law 
enforcement to take action should the diversion of tapentadol emerge as a problem' in the 
future (pMI'liculdl ty i/ttljJ81i1tHJ8J is 6ppP9J'?djar s~ iH CQi4Qt/Q)r.. 

p . .. . . 

Canada 
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5) Economy 

If a regulatory proposal is expected to have no economic 
impact or implications for business (including 
administrative burden and duplication), consumers, 
competition, jobs, and trade (international and 
interprovincial), oris not applicable, it receives a No OF' 

Nt A rating. If a regulatory proposal is expected to have 
minimal economic impact, it receives a Low rating; if it is 
expected to have some impact, it receives a Medium;, 
rating; and if it is expected to have a significant impact, it 
receives a High rating. 

No or Low Medium High 
NtA 

o IZl 0 0 

In the Unite ates; there hCl§J1een some mentionofjbe-pi5SJibilitjJ ofthecostJ;J.ftapentadol 
. a&aresult~ 

and practitfonersj;.ei11g reluctant to presCJfJie1fue 
elevation.Xcosts. Neverthelessytl6pite these cnJ1.Cern.fl ___________ _ 

Hence; the economic 
impact is expected to b'fmarginally low. 

Canada 
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6) Costs and Savings of the ~egulatory Proposal 

Estimate the level of gross costs 
or savings to government, 
industry, consumers, and 
Canadians as a result of the 
regulatory proposal in CAN 
dollars. Estimate costs or 
savings either in terms of 
present value (PV) based on a 
minimum 10-year forecast and 
an 8% discount rate, or 
expressed annually. For 
guidance see the Canadian 
Cost-Benefit Analysis Guide: 
Regulatory Proposals. Note: 
government costs do not include 
the cost of developing the 
regulatory proposal. 

No or 
N/A 

$0 

0 

Low 

$0-$10 million 
PV 

or 

$0-$1 million 
annual 

~' 

Medium' High 

$10-$100' ~$1 00 million 
millionPV PV 

or or 

$1 M.;..$ 10 >$10 million 
million annual annual 

0 0 

lJ1m:lu4~fiH'I'I:tnn'fts'7ftll'Zlrjfzztm.r.. The level of impact is low as the only coststo be incurred by this 
regulatory proposal (should NUCYNTA be approved for sale in Canada in the future) are costs 
associated with product labeling and the additionof an "N" to designate tapentadol medications 

as narcotics. V~S~ -o~ jJ ~', t f[i.~J....e.ttL, 
~~ ~ 

~ () l k ~ cowyG, :-( w ~~ ~y- ~J ~c...--h~~ . 

U L.cJ-- tA--'1ot:AJ +- L 0) ~ He ~ L~ 
r-r~: 
~.~ ~~ U~'.f-[Ov.//~I. 
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7) Public Interest, Stakeholder Support, and Potential Controversy 

If a proposal is not controversial and is universally 
supported by all stakeholder groups, or this is not 
applicable, it receives a No or N/A rating. If a regulatory 
proposal is expected to cause minimal controversy but is 
generally supported by all key stakeholder groups) 
including lobby groups, it receives a Low rating; if it is 
expected'to cause some' controversy or is opposed by 
some key stakeholders, it receives a Medium rating; and 
if it is expected to cause significant controversy, is 
opposed by most stakeholders, or faces large opposition,. 
it receives a High rating; 

8) Regulatory Coordination and Cooperation 

If a regulatory proposal is expected to have no impact on· 
regulatory coordination or cooperation,. including that 
between federal departments, with other governments in 
Cana~ and internationally, or is not applicable, it 
receives' a No or NI Ai. rating. If a regulatory proposal is . 
expected to have minimal impact on regulatory 
coordination or cooperation, it receives a Low rating; if it 
is expected to have some impact, it receives a Medium; 
rating; and if it is expected to have a significant impact, it 
receives a High rating, for example~ whenever specific 
Canadian requirements are proposed. 

No or 
N/A 

No or 
N/A· 

Low Medium High 

o o 0 

Low 

o o o 
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9) International Trade Agreements or Obligations 

If a regulatory proposal is expected to have no impact on 
international trade agreements or obligations, or is not 
applicable, it receives a No or N/A rating. If a regulatory 
proposal is expected to have minimal impact on . 
international trade agreements or obligations, it receives a 
Low rating; if it is-expected to have some impact, it 
receives. a Medium rating; and if it is expected to have a 
significant impact, it receives a High rating. 

No or 
N/A 

Low Medium High 

o 

1Hrtrlnn71tt'm!"mE;mdPfmttm'1r.1,.,-j~':Ir;-;rks'Crif:Te-the"'eX!1et~Heffl-tJfimJ~: This regulatory 

proposal will have a low impact on Health Canada meeting its current and future international 
obligations under the UN Single Convention on Narcotic Drugs 1961 as amended by the 1972 
protocol amending the Single Convention on Narcotic Drugs 1961 as tapentadol has yet to be 
~dded to the Schedules iinder the UN Convention: 

, 
10) Legal, Policy or Government Priority, Miscellaneous Amendment Regulations (MARs), 

or other Impact 

If a regulatory proposal is expected to have no legal" 
policy, or other impact, or is not applicable, it receives a 
No or N/A rating. Ifa regulatory proposal is expected to 
have minimal legal, policy, or other impact, it receives a. 
Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected to have" 
significant impact, it receives a High rating. MARs are 
usually rated as No or NI A. 

No or. Low. Medium. High 
NJA 

Ih' ~.~.. [] 0 nr ~: 
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Section III: Overall Impact 

The overall expected level of impact of the NoorN/A Low Medium High 
regulatory proposal should be the highest level 

0 ~ 0 0 triggered by any of the questions in Section II. 

Section IV: Submissions Requirements 

Triage Statement Requirements 

Low-Impact RlAS Template 

A. If the answer to all Complete the Low-impact RlAS template 
10 questions is No or NI A 

~ or Low Consideration of recommendation for exemption from pre-
publication in Canada Gazette, Part 1. 

MediumIHigh-Impact RlAS Template 

B. If the answer to one or Complete the Medium/high-impact RIAS template 
more of the 10 questions 

0 is Medium or High Consult stakeholders before pre-publication in Canada 
Gazette, Part I. 

C. If all the answers to Qualitative analysis of costs and benefits for each stakeholder 
Questions 1 through 6 are 

0 
is required. 

No or NI A or Low 

D. If the answer to one or Estimate benefits and costs for each stakeholder through cost-
more of Questions 1 

0 
benefit analysis, risk assessments, and strategic environmental 

through 6 is Medium and assessment: 
there are no answers that 1. Quantitative costs; 
are High 2. Quantitative benefits if data is available (such as in 

literature reviews, departmental records, benefits 
transfer, consultation, and expert advice); or 

3. Qualitative costs or benefits when 1 or 2 above is not 
possible. 

Canada 
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E. If the answer to one or 
more of questions 1 

D through 6 is High 

F. If the answer to 
Question 8 is either 

D Medium or High 

G. If the answer to 
Question 9 is either 

D Medium or High 

H. If the answer to one or 
more of Questions I 

0 through 6 is either 
Medium or High 

Secretariat du Conseil du Tresor 
du Canada 

Estimate benefits and costs for each stakeholder through cost-
benefit analysis, risk assessments and strategic environmental 
assessment: 

1. Quantitative costs 
2. Quantitative benefits 
3. Qualitative costs or benefits when 1 or 2 is not possible 

Complete the Performance Measurement and Evaluation 
section of the RIAS template and a Performance Measurement 
and Evaluation Plan. 

Report on any cooperation and coordination efforts 
undertaken, including those between federal departments, with 
other governments in Canada, and internationally. When 
specific Canadian requirements are proposed, identify why 
they are warranted by specific Canadian circumstances and 
how they result in the greatest overall benejit to Canadians. 

Report on any efforts to ensure that Canada's international 
obligations are respected in such areas as human rights, health, 
safety, security, international trade, and the environment. 

Complete the Implementation, Enforcement and Service 
Standards section of the RIAS template. 

Canada 
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The regulatory organization should provide a rationale in writing if the regulatory organization 
wishes to obtain an exemptionfrom RAS on some of the requirements listed above: 

Not applicable - no exemption sought. 

RAS should list any additional requirements for this proposal, such as policy cover, program 
funding, or other information. 

In the case of a MAR, RAS approves the use of the MARs process: 

Yes 0 No ~ Not applicable. 

Departmental signoff 
Substances, Controlle 
Canada 

Name and title (print): Mr. Nathan Isotalo, Sr. Policy Analyst 

Date: October 12, 2010 

Name and address of departmental contact person(s): Mr. Nathan Isotalo, 123 Slater St., B326 3rd 

Floor, Tel. 613-946-4225 

RAS signoff (analyst): 

Date: 

The regulatory organization should send two signed copies of the final Triage Statement to RAS. 
RAS will then sign the two Triage Statements and return one copy to the regulatory organization. 

Regulatory Affairs Sector 
Treasury Board of Canada Secretariat 
155 Queen Street 
OttawaON KIAOR5 
Canada 
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Statutory Authority: Controlled DrUlf!£il~;,i"1' 
;'-¥~i,,' ,,,,2, 

Approximate date of submission of re:,,:~~j!fh~~;:" 

Issue 

s.20(1)(b) 

Marketed internationally under the 
trade name ofNUCYNTA ®, two fonnulations of tapentadol have been deVeloped including an 
immediate release (IR) tablet for the relief of acute pain and a 

In the United States, a New Drug Application for a prolonged release 
(PR) fonnulation of the NUCYNTA ® tablet was also recently submitted for approval to the 
Food and Drug Administration. 

""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""" 

Tapentadol, including its isomers, esters, ethers, salts and salts of 
isomers, esters and ethers, whenever the existence of such isomers, esters, ethers and salts is 

Canada 
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possible, would classify 

In the United States, the results of a 2008 Phase 3 study of the U.S. Food and Drug 
Administration (FDA) concluded that Tapentadol IR relieves acute pain while offering 

Tapentadol IR for relief of acute pain was approved by the FDA for marketing in the U.S. as a 
prescription drug on November 20th

, 2008. 
~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ 

It is available in immediate-
release doses of 50, 75 and 100 mg. 

as it is not yet scheduled under the CDSA in Canada. 

A new drug application was filed with the U.S. FDA on January 23cd
, 2008 to investigate 

Tapentadol IR to relieve moderate to severe pain. 

A recent study prepared by the International Narcotics Control Board, 2009, reported that a 
majority of the users of street drugs in most of the main cities in Canada, with the exception of 
Montreal and Vancouver, are non-medicinal users of prescription opioids. 

pending issuance of a Notice of Compliance subsequent to 
successful reviews and approvals. 

While not yet approved for sale in Canada, 

as it is not yet scheduled under the CDSA in Canada. As the diversion 
and abuse of prescription is of increasing concern (with a majority of drug users in many large 
urban centres in Canada being non-medicinal users of prescription opioids, government 

Canada 
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intervention is required given that the abuse potential ofNUCYNTA ®, NUCYNTA CR ™ is 
significantly enhanced when tapentadol or any ~nalogu.! thereof are not scheduled. 

Once scheduled, only licensed dealers of tapentadol or its analogues will be able to carry out the 
specific activities in their dealer's license for the specified tapentadol or analogue and only those 

licensed dealers having the necessary permits to import and/or export them may do so. Likewise, 
handling by pharmacists and practitioners will be restricted to the conditions specified under the 
Narcotic Control Regulations (NCR). 

Objectives 
Health Canada's objective is to ensure that tapentadol aL ." .",P·".'.;·.d" 

abuse potential are added to Schedule I of the CDSA 
Narcotic Control Regulations (NCR). This will restrict 
related controlled substances or narcotics to only those 1 
CDSA and NCR. This objective aligns with the Office 0 

activities to ensure that substances having a strong nni·",,. •• ,'i'<li~" 

h
reSCriPtion drugs only. This regulatory proposal will 

s.20(1)(b. d . . c: d" lcense an permIt requIrements lor me lcatlons corltalr" 

Description 

consideration of the risks posed to Canadians and exisb.,·· 
countries, e.g. the addition oftapentadol to Schedule II 
(CSA), Health Canada's intent is to include tapentadol 
Schedule I of the CDSA and the Schedule (section 
to expand the scope to include any analogues to 
only found in prescription drugs. 

To schedule the following: 

Tapentadol (Phenol, 3-[( 1 R,2R)-3-( dimethylamino )-1-

Tapentadol HCL (Phenol hydrochloride, 3-[(lR,2R)-3 
methylpropyl]-) 

, ~.\_. -ethyl-2-
Tapentadol related analogues (its isomers, esters, ethers, salts and salts ofisomers, eMe .. ~ '" 
ethers, whenever the existence of such isomers, esters, ethers and salts is possible and they 
exhibit similar abuse potential as tapentadol) 

Canada 
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Section II: Expected Levels of Impact 

(Maximum 1 page for each question) 

To rate the level of impact, check either No or NI A (no or not applicable), Low, Medium, or High. 

Canada 
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1) Health and Safety 

Canada 
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human, animal, or plant health or safety, or is not 

applicable, it receives a No or N/A rating. If a regulatory 
proposal is expected to have minimal impact, it receives a 

5.20(1) ~ow rating; if it is expected to have some impact, such as 

reducing the delay or the need for medical attention or 
hospitalization, it receives a Medium rating; and if it is 
expected to have a significant impact, such as mortality, it 

receives a High rating. 

o o 

If the rating is Low, Medium, or High, describe the expected level of impact: 

o 

The impact of this regulatory proposal on human health and safety is medium as the scheduling 

of tapentadol, its analogues (isomers, esters, ethers, salts and salts of isomers, esters and ethers 

whenever the existence of such isomers, esters, ethers and salts is possible) will mitigate the 

street-abuse potential by ensuring that the these substances are only found in prescription drugs 
and that they are subject to the controls authorized under the CDSA. Accessibility to 
NUCYNTA®, NUCYNTA CR ™or tapentadol. containing 

prescriptions will only be allowed through prescription only, benefiting users from 

The OP/CAN cohort of2001 hadformerly identified the problem of illicitly obtained medicinal 
prescription opioids (Fischer et al., 2006); 

A notable findingfrom the Canadian Alcohol and Drug Use Monitoring Survey (CADUMS) 
2008 is that more than ~ Canadians (28.4%) aged 15 years and older indicated use of an opioid 
pain reliever, a stimulant, a sedative or tranquilizer in 2008, with 0.6% of these respondents 
indicating the use of such pharmacological products to get a high (Health Canada. 2008). 

Elsewhere. it was reported that out of these categories of pharmaceuticals. opioid pain relievers 

were the most commonly used About one infive (21.6%) of the respondents reported use of 
opioid pain relievers in the 12 months preceding CADUMS 2008. Amongst users of Percodan®, 

Demerol ® and OxyContin® opioid pain relievers, 1.5% corresponding to 0.3% of the total 
population. reported using them to get high. Among users, a statistically significant difforence in 
use was found between those aged between 15-24 years of age, five times greater use, than those 
above 25 years of age (p<0.05). (Youth;' 4.9% of users, 0.9% of population vs. Adults: 1.0% of 
users or 0.2% of the population). Population of N= 16640. Provinces with the highest levels of 
abuse of opioid prescription drugs were Alberta and British Columbia. 

In comparison to recently released CADUMS 2009 survey results; over the past-year, 

pharmaceutical use and abuse has remained comparable to that of 2008 (Health Canada. 2009). 
Twenty-five percent (25%) of responders (vs; 28.4% in 2008) indicated that they had used a 
psychoactive pharmaceutical drug in the past-year. 2.3 % vs 0.6% in 2008 rpoerted using such a 
drug to get high. Like in 2008, opioid pain relievers were most commonly used category of 
pharmaceuticals used to get high when compared with tranquilizers and sedatives. Among users 
of pain relievers such as Percodan®, Demerol ® and OxyContin®. 2.3% (vs.1.5%for 2008) 
corresponding to 0.4% (vs. 0.3%for 2008) of the total population. reported using them to get 
high. Prevalence of abuse was about six times greater in youth aged 15-24 years of age (8.5 % of 
lIsers or 1.2% of the popUlation vs. adults ~ 25 years of age or 1.4% of users or 0.3% o/the 
population. 
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2) Environment 

If a regulatory proposal is expected to have no impact on 
the environment, or is not applicable, it receives a No or 
NI A rating. If a regulatory proposal is expected to have 
minimal impact, it receives a Low rating; if it is expected 
to have some impact, it receives a Medium rating; and if 
it is expected to have a significant impact, such as 
damaging a sensitive ecosystem or protecting it from 
irreversible harm or damage, it receives a High rating. A 
preliminary review based on The Cabinet Directive on the 

Environmental Assessment of Policy, Plan and Program 

Proposals will assist in providing a basis for the rating. 

3) Society and Culture 

:~~::~~a:~~·'":.~¥,t~~;£~; 
community, PI~:l;:i:{F' 

property righ~ 
or is not applk<f 
regulatory 

and economic 
language mino. 
immigrants, an 1 "<' 
gender, race, 0 

If the rating is 
practitioners CI 

patient's weill 
related medica 
health effects 0 

once approved 
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No or Low Medium High 
N/A 

D ~. 0 0 
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medications for treatment and 
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medication with less severe adverse 
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4) Public Security 

If a regulatory proposal is expected to have no impact on 
public security or no implications for national safety and 
security, transportation and travel safety, criminal activity 
or policing, emergencies and disasters, family and home 
safety, financial safety, Internet safety, product or 
consumer protection, recreational safety, bullying, school 
safety, and workplace safety, or is not applicable, it 
receives a No or Nt A rating. If a regulatory proposal is 
expected to have minimal impact, it receives a Low 
rating; if it is expected to have some impact, it receives a 
Medium rating;. and if it is expected to have a significant 
impact, it receives a High rating.. 

No or Low Medium High 
N/A 

o ~ 0 

If the rating is Low, Medium; or High, describe the expected level of impact: The impact on 
public security is medium as the consequence of not scheduling tapentadol under the CDSA and 
NCR would lead to potential diversion and abusive use of this i This 
regulatory proposal effectively ensures that tapentadol and its analogues are adequately 
controlled under the C;DSA and NCR. A key finding of the RCMP's 2007 report on the drug 
situation in Canada. was that traffickers continlfe to practice diversion from domestic sources 

...--r,::-;~,~' cquire black market pharmaceutical products. Diverted 
~". )._ > ~". l 

emained constant for decades. In 2007, synthetic opiate 
be readily available and sought after on the illicit market; Wide 
one continued to be a prominent problem in Eastern Canada 

Canaaa 
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s.20(1)(b) 

If a regulatory proposal is expected to have no economic 
impact or implications for business (including 
administrative burden and duplication), conswners, 
competition, jobs, and trade (international and 
interprovincial), or is not applicable, it receives a No or 
N/A rating. If a regulatory proposal is expected to have 
minimal economic impact, it receives a Low rating; if it is 
expected to have some impact, it receives a Medium 
rating; and if it is expected to have a significant impact, it 
receives a High rating. 

No or Low Medium High 
N/A 

If the rating is Low, Medium, or High, describe the expected level of impact: 

In the United States, there has been some mention of the possibility of the cost of tapentadol 
increasing as a result of the 1 

and practitioners being reluctant to prescribe due 
to elevation in costs. Nevertheless, despite these concerns, 

IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111 

ence, the expected economic 
impact is expected I 
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6) Costs and Savings of the Regulatory Proposal 

Estimate the level of gross costs 
or savings to government, 
industry, consumers, and 
Canadians as a result of the 
regulatory proposal in CAN 
dollars. Estimate costs or 
savings either in terms of 
present value (PV) based on a 
minimum 10-year forecast and 
an 8% discount rate, or 
expressed annually. For 
guidance see the Canadian 
Cost-Benefit Analysis Guide: 
Regulatory Proposals. Note: 
government costs do not include 
the cost of developing the 
regulatory proposal. 

If the level of impact is Low, 
(inClude amounts if available): 

No or 
N/A 

on Government spending on the tn 
burden associated with illegal dru~1~< 
Assuming a conservative 0.1 % cm ' 
pharmaceuticals would result in a 

Low Medium Higb 

~$l 00 million 
PV 

or 

~$l 0 million 
annual 

sts and savings 
uge cost savings 
ompliance. Cost 

" et al., 2006). 

l se of opioid 
. tial cost savings. 
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7) Public Interest, Stakeholder Support, and Potential Controversy 

If a proposal is not controversial and is universally No or 
supported by all stakeholder groups, or this is not N/A 
applicable, it receives a No or N/A rating. If a regulatory 

~ proposal is expected to cause minimal controversy but is 
generally supported by all key stakeholder groups~ 
including lobby groups, it receives a Low rating; if it is 
expected to cause some controversy or is opposed by 
some key stakeholders, it receives a Medium rating; and 
if it is expected to cause significant controversy, is 
opposed by most stakeholders, or faces large opposition, 
it receives a High ratin~ 

8) Regulatory Coordination and Cooperation 

If a regulatory proposal is expected to have no impact on No or 
regulatory coordination or cooperation, including that N/A 
between federal departments, with other governments in 

IZI Canada, and internationally, or is not applicable, it 
receives a No or N/A rating. If a regulatory proposal is 
expected to have minimal impact on regulatory 
coordination or cooperation, it receives a Low rating; if it 
is expected to have some impact, it receives a Medium, 
rating; and if it is expected to have a significant impac~ it 
receives a High rating., for example, whenever specific 
Canadian requirements are proposed. 

Low Medium High 

0 0 0 

Low Medium High 

0 0 0 

Canada 
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9) International Trade Agreements or Obligations 

If a regulatory proposal is expected to have no impact on 
international trade agreements or obligations, or is not 
applicable, it receives a No or N/A rating. Ifa regulatory 
proposal is expected to have minimal impact on 
international trade agreements or obligations, it receives a 
Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected to have a 
significant impact, it receives a High rating. 

No or 
N/A 

o 

Low Medium High 

o 

If the rating is Low, Medium, or High, describe the expected level of impact: This regulatory 

proposal will have a p6telflidi-;r;t;n e mediuM impact on Health Canada meeting its current and 
future international obligations under the UN StrrgIe Conventiorf9n l'larcetie Drugs 1961 as 
-amended by the 1972 pro/eoo/: amending the Single Cemzentioll 011 Narcotic Drugs 1961 onlv. 
0Ree tnpentadol,s added to the Schedules under the UJol Convention. s:;...0"Y\0- ~.:::r:..,...;(-. 

c:6v< 0-.,( ~ __ ~'"b /... /./ 

~ ~........-- c. .. 
10) Legal, Policy or Government Priority, Miscellaneous Amendment Regulations (MARs), 

or other Impact 

If a regulatory proposal is expected to have no legal, No or Low Medium High 
policy, or other impact, or is not applicable, it receives a N/A 
No or N/A rating. Ifa regulatory proposal is expected to 

~ .. 0 0 0 have minimal legal, policy, or other impact, it receives a 
Low rating; if it is expected to have some impact, it 
receives a Medium rating; and if it is expected. to have 
significant impact, it receives a High rating. MARs are 
usually rated as No or Nt A. 

This regulatory fJl"fJ[Jwul is not a lv/AR:-" 

This regulatory amendment wgs not p,:!!!!osed by the Standing Commi1Jee/or the Senltiny of 
Regtdativns. 

Canada 
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Section III: Overall Impact 

The overall expected level of impact of the NoorN/A Low Medium High 
regulatory proposal should be the highest level 

0 0 lZI 0 triggered by any of the questions in Section II. 

Section IV: Submissions Requirements 

Triage Statement Requirements 

Low-Impact RIAS Template 

A. If the answer to all Complete the Low-impact RIAS template 
10 questions is No or NI A 
or Low 0 Consideration of recommendation for exemption from pre-

publication in Canada Gazette, Part I. 

MediumIHigh-Impact RIAS Template 

B. If the answer to one or Complete the Medium/high-impact RIAS template 
more of the 10 questions 

0 is Medium or High Consult stakeholders before pre-publication in Canada 
Gazette, Part I. 

C. If all the answers to Qualitative analysis of costs and benefits for each stakeholder 
Questions 1 through 6 are 

0 
is required. 

No or N/A or Low 

D. If the answer to one or Estimate benefits and costs for each stakeholder through cost-
more of Questions 1 

l2SI 
benefit analysis, risk assessments, and strategic environmental 

through 6 is Medium and assessment: 
there are no answers that 1. Quantitative costs; 
are High 2. Quantitative benefits if data is available (such as in 

literature reviews, departmental records, benefits 
transfer, consultation, and expert advice); or 

3. Qualitative costs or benefits when 1 or 2 above is not 
possible. 

Canada 
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E. If the answer to one or 
more of questions 1 

0 through 6 is High 

F. If the answer to 
Question 8 is either 

0 Medium or High 

G. If the answer to 
Question 9 is either 

IZI Medium or High 

H. If the answer to one or 
more of Questions I 

IZI through 6 is either 
Medium or High 

Secretariat du Conseil du Trasor 
du Canada 

Estimate benefits and costs for each stakeholder through cost-
benefit analysis, risk assessments and strategic environmental 
assessment: 

1. Quantitative costs 
2. Quantitative benefits 
3. Qualitative costs or benefits when 1 or 2 is not possible 

Complete the Performance Measurement and Evaluation 
section of the RIAS template and a Performance Measurement 
and Evaluation Plan. 

Report on any cooperation and coordination efforts 
undertaken, including those between federal departments, with 
other governments in Canada, and internationally. When 
specific Canadian requirements are proposed, identify why 
they are warranted by specific Canadian circumstances and 
how they result in the greatest overall benefit to Canadians. 

Report on any efforts to ensure that Canada's international 
obligations are respected in such areas as human rights, health, 
safety, security, international trade, and the environment. 

Complete the Implementation, Enforcement and Service 
Standards section of the RIAS template. 

Canada 
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The regulatory organization should provide a rationale in writing if the regulatory organization 

wishes to obtain an exemption from RAS on some of the requirements listed above: 

Not applicable - no exemption sought. 

RAS should list any additional requirements for this proposal. such as policy cover, program 
funding, or other information. 

In the case of a MAR RAS approves the use of the MARs process: 

Yes 0 No 0 Not applicable. 

Departmental signotT (Director): Ms. Diane Allan, Director, Office of Controlled 
Substances, Controlled Substances and Tobacco Directorate, HECS Branch, Health 
Canada 

Name and title (print): Mr. Nathan Isotalo, Sr. Policy Analyst 

Date: June 23, 2010 

Name and address of departmental contact person(s): Mr. Nathan Isotalo, 123 Slater St., B326 3rd 

Floor, Tel. 613-946-4225 

RAS signotT (analyst): 

Date: 

The regulatory organization should send two signed copies of the final Triage Statement to RAS. 
RAS will then sign the two Triage Statements and return one copy to the regulatory organization. 

Regulatory Affairs Sector 
Treasury Board of Canada Secretariat 
155 Queen Street 
Ottawa ON KIA DRS 
Canada 

Canada 
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* NNUCYNTATM CR 

Tapentadol 

Controlled-release Tablets 
50 mg, 100 mg, 150 mg, 200 mg, and 250 mg 

Tapentadol (as tapentadol hydrochloride) 

Opioid Analgesic 

PART 1: HEALTH PROFESSIONAL INFORMATION 

SUMMARY PRODUCT INFORMATION 

Route of Dosage Form / Strength Nonmedicinal Ingredients 
Administration 
Oral Controlled-release tablet Silicified microcrystalline cellulose, 

50 mg, 100 mg, 150 mg, hypromellose, magnesium stearate, polyvinyl 
200 mg, and 250 mg alcohol, talc, polyethylene glycol, titanium 

dioxide, FD&C Blue #2 Aluminum Lake (100 
mg, 150 mg, 200 mg, and 250 mg tablets), 
yellow iron oxide (150 mg tablets) 

INDICATIONS AND CLINICAL USE 

Adults 
NUCYNTATM CR (tapentadol) is indicated for the management of moderate to moderately severe pain in 
adults who require continuous treatment for several days or more. 

Geriatrics (> 65 years of age): 

In general, recommended NUCYNT A ™ CR dosing for elderly patients with normal renal and hepatic 
function is the same as for younger adult patients with normal renal and hepatic function. Because elderly 
patients are more likely to have decreased renal and hepatic function, care should be taken in dose 
selection as recommended (see DOSAGE AND ADMINISTRATION and ACTION AND CLINICAL 
PHARMACOLOGY). 

Pediatrics: 

The safety and efficacy of NUCYNT A ™ CR has not been studied in the pediatric population. Therefore, 
use ofNUCYNT A ™ CR tablets is not recommended in patients under 18 years of age. 

\ \na.jnj .com\joicadfsrootIDepartmentaIlRA ICONTROL LABELLINGIENGLISHlCPM.P02INucyntaINUC 120220 1 OCPM2.NDS.doc 
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CONTRAINDICATIONS 

• Patients who are hypersensitive to tapentadol, to opioids, or to any ingredient in the formulation or 
component of the container. For a complete listing, see the DOSAGE FORMS, COMPOSITION 
AND PACKAGING section of the Product Monograph; 

• In patients with known or suspected mechanical gastrointestinal obstruction (e.g., bowel obstruction, 

strictures) or any diseases/conditions that affect bowel transit (e.g., ileus of any type); 

• Patients taking monoamine oxidase (MAO) inhibitors (or within 14 days of such therapy) (see 

WARNINGS AND PRECAUTIONS) ; 

• Severe renal or hepatic impairment (creatinine clearance ofless than 30 mLimin and/or Child-Pugh 

Class C); 

• Patients with mild, intermittent or short-duration pain that can be managed with other pain 

medications; 

• The management of peri-operative pain; 

• Patients with acute asthma or other obstructive airway, and status asthmaticus; 

• Patients with acute respiratory depression, elevated carbon dioxide levels in the blood, and cor 

pulmonale; 

• Patients with acute alcoholism, delirium tremens, and convulsive disorders; 

• Patients with severe CNS depression, increased cerebrospinal or intracranial pressure, and head 

injury; 

• Women who are breastfeeding, pregnant, or during labour and delivery. 

WARNINGS AND PRECAUTIONS 

General 

NUCYNTATM CR (tapentadol) tablets must be swallowed whole. NUCYNTATM CR tablets should 
never be chewed, divided, dissolved or crushed. Taking broken or divided NUCYNTATM CR could 
lead to the uncontrolled release and rapid absorption of a potentially fatal dose of tapentadol. 

Patients who have received NUCYNT A ™ CR should be closely monitored, especially for signs of 
respiratory depression, until a stable maintenance dose is reached. Since alcohol increases the sedative 
effect of opioids, the concomitant use ofNUCYNTATM CR and alcohol should be avoided. 

Seizure Risk 

Spontaneous post marketing reports of patients receiving tapentadol indicate that seizures have been 
reported. Although tapentadol has been given with concomitant use of SSRIs, SNRI and other 
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medications in clinical trials, precaution should be used when tapentadol is administered concomitantly 
with other medications that may cause seizures. If seizures occur, tapentadol should be discontinued. 

Risk of convulsions may also increase in patients with epilepsy, those with a history of seizures, or in 
patients with a recognized risk for seizure (such as head trauma, metabolic disorders, alcohol and drug 
withdrawal, CNS infections). 

Drug Abuse. Addiction And Dependence 
, 

Tapentadol has a potential to cause psychological and physical dependence of the morphine-type (J.-l
opioid). In general, opioids have been associated with craving, drug-seeking behaviour and tolerance 
development. Cases of abuse and dependence on tapentadol have been reported. NUCYNTATM CR 
tablets should not be used in opioid-dependent patients. Tapentadol can re-initiate physical dependence in 
patients who have been previously dependent or chronically using other opioids. In patients with a 
tendency to abuse drugs or have a history of drug dependence, and who are chronically using opioids, 
proper assessment ofthe patient, proper prescribing practices, periodic re-evaluation of therapy, and 
proper dispensing and storage are appropriate measures that help to limit abuse of opioid drugs. 

NUCYNTATM CR is intended for oral use only. NUCYNTATM CR could be abused by breaking, 
crushing, chewing, snorting, or injecting the dissolved product. These practices will result in the 
uncontrolled delivery of the opioid and pose a significant risk to the abuser that could result in overdose 
and death. This risk is increased with concurrent abuse of alcohol and other substances. With parenteral 
abuse, the tablet excipients can be expected to result in local tissue necrosis, infection, pulmonary 
granulomas, and increased risk of endocarditis and valvular heart injury. 

NUCYNTATM CR should not be used in opioid-dependent patients since it cannot suppress morphine 
withdrawal symptoms, even though it is an opioid agonist. 

Abuse and addiction are separate and distinct from physical dependence and tolerance. In addition, abuse 
of opioids can occur in the absence of true addiction and is characterized by misuse for non-medical 
purposes, often in combination with other psychoactive substances. 

Tolerance as well as both physical and psychological dependence may develop upon repeated 
administration of opioids, and are not by themselves evidence of an addictive disorder or abuse. 

Concerns about abuse, addiction, and diversion should not prevent the proper management of pain. The 
development of addiction to opioid analgesics in properly managed patients with pain has been reported 
to be rare. However, data are not available to establish the true incidence of addiction in chronic pain 
patients. 

Proper assessment of the patient, proper prescribing practices, periodic re-evaluation of therapy, and 
proper dispensing and storage are appropriate measures that help to limit abuse of opioid drugs. 

Withdrawal Symptoms 

The opioid withdrawal syndrome may occur following abrupt discontinuation of therapy, and is 
characterized by some or all of the following: restlessness, lacrimation, rhinorrhea, yawning, perspiration, 
chills, myalgia, and mydriasis. Other symptoms also may develop, including irritability, anxiety, 
backache, joint pain, weakness, abdominal cramps, insomnia, nausea, anorexia, vomiting, diarrhea, 
increased blood pressure, respiratory rate or heart rate. 
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Patients on prolonged therapy may be withdrawn gradually from the drug if it is no longer required for 
pain control. Clinical experience suggests that withdrawal symptoms may be relieved by reinstitution of 
opioid therapy followed by a gradual, tapered dose reduction of the medication combined with 
symptomatic support. 

Risk of Overdosage 

Serious potential consequences of overdosage with NUCYNTATM CR are central nervous system 
depression, respiratory depression and death. In treating an overdose, primary attention should be given to 
maintaining adequate ventilation along with general supportive treatment (see OVERDOSAGE). 

Do not prescribe NUCYNTATM CR for patients who are suicidal or addiction prone. 

NUCYNTATM CR should not be taken in doses higher than those recommended by the physician. The 
judicious prescribing oftapentadol is essential to the safe use of this drug. With patients who are 
depressed or suicidal, consideration should be given to the use of non-narcotic analgesics. Patients should 
be cautioned about the concomitant use of tapentadol products and alcohol because of potentially serious 
eNS-additive effects of these agents. Because of its added CNS depressant effects, tapentadol should be 
prescribed with caution for those patients whose medical condition requires the concomitant 
administration of sedatives, tranquilizers, muscle relaxants, antidepressants, or other CNS-depressant 
drugs. Patients should be advised of the additive CNS depressant effects of these combinations. 

CNS Depression 

Patients receiving other opioid agonist analgesics, general anesthetics, phenothiazines, other tranquilizers, 
sedatives, hypnotics, or other CNS depressants (including alcohol) concomitantly with NUCYNTATM CR 
may exhibit additive CNS depression. Respiratory depression, hypotension, profound sedation, coma or 
death may result if these drugs are taken in combination with NUCYNT A ™ CR. When such combined 
therapy is contemplated, a dose reduction of one or both agents should be considered. 

Head Injury and Increased Intracranial Pressure 

NUCYNTATM CR should be used with caution in patients with increased intracranial pressure or head 
injury, since the respiratory depressant effects of opioid receptor agonism include carbon dioxide 
retention and secondary elevation of cerebrospinal fluid pressure, and such effects may be markedly 
exaggerated in these patients. Also, pupillary changes (miosis) from tapentadol may obscure the 
existence, extent or course of intracranial pathology. Clinicians should also maintain a high index of 
suspicion for adverse drug reactions when evaluating altered mental status in these patients if they are 
receiving tapentadol (see WARNINGS AND PRECAUTIONS, Respiratory Depression). 

Respiratory Depression 

Respiratory depression is the primary risk of mu-opioid agonists. At high doses or in mu-opioid receptor 
agonist-sensitive patients, NUCYNTATM CR may produce dose-related respiratory depression. Therefore, 
NUCYNT A ™ CR should be administered with caution to patients at risk for respiratory depression. In 
these patients alternative non-opioid analgesics should be considered. If respiratory depression occurs, it 
should be treated as an overdose. If naloxone is to be administered, use cautiously because it may 
precipitate seizures (see WARNINGS AND PRECAUTIONS, Seizure Risk and OVERDOSAGE). 
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Interactions with Alcohol and Drugs of Abuse 

Due to its mu-opioid agonist activity, NUCYNTATM CR may be expected to have additive effects when 
used in conjunction with alcohol, opioids, or illicit drugs that cause central nervous system depression, 
respiratory depression, hypotension, and profound sedation, coma or death (see DRUG 
INTERACTIONS). 

In Vitro Dissolution Studies 
In vitro dissolution studies have demonstrated that NUCYNT A ™ CR does not release tapentadol more 
rapidly in 0.1 N HCI containing up to 40% ethanol than in 0.1 N HCI. In vitro studies may not predict in 
vivo effects. 

Psychomotor Impairment 

Patients should be cautioned that NUCYNT A ™ CR may impair the mental and/or physical abilities 
required for the performance of potentially hazardous tasks such as driving a car or operating machinery. 
This is to be expected especially at the beginning of treatment, at any change of dosage, as well as in 
combination with alcohol or tranquilizers (see DRUG INTERACTIONS). 

Peri-operative Considerations 

NUCYNT A ™ CR is contraindicated for peri-operative pain relief. In the case of planned chordotomy or 
other pain-relieving operations, patients should not be treated with NUCYNTA ™ CR for at least 48 hours 
before the operation and NUCYNTATM CR should not be used in the immediate post-operative period. If 
NUCYNT A ™ CR is to be continued after the patient recovers from the post-operative period, a new 
dosage should be administered in accordance with the changed need for pain relief.· The risk of 
withdrawal in opioid-tolerant patients should be addressed as clinically indicated (see Withdrawal 
Symptoms). 

The administration of analgesics in the peri-operative period should be managed by healthcare providers 
with adequate training and experience (e.g., by an anesthesiologist). 

Use With Serotonin Re-uptake Inhibitors (SSRIs) 

The development of a potentially life-threatening serotonin syndrome may occur with use of Serotonin or 
Norepinephrine Re-uptake Inhibitor (SNRI) products, including NUCYNTATM CR, particularly with 
concomitant use of serotonergic drugs such as Selective Serotonin Re-uptake Inhibitors (SSRIs), SNRIs, 
tricyclic antidepressants (TCAs), MAOIs (including linezolide, methylene blue and triptans) and with 
drugs that impair metabolism of serotonin. This may occur within the recommended dose. Serotonin 
syndrome may include mental status changes (e.g., agitation, hallucinations, coma), autonomic instability 
(e.g., tachycardia, labile blood pressure, hyperthermia), neuromuscular aberrations (e.g., hyperreflexia, 
incoordination) and/or gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea). 

Acute Abdominal Conditions 
As may occur with other analgesics, the administration of NUCYNT A ™ CR may complicate the clinical 
assessment of patients with acute abdominal conditions. 
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Use In Drug And Alcohol Addiction 
NUCYNT A ™ CR is an opioid with no approved use in the management of addictive disorders. Its 
approved usage in individuals with drug or alcohol dependence, either active or in remission is for the 
management of moderate to moderately severe chronic pain requiring continuous treatment with an 
opioid analgesic. 

Patient Counselling Information 

A patient information sheet is included in the package of NUCYNT A ™ CR tablets dispensed to the 
patient. 

Patients receiving NUCYNT A ™ CR should be given the following instructions by the physician: 

1. Patients should be informed that accidental ingestion or use by individuals (including children) 
other than the patient for whom it was originally prescribed may lead to severe, even fatal, 
consequences. 

2. Patients should be advised that NUCYNTATM CR contains tapentadol, an opioid pain medicine. 

3. Patients should be advised that NUCYNT A ™ CR should only be taken as directed. The dose of 
NUCYNTATM CR should not be adjusted without consulting with a physician. 

4. NUCYNT A ™ CR should be swallowed whole (not crushed, dissolved, divided, or chewed) due 
to the risk of fatal tapentadol overdose. 

5. Patients should be advised to report episodes of breakthrough pain and adverse experiences 
occurring during therapy. Individualization of dosage is essential to make optimal use of this 
medication. 

6. Patients should be advised not to combine NUCYNTATM CR with alcohol or other central 
nervous system depressants (sleep aids, tranquilizers) because dangerous additive effects may 
occur resulting in serious injury or death. 

7. Patients should be advised that serious anaphylactoid reactions have rarely been reported; 
however, patients with a history of anaphylactoid reactions to any other medications may be at 
increased risk and should be closely monitored. 

8. Patients should be advised that NUCYNT A ™ CR may increase the risk of seizures, particularly 
when taken above the recommended dose range or in combination with SSRIs, tricyclic 
antidepressants or other tricyclic compounds or with other opioids. 

9. Patients should be advised to consult their physician or pharmacist if other medications are being 
used or will be used with NUCYNTATM CR. 

10. Patients should be advised that if they have been receiving treatment with NUCYNTATM CR and 
cessation of therapy is indicated, it may be appropriate to taper the NUCYNTATM CR dose, rather 
than abruptly discontinue it, due to the risk of precipitating withdrawal symptoms. 

11. Patients should be advised of the most common adverse reactions that may occur while taking 
NUCYNT A ™ CR: nausea, dizziness, constipation, headache and somnolence. 
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12. Patients should be advised that NUCYNT A ™ CR may cause drowsiness, dizziness, or 
lightheadedness and may impair mental and/or physical ability required for the performance of 
potentially hazardous tasks (e.g., driving, operating machinery). Patients started on 
NUCYNT A ™ CR or patients whose dose has been adjusted should be advised not to drive a car 
or operate machinery unless they are tolerant to the effects ofNUCYNTATM CR. 

13. Patients should be advised that NUCYNTA ™ CR is a potential drug of abuse. They should 
protect it from theft or misuse. 

14. Patients should be advised that NUCYNTA ™ CR should never be given to anyone other than the 
individual for whom it was prescribed. 

15. Women of childbearing potential who become or are planning to become pregnant should be 
advised to consult a physician prior to initiating or continuing therapy with NUCYNT A ™ CR. 
Women who are breastfeeding or pregnant should not use NUCYNT A ™ CR. 

16. Patients should be informed that NUCYNT A ™ CR could cause seizures if they are at risk for 
seizure or have epilepsy. Such patients should be advised to use NUCYNT A ™ CR with care. 
Patients should be advised to stop taking NUCYNT A ™ CR if they have a seizure while taking 
NUCYNTATM CR and seek medical help immediately. 

Special Populations 

Use in PancreaticlBiliary Tract Disease 
Drugs with mu-opioid receptor agonist activity may cause spasm of the sphincter of Oddi. NU CYNT A ™ 
CR should be used with caution in patients with biliary tract disease, including acute pancreatitis. 

Hepatic Impairment 
A study oftapentadol in subjects with hepatic impairment showed higher serum concentrations than in 
those with normal hepatic function. NUCYNT A ™ CR should be used with caution in patients with 
moderate hepatic impairment (see DOSAGE AND ADMINISTRATION, and ACTION AND 
CLINICAL PHARMACOLOGY, Pharmacokinetics). 

NUCYNT A ™ CR has not been studied in patients with severe hepatic impairment and, therefore, use in 
this popUlation is contraindicated (see CONTRAINDICATIONS, DOSAGE AND 
ADMINISTRATION, and ACTION AND CLINICAL PHARMACOLOGY, Pharmacokinetics). 

Renal Impairment 
NUCYNT A ™ CR has not been studied in controlled efficacy studies in patients with severe renal 
impairment; therefore, its use in this population is contraindicated (see CONTRAINDICATIONS, 
DOSAGE AND ADMINISTRATION, and ACTION AND CLINICAL PHARMACOLOGY, 
Pharmacokinetics). 

Pregnant Women 
The safety oftapentadol in pregnancy has not been established. Therefore, NUCYNTATM CR is 
contraindicated in pregnant women and prior to, or during labour. 

Nursing Women 
There is insufficient/limited information on the excretion of tapentadol in human or animal breast milk. 
Physicochemical and available pharmacodynamjc/toxicological data on tapentadol point to excretion in 
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breast milk and risk to the suckling child cannot be excluded. NUCYNT A ™ CR should not be used 
during breast-feeding. 

Pediatrics « 18 years of age) 
The safety and efficacy of NUCYNT A ™ CR has not been studied in the pediatric population. Therefore, 
use ofNUCYNTATM CR tablets is not recommended in patients under 18 years of age. 

Geriatrics (> 65 years of age) 
Of the total number of patients in Phase 2/3 double-blind, multiple-dose clinical studies ofNUCYNTATM 
CR, 28% (1023/3613) were 65 years and over, while 7% (245/3613) were 75 years and over. No overall 
differences in effectiveness or tolerability were observed between these patients and younger patients. 

In general, recommended dosing for elderly patients with normal renal and hepatic function is the same as 
for younger adult patients with normal renal and hepatic function. Because elderly patients are more 
likely to have decreased renal and hepatic function, consideration should be given to starting elderly 
patients within the lower range of recommended doses (see ACTION AND CLINICAL 
PHARMACOLOGY, Pharmacokinetics). 

ADVERSE REACTIONS 

Adverse Drug Reaction Overview 

NUCYNT A ™ CR was studied in nine multiple-dose, active- or placebo-controlled Phase 2/3 studies. 
Patients were treated with doses ranging from 21.5 mg to 250 mg ofNUCYNTATM CR dosed twice a 
day. 3613 patients with moderate to severe pain were treated with NUCYNTATM CR, including 227 with 
exposure for more than 1 year. More than 60% of NUCYNT A ™ CR-treated subjects were opioid naIve 
(see DOSAGE AND ADMINISTRATION). The population was 18 to 91 years old (mean age 57.4 
years). 

Based on data from the placebo- and/or active-controlled studies that administered multiple doses of 
NUCYNTATM CR, 62% ofNUCYNTATM CR-treated patients experienced adverse reactions. These were 
predominantly of mild and moderate severity. The most common adverse reactions (reported by :::10% in 
any NUCYNT A ™ CR dose group) were: nausea, dizziness, constipation, headache and somnolence. No 
differences in tolerability were observed between opioid naIve and opioid experienced subjects. 

The most common reasons for discontinuation due to adverse reactions in the studies described above 
(reported by :::1% in any NUCYNTATM CR dose group) for NUCYNTATM CR and placebo-treated 
patients were nausea (4.3% vs. 1.3%), dizziness (3.1 % vs. 0.7%), vomiting (2.8% vs. 0.5%), somnolence 
(2.0% vs. 0.2%), constipation (1.4% vs. 0.2%), headache (1.2% vs. 0.3%) and fatigue (1.2% vs. 0.3%), 
respectively. 

Withdrawal symptoms may occur if an opioid analgesic is discontinued abruptly. In all NUCYNTATM CR 
clinical studies, all treatment was discontinued following patient exposure up to 1 year, without a 
requirement for a tapering regimen. In all Phase 2/3 NUCYNT A ™ CR studies, patients taking 
NUCYNT A ™ CR who stopped abruptly without initiating alternative opioid therapy were assessed for 
withdrawal symptoms between 2 to 4 days after discontinuation, and then between 5 to 14 days after 
discontinuation, using the Clinical Opioid Withdrawal Scale. There were 635 patients in the 
NUCYNTATM CR group assessed between Day 2 and Day 4 after abrupt cessation of treatment with 
11.8% and 2.0% of patients having mild or moderate withdrawal, respectively. Assessments on Day 5 or 
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later were available for 1145 patients treated with NUCYNTATM CR (mild, 5.1 %; moderate 0.3%). 
Withdrawal symptoms may be reduced by further tapering NUCYNTATM CR. 

Clinical Trial Adverse Drug Reactions 

Because clinical trials are conducted under very specific conditions the adverse reaction rates 
observed in the clinical trials may not reflect the rates observed in practice and should not be 
compared to the rates in the clinical trials of another drug. Adverse drug reaction information 
from clinical trials is useful for identifying drug-related adverse events and for approximating 
rates. 

Double-Blind Studies 
Adverse reactions reported in 2:1 % or more ofNUCYNTATM CR-treated patients with moderate to severe 
pain from eight double-blind, active and/or placebo-controlled studies are summarized in Table 1. 

Table 1: Adverse Drug Reactions Reported by 2:1 % of NUCYNTATM CR-Treated Patients In Phase 
2/3 Double-Blind (Placebo- and/or Active-Controlled) Multiple-Dose Clinical Studies 

NUCYNTATM CR: Modified release Modified release Placebo 
System/Organ Class 
MedDRA Preferred Term i 

IAnyADR 

Eye disorders 

Gastrointestinal disorders 

(n=2328) 
% 

I Constipation . .L 10 .1. 

oxycodone tramadol 
(n=1249) (n=249) (n=1498) 

% % % 

.1' <1 

37 22 9 

30 12 6 

21 

l <1 1 ... '~".'- .. __ ... '-".'.' ............... _ ...... -.................... .. 

\General disorders and administration site conditions 
--~~' .• ->-,-.-.--"~-," . 

I I 9 6 
••. L 

3 

5 I 3 I 
4 I 5 I 

IMuco"u~dryn'" .... 1. . 5 I 2 

I Asthenia 3 

3 

I 
2 J 

3 I 2 J .. 
I 

IFeeling of body temp .. erature 'I 2 I 
!change 

<1 

I Irritability I , .. 
I Edema .. I' I 

IMetabolism and nutrition disorders 

I Decreased appetite I 2 5 

/Nervous system disorders 
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Table 1: Adverse Drug Reactions Reported by ~1 % of NUCYNTATM CR-Treated Patients In Phase 
2/3 Double-Blind (Placebo- and/or Active-Controlled) Multiple-Dose Clinical Studies 

I I NUCYNTATM CR Modified release !Modified release Placebo 
System/Organ Class \1 oxycodone tramadol 

I 
MedDRA Preferred Term (n=2328) (n=1249) I (n=249) (n=1498) 

0/0 % % % 

10 12 

ISom~olence I. 8 I 17 I 8 
.. r 

3 
i 

i Muscle contractions 
I involuntary [ 2 [ J 2 

L " ..... I ...... ..2 .. L.... 4 L <1 

<1 <1 

I Psychiatric disorders 

3 

<1 <1 

I Restless.~~ss I L . J . 
I Abnormal dreams w J .. JL. <1 <1 

<I <I 

I Repr()ducti~~ srsteDl~nd br~ast dis()r~e~s ... 

I Respiratory, thoracic and mediastinal disorders 
I .............................................................. ' ..... . 

I Skin and subcutaneous tissue disorders 

15 .r·~.'·. 5 I ." ~.-,.-~-. 
2 

5 .J II 

2 .. L~._ 1 

". 

I I 2 jFlushing 2 "In 

Less Common Clinical Trial Adverse Drug Reactions «10/0) 

The following adverse drug reactions occurred in less than 1% in NUCYNTATM CR-treated patients in 

the double-blind, placebo- or active-controlled clinical studies: 

• Cardiac disorders: heart rate decreased 
• Gastrointestinal disorders: impaired gastric emptying 
• General disorders and administration site conditions: drug withdrawal syndrome, feeling 

abnormal, feeling drunk, feeling of relaxation 
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• Immune system disorders: drug hypersensitivity 
• Metabolism and nutrition disorders: weight decreased 
• Nervous system disorders: memory impairment, mental impairment, depressed level of 

consciousness, dysarthria, coordination abnormal, balance disorder, hypoesthesia, presyncope, 
syncope, sedation 

• Psychiatric disorders: disorientation, agitation, confusional state, euphoric mood, drug 
dependence, thinking abnormal 

• Renal and urinary disorders: urinary hesitation, pollakiuria 
• Respiratory, thoracic and mediastinal disorders: respiratory depression 

• Skin and subcutaneous tissue disorders: urticaria 
• Vascular disorders: blood pressure decreased 

In addition, seizure occurred in one volunteer with a history of seizure in a Phase 1 study. 

DRUG INTERACTIONS 

• Use NUCYNTATM CR with caution in patients currently using specified centrally-acting drugs or 
alcohol. 

• Do not use NUCYNT A ™ CR in patients currently using or within 14 days of using a monoamine 
oxidase inhibitor (MAOI). 

Overview 

Tapentadol is mainly metabolized by glucuronidation, a system with a very high capacity which is not 
easily saturated even in disease. As therapeutic concentrations of drugs that are subject to glucuronidation 
are generally well below the concentrations needed for potential inhibition of glucuronidation, the risk of 
clinically relevant interaction between these drugs is generally low. The following substances have been 
included in a set of interaction studies without any clinically significant finding: acetaminophen, 
acetylsalicylic acid, naproxen and probenecid. The pharmacokinetics oftapentadol were not affected 
when gastric pH or gastrointestinal motility were increased by omeprazole and metoclopramide, 
respectively. 

Plasma protein binding of tapentadol is low (approximately 20%). Therefore, the likelihood of 
pharmacokinetic drug-drug interactions by displacement from the protein binding site is low. 

Drug-Drug Interactions 

Drugs Metabolized by Cytochrome P450 Enzymes 
In vitro investigations indicate that tapentadol does not inhibit or induce P450 enzymes. Thus, clinically 
relevant interactions mediated by the cytochrome P450 system are unlikely to occur. 

Drugs That Inhibit or Induce Cytochrome P450 Enzymes 
The major pathway oftapentadol metabolism is conjugation with glucuronic acid to produce 
glucuronides, a high capacity metabolic pathway. To a lesser extent, tapentadol is additionally 
metabolized to N-desmethyl tapentadol (13%) by CYP2C9 and CYP2CI9, and to hydroxy tapentadol 
(2%) by CYP2D6, which are further metabolized by conjugation. Since only a minor amount of 
tapentadol is metabolized via the oxidative pathway, clinically relevant interactions mediated by the 
cytochrome P450 system are unlikely to occur. 
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Centrally Acting Drugs and Alcohol 
Patients receiving other opioid agonist analgesics, general anesthetics, phenothiazines, antiemetics, other 
tranquilizers, sedatives, hypnotics, or other CNS depressants (including alcohol) concomitantly with 
NUCYNT A ™ CR may experience additive CNS depression. Interactive effects resulting in respiratory 
depression, hypotension, profound sedation, or coma may result if these drugs are taken in combination 
with NUCYNT A ™ CR. If such combined therapy is contemplated, a dose reduction of one or both agents 
should be considered. Use ofNUCYNTATM CR with alcohol should be avoided. 

Monoamine Oxidase Inhibitors 
NUCYNT A ™ CR is contraindicated in patients who are receiving monoamine oxidase (MAO) inhibitors 
or who have taken them within the last 14 days due to potential additive effects on norepinephrine levels, 
which may result in adverse cardiovascular events (see CONTRAINDICATIONS). 

Drug-Food Interactions 

No effects on the pharmacokinetics ofNUCYNTATM CR were observed with administration of a high fat 
meal. NUCYNT A ™ CR can be taken with or without food. 

Drug-Herb Interactions 

Interactions with herbal products have not been established. 

Drug-Laboratory Interactions 

Interactions with laboratory tests have not been established. 

Drug-Lifestyle Interactions 

The concomitant use of alcohol should be avoided. Due to its mu-opioid agonist activity, NUCYNTATM 
CR may be expected to increase the sedative effect of alcohol. 

DOSAGE AND ADMINISTRATION 

Dosing Considerations 

• As with many centrally acting analgesic medications, the dosing regimen should be individualized 
according to the severity of pain being treated, the patient's medical and analgesic history and the 
ability to follow-up and provide oversight of treatment. Owing to the varied response to opioids 
observed between individuals, it is recommended that all patients be started at the lowest possible 
dose of opioid therapy and titrated to an adequate level of analgesia, balanced against acceptable 
adverse reactions. 

• NUCYNTATM CR tablets are to be swallowed whole and not to be broken, chewed, dissolved, or 
crushed. Taking broken, chewed, dissolved, or crushed NUCYNTATM CR tablets could lead to rapid 
release and absorption of a potentially fatal dose of tapentadol. 

Recommended Dose and Dosage Adjustment 

NUCYNT A ™ CR tablets can be taken with or without food. 
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Initiation of Therapy 
Patients Currently Not Taking Opioid Analgesics (Opioid NaIve) 
Patients currently not taking opioid analgesics should begin NUCYNT A ™ CR therapy with 50 mg twice 
a day (approximately every 12 hours) and then be individually titrated to an optimal dose within the 
therapeutic range of 100 mg to 250 mg twice daily. 

Patients Currently Taking Opioid Analgesics (Opioid Experienced) 
Due'to the dual mechanism of action oftapentadol (see ACTION AND CLINICAL 
PHARMACOLOGY), caution should be exercised when switching from pure mu-opioids to tapentadol. 

Generally, the nature of the previous analgesic, its administration and the mean total daily dose should be 
taken into account in choosing the initial dose. NUCYNT A ™ CR clinical studies demonstrated 
comparable pain relief between tapentadol CR and oxycodone CR at a dose ratio of 5: 1. Published 
relative potency information may be used to calculate the relative equianalgesic dose of other opioids to 
oxycodone. Clinical guidelines suggest that a switch to a new drug should be accompanied by a 50% 
reduction in the calculated dose. Further adjustment to reach the optimal dose is recommended (see 
Individualization of Dose and Maintenance of Therapy). Patients should receive appropriate follow-up 
and oversight to ensure adequate analgesia and to minimize side effects. 

The recommended NUCYNTATM CR daily dose is 100 mg to 250 mg twice daily, taken approximately 
every 12 hours. 

Individualization of Dose and Maintenance of Therapy 
Pain relief and other opioid effects should be frequently assessed. In clinical practice, titration of the total 
daily dose ofNUCYNT A ™ CR should be based upon the amount of supplemental opioid utilization, 
severity of the patient's pain, and the patient's ability to tolerate NUCYNTATM CR. Patients should be 
titrated to a dose providing a meaningful improvement of pain with acceptable tolerability. 

Experience from clinical studies has shown that a titration regimen in increments of 50 mg NUCYNT A ™ 
CR twice daily every 3 days was appropriate to achieve adequate pain control in most patients. Total daily 
doses greater than 500 mg ofNUCYNTATM CR have not been studied and, therefore, are not 
recommended (see CLINICAL TRIALS). 

If signs of excessive opioid-related adverse experiences are observed, the dose can be reduced depending 
on patient status and medical judgment. Adverse events can be treated symptomatically as well. Once 
adverse events are under control, upward titration can continue to an acceptable level of pain control. 
During periods of changing analgesic requirement, including initial titration, frequent contact is 
recommended between physician and/or health care provider and the patient. 

Management of Patients Requiring Rescue Medication 
If rescue medications are warranted for episodes of pain in the course of appropriate adjustments of 
NUCYNT A ™ CR dose, medications such as acetaminophen, ibuprofen or tramadol may be given. 
Fentanyl products should not be used as rescue medication in patients taking NUCYNTATM CR. If 
immediate release tramadol is used as rescue medication, the total daily dose oftramadol should not 
exceed 400 mg. Selection of rescue medication should be based on individual patient conditions. For 
patients whose dose has been titrated to the recommended maintenance dose, without attainment of 
adequate analgesia, the total daily dose may be increased, unless precluded by side effects. 
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Discontinuation of Treatment 
Patients on prolonged therapy may be withdrawn gradually from the drug if it is no longer required for 
pain control. Clinical experience suggests that withdrawal symptoms may be relieved by reinstitution of 
opioid therapy followed by a gradual, tapered dose reduction of the medication combined with 
symptomatic support (see WARNINGS AND PRECAUTIONS). 

Renal Impairment 
No dosage adjustment is recommended in patients with mild or moderate renal impairment (see ACTION 
AND CLINICAL PHARMACOLOGY, Pharmacokinetics). 

NUCYNT A ™ CR has not been studied in controlled efficacy studies in patients with severe renal 
impairment. The use in this population is contraindicated. 

Hepatic Impairment 
No dosage adjustment is recommended in patients with mild hepatic impairment (see ACTION AND 
CLINICAL PHARMACOLOGY, Pharmacokinetics). 

NUCYNTATM CR should be used with caution in patients with moderate hepatic impairment. Treatment 
in these patients should be initiated at 50 mg NUCYNT ATM CR and not be administered more frequently 
than once every 24 hours. Further treatment, which may include dose titration, should reflect maintenance 
of analgesia with acceptable tolerability (see ACTION AND CLINICAL PHARMACOLOGY, 
Pharmacokinetics). 

NUCYNT A ™ CR has not been studied in patients with severe hepatic impairment and use in this 
population is contraindicated. 

Elderly Patients 
In general, recommended dosing for elderly patients with normal renal and hepatic function is the same as 
for younger adult patients with normal renal and hepatic function. Because elderly patients are more 
likely to have decreased renal and hepatic function, consideration should be given to starting elderly 
patients within the lower range of recommended doses. 

Missed Dose 

Patients should be advised not to take extra tablets or a double dose to make up for a missed dose. 
NUCYNT A ™ CR should be taken once approximately every 12 hours. 

Administration 

NUCYNT A ™ CR tablets are to be swallowed whole with the aid of liquids, and must not be broken, 
chewed, dissolved, or crushed. Taking broken, chewed, dissolved, or crushed NUCYNT A ™ CR tablets 
could lead to rapid release and absorption of a potentially fatal dose of tapentadol. 
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OVERDOSAGE 

For management of a suspected drug overdose contact your regional Poison Control Centre. 

Human Experience 

Experience with NUCYNT A ™ CR overdose is very limited. Preclinical data suggest that symptoms 
similar to those of other centrally-acting analgesics with mu-opioid receptor agonist activity are to be 
expected upon intoxication with tapentadol. In principle, the clinical manifestations of opioid overdose 
are miosis, vomiting, cardiovascular collapse, consciousness disorders up to coma, convulsions, and 
respiratory depression up to respiratory arrest. 

Management of Overdosage 

Management of overdosage should be focused on treating symptoms of mu-opioid receptor agonism. 
Primary attention should be given to re-establishment of a patent airway and institution of assisted or 
controlled ventilation when overdosage ofNUCYNTATM CR is suspected. 

Pure opioid antagonists, such as naloxone, are specific antidotes to respiratory depression resulting from 
opioid overdose. Respiratory depression following an overdose may outlast the duration of action of the 
opioid antagonist. Administration of an opioid antagonist is not a substitute for continuous monitoring of 
airway, breathing, and circulation following an opioid overdose. If the response to opioid antagonists is 
suboptimal or only brief in nature, an additional antagonist should be administered as directed by the 
manufacturer of the antagonist product. Overdosage with naloxone has been associated with seizure. 

Gastrointestinal decontamination may be considered in order to eliminate unabsorbed drug. 
Gastrointestinal decontamination with activated charcoal or by gastric lavage may be considered within 2 
hours after intake. Before attempting gastrointestinal decontamination, care should be taken to secure the 
airway. 

ACTION AND CLINICAL PHARMACOLOGY 

Mechanism of Action 

Tapentadol is a centrally-acting synthetic analgesic. Although its exact mechanism is unknown, analgesic 
efficacy is thought to be due to mu-opioid agonist activity and the inhibition of norepinephrine reuptake. 

Pharmacodynamics 

Tapentadol is a novel3-[(lR,2R)-3-(dimethylamino)-I-ethyl-2-methylpropylJphenol with a dual 
mechanism of action, mu-opioid agonist and norepinephrine reuptake inhibitor. It is 18 times less potent 
than morphine in binding to the human mu-opioid receptor and is 2-3 times less potent in producing 
analgesia in animal models. Tapentadol has been shown to inhibit norepinephrine reuptake in the brains 
of rats resulting in increased norepinephrine concentrations. In preclinical models, the analgesic activity 
due to the mu-opioid receptor agonist activity oftapentadol can be antagonized by selective mu-opioid 
antagonists (e.g., naloxone), whereas the norepinephrine reuptake inhibition is sensitive to norepinephrine 
modulators. Tapentadol exerts its analgesic effects without a pharmacologically active metabolite. 
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Clinical Safety Pharmacology 

Cardiac Safety 
Effects on the cardiovascular system: There was no effect of therapeutic and supratherapeutic doses of 
tapentadol on the QT interval. In a randomized, double-blind, placebo- and positive-controlled crossover 
study, healthy subjects were administered five consecutive immediate-release formulation doses of 
NUCYNT A ™ CR 100 mg every 6 hours, NUCYNTA ™ CR 150 mg every 6 hours, placebo and a single 
oral dose of moxifloxacin. Similarly, the immediate-release formulation NUCYNTA ™ had no relevant 
effect on other ECG parameters (heart rate, PR interval, QRS duration, T-wave or U-wave morphology). 
In Phase 2/3 multiple-dose studies, mean blood pressure values were similar between tapentadol and 
placebo for up to 3 months. In a I-year safety study ofNUCYNTATM CR, blood pressure values 
remained stable. 

Tolerance Development 
In a randomized, open label, parallel group safety study, NUCYNTATM CR maintained stable analgesic 
scores throughout the 12-month duration of the study with stable average total daily dose, indicating no 
development of tolerance to the tested dose ranges of 50 to 250 mg twice daily. In another clinical study 
in patients with neuropathic pain (safety data only), patients were allowed to titrate within 3 weeks to 
optimal treatment dose followed by randomization to placebo or the same dose ofNUCYNTATM CR (100 
to 250 mg) fixed for 12 weeks in the maintenance period. Stable analgesia was maintained; there was no 
evidence for tolerance to NUCYNT A ™ CR, either over 15 weeks in fixed dosing, or over one year with 
flexible dosing. 

Pharmacokinetics 

Absorption: 
Mean absolute bioavailability after single-dose administration (fasting) oftapentadol is approximately 
32% due to extensive first-pass metabolism. Maximum serum concentrations oftapentadol are observed 
between 3 and 6 hours after administration ofNUCYNTATM CR. Dose proportional increases in serum 
A UC were observed following administration ofNUCYNT A ™ CR as single doses over a range of 50-
250 mg. The increase in serum C max values was greater than proportional to the increase in dose over this 
range. The deviation from dose-proportionality for mean C max values ranged from 14% to 26% with each 
increase in dose from 50 to 250 mg. 

Steady-state exposure oftapentadol is attained following the third dose (i.e., within 36 hours after first 
twice-daily multiple dose administration). Mean serum tapentadol C max values accumulated 
approximately 1.7-times following dosing with 150 mg every 12 hours, relative to single-dose 
administration. The serum accumulation ratio is primarily determined by the dosing interval and apparent 
half-life oftapentadol. 

Food Effect: 
The AUC and C max increased by 8% and 18%, respectively, when NUCYNTA ™ CR tablets were 
administered after a high-fat, high-calorie breakfast. Phase 3 clinical studies were conducted without 
restrictions to food intake. NUCYNT A ™ CR may be given with or without food. 

Distribution: 
Tapentadol is widely distributed throughout the body. Following intravenous administration, the volume 
of distribution (V z) for tapentadol is 540 +/- 98 L. The plasma protein binding is low and amounts to 
approximately 20%. 
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Metabolism and Elimination: 
In humans, the metabolism oftapentadol is extensive. About 97% of the parent compound is metabolized. 
Tapentadol is mainly metabolized via Phase 2 pathways, and only a small amount is metabolized by 
Phase 1 oxidative pathways. The major pathway oftapentadol metabolism is conjugation with glucuronic 
acid to produce glucuronides. After oral administration, approximately 70% (55% O-glucuronide and 
15% sulfate oftapentadol) of the dose is excreted in urine in the conjugated form. A total of 3% of drug 
was excreted in urine as unchanged drug. Tapentadol is additionally metabolized to N-desmethyl 
tapentadol (13%) by CYP2C9 and CYP2C19 and to hydroxy tapentadol (2%) by CYP2D6, which are 
further metabolized by conjugation. Therefore, drug metabolism mediated by the cytochrome P450 
system is of less importance than phase 2 conjugation. 

N one of the metabolites contributes to the analgesic activity. 

Tapentadol and its metabolites are excreted almost exclusively (99%) via the kidneys. The terminal half
life after oral administration is on average (± standard deviation) 5.9 (±2.0) hours and the apparent 
clearance (CL/F) is on average 4449 (±1199) mL/min across all doses oftapentadol CR. The total serum 
clearance oftapentadol after intravenous administration is 1530 +/- 177 ml/min. 

Special Populations and Conditions 

Pediatrics: The pharmacokinetic profile oftapentadol in children has not been evaluated. No clinical 
studies with NUCYNTA ™ CR have been conducted in children. 

Geriatrics: The mean exposure (AUC) to tapentadol was similar in elderly subjects and young adults, 
with a 16% lower mean Cmax observed in the elderly subject group compared to young adult subjects. 

Gender: Gender was not identified as a statistically significant covariate in the Population 
Pharmacokinetic Analysis of tapentadol. 

Race: No statistically significant effect of race on any of the pharmacokinetic parameters was identified. 

Hepatic Insufficiency: Administration oftapentadol resulted in higher exposures and serum levels to 
tapentadol in subjects with impaired hepatic function compared to subjects with normal hepatic function. 
The ratio of tapentadol pharmacokinetic parameters for the mild and moderate hepatic impairment groups 
in comparison to the normal hepatic function group were 1.7 and 4.2, respectively, for AUC; 1.4 and 2.5, 
respectively, for Cmax ; and 1.2 and 1.4, respectively, for t 112. The rate of formation of tapentadol-O
glucuronide was lower in subjects with increased liver impairment. 

Renal Insufficiency: AUC and Cmax oftapentadol were comparable in subjects with varying degrees of 
renal function (from normal to severely impaired). In contrast, increasing exposure (AUC) to tapentadol
O-glucuronide was observed with increasing degree of renal impairment. In subjects with mild, moderate, 
and severe renal impairment, the AUC oftapentadol-O-glucuronide was 1.5-,2.5-, and 5.5-fold higher 
compared with normal renal function, respectively. 

Genetic Polymorphism: Tapentadol is primarily eliminated through glucuronidation by several uri dine 
diphosphate glucuronyl transferase isozymes. Although there are no direct data on the impact of genetic 
variation of single isozymes on the pharmacokinetics of tapentadol or its glucuronide metabolite, such 
effect is not expected. Due to the small contribution ofCYP2C9, CYP 2C19, and CYP2D6 to the 
metabolism oftapentadol, a contribution of genetic polymorphism of these enzymes to variability in the 
pharmacokinetics of tapentadol is not expected. 
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STORAGE AND STABILITY 

NUCYNT A ™ CR tablets should be stored at IS-30°C. 

Keep NUCYNTATM CR out of the sight and reach of children. 

DOSAGE FORMS, COMPOSITION AND PACKAGING 

NUCYNT A ™ CR tablets contain tapentadol hydrochloride as the medicinal ingredient and are available 
in dosage strengths of 50 mg, 100 mg, 150 mg, 200 mg, and 250 mg tapentadol base in bottles of 60 
tablets as follows: 

50 mg tablet: A white capsule-shaped tablet debossed with "O-M" on 1 side and "50" on the other side 

100 mg tablet: A light blue capsule-shaped tablet debossed with "O-M" on 1 side and "100" on the other 
side 

150 mg tablet: A blue-green capsule-shaped tablet debossed with "O-M" on 1 side and "150" on the 
other side 

200 mg tablet: A blue capsule-shaped tablet debossed with "O-M" on 1 side and "200" on the other side 

250 mg tablet: A dark blue capsule-shaped tablet debossed with "O-M" on 1 side and "250" on the other 
side 

Composition 

The following inactive ingredients are common to all tablet strengths: Silicified microcrystalline 
cellulose, hypromellose, magnesium stearate, polyvinyl alcohol, talc, polyethylene glycol, titanium 
dioxide. 

100 mg, 150 mg, 200 mg, and 250 mg tablets also contain FD&C Blue #2 Aluminum Lake. 
150 mg tablets also contain yellow iron oxide. 
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PART II: SCIENTIFIC INFORMATION 

PHARMACEUTICAL INFORMATION 

Drug Substance 

Common name: tapentadol hydrochloride 

Chemical name: 3-[(1R,2R)-3-( dimethylamino )-I-ethyl-2-methylpropyl]phenol 
monohydrochloride. 

Molecular formula and molecular mass: 
The molecular formula is C 14H23 NO-HCl. The molecular weight oftapentadol HCI is 257.80, 
molecular weight of tapentadol base is 221.34. 

Structural formula: 

. Hel 

Physicochemical properties: 
Tapentadol hydrochloride is a white to off-white powder. Tapentadol hydrochloride is freely 
soluble in water, 0.1 N HCI, and simulated intestinal fluid (SIF), soluble in ethanol, sparingly 
soluble in methanol and slightly soluble in 2-propanol. The melting point ranges from 204 to 
210 DC. The n-octanol:water partition coefficient log P value is 2.87. The pKa values are 9.34 
and 10.45. 

CLINICAL TRIALS 

The efficacy and safety ofNUCYNTATM CR have been established in two studies in patients with 
moderate to severe chronic pain. The studies were randomized, double-blind, placebo- and active
controlled studies - one in patients with low back pain (LBP) and one in patients with pain related to 
osteoarthritis. 

Ilna.j nj .com\joicadfsrootlDepartmentaIIRA ICONTROL LABELLINGIENGLISHICPM.P02INucyntaINUC 120220 1 OCPM2.NDS.doc 

"T ni'lllIlT1lI1Ylnl:'lllrm' 

001326 

21 



Study Demographics and Trial Design 

. I . 'fi' d' f Table 1: Summary of patient demographics for chmcal tna s lD specllc lD Ica Ion 
Study Trial design Dosage, route of Study subjects Mean age Gender 

administration and treated (Range) 
duration (n = numbert 

Chronic low Randomized, 3-week titration to n=965 49.9 M:406 
back pain double-blind, effect then 12 weeks (Randomized (18 to 89) F: 559 
PAI-3011 parallel-group; maintenance with n=981) 

placebo and active controlled dose 
adjustment 
NUCYNT A ™ CR: 
100 mg to 250 mg 
BID 
Oxycodone CR: 20 
mg to 50 mg BID 
placebo 

Pain from Randomized, 3-week titration to n=1023 58.3 M:405 
Osteoarthritis double-blind, effect then 12 weeks (Randomized (40 to 91) F: 618 
of the knee parallel-group; maintenance with n= 1030) 
PAI-3008 placebo and active controlled dose 

adjustment 
NUCYNT A ™ CR: 
100 mg to 250 mg 
BID 
Oxycodone CR: 20 
mg to 50 mg BID 
placebo 

Studies in Chronic Pain 

Low Back Pain (LBP) 
Study PAI-30I1 was a randomized, multi-centre, double-blind, parallel-group study in patients with 
moderate to severe chronic LBP, comparing controlled dose-adjustment regimens ofNUCYNTATM CR 
(100 to 250 mg bj.d.) to oxycodone controlled release (CR, 20 to 50 mg bj.d.), and placebo bj.d. 
Efficacy was evaluated in patients 18 years of age or older with chronic low back pain and a baseline pain 
score of2:5 on an II-point numerical rating scale (NRS), ranging from 0 to 10. Patients were randomized 
in a 1: I : 1 ratio to 1 of 3 treatments: NUCYNTATM CR, oxycodone CR, or placebo. 

Following a screening and a wash-out period, patients randomized to NUCYNT A ™ CR and oxycodone 
CR initiated the titration period with NUCYNT A ™ CR 50 mg and oxycodone CR 10 mg twice daily 
respectively for three days. The dose was increased to NUCYNT A ™ CR 100 mg bj.d., oxycodone CR 
20 bj.d., or placebo bj.d. for the next 4 days. Thereafter, increases in dose were allowed in increments of 
NUCYNT A ™ CR 50 mg bj.d., oxycodone CR 10 mg b.Ld. , or placebo for the remaining of the three 
weeks titration period to achieve a stable optimal dose. Subsequent titrations in increments of 
NUCYNTA ™ CR 50 mg bj.d., oxycodone CR 10 mg bj.d. were allowed over a 3-week titration period 
to a dose of 100 mg to 250 mg twice daily to achieve an optimal therapeutic dose. A 12-week 
maintenance period followed the titration period with allowed controlled dose adjustments in increments 
of NUCYNTATM CR 50 mg bj.d., oxycodone CR 10 mg bj.d. every three days. 

Efficacy was evaluated by comparing the difference in pain intensity from baseline to the last week of the 
maintenance period between NUCYNTATM CR and placebo, and the difference in pain intensity from 
baseline to overall maintenance period between NUCYNT A ™ CR and placebo. The primary efficacy 
analyses were performed using the last observation carried forward (LOCF) imputation method for 
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missing values. Sensitivity analyses were performed with various imputation methods (baseline 
observation carried forward [BOCF], worst observation carried forward [WOCF], placebo mean 
imputation [PMI], and modified BOCF to evaluate the robustness ofthe observed treatment effects on the 
primary efficacy endpoints. 

There were 981 patients randomized; 965 patients received study drug. The mean age of the study 
population was 49.9 (range 18 to 89) years; the mean baseline pain intensity score was 7.6 (SD 1.29). 
Approximately half of the patients (46.6%) were opioid-naive (had not taken opioids during the three 
months prior to the screening visit). 

The number of patients completing the study was 50.5% in the placebo group, 54.1 % in the 
NUCYNTATM CR group and 43.3% in the oxycodone CR group. Lack of efficacy was the most common 
reason for discontinuation among placebo-treated patients (20.7%), whereas adverse events were the most 
common reason for discontinuation among the active treatment groups (16.7% and 32.3% for 
NUCYNTATM CR and oxycodone CR, respectively). 

Table2: Results ofstudyP AI-30n in Chronic Low back Pain 

Primary Efficacy Statistics Placebo Tapentadol Oxycodone 
Point CR CR 

Change from Baseline Mean (SD) -2.1 (2.33) -2.9 (2.66) -2.9 (2.52) 
to Week 12 of LS Mean Change -2.1 -2.9 -2.9 
Maintenance LS Mean Difference versus -0.8 (0.19) -0.9 (0.19) 

l'lacebo (SE) 
95% CI (versus placebo)_ [-1.22, -0.471 [-1.24, -0.49] 
P-value (versus placebo) <0.001 <0.001 

NUCYNT A ™ CR provided significantly greater analgesia compared to placebo throughout the entire 12-
week maintenance period. Results of the primary endpoint using additional imputation methods were 
consistent with the primary analysis with significant improvement of pain for the NUCYNT A ™ CR 
group compared with the placebo group for all imputations methods (BOCF, WOCF, modified BOCF, 
and PMI). 

A significantly higher proportion ofNUCYNTATM CR patients had a 30% or 50% reduction in pain score 
from baseline to the end of Week 12 of the maintenance period compared to placebo (NUCYNTATM CR 
vs. placebo: 39.7% vs. 27.1% and 27.0% vs. 18.9%, respectively). 

Other secondary efficacy points such as, change from baseline to 12-week overall maintenance, BPI, and 
SF36 are supportive. 

Osteoarthritis (OA) Pain 
Study PAI-3008 was a randomized, multi-centre, double-blind, parallel-group study, comparing 
controlled dose-adjustment regimens ofNUCYNTATM CR (100 to 250 mg b.i.d.) to oxycodone controlled 
release (CR, 20 to 50 mg b.i.d.), and placebo in patients with moderate to severe chronic pain due to OA 
of the knee. Efficacy was evaluated in patients 40 years of age or older with pain due to osteoarthritis and 
a pain score of2:5 on an II-point numerical rating scale ranging from 0 to 10. Patients were randomized 
in a I: 1: 1 ratio to 1 of 3 twice-daily treatments: NUCYNTA ™ CR, oxycodone CR, or placebo. 

Following a screening and a wash-out period, patients randomized to NUCYNTATM CR and oxycodone 
CR initiated the titration period with NUCYNT A ™ CR 50 mg and oxycodone CR 10 mg twice daily 
respectively for three days. The dose was increased to NUCYNT A ™ CR 100 mg b.i.d., oxycodone CR 
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20 b.i.d., or placebo b.i.d. for the next 4 days. Thereafter, increases in dose were allowed in increments of 
NUCYNT A ™ CR 50 mg bj.d., oxycodone CR 10 mg bj.d., or placebo for the remaining of the three 
weeks titration period to achieve a stable optimal dose. Subsequent titrations in increments of 
NUCYNTATM CR 50 mg bj.d., oxycodone CR 10 mg bj.d. were allowed over a 3-week titration period 
to a dose of 100 mg to 250 mg twice daily to achieve an optimal therapeutic dose. A 12-week 
maintenance period followed the titration period with allowed controlled dose adjustments in increments 
of NUCYNT A ™ CR 50 mg b.i.d., oxycodone CR 10 mg b.Ld. every three days. 

Efficacy was evaluated by comparing the difference in pain intensity from baseline to the last week of the 
maintenance period between NUCYNT A ™ CR and placebo, and the difference in pain intensity from 
baseline to overall maintenance period between NUCYNT A ™ CR and placebo. The primary efficacy 
analyses were performed using the last observation carried forward (LOCF) imputation method for 
missing values. 

There were 1030 patients randomized with 1023 patients received study drug. The mean age was 58.3 
(range 40 to 91) years; the mean baseline pain intensity score was 7.3 (SD 1.31). Approximately two
thirds of the patients (67.6%) were opioid-nalve (had not taken opioids during the three months prior to 
the screening visit). 

The number of patients completing the study was 61.4% in the placebo group, 57.3% in the 
NUCYNTATM CR group and 35.4% in the oxycodone CR group. Lack of efficacy was the most common 
reason for discontinuation among placebo-treated patients (16.7%), whereas adverse events were the most 
common reason for discontinuation among the active treatment groups (19.2% and 40.0% for 
NUCYNTATM CR and oxycodone CR, respectively). 

Table 3: Results of StudyP AI-3008 in Pain due to Osteoarthritis 

Primary Efficacy statistics Placebo Tapentadol Oxycodone 
Point CR CR 

Change from Baseline Mean (SD) -2.2 (2.54) -3.0 (2.39) -2.6 (2.38) 
to Week 12 of LS Mean Change -2.3 -2.9 -2.6 
Maintenance LS Mean Difference versus -0.7 (0.18) -0.3 (0.18) 

placebo (SE) 
95% CI (versus placebo) r -1.04, -0.331 [-0.068,0.02] 
P-value (versus placebo) <0.001 0.069 

NUCYNT A ™ CR provided significantly greater analgesia compared to placebo throughout the entire 12-
week maintenance period. 

A significantly higher proportion of NUCYNT A ™ CR patients had a 50% reduction in pain score from 
baseline to the end of Week 12 of the maintenance period compared to placebo (NUCYNTATM CR vs. 
placebo: 32.0% vs. 24.3%). 

Other secondary endpoints, such as change from baseline to 12-week overall maintenance, 30% responder 
data, and WOMAC Health Survey were also supportive of efficacy. 

DETAILED PHARMACOLOGY 

Tapentadol hydrochloride, the centrally-active analgesic (anti-nociceptive) agent has an apparent dual
mode of action. Tapentadol is a mu-opioid receptor agonist with a Ki (mean ± SD) of 0.16 ± 0.04 11M, 
compared to morphine with a mean Ki of 0.009 ± 0.0035 11M, for the human mu-opioid receptor. In the 
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G TPyS assay using membranes from cells expressing recombinant human J..l-opioid receptors, the potency 
(mean EC so ± SO) oftapentadol is 0.67 ± 0.15 J..lM, compared to 0.022 ± 0.003 J..lM for morphine. 

Tapentadol also inhibits, in-vitro, the reuptake of norepinephrine via the norepinephrine transporter. Both 
mechanisms are likely to contribute to the analgesic effects of the compound. In a microdialysis study in 
the rat, tapentadol elicited a dose-dependent increase of extracellular concentrations of norepinephrine 
whereas morphine did not increase extracellular concentrations of norepinephrine. 
In preclinical models, the analgesic activity due to the mu-opioid receptor agonist activity of tapentadol 
can be antagonized by selective mu-opioid antagonists (e.g., naloxone), whereas the norepinephrine 
reuptake inhibition is sensitive to norepinephrine modulators. 

Tapentadol-O-glucuronide, the major metabolite in man has no mu-opioid binding affinity and has no 
effects on norepinephrine - and 5-hydroxy tryptophan uptake mechanisms, up to a concentration of 
10 J..lM. Furthermore, there are no other metabolites which contribute to the analgesic activity of 
tapentadol. Tapentadol exerts its analgesic effects without a pharmacologically active metabolite. 

TOXICOLOGY 

Overview 

Studies were conducted in mice, rats, guinea pigs, rabbits, dogs and monkeys to establish the 
toxicological profile oftapentadol hydrochloride following administration via different routes. 

In toxicological studies with tapentadol, the most common systemic effects of tapentadol were related to 
the mu-opioid receptor agonist and norepinephrine reuptake inhibition pharmacodynamic properties of 
the compound. Transient, dose-dependent and predominantly CNS-related findings were observed, 
including impaired respiratory function and convulsions, the latter occurring in the dog at plasma levels 
(emax), which are in the range associated with the maximum recommended human dose (MRHD). 

Acute and Repeat-Dose Toxicity Studies 

In acute toxicity studies in rodents with p.o. and Lv. administration, tapentadol HCl demonstrated a low 
acute toxicity. LOso values were clearly above 300 (p.o.) or 40 (Lv.) mg/kg in mice and rats, respectively. 

Tapentadol was evaluated in repeat-dose toxicity studies in mice, rats, dogs and monkeys up to a duration 
of 3,6 or 12 months or 14 days, respectively. At high doses oftapentadol, transient, dose dependent and 
predominantly CNS-related findings, e.g. fearfulness, sedation or excited behaviour, recumbency and 
hunched posture, impaired respiratory function, rarely convulsions, were observed. 

In dogs, salivation, vomiting and retching were additionally observed. The CNS- and gastrointestinal 
symptoms are concordant with the pharmacodynamic effects of MOR agonists. In rats, adaptive changes 
of the liver were seen. These changes are considered to be related to the xenobiotic overload of 
hepatocytes due to substantial phase II metabolism and are not regarded as a sign of overt hepatotoxicity. 
Additionally; there was a lack of relevant tumor formation in the liver in both rodent species (rats and 
mice) in the 2-year carcinogenicity studies. 

In dogs, transient prolongation of the QTc-time was observed in repeat-dose studies. The effects increased 
with dose and were significant only at the beginning of the studies. No other electrocardiographic findings 
were observed. Some late toxicity, including convulsions and deaths in rats and dogs occurred in the high 
dose groups with a delay of several hours following intravenous or oral administration. The cause of these 

\ \na.jnj.comljoicadfsroot\Departmental\RA \CONTROL LABELLING\ENGLISH\CPM.P02\Nucynta\NUC 120220 1 OCPM2.NDS.doc 

001330 

25 



deaths remained unclear, but is regarded as a result of exaggerated pharmacodynamic effects of the 
compound. 

Carcinogenesis 

Tapentadol was administered to rats (diet) and mice (oral gavage) for two years. 

In mice, tapentadol HCI was administered by oral gavage at dosages of 50, 100 and 200 mg/kg/day for 2 
years (up to 0.34 times in male rats and 0.27 times in female rats the plasma exposure at the maximum 
recommended human dose [MRHD] on an area under the time-curve [AUC] basis). No increase in tumor 
incidence was observed at any dose level. 
In rats, tapentadol HCI was administered in the diet at dosages of 10, 50, 125 and 250 mg/kg/day for two 
years (up to 0.2 times in the male rats and 0.75 times in the female rats the MRHD on an AUC basis). No 
increase in tumor incidence was observed at any dose level. 

Mutagenesis 

Tapentadol did not induce gene mutations in bacteria, but was clastogenic with metabolic activation in a 
chromosomal aberration test in V79 cells. The test was repeated and was negative in the presence and 
absence of metabolic activation. The one positive result for tapentadol was not confirmed in vivo in rats, 
using the two endpoints of chromosomal aberration and unscheduled DNA synthesis, when tested up to 
the maximum tolerated dose. 

Impairment of Fertility 

Tapentadol HCI was administered intravenously to male or female rats at dosages of3, 6, or 12 
mg/kg/day (representing exposures of up to approximately 0.56 times in male rats and 0.50 times in 
female rats the exposure at the MRHD on an AUC basis, based on extrapolation from toxicokinetic 
analyses in a separate 4-week intravenous study in rats). Tapentadol did not alter fertility at any dose 
level. Maternal toxicity and adverse effects on embryonic development, including decreased numbers of 
implantations, decreased numbers of live conceptuses, and increased pre- and post-implantation losses 
occurred at dosages 2:6 mg/kg/ day. 

Developmental Studies 

Tapentadol HCl was evaluated for teratogenic effects in pregnant rats and rabbits following intravenous 
and subcutaneous exposure during the period of embryofetal organogenesis. When tapentadol was 
administered twice daily by the subcutaneous route in rats at dose levels of 10,20, or 40 mg/kg/day 
[producing up to 1.36 times the plasma exposure at the maximum recommended human dose (MRHD) 
of 500 mg/day for NUCYNTATM CR based on an area under the time-curve (AUC) comparison], no 
teratogenic effects were observed. Evidence of embryofetal toxicity included transient delays in skeletal 
maturation (I.e., reduced ossification) at the 40 mg/kg/day dose which was associated with significant 
maternal toxicity. Administration of tapentadol HCl in rabbits at doses of 4, 10, or 24 mg/kg/day by 
subcutaneous injection [producing up to 2.48 times the plasma exposure at the MRHD based on an AUC 
comparison] revealed embryofetal toxicity at doses 2:10 mg/kg/day. Findings included reduced fetal 
viability, skeletal delays and other variations. In addition, there were multiple malformations including 
gastroschisis/thoracogastroschisis, amelia/phocomelia, and cleft palate at doses 2:10 mg/kg/day and 
above, and ablepharia, encephalopathy, and spina bifida at the high dose of24 mg/kg/day. Embryofetal 
toxicity, including malformations, may be secondary to the significant maternal toxicity observed in the 
study. 

In a study of pre- and postnatal development in rats, oral administration of tapentadol at doses of 20, 50, 
150, or 300 mg/kg/day to pregnant and lactating rats during the late gestation and early postnatal period 
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[resulting in up to 2.28 times the plasma exposure at the MRHD on an Ave basis] did not influence 
physical or reflex development, the outcome of neurobehavioral tests or reproductive parameters. 
Treatment-related developmental delay was observed, including incomplete ossification, and significant 
reductions in pup body weights and body weight gains at doses associated with maternal toxicity (150 
mg/kg/day and above). At maternal tapentadol doses 2:150 mg/kg/day, a dose-related increase in pup 
mortality was observed to postnatal Day 4. 

Dependence and Tolerance 

Tapentadol is a mu-opioid receptor agonist. The potential to induce drug dependence and the abuse 
liability oftapentadol was studied in animal models in rats and monkeys. Tapentadol produced physical 
dependence as shown in an acute (mouse) and a chronic (rat) model. In both cases, however, tapentadol 
produced fewer withdrawal symptoms than morphine at equi-analgesic doses. In rat models of reward and 
reinforcement, tapentadol had potency comparable to morphine at equianalgesic doses. Tapentadol 
produced a conditioned place preference, was intravenously self administered, and generalized to a 
morphine cue (but not to an amphetamine cue) in a drug discrimination procedure. 

Development of tolerance to the analgesic effects of tapentadol was much slower than that of morphine 
(at equianalgesic doses) in an acute and a chronic pain model in rats. 
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PART III: CONSUMER INFORMATION 

NNUCYNTATM* CR 
tapentadol controlled-release tablets 

This leaflet is Part III of a three-part "Product Monograph" 
published when NUCYNT A ™ CR was approved for sale 
in Canada and is designed specifically for Consumers. 
This leaflet is a summary and will not tell you everything 
about NUCYNT A ™ CR tablets. Contact your doctor or 
pharmacist if you have any questions about the drug. 

Keep NUCYNTATM CR in a safe place away from 
children and pets. Accidental use by a child is a 
medical emergency and may result in death. If a child 
accidentally takes NUCYNTATM CR, get emergency 
help right away. 

Please read this before you start taking NUCYNT A ™ CR 
tablets. Remember, this information does not take the 
place of your doctor's instructions. 

\\ H ~ T IS THE \IOST 1\1 PORTA:'IIT 
I:'IIFORi\IATlON I SHOl LD K:'IIOW ABOl'T 
N l CYNT A.I \I CR'? 

• Do not crush, divide, dissolve, or chew NUCYNT A ™ 
CR tablets before swallowing. IfNUCYNT A ™ CR is 
taken in this way, tapentadol will be released too fast. 
This can lead to serious and life-threatening breathing 
problems. Life-threatening breathing problems can also 
happen because of an overdose or if the dose you are 
using is too high for you. Get emergency medical help 
immediately if you: 

o have trouble breathing, or have slow or shallow 
breathing 

o have a slow heartbeat 
o have severe sleepiness 
o have cold, clammy skin 
o feel faint, dizzy, confused, or cannot think, walk, 

or talk normally 
o have a seizure 
o have hallucinations 

• NUCYNT A ™ CR is not for use to treat pain that you 
only have once in a while ("as needed"). 

• Take NUCYNT A ™ CR exactly as prescribed by your 
healthcare provider. 

• Never give NUCYNT A ™ CR to anyone else, even if 
they have the same symptoms you have. It may harm 
them or even cause death. 

• Tell your doctor if you (or a family member) have ever 
abused or been dependent on alcohol, prescription 
medicines or street drugs. 

• Prevent theft, misuse or abuse. Keep NUCYNT A ™ CR 
in a safe place to protect it from being stolen. 

• After you stop taking NUCYNT A ™ CR you should 
take the unused tablets to your pharmacist to be 
destroyed. 

ABOLIT TillS MEDICATION 

What the medication is used for: 
NUCYNT A ™ CR is used for the treatment of moderate to 
moderately severe pain. 

What it does: 
Tapentadol, the active substance in NUCYNT A ™ CR, is a 
painkiller belonging to the class of analgesics that acts on 
the central nervous system. It relieves pain by acting on 
specific nerve cells of the spinal cord and brain. 

When it should not be used: 
Do not take NUCYNTATM CR if you 

• are allergic (hypersensitive) to tapentadol or any of 
the other ingredients ofNUCYNT A ™ CR, 

• have asthma or if your breathing is dangerously 
slow or shallow (respiratory depression, 
hypercapnia), 

• have paralysis of the gut, 
• are also taking MAO inhibitors (certain medicines 

used for treatment of depression) or have taken 
them in the last 14 days before treatment with 
NUCYNT A ™ CR, 

• have severe kidney or liver dysfunction, 
• have pain that can be controlled by occasional use 

of painkillers, 
• suffer from alcoholism, or have convulsions, 
• have a head injury, 
• are pregnant, in labour or are breast-feeding. 

What the medicinal ingredient is: 
tapentadol hydrochloride 

What the nonmedicinal ingredients are: 
Hypromellose, magnesium stearate, polyethylene glycol, 
polyvinyl alcohol, talc, silicified microcrystalline 
cellulose, titanium dioxide, FD&C Blue #2 Aluminum 
Lake (100 mg, 150 mg, 200 mg, and 250 mg tablets), 
yellow iron oxide (150 mg tablets). 

What dosage forms it comes in: 
NUCYNT A ™ CR is available as controlled-release tablets 
containing 50 mg, 100 mg, 150 mg, 200 mg and 250 mg 
tapentadol, as tapentadol hydrochloride. 

WARNI:'IIGS AND PREC\lITlO:\S 

BEFORE you use NUCYNT A ™ CR talk to your doctor or 
pharmacist if you: 

• have slow or shallow breathing, 
• suffer from increased pressure in the brain or 

disturbed consciousness, 
• have had a head injury or brain tumors, 
• have had an epileptic fit, or if you have an 

increased risk of having epileptic fits, 
• suffer from a liver or kidney disease, 
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• suffer from a pancreatic or biliary tract disease, 
including pancreatitis. 

In such cases please consult your doctor before taking the 
medicine. 

Swallow NUCYNT A ™ CR tablets whole. Taking broken, 
chewed, dissolved, or crushed NUCYNT A ™ CR tablets 
could lead to rapid release and absorption of a potentially 
fatal dose of tapentadol. 
A void taking alcoholic beverages, or prescription or non
prescription medications containing alcohol, while on 
NUCYNT A ™ CR therapy. The co-administration of 
alcohol with NUCYNT A ™ CR may increase sedative 
effects of alcohol. 

NUCYNT A ™ CR may lead to physical and psychological 
addiction. If you have a tendency to abuse medicines or if 
you are dependent on medicines, you should only take 
these tablets for short periods and under strict medical 
supervision. 

INTER~\C nONS \\ ITII nils \lEI)IC \ [ION 

Please tell your doctor or pharmacist if you are taking or 
have recently taken any other medicines, including 
medicines obtained without a prescription. 

NUCYNT A ™ CR must not be taken together with MAO 
inhibitors (certain medicines for the treatment of 
depression). Tell your doctor if you are taking MAO 
inhibitors or have taken these during the last 14 days. 

The risk of side effects increases, if you take 
NUCYNTATM CR with any of the following: 

other pain relievers such as morphine and codeine 
(also as cough medicine), 

• anaesthetics, phenothiazines, tranquillizers, 
sleeping pills or other CNS depressants (including 
alcohol). 

Your breathing may become seriously slow or shallow 
(respiratory depression) and your blood pressure may 
decrease. Your consciousness may be decreased; you may 
feel drowsier or feel that you might faint. If this happens, 
seek medical help. 

PROPER liSE OF TJflS 'IEmc.\ TIO:\! 

NUCYNT A ™ CR is for oral use. Always swallow the 
tablets whole, not divided or chewed, with sufficient 
liquid. You may take the tablets on an empty stomach or 
with meals. 

Always take NUCYNT A ™ CR exactly as your doctor has 
told you. You should check with your doctor or pharmacist 
if you are not sure. 

Your doctor will adjust the dosage according to the 
intensity of your pain and your individual pain sensitivity. 
In general, the lowest pain-relieving dose should be taken. 

Usual dose: 
The usual dose is 1 tablet every 12 hours. 
Your doctor may prescribe a different, more appropriate 
dose or interval of dosing, ifthis is necessary for you. If 
you feel that the effect of these tablets is too strong or too 
weak, talk to your doctor or pharmacist. 

Overdose: 
In case of drug overdose, contact a health care 
practitioner, hospital emergency department or 
regional Poison Control Centre immediately, even if 
there are no symptoms. 

After taking very high doses, the following may be 
experienced: 

• pin-point pupils, vomiting, drop in blood pressure, 
fast heart beat, collapse, disturbed consciousness 
or coma (deep unconsciousness), epileptic fits, 
dangerously slow or shallow breathing or stopped 
breathing. 

If this happens, seek medical help immediately. 

Missed dose: 
If you forget to take the tablets, your pain is likely to 
return. Do not take a double dose to make up for a 
forgotten dose; simply continue taking the tablets as 
before. 

SIDE EFFECTS .\:\ D \\ II \ r TO DO ,\BOlIT flf DI 

Like all medicines, NUCYNTATM CR may cause 
unwanted effects, although not everybody gets them. The 
most frequently reported unwanted effects were nausea, 
constipation, dizziness, drowsiness, and headache. 
NUCYNT A ™ CR can cause serious side effects including 
life-threatening breathing problems (see SERIOUS SIDE 
EFFECTS, HOW OFTEN THEY HAPPEN AND 
WHAT TO DO ABOUT THEM). 

Opioid withdrawal symptoms such as nausea, vomiting, 
diarrhea, anxiety and shivering are possible after 
converting from your previous opioid analgesic to 
NUCYNTATM CR, or converting from NUCYNTATM CR 
to another opioid. Contact your doctor if you experience 
these symptoms when switching to or from NUCYNT A ™ 
CR. 

Seizures NUCYNT A ™ CR can cause seizures in people 
who are at risk for seizures or who have epilepsy. Tell 
your doctor right away if you have a seizure and stop 
taking NUCYNT A ™ CR. 

Tell your doctor about any side effect that bothers you or 
that does not go away. These are not all the possible side 
effects ofNUCYNT ATM CR. For a complete list, ask your 
doctor or pharmacist. 

SERI()(IS SIDE EFFECTS, HOW OFTEN THE\ 
HAPPEN AND \\ HAT TO DO ABOl'T THEM 

Talk with your Stop taking 
Symptom / effect doctor or ~rug and call 

pharmacist I your doctor 
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Only if In all or 
severe cases pharmacist 

Common dizziness, ./ 
headache, 
nausea, 
somnolence, 
vomiting, 
constipation 

Un- anxiety and 
common shivering ./ 

have trouble 
breathing, or 
have slow or 
shallow 
breathing, 
have extreme 
sleepiness, 
have a slow 
heartbeat, ./ 

have cold, 
clammy skin, 
feel faint, 
confused, or 
cannot walk 
or talk 
normally, 
have a seizure 

This is not a complete list of side effects. For any 
unexpected effects while taking NUCYNTATM CR, contact 
your doctor or pharmacist. 

110\\ TO STORE IT 

Keep NUCYNTATM CR out of sight and reach of 
children. 

Store NUCYNT A ™ CR at 15-30° C. 

Do not use NUCYNT ATM CR after the expiry date. 

REPORTI~G Sl,SPECTED SIDE EFFECTS 

You can report any suspected adverse reactiom 
associated with the use of health products to the Canada 
Vigilance Program by one of the following 3 ways. 

• Report online at www.healthcanada.gc.calmedeffect 
• Call toll-free at 1-866-234-2345 
• Complete a Canada Vigilance Reporting Form and: 

Fax toll-free to 1-866-678-6789, or 
Mail to: Canada Vigilance Program 

Health Canada 
Postal Locator 07010 
Ottawa, ON KIA OK9 

Postage paid labels, Canada Vigilance Reporting Form and 
he adverse reaction reporting guidelines are available in the 

MedEffect™ Canada Web site at 
YIfW'N.healthcanada.2:c.calmedeffect 

NOTE: Should you require information related to tht 
management of the side effect, contact your health 
professional. The Canada Vigilance Program does no 
provide medical advice. 

i\lORE 1:\ FORi\lATlON 

This document plus the full Product Monograph prepared 
for health professionals can be found at: 
http://www.janssen.ca 
or by contacting the sponsor, Janssen Inc., at: 
1-800-567-3331 

This leaflet was prepared by 
Janssen Inc. 
Markham, Ontario L3R on 

Date of issuance: Dec 2010 
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re: lAS comments 
Nathan J lsotalo to: Denis Arsenault 2010-12-0204:46 PM 

Hi Denis, 

fyi- I've placed in your in-box a copy of your lAS comments. 

Nathan. 
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Fw: Tapentadol 
Nathan J Isotalo to: Denis Arsenault 2010-12-02 04:52 PM 

Hi Denis, 

Evelyn Sao (downstairs) is seeking an update. 

I suggest the following response, "Tapentadol discussion at CSS WG has been post poned until we 
determine who will be assessing the abuse liability data and until the lAS gets internally reviewed." I will 
let you forward the response. 

Thanks. Nathan. 
-- Forwarded by Nathan J Isotalo/HC-SC/GC/CA on 2010-12-02 04:47 PM-

From: 
To: 

Tiana BranchlHC-SC/GC/CA 
Evelyn Soo/HC-SC/GC/CA@HWC 

Cc: 
Date: 

Nathan J Isotalo/HC-SC/GC/CA@HWC, Denis ArsenaultlHC-SC/GC/CA@HWC 
2010-12-0204:46 PM 

Subject: Re: Tapentadol 

Hi Evelyn, 
Thanks for the email. Don't think the CSS-WG made any formal decisions; awaiting TPD's decision re: 
market authorization. 
Nathan is the project lead on this file, so he may have more info for you ... 

Tiana 

Evelyn Sao 

From: 
To: 
Date: 
Subject: 

Hi Tiana 

Evelyn Soo/HC-SC/GC/CA 
Tiana Branch/HC-SC/GC/CA@HWC 
2010-12-0201:06 PM 
Tapentadol 

Sorry again if you are not the right person to ask but I missed a few CSS-WG meetings and was 
wondering if there was ever a decision made on tapentadol? I cannot seem to find any record of an lAS or 
next steps. 

I would appreciate any information you may have! 

Thanks in advance 
Evelyn 

Evelyn C Soo, PhD 
National Compliance and Exemption Division 1 Division de la conformite et des exemptions nationales 
Office of Controlled Substances 1 Bureau des ·substances controlees 
Healthy Environments and Consumer Branch (HECS) 1 Direction de la sante environnementale et de la 
securite des consommateurs (DSESC) 
Health Canada 1 Sante Canada 
123 Slater S1. Ottawa ON K1A OK9 1123 rue Slater Ottawa ON K1A OK9 
evelyn. soo@hc-sc.gc.ca 
Telephone 1 Telt3phone 613-948-8964 

~ I 
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Re: Tapentadol I) 
Evelyn Soo to: Nathan J Isotalo 
Cc: Tiana Branch, Denis Arsenault 

Hi Nathan and Tiana 

2010-12-03 09:00 AM 

Thanks again - I received an email at "Status" yesterday from TPD - a DIN was issued for Nucynta CR 
(Tapentadol HCI). 

Cheers 
Evelyn 

Evelyn C Soo, PhD 
National Compliance and Exemption Division 1 Division de la conformite et des exemptions nationales 
Office of Controlled Substances I Bureau des substances controlees 
Healthy Environments and Consumer Branch (HECS) 1 Direction de la sante environnementale et de la 
securite des consommateurs (DSESC) 
Health Canada I Sante Canada 
123 Slater S1. Ottawa ON K1A OK9 1123 rue Slater Ottawa ON K1A OK9 
evelyn.soo@hc-sc.gc.ca 
Telephone I Telephone 613-948-8964 
Facsimile I Telecopieur 613-952-8576 
Government of Canada I Gouvernement du Canada 

Nathan J Isotalo 

From: 
To: 

Nathan J Isotalo/HC-SC/GC/CA 
Tiana Branch/HC-SC/GC/CA@HWC 

Cc: 
Date: 

Evelyn Soo/HC-SC/GC/CA@HWC, Denis ArsenaultlHC-SC/GC/CA@HWC 
2010-12-0204:54 PM 

Subject: Re: Tapentadol 

Hi Tiana, 

I have provided OCS's response to Denis for his consideration. Denis will respond shortly. 

Thank you. 

Nathan. 

Tiana Branch 
Evelyl'l SOD 

Hi Evelyn, Thanksfor theemart. Don't think the.:; ... 
Hi Tiafla Sorryagi3irl'if'Yo~ are.nottheri~htpers~j}· 
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DRAFT December 6,2010 

REGULATORY PROJECT WORKPLAN 
Scheduling of Tapentadol and its analogues on Schedule I of the Controlled Drugs 

and Substances Act (CDSA) and the Narcotic Control Regulations (NCR) 

Brief Description: This initiative aims at Scheduling Tapentadol and its analogues on 
Schedule I of the CDSA and the Schedule of the NCR. 
No. ACTIVITY START FINISH 

1 Review sponsor letter received March 17, 2010 June 1,2010 June 1,2010 

2 Meeting with sponsor June 18, 2010 and June 18,2010 June 18,2010 

preliminary internal cursory review of abuse 
liability data 

3 Draft Triage, internal approvals and submission June 15,2010 November 2, 

to Treasury Board 2010 

4 External review of abuse liability data- December 11, 2010 December 23, 

development of a statement of work and request 2010 

for proposal or standing offer 
5 Draft Issue Analysis Statement June 18,2010 November 26, 

2010 

6 Initial meeting with CSS-WO to table and June 15,2010 June 15,2010 

discuss the scheduling of tapentadol on the 
CDSA and NCR. Subsequent meeting to be 
held at a later date once roles and 
responsibilities are defined as to whether TPD 
or OCS will perform an assessment of the abuse 
liability data due to draft scheduling process. 

7 Draft preliminary regulatory package August 3,2010 August 3,2010 

documentation 
8 Finalize triage statement (signed by regulatory TB Analyst o.k. to December 13, 

director) and sending to RAS analyst for proceed with 2010 

approval- if now a MARS submit in omnibus signatures 
November 2 2010 

package May need to amend 
to be a MARS? 

9 Develop and submit a request to Treasury December 13,2010 December 22, 

Board for an exemption from prepublication in 2010 

CO I to publish directly in CO II 
10 Prepare Notice of Intent(NOI) to scheduled in December 13,2010 December 14, 

COl 2010 

11 Meeting to discuss contract- who is December 13,2010 December 13, 

administering the contract, sole source or 2010 

bidding process short or long form? Contract 
specifics including deadline 

12 Develop a SOW for contract to assess the abuse December 13,2010 December 22, 

liability study data on Tapentadol 2010 

~ I ~1~1;1!11'11,IIIUlmnrlll 
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DRAFT December 6, 2010 

13 Determine if a RFP is required December 13, 2010 December 13, 
2010 

14 Receive contractors review report of sponsor's Start-February Start -February 

comprehensive abuse liability study report 2011 2011 

15 Review of contractors report Mid-February 2011 Mid-February 
2011 

16 Meeting with CSS-WG for review of lAS Late February 2011 Late February 
2011 

17 Internal review and approval and submission of March 2011 March,2011 

NOI to Canada Gazette 
18 Analysis Development Revisions to RIAS Early April 2011 April 2011 

19 Drafting! Examination by Justice/ Request for Mid April 2011 Mid April 2011 

stamped copies 
20 Request for Stamped copies Late April Late April 

21 Internal approvals of Regulatory Submission May Early June 

22 Final Signed Regulatory Submission to PCO- June June 

OIC 
23 GIC making of the Regulation, Registration June June 

24 Publication in Canada Gazette Part II within 23 July July 

days. Canada Gazette II published on every 
second Wednesday 

Notes: 

TBS Guide to the Federal Regulatory Development 
Process 

Exemption from Pre-Publication 
The policy of pre-publishing regulatory proposals in the Canada Gazette, Part I, is 
intended to promote transparency and effectiveness by offering a final comment period 
before regulations are considered by Treasury Board ministers for approval by the GIC. In 
some cases, proposed regulations must be pre-published due to statutory requirements. 
However, there are circumstances under which proposed regulations may be exempted 
from pre-publication. Examples include (but are not limited to) the following: 

Regulations that are exempted from publication pursuant to section 15 of the 
Statutory Instruments Regulations; 
Regulations that are exempt from pre-publication pursuant to the enabling act; 
Some regulations that are determined to be of low impact based on the 
completed Triage Statement; 
Regulations that respond to emergencies that pose major risks to health, safety, 
the environment, or security; 
Sensitive regulations for which pre-publication would cause demonstrable adverse 
effects or undermine the intent of the regulations, such as those affecting subsidy 
changes and interest rate changes; 
Miscellaneous amendments regulations, such as renumbering, bringing 
corrections to ensure consistency between English and French versions, or 
bringing corrections of grammatical or typographical errors; and 
Repetitive regulations that are regularly duplicated in the same form (e.g., the 
Energy Supply Allocation Board Regulations, which must be amended every two 
years to name board members). 

~ I i II'lIIiI:rnmlnrmll: 
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DRAFT December 6, 2010 

TBS-RAS advises departments and agencies on the appropriateness of a proposed 
exemption from pre-publication and makes a recommendation to Treasury Board 
ministers. Treasury Board ministers consider requests for exemption on a case-by-case 
basis. No exemption from pre-publication is available if there is a statutory 
requirement to pre-publish. 

Any request for exemption from pre-publication should be discussed with your TBS-RAS 
analyst prior to completing the drafting of a regulation. Where such an exemption is 
provided for in the proposed regulation, the JUS Legislative Counsel will not 
stamp the regulation for Part II of the Canada Gazette until TBS-RAS confirms in 
writing that it supports an exemption from pre-publication. 

Canada Gazette Part II Publication 

Section 11 of the Statutory Instrument Regulations requires that most regulations be 
published in the Canada Gazette, Part II, within 23 days of their registration (Part II is 
published every second Wednesday).PCO-OIC coordinates this process. As in the case 
with pre-publication, an extra edition of the Canada Gazette, Part II can be published on 
an exceptional basis (e.g., to enable a regulation to be published and enforced in advance 
of the normal publication schedule to meet an urgent need). 

Failure to publish a regulation does not make it invalid but does prevent the punishment 
of contraventions of the regulation. This is because the constitutional principle of the rule 
of law requires that the terms of a law must be knowable. 

There are two exceptions to. this general rule. A person or organization contravening an 
unpublished regulation can be punished if the regulation is exempt from publication or if 
the regulation expressly provides that it applies before it is published in the Canada 
Gazette, Part II. In such cases, however, it must be proved that reasonable steps were 
taken to bring the substance of the regulation to the notice of those likely to be affected 
by it. 

II I 
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re: tapentadol workplan 

Nathan J Isotalo to: Denis Arsenault 2010-12-0602:05 PM 

Hi Denis, 

as requested, please find attached a draft workplan on tapentadol regulatory initiative for your commentsl 
review. 

I've spoken with Stephanie and she mentioned she has no defined timelines for the notice of intent on 
Sa/via divinorum. 
She mentioned that HPFB is finalizing its stakeholder list and that the process has taken some time (a 
month or so). 
It is unclear when the NOI will be submitted to TB. 

Some considerations on the workplan include; 

1. our contracting details yet to be defined-I have included a meeting date to discuss- are we sole 
sourcing, short or long form? Who will administer contract etc ... cost ? Do I write SOW? Who is our 
contracting officer- they do the RFP right? 

2. does the exemption classify as a MARs- I believe it does. 

3. process is unclear to me as to when justice reviews drafting instructions etc .. when we skip CGI as I've 
never done this. I assume it follows something like CGII. Guide to Federal Regulatory Process is not 
clear in this regard. I do know our regulatory director and TB RAS analyst need to sign off on the 
revised triage and a favourable decision to allow an exemption needs to be obtained first before we go 
down this path. I've added TB text on exemption at the end of the table. 

4. unsure how long it will take to get a contract up and running, reviewed and CSS WG I internal 
approval of lAS. 

5. earliest is July I estimate for publication in CGII if we get an exemption. 

6. may need to add more time for reviews. 

~. ~ 
Tapentadol workplan DRAFT Dec 6 2010.doc 

Nathan. 
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re: tapentadol abuse liability contract description 
Nathan J Isotalo to: Denis Arsenault 2010-12-07 11 :56 AM . -. - . ---.-~ _ .. _. ----

Good morning, Denis, 

as requested, please find below a draft description of the duties of the contract for an assessment of the 
sponsor's abuse liability data for tapentadol for your consideration prior to your forwarding to Johanne 
Paquette. 

"The Office of Controlled Substances, Controlled Substances Tobacco Directorate, Health Canada is 
looking to engage in a sole-source contract with a sole-source contract bidder to conduct an evaluation of 
the quality and completeness of theTapendadol June 2010 Scheduling package submitted to OCS on 
18/06/2010 which includes the sponsor's confidential report entitled, "TAPENTADOL Comprehensive 
Abuse Liability Assessment June 2010". A 10-20 page report of findings will be required to be prepared 
along with a list of any deficiencies in the data package and a recommendation that the abuse liability data 
provided by the sponsor is supportive or is not supportive of the Office of Controlled Substance adding 
tapentadol and its analogues to the schedules of the Controlled Drugs and Substances Act(CDSA) and 
the Narcotic Control Regulations(NCR)." 

Nathan. 

"IT I 
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Health 
Canada 

Sante 
Canada 

Health Products and Food Branch 
Direction generale des produits de sante et des aliments 

Marketed Health Products Directorate The Marketed Health Products Directorate (MHPD) is responsible for 
coordination of consistency of post-market surveillance and assessment of 
signals and safety trends concerning all marketed health products. 

Direction des produits de sante commercialises La Direction des produits de sante commercialises (DPSC) est chargee de 18 
coordination et la coherence des activites de surveillance post-approbation 
et d'evaluer les signaux et les tendances concernant l'innocuite de tous les 
produits de sante commercialises. 

TO: 

FROM: 
DE 

SUBJECT: 
OBJET 

ISSUE: 

MEMORANDUM 

Kimbv Barton 

Dr. Marc Berthiaume 
Director 
Marketed Pharmaceuticals and Medical 
Devices Bureau (MPMDB) 
Marketed Health Products Directorate (MHPD) 

NOTE DE SERVICE 

SECURITY - CLASSIFICATION - DE SECURITE 

OUR FILE - NOTRE REFERENCE 

YOUR FILE - VOTRE REFERENCE 

DATE 

December 07, 2010 

Health Canada Risk Management Plan Review: Nucynta CR 
(tapentadol) 
ACTION FOR TPD 

ii' .~ I I :lllllllImrllllllllll 
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2 2 
s.20(1)(b) 

In Canada, the New Drug Submission (NDS) for NUCYNTA CR (tapentadol controlled-release) was filed 
on December 11, 2009. 

FINDINGS: 

Safety Specification 

The reviewer did not identify any major deficiencies in the Safety Specification section of submitted RMP. 

II I i~m I 'Hillllill II ffiI~F111 
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Page(s) 001349 to\a 001349 

Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

20(1 )(b) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



s.20(1)(b) 

4 4 Protected B 

Note: HC is considering to seek an EAP opinion as to how to how to improve the effectiveness of the 
risk-minimization approaches related to the abuse/misuse of opioids and to evaluate the effectiveness 
of the risk-minimisation plan. 

3. RECOMMENDATIONS 

To TPD: 

ToMHPD: 

Prepared by: Tanja Kalajdzic, Scientific Evaluator, MPMDB (September 30,2010) 
To be approved by: Lucye Galand, Manager, Scientific Section, MPMDB 

Marc Berthiaume, Director, MPMDB 

1 T r-lIIIll: ;111111111: II ~lIm I II 
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5 5 

c.c. Lucye Galand, Manager SS I, MPMDB, MHPD 

Marc Berthiaume, MD 
Director 

Protected B 

Marketed Pharmaceuticals and Medical 
Devices Bureau 
Marketed Health Products Directorate 

Attachement: Health Canada Risk Management Plan Review: Nucynta CR (tapentadol) 

1111 II I I 11111 j, i!~I~ 1IIIIIIInlTIIII i 
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s.20(1)(b) 

Protected B 

1+1 Health Sante 
Canada Canada 

Health Products and Food Branch 
Direction generale des produits de sante et des aliments 

Marketed Health Products Directorate The Marketed Health Products Directorate (MHPD) is responsible for 
coordination of consistency of post-market surveillance and assessment 
of signals and safety trends concerning all marketed health products. 

Direction des produits de sante commercialises La Direction des produits de sante commercialises (DPSC) est chargee 
de la coordination et la coherence des activites de surveillance post-

TO: 
A 

FROM: 
DE 

SUBJECT: 
OBJET 

ISSUE: 

approbation et d'evaluer les signaux et les tendances concernant 
l'innocuite de tous les produits de sante commercialises. 

MEMORANDUM 

Kimby Barton 
AlDirector 
Bureau of Cardiology Allergy and Neurologica 
Sciences (BCANS) 
Therapeutic Product Directorate (TPD) 

Dr. Marc Berthiaume 
Director 
Marketed Pharmaceuticals and Medical 
Devices Bureau (MPMDB) 

NOTE DE SERVICE 

SECURITY - CLASSIFICATION - DE SECURITE 

I OUR FILE - NOTRE REFERENCE 

YOUR FILE - VOTRE REFERENCE 

10-125804-948 
DATE 

Marketed Health Products Directorate (MHPD) (~er08'201O ~ 
Health Canada Risk Management Plan Revi ~- "... ~d ew: ~. 'oJ " ...... "lapenta 01) 
ACTION FOR TPD 

In Canada, the New Drug Submission (NDS) for NUCYNTA CR (tapentadol controlled-release) was filed 
on December 11, 2009. 

FINDINGS: 

:1 II I IlmmnmnFlllllll1lll1: 
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s.20(1)(b) 
Protected B 

Safety Specification 

The reviewer did not identify any maj or deficiencies in the Safety Specification section of submitted RMP. 

II I 
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s.20(1)(b) 

Protected B 

Note: HC is considering to seek an EAP opinion as to how to how to improve the effectiveness of the 
risk-minimization approaches related to the abuse/misuse of opioids and to evaluate the effectiveness 
of the risk-minimisation plan. 

3. RECOMMENDATIONS 

To TPD: 

ToMHPD: 

c.c. Lucye Galand, Manager SSl, MPMDB, MHPD 

Marc Berthiaume, MD 
Director 
Marketed Phannaceuticals and Medical 
Devices Bureau 
Marketed Health Products Directorate 

Attachement: Health Canada Risk Management Plan Review: Nucynta CR (tapentado1) 
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RISK MANAGEMENT PLAN REVIEW Protected B 
CR File Number 

Document Title 
Health Canada Risk Management Plan Review: Nucynta CR (tapentadol) 

Marketed Health Products Directorate 
Health Products and Food Branch, 

Health Canada 

Date of Creation I 
Approval 

Date of Submission for 
Approval 

Date of Approval 
November 25,2010 

Date of Approval 
November 25,2010 

I 

Tanja Kalajdzic, MPMDB 

Lucye Galand, MPMDB 

Marc Berthiaume, MPMDB 

_____ *The signature block can be changed depending on the situation 

••• Health Sante 
Canada Canada Canada 

1:12. REF LIBRARY\MPMDBIPHARMLO_DRUGltapentadollNucyntaIRMPlNucynta RMP - 10-125804-948-
2010-11-30.wpd Page 1 of 40 
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RISK MANAGEMENT PLAN REVIEW Protected B 
CR File Number 

This document may contain confidential information and is provided to you with the understanding that this data will be 
used only within your immediate organization. This document should not be forwarded to other persons either within or 
external to Health Canada. 

This information document can only be released by following the procedures required for Access to Information: 
Directorl Coordinator, Access to Information and Privacy 
Health Canada 
1010 Somerset Street West 
1 st Floor, Postal Locator 2301 D 
Ottawa, Ontario KIA OK9 
Tel: 613-954-8744 
Fax: 613-941-4541 
E-Mail: atip-aiprp@hc-sc.gc.ca 

The Access to Information request form is available on the Treasury Board website at: 
http://www.tbs-sct.gc.ca/tbsf-fsct/350-57 e.asp An electronic request form is also available on the Health Canada website 
at: http://www.hc-sc.gc.calhome-accueillcontactlcsb-dgsg/atip-aipme.html 

_Version Control 

Version 
Author I' Reasor'll f()rCt1ang~·iJ'<; '. 

" Date Number ···.w·· '0 < " . " : '<.;' .....•.. 
0.1 20/10/2010 T.Kalajdzic First Draft 

0.2 40522 T.Kalajdzic Integrated comments from the Manager 

0.3 17/11/2010 T.Kalajdzic Integrated comments from the Manager 

1 25/11/2010 T.Kalajdzic Integrated comments from the Manager 

1.1 26/11/2010 T.Kalajdzic Integrated comments from the Director 

Caveat 

This document is a review of the Risk Management Plan (RMP) that was submitted to Health 
Canada by Janssen-Ortho Inc. within the New Drug Submission (NDS) package for Nucynta PRo It 
has been prepared by the Marketed Pharmaceuticals and Medical Deices Bureau of the Marketed 
Health Products Directorate in consultation with the Bureau of Cardiology Allergy and 
Neurological Sciences of the Therapeutic Product Directorate. It should be noted that the MHPD 
reviewer has not evaluated all of the information filed within the submission package. Therefore, 
some issues that have been identified in the RMP review may already have been addressed by 
information contained elsewhere in the submission. The recommendations of this review are being 
provided to Bureau of Cardiology Allergy and Neurological Sciences for their consideration. 

1:12. REF LIBRARYlMPMDBIPHARMI_O_DRUGltapentado!lNucyntaIRMPlNucynta RMP - 10-125804-948-
2010-11-30.wpd Page 2 of 40 
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RISK MANAGEMENT PLAN REVIEW Protected B 
CR File Number 

CONFIDENTIAL 

TYPE OF SUBMISSION: [8l NDS / ANDS 
o SNDS / ASNDS 
o Not related to ongoing submission and marketed 
o Not related to ongoing submission and not marketed 

PRE-MARKET REVIEW TARGET DATE FOR SUBMISSION: December 20,2010 

DATE OF RECEIPT IN MPMDB: September 1'\ 2010 

DATE OF REVIEW: September 16,2010 

BRAND NAME OF PRODUCT: Nucynta CR 

ACTIVE SUBST ANCE(S): Tapentadol controlled-release 

SPONSOR/MARKET AUTHORIZATION HOLDER (MAH): lanssen-Ortho Inc. 

INTERNATIONAL BIRTH DATE: Not applicable (NA) 

APPROVED IN CANADA SINCE: NA 

MARKETED IN CANADA SINCE: NA 

CONTENTS 

1. Background 
2. Risk Management Plan (RMP) Checklist 
3. Concerns with Risk Management Plan Format 
4. Review and Assessment of Safety Specification 
5. Review and Assessment of Pharmacovigilance Plan 
6. Review and Assessment of Risk Minimization Plan 
7. Summary and Conclusions of RMP Assessment 
8. Recommendations 
9. Appendices 
10. References 

This Risk Management Plan Review document is based on the EU-RMP Template for European Union 
(EU) Risk Management Plans.] Refer to the MHPD Risk Management Plan Review Standard 
Operating Procedure as well as the Committee for Medicinal Products for Human Use (CHMP) 
Guideline on Risk Management Systems for Medicinal Products for Human, Use for specifics 

I http://Www .emea.europa. euipdfs/human/euleg/19263 206en.pdf 

1:12. REF LIBRARY1MPMDBIPHARMI_O_DRUGltapentado!lNucynta\RMPlNucynta RMP - 10-125804-948-
2010-11-30.wpd Page 3 of 40 
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Page(s) 001358 to\a 001394 

Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

20(1 )(b) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



Hi Denis: 

Re: Searching for Standing Offer ~ 
Johanne Paquette to: Denis Arsenault 
Cc: Edith Anderson. Nathan J Isotalo 

2010-12-1007:48 AM 

In response to your request, I have discuss with Jocelyn and the indicated that this will most likely be a 
Sole Source Contract. 

Looking in the SO Index this is what I found in Professional Services which does not apply to what you are 
looking for. 

II I 
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If you are to proceed via sole source you will need SOW and a sole source justification. 

Please advise 

Thank you!! 

Johanne 

Manager / Gestionnaire 
Business, Information and Authorization Division 
Division des affaires, de I'information et d'autorisation 
Office of Controlled Substances / Bureau des substances controles 
Controlled Substances and Tobacco Directoratel 
Direction des substances controles et de la lutte au tabagisme 

Tel: (613) 954-2625 
Fax: (613) 941-4760 
Email/Courriel:johanne.paquette@hc-sc.gc.ca 

Denis Arsenault Hi Johanne, As discussed the other day, it appe ... 

From: Denis ArsenaultlHC-SC/GC/CA 
To: Johanne Paquette/HC-SC/GC/CA@HWC 

2010-12-0909:36:39 AM 

Cc: 
Date: 

Edith Anderson/HC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC 
2010-12-09 09:36 AM 

Subject: Searching for Standing Offer 

Hi Johanne, 

As discussed the other day, it appears OCS will need to engage an external consultant with the required 
expertise to conduct an abuse liability study for the substance tapentadol, a new opioid analgesic 
marketed under the trade name NUCYNTA ®. This study is required to inform our ongoing assessment of 
whether to schedule tapentadol under the CDSA. 

In essence, the contract would consist of an evaluation of the quality and completeness of a 
comprehensive abuse liability assessment package submitted to Health Canada by the sponsoring 
company in June 2010. The consultant's report should list of any deficiencies in the data package and 
make a recommendation as to whether the abuse liability data provided by the sponsor is supportive or is 
not supportive of the Office of Controlled Substance adding tapentadol and its analogues to the Schedules 
of the Controlled Drugs and Substances Act(CDSA) and the Narcotic Control Regulations(NCR). 

Could help us confirm whether there is a consultant (or a consulting firm) with a Standing Offer that has 
the required expertise to conduct this work? Should you or someone else require further information as to 
what our needs are in this respect, please feel free to contact Nathan Isotalo (tel: 613-946-4225: e-mail: 
nathan.isotalo@hc-sc.gc.ca). 

Thanks 

Denis 

Denis Arsenault, A1Manager / Gestionnaire p.i. 
Regulatory Policy Division / 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances controlees, 
Health Canada / Sante Canada 
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TellTel: (613) 957-6828 
Fax I Telecopieur: (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

I ·1111'II~mnml1!III' 
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Franc IS 

Results· Summary 

Mandatory Commodities are displayed in red. 

a RO PROfESSiONAL SERVICES 

L Qg.. RO'lO AUDmNG SERVICES L. INTERNAL AND EXTERNAL AUDITS (SUPPLY ARRANGEMEtiT PASS) (R01GA) 

L. 8 ROOa ENGltlfERlMG AI4D nCHNlCAl SERVICES (lltCLUDlNG MECHANICAL. ELECTRICAL, CHEMICAL, L. TECHNICAL EtlG1HEERIHG AND MAINTENANCE SERVICES ITEMS) (EXCLUDES REQUIREMENTS R 

L lB R019 OTHER PROfESSIONAL SEIMCES L.. ALTERttATlVE DISPUTE RESOLUTION SERVICES (R019HB) L.. AUCTIONEERING SERVlCES (R019D) L. PROfESSIONAL SERVICES J FINANCIAL ANALYSIS (R019R) L. THREAT RISK ASSESSMENTS - BASE BUILDING (R019PA) 

[Version 8.3.1aJ [Recommended Configuration] [DisciaimerJ 

Last Updated: 2009-12-14 

That said, we could proceed with a request for proposals and if we do, this is the information your will 
need to submit to us: 

SOW Template Eng 2003-04.wpd RFP Template Eng 2005-0S.wpd 
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re: tapentadol scheduling package numbers of pages 
Nathan J 150talo to: Denis Arsenault 

Hi Denis, 

2010-12-1010:31 AM 

fyi- The total number of pages of the Tapentadol Scheduling package is 56 709 pages so -just under 57 
thousand. 

The breakdown is as follows; 

comprehensive abuse liability 
tap Scheduling 
studies 
references 

24 pages 
10 pages 

55,537 pages 
1138 pages 

Total: 

Nathan. 

0709pag~ 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 
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DRAFT - December 10,2010 

TAPENTADOL - PATH FORWARD 
(Dates shown are estimated completion times) 

1) Finalize Triage Statement (December 2010) - The draft triage statement will be 
revised to indicate that an NOI will be published and a request for exemption from 
pre-publication in CGI may be requested if no significant objections are raised in 
response to the NOI (and given the regulatory proposal's "low impact" rating). 

2) Publication of Notice of Intent in CGI (January 2011) - Once approved, the text 
ofthe NOI will be submitted to the Canada Gazette for publication (the text must be 
submitted a minimum of six working days prior to the publication date). An email 
regarding the pUblication of the NOI will be sent to Janssen-Ortho Inc., and other 
interested parties. 

3) Statement of Work for Abuse Liability Review (December 201 0) - An external 
sole source contract is to be issued to review available abuse liability data submitted 
by Janssen-Ortho Inc .. An SOW for this contract is being developed and in 
collaboration with the Office of Research, Evaluation and Surveillance. 

4) Preparation of Drafting Instructions (March 2011) 

5) Abuse Liability Review (by end April 2011) - Note that the commencement date 
and the length of time required for the consultant to complete the abuse liability 
review need to be confirmed. 

Hence remaining timelines should be treated as being very tentative. 

6) Issue Analysis Summary (May 2011) - Draft lAS to be completed and submitted 
to the Controlled Substances Scheduling Working Group for review and 
recommendation. 

7) Finalization of RIAS (May 2011) - RPD staff to develop RIAS based on approved 
lAS. 

8) DGO Approval of Proposed Regulatory Package (mid-June 2011) - DGO to 
sign-off on the complete regulatory package. 

9) Departmental Approvals of Proposed Regulatory Package (June-July 2011) -
Approval of proposed regulatory package. Normally, ADMO, DMO and MO 
approval of a regulatory proposal requires at least six weeks. 

10) Submission of regulatory proposal to TBS (August 2011) - Regulatory proposals 
must be submitted to Treasury Board Secretariat at least seventeen (17) working 
days prior to the Treasury Board meeting at which a proposal is to be considered. 

iii! -ll I 

001400 



DRAFT - December 10, 2010 

11) Review of regulatory proposal by Treasury Board (Fall 2011 - exact date 
TBD) 

12) Publication in Canada Gazette, Part II (Fall 2011 - exact date TBD) 

~ II II I 
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re: tapentadol scheduling package numbers of pages 
Nathan J 150talo to: Denis Arsenault 

Hi Denis, 

2010-12-1010:31 AM 

fyi- The total number of pages of the Tapentadol Scheduling package is 56 709 pages so -just under 57 
thousand. 

The breakdown is as follows; 

comprehensive abuse liability 
tap Scheduling 
studies 
references 

Total: 

Nathan. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 

24 pages 
10 pages 

55, 537 pages 
1138 pages 

56, 709 pages 

Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 
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! 'J (2~4'') Statement of Work for Services 

1.0 Scope 

1. 1 Title 

Evaluation of Janssen-Ortho Inc.'s June 2010 Scheduling Package for Tapentadol 

1.2 Introduction 

The Office of Controlled Substances, Controlled Substances and Tobacco Directorate, Health Canada is 
looking to engage in a <stanE\fu&9$~~i$Q't~~~~contract with "the Contractor," to conduct an 
evaluation of the scientific quality, robustness and completeness oftheTapendadol June 2010 Scheduling 
package submitted to OCS on 18/06/2010 which includes the sponsor's confidential report entitled, 
"TAPENTADOL Comprehensive Abuse Liability Assessment June 2010". A thirty-five(3S) page final 
report of findings will be required to be prepared along with a list of any deficiencies in the data package 
and a recommendation that the abuse liability data provided by the sponsor is supportive or is not 
supportiv~ of the QffkeofControlled Substance adding Tapentadol and its analogues to the schedules of 
the Controlled Drugs and Substances Act (CDSA) and the Narcotic Control Regulations (NCR). An 
interim report of fifteen (IS) pages will also be required to be prepared and submitted for an interim 
reVIew. 

1.3 Estimated Value 

The total value of any contract(s) emanating from this RFP shall not exceed (eSiiir.;I)$2S,000.oo, 
including travel and living expenses and all applicable taxes. Payment will be made in installments. An 
invoice of 40% will be submittedJ'l-od paJd to the Contractor upon satisfactory completioll_oftheinterim 
report as denotecfbyapproval of the Departmental Representative with the remail!il1gjj_Q~_pf!ig to the 
Contractor atsuch-time--as-the-Departmental Representative has approved the final Contractor's report. 

1.4 Objectives of the Requirement 

The scheduling package submitted by Tapentadol's sponsor, Janssen-Ortho Inc., on June 18,2010 is to 
be reviewed for scientific rigor, robustne~yallly an!! its com-Ill_~~_n..~~~. The scientific studies must 
conform to commonly, widely accepted practices for conduct of the studies (e.g. Good Clinical Practices, 
OECD guidelines, Good Laboratory Practices, QAI QC, SOP etc ... )and must include appropriate 
statistical analyses and whose conclusions must be supported by the inherent observations, results and 
findings of the studies. It must be ensured that any journal article studies referenced have been 
adequately peer-reviewed with no bias' of the authors to the study'S conclusions and that there are no 
other disclaimers that would prevent OCS's reliance on the conclusions or findings of these studies. 

An interim report offifteen(lS) pages will be required to be submitted for interim review. 

A thirty-five(3S) page report of findings will be required to be prepared along with a detailed, descriptive 
list of any deticiencies in the data package and a recommendation that the abuse liability data provided 
by the sponsor is supportive or is not supportive of the Office of Controlled Substance adding Tapentadol 
and its analogues to the schedules of the Controlled Drugs and Substances Act (CDSA) and the Narcotic 
Control Regulations (NCR). 

Health Canada Statement of Work Page 1 
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The Contractor's report's findings, conclusions, recommendation(s) will be used to infonn the Office of 
Controlled Substances as to the scientific quality and robustness of the comprehensive abuse liability 
study on Tapentadol and the associated scheudling package to detennine whether or not the data 
indicates a serious potential for abuse warranting the addition oftapentadol and its analogues onto the 
Schedule of the Controlled Drugs and Substances Act (CDSA) and the Schedule of the Narcotic Control 
Regulations (NCR). 

1.5 Background, Assumptions and Specific Scope of the Requirement 

A meeting with the sponsor, Janssen-Ortho Inc., was held on June 18,2010 at which time a CD-ROM 
containing a scheduling data package for tapentadol was hand delivered to the Office of Controlled 
Substances. Amongst the data received included an electronic copy of a revised comprehensive abuse 
liability study for tapentadol and associated confidential references of clinical and non-clinical studies. 

An initial preliminary internal review of the abuse liability data was conducted upon receipt and it has 
since been detennined that a thorough investigation as to the scientific quality, robustness and 
completeness ofthe sponsor's June 2010 Scheduling Package is needed prior to finalization of an Issue 
Analysis Policy Summary and to detennine ifthe sponsor's Scheduling Package is to be accepted and 
deemed adequate and that the Office of 
Controlled Substances is to move forward with a regulatory proposal to add Tapentadol and its analogues 
to the Schedule of the CDSA and the NCR. 

2.0 Requirements 

2.1 Tasks, Activities, Deliverables and Milestones 

A 35 page report of findings will be required to be prepared along with a list ofan),A,_eficiencies in the 
data package and a recommendation that the abuse liability data provided by the sponsor is supportive or 
is not supportive of the Office of Controlled Substance adding Tapentadol and its analogues to the 
schedules of the Controlled Drugs and Substances Act (CDSA) and the Narcotic Control Regulations 
(NCR). 

Should there be any deficiencies identified, recommendation(s) on how to remediate will also need to be 
provided. 

Work is to be initiated on ' ,,",-;::;".i;';Ij'and a fifteen (15) page interim report is to be submitted to OCS no 
later than '\~';L;for an interim review and; a final report is to be submitted to OCS for review and 
pending final approval no later than -"-.;....;..""""-=_ 

2.2 Specifications and Standards 

This work is to be completed by the defined time line and submitted in both electronic fonn (Word v. 
2003 or higher or adobe acrobat .pdt) and hard copy to the Office of Controlled Substances for Review. 

11 will be of high quality, integrity and robustness such that the Office of Controlled Substances will be 
able to rely on its findings, conclusions, recommendations to facilitate moving forward on the regulatory 
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initiative for tapentadol. 

2.3 Technical, Operational and Organizational Environment 

The OCS will provide the Contractor with copies of all relevant reference materials. In this regard, the 
Contractor can use the Technical Authority as his/her point of contact in terms of accessing additional 
references that might be available other than those provided at the onset of the contract should they be 
made available to OCS from the sponsor of Tapentadol. 

2.4 Method and Source of Acceptance 

Draft documents will be acceptable when they meet with the approval of the Departmental 
Representative. Final reports must meet the approval of the Director, OCS. 

2.5 Reporting Requirements 

Although the Contractor will not be responsible for providing written progress reports, it is expected that 
the Contractor will be in regular communication with the Technical Authority and/or Departmental 
Representative in order to ensure that work on contract deliverables is progressing to the agreed time lines 
for completion. 

2.6 Project Management Control Procedures 

The Departmental Representative shall secure all required approvals. 

The Technical Authority and/or Departmental Representative shall arrange meetings between the 
Contractor and/or other CSTD staff as required. The Technical Authority and/or Departmental 
Representatvie shall also ensure the appropriate distribution of meeting reports (draft and final) as 
required. 

2.7 Change Management Procedures 

Should changes to the time lines associated with this Contract be required, the Contractor shall inform the 
Technical Authority in writing of the intended changes. No changes however, will be made without the 
agreement of the Deparmental Representative. 

2.8 Ownership of Intellectual Property 

The Crown will own all reports generated by the Contractor. 

3.0 Other Terms and Conditions of the SOW 

3.1 Authorities 

Departmental Representative: 

Ms. Jocelyn Kula 
AI Director 
Office of Controlled Substances 
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Controlled Substances and Tobacco Directorate 
Healthy Environments and Consumer Safety Branch 
Health Canada 
Tel. (613) 952-2177 
Fax (613) 946-4224 
email: jocelyn_kula@hc-sc.gc.ca 

Mr. Nathan Isotalo 
Senior Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances and Tobacco Directorate 
Healthy Environments and Consumer Safety Branch 
Health Canada 
Tel. (613) 946-4225 
Fax (613) 946-4224 

Contract/Financial Contact: 

Mrs. Vicki Rollin 
Contract and Finance Officer 
Office of Controlled Substances 
Controlled Substances and Tobacco Directorate 
Healthy Environments and Consumer Safety Branch 
Health Canada 
Tel. (613) 954-6536 
Fax (613) 946-4224 

The Contractor shall obtain all direction for the work from either the Departmental Representative and/or 
the Technical Authority. 

3.2 Health Canada Obligations 

The Crown will provide the following: 

1. access to all required background and/or reference materials including the CD-ROM Scheduling 
Package for Tapentadol 

2. access to the Technical Authority, for the purposes of coordinating meetings, obtaining 
additional background/ reference materials from the sponsor subject to their availability to OCS 
and; 

3. providing comments on draft documents and/or response to questions/comments within a timely 
manner. 

3.3 Contractor's Obligations 

The Contractor will submit all final reports in both an electronic format, either Word v. 2003 or higher 
or; adobe acrobat .pdf file and; in a printed hard-copy format also. 

3.4 Location of Work, Work site and Delivery Point 

Due to existing workload and deadlines, all personnel assigned to any contract resulting from this 
SOW/RFP will be required to provide updates and liaise with Departmental personnel on a needs basis. 

The work required from this contract will be largely carried out at the Contractor's regular place of 
business. 

3.5 Language of Work 

Health Canada Statement of Work 
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All written documentation is to be produced in English. 

3.6 Special Requirements 

N/A 

3.7 Security Requirements 

It is a condition that, prior to performance of any obligation under any contract resulting from either the 
SOW I RFP, the Contractor and sub-contractors and their employees assigned to the performance of such 
contract will be security cleared by the federal government at the enhanced lorl secret level and adhere to 
the confidentiality statement of the sponsor, Janssen-Ortho Inc. for studies containing trade secrets and 
commercial information that are privileged or confidential. The Confidentiality statement's outlined 
requirements for non-disclosure are always to be adhered to. 

The sponsor (Janssen-Ortho Inc. 's) confidentiality statement on confidential studies reads as follows: 

N/A 

N/A 

Confidentiality Statement 

'The information in this document contains trade secrets and commercial iriformation that are 
privileged or corifidential and may not be disclosed unless such disclosure is required by 
applicable law or regulations. In any event, persons to whom the information is disclosed must be 
informed that the iriformation is privileged or corifidential and may not be further disclosed by 
them. These restrictions on disclosure will apply equally to all future iriformation supplied to you 
which is indicated as privileged or confidential. " 

3.8 Insurance Requirements 

3.9 Travel and Living 

4.0 Project Schedule 

4.1 Expected Start and Completion Dates 

The services of the Contractor will be required for a period of approximatelyc :;;;';: !::.f1'::"~\~:hc;tIcommencing 
on or about The expected completion date of this project is' . ::1'1:. i;~i;:jJ!. 

4.2 Schedule and Estimated Level of Effort (Work Breakdown Structure) 

The Contractor is to conduct an evaluation of the scientific quality (QAlQC), robustness (qualitative and 
quantitative 1 statistical analyses) and completeness of the Tapendadol June 2010 Scheduling package 
submitted to OCS on 18/06/2010. For the latter, that all relevant studies normally required for an abuse 
liability assessment have been included and submitted for review. This will not only include an 
evaluation of the sponsor's confidential report entitled, "TAPENTADOL Comprehensive Abuse Liability 
Assessment June 2010" but also, the underlying studies and references found therein. 

A thirty-five(35) page report of findings will be required to be prepared along with a list of any 
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deficiencies in the Scheduling package, with particular emphasis on the Comprehensive Abuse Liability 
Assessment June 2010. Critical sections of the Tapentadol Comprehensive Abuse Liability Assessment 
to be evaluated include: section 2 Chemistry, Manufacturing and Controls Assessment; section 3 Non
Clinical Assessment; section 4 Clinical Assessment; section 5 Factors to be Considered for Scheduling 
under the CDSA; section 6 Conclusions and applicable lists of Tables I to 9 and Figures I to 3. 

The Contractor's report will include a recommendation that the abuse liability data provided by the 
sponsor is supportive or is not supportive of the Regulatory Policy Division of the Office of Controlled 
Substance's regulatory proposal to add Tapentadol and its analogues to the schedules of the Controlled 
Drugs and Substances Act (CDSA) and the Narcotic Control Regulations (NCR). 

As mentioned above, the services of the Contractor will be required for a period of approximately 
ommencing on or about The expected completion date of this project is 

5.0 Required Resources or Types of Roles to be Performed 

. The Contractor shall have a solid knowledge and understanding and interpretation of pharmacology, 
pharmacokinetics, Human physiology and metabolism, chemistry, biochemistry, toxicology, drug 
metabolism, statistics, Good Clinical Practice (GCP) for the conduct of clinical trial studies, clinical and 
non-clinical assessments and their study components, accepted international protocolsl procedures, QA 
IQC practices and principles. 

The Contractor shall have a thorough knowledge and experience of conducting reviews of abuse liability 
data and non-clinical and clinical studies or assessments thereof. 

In preparing the required reports the Contractor will develop clear and complete drafts and be willing to 
accept criticism from the CSTD in order to generate the required final report for submission to OCS
CSTD for final review and approval prior to final invoicing and payment being made. 

6.0 Applicable Documents and Glossary 

6.1 Applicable Documents 

CD ROM of Janssen-Ortho Inc's June 2010 Scheduling Package 

6.2 Relevant Terms, Acronyms and Glossaries 

Controlled Drugs and Substances Act 
Controlled Substances and Tobacco Directorate 
Good Clinical Practice 
Good Laboratory Practice 

CDSA 
CSTD 
GCP 
GLP 
HECS 
ICH 

Healthy Envionrments and Consumer Safety (Branch) 
International Conference on Harmonization of Techmcal Requirements for the 
Registration of Pharmaceuticals for Human Use 

NCR Narcotic Control Regulations 
OCS Office of Controlled Substances 
OECD Organisation for Economic Cooperation and Development 
QA/QC Quality Assurance I Quality Control 
RFP Request for Proposal 
SOP Standard Operating Procedure 
SOW Statement of WorK 

Comprehensive Abuse Liability Assessment List of Abbreviations 

IR Immediate-release 
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CR Controlled-release 
PR Prolonged-release 
EMEA European Medicines Agency 
US United States 
Ph. Eur. Pharmacopoea Europaea 
HCL Hydrochloride 
NE Nore]Jinephrine 
5-HT 5-Hyoroxytryptamin (Serotonin) 
SMQ Standardized MedDRA Queries 
MAA Marketing Authorisation Application 
MedDRA Medical Dictionary for Regulatory Activities 
TEAE Treatment-Emergent Adverse Event 
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DRAFT - December 9,2010 

TAPENTADOL - PATH FORWARD 

Hi Jocelyn, 

Further to our recent discussions and the modified memo to MO regarding tapentadol, 
below is an outline of key steps in the path forward on scheduling tapentadol. N2.te that I 
have not addressed tim . d the develo ment of i . 
imp emented prior to schedaliong. V (9 _ .. ..< ,-IF ~~ ~ ') tJ l c..-.....-... .... +. 

1) Finalize Triage Statement (December 2010) - The draft triage statement will be 
revised to indicate that an NOI will be published and a request for exemption from 
pre-publication in CGI may be requested if no significant objections are raised in 
response to the NOI (and given the regulatory proposal's "low impact" rating). 

2) Publication of Notice of Intent in CGI (late December 2010/early January 
2011) - Once, approved, the text of the NOI will be submitted to the Canada Gazette 
for pUblication (the text must be submitted a minimum of six working days prior to 
the publication date). A letter notifying Janssen-Ortho of the publication of the NOI l<j-.1~.,() 
will also be prepared. Similar letters may also be sent to potentially interested 
parti w6J>ar.!!~~ identified in collaboration with HPFB). Assuming no 

--~Sl~1'ti:: e rarseCl 01 . g the NOI comment period, a formal request to Treasury 

3) 

Board as mg ort\exemption from pre-publication in CGI will need to be prepared. 
C<.-'l 

Statement of ~ork for Abuse Liability Review (Decem~r ~W-~ua!"y 201 ~ 
- An extern:..ttn'fi!;~or is).9: .be engaged to review tneA ~use 1labiiitf~t~es rn 1h.5 
submitted by JanSSen-Orta An SOW for this contract ~ befQlevelope~~ 
input ~PF~outlin' key deliverables and requirements for this contract. 
OCS to consult HFPB on potential consultants for a sole source contract; if a 
consultant cannot be identified in this manner, a request for proposals (RFP) will be 
necessary. 1 

4) Abuse Liability Review (January - March, 2011) - Consultant to submit final 
report on abuse liability review by March 31, 2011.2 

5) Issue Analysis Summary (April 2011) - Draft lAS to be completed (incorporating 
comments from the NOI and results of the abuse liability study) and submitted to 
the Controlled Substances Scheduling Working Group for review and 
recommendation . .J 

I The need to conduct an RFP process would lengthen the time line outlined below. 
2 The length of time required for the consultant to complete the abuse liability review (to be confirmed), as 
well as the commencement date for this contract (to be confirmed), will significantly affect the timeline 
outlined below. The time required to conduct this review may be significantly longer. dN.A.. fo ~ V<lt-.-/.A iU 

~ ~ c;,C(4~"" ~ r~~e e:;6, '10~ t?Ao-c' 1;rfJ • 
~l.-t,~ Mfj k ckJ~ ~ A.. X4~;h r d.tA~ , .... re.l/f~u( rl J 
. .,..., ~.... -;- _ '," C ('_h.~ a..c.h#.y.. ~ ('lu'Pf/t1"f'r/"~ 4-/ir.. 
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DRAFT - December 9, 2010 

6) 

( -;JJ'1/~A".,:b ) 
" (1M 

Development of Drafting Instructions and RIAS (May 2011) - RPD staff to 
develop drafting instructions and RIAS based on approved lAS. tf 

7) DGO Approval of Proposed Regulatory Package (mid-June, 2011) - DGO to 
sign-off on the complete regulatory package. As suggested above, the ability of 
RPD to complete this regulatory by the end of the fiscal year will depend in large 
measure on the timeline for completion of the abuse liability study. Should 
completion of the regulatory package be delayed, the regulatory proposal will most· 
likely only be considered by Treasury Board in late summer/early fall. Y 

8) Departmental Approvals of Proposed Regulatory Package (June-July 2011) -
Approval of proposed regulatory package by various levels of senior management 
(ADMO, DMO, MO). Normally, senior management approval of a regulatory 
proposal requires at least six weeks. ,(' 

9) Submission of regulatory proposal to TBS (August 2011) - Regulatory proposals 
must be submitted to Treasury Board Secretariat at least seventeen working days 
prior to the Treasury Board meeting at which a proposal is to be considered. 7 

10) Review of regulatory proposal by Treasury Board (Fall 2011 - exact date 
TBD) (" 

11) Publication in Canada Gazette, Part II (FaIl2011- exact date TBD) 'I 
********************************** 

Let me know if you want to discuss. 

Denis 
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DRAFT - December 10, 2010 

TAPENTADOL-PATHFORWARD 
(Dates shown are estimated completion times) 

1) Finalize Triage Statement (December 2010) - The draft triage statement will be 
revised to indicate that an NOI will be published and a request for exemption from 
pre-publication in CGI may be requested if no significant objections are raised in 
response to the NOI (and given the regulatory proposal's "low impact" rating). 

2) Publication of Notice of Intent in CGI (January 2011) - Once approved, the text 
of the NOI will be submitted to the Canada Gazette for publication (the text must be 
submitted a minimum of six working days prior to the publication date). An email 
regarding the publication of the NOI will be sent to lanssen-Ortho Inc., and other 
interested parties. 

3) Statement of Work for Abuse Liability Review (December 2010) - An external 
sole source contract is to be issued to review available abuse liability data submitted 
by 1 anssen-Ortho Inc.. An SOW for this contract is being developed and in 
collaboration with the Office of Research, Evaluation and Surveillance. 

4) Preparation of Drafting Instructions (March 2011) 

5) Abuse Liability Review (by end April 2011) - Note that the commencement date 
and the length of time required for the consultant to complete the abuse liability 
review need to be confirmed. 

Hence remaining timelines should be treated as being very tentative. 

6) Issue Analysis Summary (May 2011) - Draft lAS to be completed and submitted 
to the Controlled Substances Scheduling Working Group for review and 
recommendation. 

7) Finalization of RlAS (May 2011) - RPD staff to develop RIAS based on approved 
lAS. 

8) DGO Approval of Proposed Regulatory Package (mid-June 2011) - DGO to 
sign-off on the complete regulatory package. 

9) 

10) 

Departmental Approvals of Proposed Regulatory Package (June-July 2011) -
Approval of proposed regulatory package. Normally, ADMO, DMO and MO 
approval of a regulatory proposal requires at least six weeks. 

Submission of regulatory proposal to TB~ust 2011) Regulatory proposals 
must be submitted to Treasury Board S cretariat at leas eventeen (17) working 
days prior to the Treasury Board meeting t which apr posal is to be considered. 

'I r--III1Iil Ir'm;mr:'T1"1l11ll1 II 
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DRAFT - December 10, 2010 

11) Review of regulatory proposal by Treasury Board (Fall 2011 - exact date 
TBD) 

12) Publication in Canada Gazette, Part II (Fall 2011 - exact date TBD) 

II I 
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Hi Jocelyn, 

Tapentadol- Path Forward 
Denis Arsenault to: Jocelyn Kula 
Cc: Nathan J Isotalo 

2010-12-1012:46 PM 

Further to our earlier discussion, attached for your information is our current thinking around next 
steps/timelines for tapentadol. 

Tapentadol Action Plan Email (2).doc 

Denis 

Denis Arsenault, NManager / Gestionnaire p.i. 
Regulatory Policy Division / 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances contr6lees, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax I Telecopieur : (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 

11 I 
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Fw: 
Jocelyn Kula to: Denis Arsenault 
Cc: Nathan J Isotalo 

Just forwarding for the file. No action required. 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances controlees 

5.19(1) 

5.20(1)(b) 

2010-12-1002:09 PM 

Healthy Environments and Consumer Safety Branch/ Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 
----- Forwarded by Jocelyn Kula/HC-SC/GC/CA on 2010-12-10 02:08 PM -----

From: 
To: 
Cc: 
Date: 
Subject: 

C3 
Cathy Sabiston 
Director General / Directrice generale 
Controlled Substances & Tobacco Directorate (CSTD) 
Direction des substances controlees et de la lutte au tabagisme (DSCL T) 
Health Canada / Sante Canada 
Tel: (613) 941-1977 Fax: (613) 954-2288 
E-maillcourriel:cathy.a.sabiston@hc-sc.gc.ca 
Website/Site web: www.hc-sc.gc.ca 
----- Forwarded by Cathy A Sabiston/HC-SC/GC/CA on 2010-11-22 05:35 PM -----

From: 
---4::> To: 

Cc: 
Date: 

Cathy A Sabiston <cathy.a.sabiston@hc-sc.gc.ca> 
Supriya Sharma <Supriya.Sharma@hc-sc.gc.ca> 
2010-11-2201:13 PM 

Subject: FW: 

As agreed, keeping you updateg. 

Thks 

From: 
Sent: November 22 2010 1:11 PM 

/fa: I 

\ Cc: leah
H 

canning@hc-sc.:.::g::.c.:::ca:::..JI __ ~,"> id ,+. 
~ubject: I 

- as you requested, here is the 

m i I -rnrHli"llIHllCll"mllll1lll 
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Happy to meet to review 

BTW-FYI, cords noted below. 

Phone: 
Fax: 
Cell: 
E-mail: 

................................................................................................................................................................................................................. 

1 I -TIII111rfllHI]r;'rrl1m1' '11 
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Page(s) 001417 to\a 001418 

Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

20(1 )(b) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



.' 

for the file pis 

Jocelyn Kula 

Fw: Urgent - Tapentadol 
Jocelyn Kula to: Nathan J Isotalo 

Acting Director/ Directrice par interim 
Office of Control/ed Substances/ Bureau des substances contr6Jees 

2010-12-1002:23 PM 

Healthy Environments and Consumer Safety Branch/ Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 
----- Forwarded by Jocelyn Kula/HC-SC/GC/CA on 2010-12-10 02:23 PM -----

From: 
To: 

Jesse Arnup-Blondin/HC-SC/GC/CA 
Cathy A Sabiston/HC-SC/GC/CA@HWC 

Cc: 
Date: 

Jocelyn Kula/HC-SC/GC/CA@HWC, Stephanie SzicklHC-SC/GC/CA@HWC 
2010-12-01 02:21 PM 

Subject: Re: Urgent - Tapentadol 

Hi Cathy-

Just spoke about this with Stephanie on the phone. Unfortunately, 2 pm was drop-dead for the daily, so we 
weren't able to get in additional info, but any info on timing / next steps etc would be very useful for the 
daily call with MO tomorrow in case there are questions to HECSB about scheduling. 

Cathy A Sabiston Shld we put in decision, tb advice and potential t... 201 0-12-0~ 02: 17:46 PM 

From: Cathy A Sabiston/HC-SC/GC/CA 
To: 
Cc: 

Stephanie SzicklHC-SC/GC/CA@HWC, Jocelyn Kula/HC-SC/GC/CA@HWC 
Jesse Arnup-Blondin/HC-SC/GC/CA@HWC 

Date: 2010-12-0102:17 PM 
Subject: Re: Urgent - Tapentadol 

Shld we put in deciSion, tb advice and potential timeline. This is a good opportunity to get this in front of 
min off. 

Cas 

Stephanie Szick 

----- Original Message ----
From: Stephanie Szick 
Sent: 2010-12-01 02:14 PM EST 
To: Cathy A Sabiston 
Subject: Urgent - Tapentadol 

hi Cathy, 
Trail below - ~~_'_~" 

HPFB is reporting up t(MO J'hat they will be granting market authorization tomorrow for the 
drug containing tapendatDr(Nucynta CR TM). They drafted a short briefing text for the 48 hours 
heads up and ran it by ADMO. Jesse asked us to review. 

Following below is version of text with edits from Jocelyn. I've sent this to Jesse already as it 

i I ":lIIII mnllrrTill7'll"'llllil I II 
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• 

was due at 2:00. 

Please let me know if you have any concerns. I've indicated our changes in BOLD / RED -
hopefully this comes through by BB (at least the bold). 

----- Forwarded by Stephanie SzicklHC-SC/GC/CA on 2010-12-01 02:11 PM -----

From: 
To: 
Date: 
Subject: 

Stephanie SzicklHC-SC/GC/CA 
Jesse Amup-Blondin/HC-SC/GC/CA@HWC 
2010-12-01 02:04 PM 
Re: Urgent - Tapentadol 

Spoke with Jocelyn - voila, some further edits -- I will send to Cathy so she is aware .... 

s.20(1)(b)The Therapeutic Products Directorate (HPFB) expects to grant Canadian market authorization status to 

Nucynta CR ™ (tapentadol) on Thursday, December 2,2010. This opioid analgesic is indicated for the 
management of moderate to moderately severe pain in adults who require continuous treatment for 
several days or more. Currently, HECSB is in the process of assessing whether tapentadol should be 
included in one of the Schedules to the Controlled Drugs and Substances Act (CDSA). The sponsor for 
this drug submission is Janssen-Ortho Inc. 

Jesse Arnup-Blondin ----- Forwarded by Jesse Arnup-Blondin/HC-S ... 2010-12-01 01:52:35 PM 

"Ill '" ' .... ~ I I I in illfllli1rilTlrl1l1T '11 
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s.20(1)(b) 

IIIIIIII1111111111111111111111111111111111111111111111"""""""'[JOJCA] to: Jocelyn Kula 
2010-12-1311:58AM 

C carmen. berube, • JOICA]", denis.arsenault, "Nathan J 
c: Isotalo", stephanie.szick 

Dear Jocelyn, 

~)]bseq\lent ...tQ.._our previ OilS di sCllssi.on (as per email below), Janssen Inc. 

wlll make otifSe 1 ,res aJT.d.J,~G.l.Q at • .wha.teJLeLJ3:meslots,._a.:r:e"...con~nie.n:L.tD_. 
OCS/C~ 

Looking forward to your response. 

Yours truly, 

JANSSEN-ORTHO INC. 
19 Green Belt Drive, Toronto, Ontario, Canada 
M3C 1L9 
Tel: 
Fax: 
e-mail: 
Confidentiality Notice: This e-mail transmission may contain confidential or 
legally privileged information and is intended only for the individual or 
entity named in the e-mail address. Any disclosure, copying, distribution, or 
reliance upon the contents of this e-mail not otherwise authorized by the 
sender is strictly prohibited. If you have received this e-mail transmission 
in error, please immediately reply to the sender, so that proper delivery of 
the e-mail can be effected, and then please delete the message from your 
Inbox. Thank you. 
Avis de confidentialite : Ce courriel peut contenir des renseignements 
confidentiels qui ne s'adressent qu'a la personne ou a l'entite nommee dans 
l'adresse. Si vous n'etes pas le destinataire vise, nous vous informons par la 
presente qu'il est interdit de divulguer, reproduire, distribuer ou utiliser 
le contenu de ce courriel. Si vous avez re9u ce courriel par erreur, veuillez 
en aviser l'expediteur pour que l'on puisse l'envoyer a la bonne adresse, puis 
veuillez supprimer Ie message. Merci. 

-----Original Message-----

i I mnnml1rnnrlll III 
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From: Jocelyn Kula [mailto:jocelyn.kula@hc-sc.gc.ca) 
Sent: Monday, November 15, 2010 9:16 AM 
To: [JOICA) 
Cc: carmen.berube@hc-sc.gc.ca; [JOICA); 
d~lli.s....a~naull,@J:+C,-::~;E::-<,.9,c.._ca..;....,Nat,b.an.-J"..Isutalo; stephanie. s zick@hc-sc. gc. ca 
Subject: 

Thanks 

We will get bi3.S.~._.L<?~ YQ)1W.j,J;:Jl._cL.si§;!;~_once we have confirmed who needs to 
attend from HC . 

. .. -', ....... _" .... ' .... "'" ... ~'""~~"n' ........ r-~ 

Regards 
Jocelyn 

Carmen- for 

Jocelyn Kula 

file pIs 

Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances contr6lees 
Healthy Environments and Consumer Safety Branch/ Direction generale de la 
sante environnementale et de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

From: [JOICA) " 
To: 
Cc: 

"Jocelyn Kula" <jocelyn.kula@hc-sc.gc.ca> 
"Nathan..·J Iso"tsJ.G-"· <nathan. isotalo@hc-sc. gc. ca>, 
[JOICA)" <carmen.berube@hc-sc.gc.ca>, 
<denis.arsena)]lt@b~c.gc.ca>, "Stephanie Priest" 
<Stephanie.priest@hc-sc.gc.ca> 

Date: 2010-11-12 10:24 AM 
Subject: RE: 

Dear Jocelyn, 
T1lguk, .. .y.olL.-f.oL_respondi-ng._to_,ffi¥_,.emai.l-...l_can..ba .avai I ab.l e ... aL the .followi ng 
d..§ t_e.s,; 

Nov 29: 10:00 am - 4:00 pm 
N~~1:00 pm - 5:00 pm 
Dec 1: 9:00 am - 12:00 noon 

Please let me know if these work for you. 

I look forward to our discussion. 

Best regards 

JANSSEN-ORTHO INC. 
19 Green Belt Drive, Toronto, Ontario, Canada 
M3C 1L9 
Tel: 

r r "TlmmrH]Tilnrmlll111I 
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Fax: 
e-mail: 
iConfidentiality Notice: This e-mail transmission m~y contain confidentia~~ 
or legal.l.L.J2.fi vU~.t_Qigrill?j;ign i!lliLi.s....intended .. ~onL¥., .. f.o..t:- .. the .. ,.individual 
or en t .:!-,~x.~!11~L~.r.!"'"t;hE2_.~::l!l,9j, J".~.99E,E.:~~,:A.nY .. <:iJ.~c::l 0 s u:r:e .,coP yi ng , 
distribution, or reliance '.' upon. the contents. of. this e-mail not otherwise 
authorized by the sender is strictly prohibited. I.f-.youhave. . .r.acei..v:e.d .. t.his 
~illail t ransmistion-.in-e.r.r.or, pleas.eJIIlJ!1§O,j,at.ely_.r.eply .. :to .. the .. ,. s.ender I .• so 

I that proper..delivery.ot:.thee.,..mail.canbee:t:(~ct:.ed,. and t':l:en please delete 
the message from your. Inbox . Thank you .. 
Avisde··co[;.'f:Ldentiali te : Ce courriel peut contenir des renseignements 
confidentiels qui ne s'adressent qu'a la per sonne ou a l'entite nommee dans 
l'adresse. Si vous n'§tes pas le destinataire vise, nous vous informons par 
la presente qu'il est interdit de divulguer, reproduire, distribuer ou 
utiliser le contenu de ce courriel. 3i vous avez re9U ce courriel par 
erreur, veuillez en aviser l'expediteur pour que l'on puisse l'envoyer a la 
bonne adresse, puis veuillez supprimer le message. Merci. 

From: J:9~s;lyn Kula [mailto:jocelyn.kula@hc-sc.gc.ca) 
Sent: Friday, November 12, 2010 9:35 AM 
To: [JOICA) 
Cc: Nathan J Isotaloi [JOICA]i carmen.berube@hc-sc.gC.Cai 
c:!~~senaJl] t@.hG .. ~. '3'~a..;....Stephanie Priest 
Subject: 

Hi 

I am writing further to your I:iillL. .. .9-.mes.sage to Daniel Galarneau. Given that 
Dani.el. is __ focused .. another. files.right nOw ..... __ .Q,Lease 11Se IIlB.....as.._)ill~3 

contact from now on. 

we would be happy to arrange something. The next two weeks are 
incredibly busy for me though and so wonder if we could look at scheduling 
s omeJJ1.Jng .. _JgL_early-. Decembe.;r;·? 

If you respond with some suitable. dates., ... my assistant Carmen can arrange 
something that works for all. 

Regards 
Jocelyn 
Sent by blackberry 

Jocelyn Kula 
A! Director! Directrice par interim 
Office of Controlled Substances/ Bureau des substances controllees 

From: [JOICA)" 
Sent: 2010-11-09 09:36 AM EST 
To: Daniel Galarneau 
Cc: Jocelyn Kulai Nathan J Isotaloi 

. JOICA]" 
~~~~~~~~~~~~~~ 

Subject: 

Dear Mr. Galarneau, 

,[ r 'TlilllTrrmlli'rnnmlll 
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At a meeting on June 18, 2010 between OCS/CSTD, TPD and Janssen-Ortho Inc. 
(JOI), it was agreed that 

We would be most grateful for an opportunity to discuss such measures and 
any other guidance from the OCS/CSTD. I will follow this email with a call 
to discuss next steps. 
Yours truly, 

JANSSEN-ORTHO INC. 
19 Green Belt Drive, Toronto, Ontario, Canada 
M3C 1L9 
Tel: 
Fax: 
e-mail: 
Confidentiality Notice: This e-mail transmission may contain confidential 
or legally privileged information and is intended only for the individual 
or entity named in the e-mail address. Any disclosure, copying, 
distribution, or reliance upon the contents of this e-mail not otherwise 
authorized by the sender is strictly prohibited. If you have received this 
e-mail transmission in error, please immediately reply to the sender, so 
that proper delivery of the e-mail can be effected, and then please delete 
the message from your Inbox. Thank you. 
Avis de confidentialite : Ce courriel peut contenir des renseignements 
confidentiels qui ne s'adressent qu'a la personne ou a l'entite nommee dans 
l'adresse. Si vous n'etes pas Ie destinataire vise, nous vous informons par 
1a presente qu'il est interdit de divulguer, reproduire, distribuer ou 
utiliser le contenu de ce courriel. Si vous avez re9u ce courriel par 
erreur, veuillez en aviser l'expediteur pour que l'on puisse l'envoyer a la 
bonne adresse, puis veui11ez supprimer 1e message. Merci. 
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Hi Nathan, 

For the file. 

Denis 

...-...I "_."'.JU'I~IIII-__ .11_'tHI'IItlllU!I1IllI'.II.Ulll~IIIII!lIIIII"'~~JI' 

Fw: Action Plan for Tapentadol 
Denis Arsenault to: Nathan J Isotalo 

Denis Arsenault, AlManager! Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances! 
Bureau des substances controlees, 
Health Canada! Sante Canada 
Telrrel: (613) 957-6828 
Fax! Telecopieur: (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 
----- Forwarded by Denis ArsenaultlHC-SC/GC/CA on 2010-12-1410:14 AM ----

From: 
To: 

Jocelyn Kula/HC-SC/GC/CA 
stephanie.szick@hc-sc.gc.ca 

2010-12-1410:14 AM 

Cc: 
Date: 

Denis ArsenaultlHC-SC/GC/CA@HWC, Cathy A Sabiston/HC-SC/GC/CA@HWC 
2010-12-1005:59 PM 

Subject: Action Plan for Tapentadol 

Hi Stephanie 

Further to my bilat with Cathy today, please find attached a copy of OCS' action plan for the scheduling of 
tapentadol, for you to share with ADMO as needed. 

~'~"''''.' ,> , , .-

Tapentadol Action Plan Email Dec 10 2010.doc 

Please let me know if you need anything else. 

Jocelyn 

Jocelyn Kula 
Acting Director! Directrice par interim 
Office of Controlled Substancesl Bureau des substances controlees 
Healthy Environments and Consumer Safety Branchl Direction genera Ie de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

ffi .~ \ II Illi\IllrrnmTll'"I111111 I 
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DRAFT - December 10, 2010 

TAPENTADOL-PATHFORWARD 
(Dates shown are estimated completion times) 

1) Finalize Triage Statement (December 2010) - The draft triage statement will be 
revised to indicate that an NOI will be published and a request for exemption from 
pre-publication in CGI may be requested if no significant objections are raised in 
response to the NOI (and given the regulatory proposal's "low impact" rating). 

2) Publication of Notice of Intent in CGI (January 2011) - Once approved, the text 
of the Nor will be submitted to the Canada Gazette for publication (the text must be 
submitted a minimum of six working days prior to the publication date). An email 
regarding the publication of the NOI will be sent to Janssen-Ortho Inc., and other 
interested parties. 

3) Statement of Work for Abuse Liability Review (December 2010) - An external 
sole source contract is to be issued to review available abuse liability data submitted 
by Janssen-Ortho Inc .. An SOW for this contract is being developed and in 
collaboration with the Office of Research, Evaluation and Surveillance. 

4) Preparation of Drafting Instructions (March 2011) 

5) Abuse Liability Review (by end April 2011) - Note that the commencement date 
and the length of time required for the consultant to complete the abuse liability 
review need to be confirmed. 

Hence remaining timelines should be treated as being very tentative. 

6) Issue Analysis Summary (May 2011) - Draft lAS to be completed and submitted 
to the Controlled Substances Scheduling Working Group for review and 
recommendation. 

7) Finalization of RIAS (May 2011) - RPD staff to develop RIAS based on approved 
lAS. 

8) DGO Approval of Proposed Regulatory Package (mid-June 2011) - DGO to 
sign-off on the complete regulatory package. 

9) Departmental Approvals of Proposed Regulatory Package (June-July 2011) -
Approval of proposed regulatory package. Normally, ADMO, DMO and MO 
approval of a regulatory proposal requires at least six weeks. 

10) Submission of regulatory proposal to TBS (August 2011) - Regulatory proposals 
must be submitted to Treasury Board Secretariat at least seventeen (17) working 
days prior to the Treasury Board meeting at which a proposal is to be considered. 

II I 
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DRAFT - December 10, 2010 

11) Review of regulatory proposal by Treasury Board (Fall 2011 - exact date 
TBD) 

12) Publication in Canada Gazette, Part II (Fall 2011 - exact date TBD) 

r I-U nr~11ITlli1rl1m ~ 11 
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Hi Denis, 

Re: Abuse Liability Study for Tapentadol f1l 
Suzanne Desjardins to: Denis Arsenault 
Cc: Jocelyn Kula, Nathan J Isotalo, Hanan Abramovici, Bruna Brands 

Hanan will be your contact. He will consult with Bruna as appropriate. 

2010-12-1411:33 AM 

However, given our role in SOW, finding a contractor and monitoring progress as well as the likely low 
cost of such a contract, I suggest another option: ORS could be responsible for this contract (and pay for 
it) and consult with OCS. Let me know what you think. 

Another comment: we need to be careful in not asking a recommendation regarding whether tapendolol 
should be controlled or not, since this might be too close to decision-making. We did a similar contract in 
the past for methamphetamine, so we can draw from that experience. 

Thanks 

Suzanne 
Denis Arsenault Hi Suzanne, Further to our discussion at the last... 2010-12-1410:22:43 AM 

From: 
To: 
Cc: 
Date: 
Subject: 

Hi Suzanne, 

Denis ArsenaultlHC-SC/GC/CA 
Suzanne Oesjardins/HC-SC/GC/CA@HWC 
Jocelyn Kula/HC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC 
2010-12-1410:22 AM 
Abuse Liability Study for Tapentadol 

Further to our discussion at the last Controlled Substances Scheduling Working Group meeting, it appears 
the Office of Controlled Substances (OCS) may require the services of an external contractor to conduct a 
review of the abuse liability data for tapentadol. The review is intended to inform OCS' ongoing 
assessment of whether to schedule tapentadol under the Controlled Drugs and Substances Act (CDSA) . 

In essence, the contract would consist of an evaluation of the quality and completeness of a 
comprehensive abuse liability assessment package submitted to Health Canada by the sponsoring 
company Janssen-Ortho Inc. in June 2010. In our view, the consultant's report should list of any 
deficiencies in the data package and make a recommendation as to whether the abuse liability data 
provided by the sponsor supports the addition of tapentadol and its analogues to the Schedules of the 
CDSA and the Narcotic Control Regulations(NCR). 

Given the mandate and expertise of your office, we would like to enlist the assistance of your office in 
drawing up the Statement of Work for this contract, identifying qualified consultants (if the contract is sole 
sourced), and in guiding the work of the chosen consultant for this contract. Would it be possible for you 
to identify an appropriate staff member from your office to work with us in this regard? 

Once an appropriate contact is identified, my office could send out a meeting invitation along with some 
background information on this request. 

Feel free to contact me should you have any questions. 

Thanks 

Denis 

"ll - 11 I I I I ilmll wrUrlJrnllllllll1 'II 
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Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances controlees, 
Health Canada I Sante Canada 
TelITel: (613) 957-6828 
Fax I Telecopieur: (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

001429 
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DRAFT v3- December 15,2010 

TAPENTADOL-PATHFORWARD 
(Dates shown are estimated completion times) 

1) Finalize Triage Statement (December 2010) - The draft triage statement will be 
revised to indicate that an NOI will be published and that an exemption from pre
publication in CGI may be requested given the regulatory proposal's "low impact" 
rating, and particularly ifno significant concerns are raised in response to the NOr. 

2) Publication of Notice of Intent in CGI (January 2011) - Once approved by the 
Director General, CSTD, the text of the NOI will be submitted to the Canada 
Gazette Printing Office for pUblication. Text must be submitted a minimum of six 
working days prior to the publication date. An email regarding the publication of 
the NOI will be also sent to Janssen-Ortho Inc., and other interested parties. 

3) Statement of Work for Abuse Liability Review (December 2010) - An external 
sole source contract is to be issued to review available abuse liability data submitted 
by Janssen-Ortho, Inc .. This review is required as abuse liability is one of the six 
factors OCS considers as part of its scheduling assessments, and Therapeutic 
Products Directorate did not review this data as part of their drug approval process. 
Note that Office of Research, Evaluation and Surveillance in CSTD is leading the 
development of a SOW for this contract, and will manage the contract on behalf of 
OCS. 

4) Preparation of Drafting Instructions (March 2011) 

5) Abuse Liability Review (by end of April 2011) - Commencement date and the 
length of time required for the consultant to complete the abuse liability review 
cannot be confirmed per aforementioned contract, and hence remaining time lines 
should be treated as very tentative. 

6) Issue Analysis Summary (May 2011) - Draft lAS to be completed and submitted 
to the Controlled Substances Scheduling Working Group for review and 
recommendation. 

7) Finalization of RIAS (May 2011) - RPD staff to develop RIAS based on approved 
lAS. 

8) DGO Approval of Proposed Regulatory Package (mid-June 2011) - DGO to 
sign-off on the complete regulatory package. 

9) Departmental Approvals of Proposed Regulatory Package (June-July 2011) -
Approval of proposed regulatory package. Normally, ADMO, DMO and MO 
approval of a regulatory proposal requires at least six weeks. 

, I r irnllllTllrmrilnlllllllll 
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DRAFT v3- December 15, 2010 

10) Submission of regulatory proposal to TBS (August 2011) - Regulatory proposals 
must be submitted to Treasury Board Secretariat at least seventeen (17) working 
days prior to the Treasury Board meeting at which a proposal is to be considered. 

11) Review of regulatory proposal by Treasury Board (Fall 2011 - exact date 
TBD) 

12) Publication in Canada Gazette, Part II (Fall 2011 - exact date TBD) -
Assuming that senior management agrees to proceed with request for exemption 
from prepublication. 

II I 
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Hi Suzanne, 

Re: Abuse Liability Stud for Tapentadol Qj 
Denis Arsenault to: Suza ne Desjardins 
Cc: Jocelyn Kula, Nathan J I talo, Hanan Abramov' i, Bruna Brands 

2010-12-1510:47 AM 

Given the contract's. subject m_atter, I~agree that it would be best if ORS manages the contract. I also 
agree with your comment regarding the need to be care~ul In not asking for a "recommendatiQri' as to 
whether tapentadol should be controlled. 

In order to get the ball rolling, I would like to set upj:lrneeting with Hanan (beforE! ChristmasJf possible) to 
discuss. As this review of the abuse liabili data is crucial to com letin OCS's scheduling assessment 
ofl~ntad61, I wou I ea y I e to meet ~LtLHanan early on in the process to determine the..path 
fo establlsnap-proxlmarelii11eiTrles, and clarify how/when OCS would be consulted in the Statement 
of Work, draft repo s, .) -~-~.-.. 

If ~mfortable with this approachLi can touch base wit~anan directly to arran~_~_.I!Ieet!n.jJ~the 
near future. ;> ---

Thanks for your help on this. Much appreciatedl :-) 

Denis 
'd-CJ~S ~~"0 ?""~ (5-
G~ ~~hJ... \.0 v(eM-C-V--

Denis Arsenault, NManager / Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances contr6lees, 
Health Canada I Sante Canada 
TelfTel: (613) 957-6828 
Fax I Telecopieur: (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

Suzanne Desjardins Hi Denis, Hanan will be your contact. He will c ... 

From: 
To: 

Suzanne Desjardins/HC-SC/GC/CA 
Denis ArsenaultlHC-SC/GC/CA@HWC 

2010-12-1411:33:45 AM 

Cc: 

Date: 

Jocelyn Kula/HC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC, Hanan 
Abramovici/HC-SC/GC/CA@HWC, Bruna Brands/HC-SC/GC/CA@HWC 
2010-12-1411:33AM 

Subject: Re: Abuse Liability Study for Tapentadol 

Hi Denis, 

~ be your contact. He will consult ~s appropriate. 
~~iven our role in SOW, finding a contractor and monitoring progress as well as the likely low 

cost of such a contract, I suggest another option: ORS could be responsible for this contract (and pay for 
it) and consult with OCS. Let me know what you think. 

Another comment: we need to be careful in not asking a recommendation regarding whether tapendolol 
should be controlled or not, since this might be too close to decision-making. We did a similar contract in 
the past for met.hampheta~ine, so we can draw from that experience. V-
Thanks 

-I r "'"mrmr'lrn!II'll"MIIIT '11 
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Re: Abuse Liability St Cly for Tapentadol r;n 
Suzanne Desjardins to. Denis Arsenault 2010-12-1511:33AM 
Cc: Jocelyn Kula, Nathan J otalo, Hanan Abramovi " 

Hi Denis, 

I am fine with your proposal. Do you have a copy of the drug submission (relevant parts of) to determine 
how much information there is to review? If so, please bring it to Hanan (he has secret clearance). 

Thanks 
Suzanne 

Denis Arsenault Hi Suzanne, Given the contract's subject matter, ... 

From: Denis ArsenaultlHC-SC/GC/CA 
To: Suzanne Desjardins/HC-SC/GC/CA@HWC 

2010-12-1510:47:42 AM 

Cc: 

Date: 

Jocelyn Kula/HC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC, Hanan 
Abramovici/HC-SC/GC/CA@HWC, Bruna Brands/HC-SC/GC/CA@HWC 
2010-12-1510:47 AM 

Subject: Re: Abuse Liability Study for Tapentadol 

Hi Suzanne, 

Given the c;:ontract's subject matter, I agree that it would be best if ORS manages the contract. I also 
agree with yOTIrcommentTeg"aiding the need to be careful in not asking for a "recommendation" as to 
whether tapentadol should be controlled. 

In order to get the ball rolling, I would like to set up a meeting with Hanan (before Christmas if possible) to 
discuss. As this review of the abuse liability data is crucial to completing OCS's scheduling assessment 
of tapentadol, I would ideally like to meet with Hanan early on in the process to determine the path 
forward, establish approximate timelines, and clarify how/when OCS would be consulted in the Statement 
of Work, draft reports,etc. 

If your comfortable with this approach, I can touch base with Hanan directly to arrange a meeting in the 
near future. -7 r<?~4c. ~4..:-<. /l ...... ~. N~ ~r- .. 

Thanks for your help on this. Much appreciated! :-) 

Denis 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances controlees, 
Health Canada I Sante Canada 
TelITel: (613) 957-6828 
Fax I Telecopieur: (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

Suzanne Desjardins Hi Denis, Hanan will be your contact. He will c ... 

, I I . I~I illrTl!iTllTn~rmrr 11 
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re: Janssen-Ortho Scheduling Package 
Nathan J isotalo to: Denis Arsenault 

Good afternoon, 

Nathan. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

'fl I I 

2010-12-1503:41 PM 
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.. 

Hi Nathan, 

re: Tapentadol Scheduling Package Review Contract Ql 
Hanan Abramovici to: Nathan J Isotalo 2010-12-1504:21 PM 

Likewise, it was a pleasure meeting you. I will go over the file and also discuss with my manager to 
determine the path forward. I will get back to you in the coming days to establish a date in the New Year 
when we can meet and discuss further. 

Cheers, 
Hanan 

Hanan Abramovici, PhD. 
Senior Scientific Information Officer! Agent principal d'information scientifique 
Office of Research and Surveillance! 
Bureau de la recherche et de la surveillance 
Controlled Substances and Tobacco Directorate! 
Direction des substances controh~es et de la lutte au tabagisme 
Health Canada! Sante Canada 
123 Slater st. Ottawa ON K1A OK9 1123 rue Slater Ottawa ON K1A OK9 
hanan.abramovici@hc-sc.gc.ca 
Telephone I Telephone 613-946-3737 
Government of Canada I Gouvernement du Canada 

Nathan J Isotalo Hi Hanan, It was great making your acquaintanc ... 

From: 
To: 
Date: 
Subject: 

Hi Hanan, 

Nathan J Isotalo/HC-SC/GC/CA 
Hanan Abramovici/HC-SC/GC/CA@HWC 
2010-12-1504:17 PM 
re: Tapentadol Scheduling Package Review Contract 

It was great making your acquaintance this afternoon. 

2010-12-1504:17:44 PM 

Pending your examination of Janssen-Ortho Inc.'s June 2010 Tapentadol Scheduling Package CD-ROM 
that I hand delivered this afternoon to you, if you could please let me know as to your availability to meet 
with myself and Denis Arsenault sometime in the New Year to discuss further, that would be greatly 
appreciated. 

Thank you, and best regards, Nathan. 

Mr. Nathan Isotalo 
Sf. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 
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s.19(1) 

s.20(1)(b) 

[JOICA] to: Jocelyn Kula 2010-12-2011 :19 AM 

c;c: carmen.berube, ' :JOICAl", denis.arsenault, "Nathan J 
Isotalo", stephanie.szick 

Hi Jocelyn, 
Thanks for getting back to me. Both January 7 and/or 11 are fine although my 
calendar is clearer on the 7th. Let me know what specific time would be 
convenient to HPFB attendees and I will send dial in information. 

Kind regards and best wishes for the holiday season. 

-----Original 
From: Jocelyn 
Sent: Monday, 
To: 

Message-----
Kula [mailto:jocelyn.kula@hc-sc.gc.ca] 
December 20, 2010 10:43 AM 

[JOICA] 
Cc: carmen.berube@hc-sc.gc.ca; [JOICA]; 
denis.arsenault@hc-sc.gc.ca; Nathan J Isotalo; stephanie.szick@hc-sc.gc.ca 
subject: 

Hi 

please accept my apologies in taking so long to get back to you. I was 
away from the office due to illness one day last week and it really threw 
the rest of the week off in terms of keeping up with emails etc. 

In any case, we would be pleased to organize a teleconference on this issue 
but realistically, especially given that I have to involve a range of 
colleagues from various parts of HPFB, we won't be able to set something up 
until the new year. Accordingly, can you please provide me with your 
availability for either Friday, January 7 or Tuesday, January 11? 

Kind regards, and best wishes for a pleasant holiday season. 

Jocelyn 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch/ Direction generale de la 
sante environnementale et de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

From: 
To: 
Cc: 

Date: 
Subject: 

[JOICA] " 
"Jocelyn Kula" <jocelyn.kula@hc-sc.gc.ca> 
<carmen.berube@hc-sc.gc.ca>, [JOICA]" 

<denis.arsenault@hc-sc.gc.ca>, "Nathan J 
Isotalo" <nathan.isotalo@hc-sc.gc.ca>, 
<stephanie.szick@hc-sc.gc.ca> 
2010-12-13 11:58 AM 
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Dear Jocelyn, 

Subsequent to our previous discussion (as per email below), Janssen Inc. 

Looking forward to your response. 

Yours truly, 

JAN88EN-ORTHO INC. 
19 Green Belt Drive, Toronto, Ontario, Canada 
M3C 1L9 
Tel: 
Fax: 
e-mail: 

s.20(1)(b) 

Confidentiality Notice: This e-mail transmission may contain confidential 
or legally privileged information and is intended only for the individual 
or entity named in the e-mail address. Any disclosure, copying, 
distribution, or reliance upon the contents of this e-mail not otherwise 
authorized by the sender is strictly prohibited. If you have received this 
e-mail transmission in error, please immediately reply to the sender, so 
that proper delivery of the e-mail can be effected, and then please delete 
the message from your Inbox. Thank you. 
Avis de confidentialite : Ce courriel peut contenir des renseignements 
confidentiels qui ne s'adressent qu'a la personne ou a l'entite nommee dans 
l'adresse. 8i vous n'etes pas Ie destinataire vise, nous vous informons par 
la presente qu'il est interdit de divulguer, reproduire, distribuer ou 
utiliser Ie contenu de ce courriel. 8i vous avez reGu ce courriel par 
erreur, veuillez en aviser l'expediteur pour que l'on puisse l'envoyer a la 
bonne adresse, puis veuillez supprimer Ie message. Merci. 

-----Original Message-----
From: Jocelyn Kula [mailto:jocelyn.kula@hc-sc.gc.ca] 
Sent: Monday, November 15, 2010 9:16 AM 
To: [JOICA] 
Cc: carmen.berube@hc-sc.gc.ca; [JOICA]; 
denis.arsenault@hc-sc.gC.cai Nathan J Isotaloi stephanie.szick@hc-sc.gc.ca 

"'IT! """"1' I 
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DEPARTMENT OF HEALTH CANADA 

CONTROLLED DRUGS AND SUBSTANCES ACT 

NOTICE TO INTERESTED PARTIES - Proposal regarding the regulation of the 
following substances under the Controlled Drugs and Substances Act (CDSA): 

• Tapentadol (Phenol, 3-[( 1R,2R)-3-( dimethyl amino )-1-ethyl-2-methylpropyl]-) its 
salts and related analogues. 

This notice provides interested stakeholders with the opportunity to provide preliminary 
comments on Health Canada's proposal to add Tapentadol and its related analogues of 
similar abuse potential to one of the schedules to the CDSA and to identify themselves 
for inclusion in any future consultation. -t- ' 

""""""""""""""""""""""""""""""""""""""""""""""""Formulations of controlled-release tablets are 50, 100, 150, 200 and 
250 mg. 

"~i(..e..LjZ, ! 

(~E7 ( 0 AC lthoug
l 

hcthese s~bstanhceUs a:e dnoNt c~ITent(luY Ninc)l~ded ~n an~ of thhe U
d 

nl~ted Na.ti~~s Drug 
I j ontro onventlOns t e mte atlOns .. IS perlormmg sc e u mg actIVItIes to 
I, 1::::iL j have tapentadol included in Schedule I of the U.N. List of Narcotic Drugs. 

Placing these substances within the scope of the CDSA may prohibit any or all of the 
following activities with these substances unless authorized by regulation: possession, 
trafficking, possession for the purpose of trafficking, importation, exportation, possession 
for the purpose of exportation, and production. 

This action is not intended to interfere with the accessibility of Tapentadol medications to 
patients in Canada. 

~ x) 
l!he publ~c.ation ofthis notice begins a 30-day comment ~eriod. here vAll be atltlitienal 

6pflert! IIII ties to prtiVfffii comments followmg prepublIcatIOn of 8 fJrepesed. regJl Jatar}'.. 
am£!)dment iB Canada Gazette, Pm't I. -l'his is expected to take place in 2011. 
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If you are interested in this process or have comments on this proposal, please contact 
Mr. Nathan Isotalo, Regulatory Policy Division, Office of Controlled Substances, 
Address Locator: 3503D, 123 Slater St., Ottawa, ON, Canada, KIA OK9, by fax at (613) 
946-4224 or by email atnathan.j.isotalo@hc-sc.gc.ca. 

Date ----------------------

Cathy A. Sabiston 
Director General 
Controlled Substances and Tobacco Directorate 

. '[ Ii -TrnlT1rnllnmn~m III 
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DEPARTMENT OF HEALTH CANADA 

CONTROLLED DRUGS AND SUBSTANCES ACT 

NOTICE TO INTERESTED PARTIES - Proposal regarding the regulation of the following 
substances under the Controlled Drugs and Substances Act (CDSA): 

• l-(Phenylmethyl)piperazine (BZP) and its salts 
• l-Methyl-4-(phenylmethyl)piperazine (MBZP) and its salts 
• l,4-Bis(phenylmethyl)piperazine (DBZP) and its salts 
• 1-(1,3-Benzodioxol-5-ylmethyl)piperazine (MDBZP) and its salts 
• 1-(3-Trifluoromethylphenyl)piperazine (TFMPP) and its salts 
• 1-(4-Fluorophenyl)piperazine (pFPP) and its salts 
• 1-( 4-Methoxyphenyl)piperazine (MeOPP) and its salts 
• 1-(3-Chlorophenyl)piperazine (mCPP) and its salts 

This notice provides interested stakeholders with the opportunity to provide preliminary 
comments on Health Canada's proposal to add these substances to one ofthe schedules to the 
CDSA and to identify themselves for inclusion in any future consultation. 

Piperazines are a class of compounds with many industrial and pharmaceutical uses. The 
substances listed above are piperazine derivatives that are characterized by the presence of a 
benzyl group or phenyl group on the piperazine molecule. None ofthese substances are currently 
included in any of the schedules to the Controlled Drugs and Substances Act, nor have any been 
approved as drugs under the Food and Drugs Act. Health Canada is not aware that any of these 
substances are used commercially in the production of any industrial or pharmaceutical products 
in Canada. 

Health Canada has become aware that these substances are increasingly being used recreationally 
for their stimulant and hallucinogenic properties. Pills containing these substances have 
increasingly been seen on the Canadian rave and party scene and are often advertised as "natural" 
or "legal alternatives" to ecstasy. These types of pills are readily available for sale in specialty 
retail outlets (head shops, sex shops, etc.) and on the Internet. Health Canada has also noted a 
steady increase in the number of shipments of large quantities of some of these substances 
coming into Canada in both pill and bulk powder form. 

These substances produce similar effects to those of amphetamines and MDMA (ecstasy) and 
their effects on the human body may be compounded when taken with alcohol and other drugs. 
In particular, the scientific literature includes reports indicating the toxicity associated with the 
use of these pills in other countries. For example, a study conducted in a New Zealand hospital 
over a five month period, observed that 61 patients presented to emergency due to adverse 
reactions associated with the use of BZP-based pills. While these reactions ranged from mild to 
moderate, 2 patients experienced life-threatening toxicity. There have also been 2 deaths 
reported in the literature involving the combination use ofBZP and other substances. Health 
Canada is thus concerned that these substances pose a risk to the health and safety of Canadians 
and is therefore considering regUlating them as controlled substances. 

. . .12 
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Although these substances are not currently included in any of the United Nations Drug Control 
Conventions, a number of countries have chosen to regulate some of them as controlled 
substances. For example, the United States, New Zealand, Australia, Belgium, and Denmark 
have all made the decision to regulate BZP as a controlled substance while in New Zealand, 
TFMPP, pFPP, MeOPP, mCPP and MBZP are also regulated as controlled substances under the 
Misuse of Drugs Act. 

Placing these substances within the scope of the CDSA may prohibit any or all ofthe following 
activities with these substances unless authorized by regulation: possession, trafficking, 
possession for the purpose of trafficking, importation, exportation, possession for the purpose of 
exportation, and production. 

As this action is not intended to interfere with the legitimate use and availability of any 
piperazine compounds or derivatives with any legitimate medical or industrial purpose, Health 
Canada is seeking information from stakeholders on whether there are any legitimate industrial 
or medical uses for these aforementioned substances in Canada. Information received in 
response to this notice will be instrumental in determining appropriate scheduling under the 
CDSA. 

The publication of this notice begins a 30-day comment period. There will be additional 
opportunities to provide comments following prepublication of a proposed regulatory 
amendment in Canada Gazette, Part I. This is expected to take place in 2009. 

If you are interested in this process or have comments on this proposal, please contact Elizabeth 
Dussault, Policy and Regulatory Affairs Division, Office of Controlled Substances, Address 
Locator: 3503D, 123 Slater St., Ottawa, Ontario, Canada KIA IB9, by fax at (613) 946-4224 or 
by email atOCS_Policy_and_Regulatory_Affairs@hc-sc.gc.ca. 

Date -----------------

n I 

Ray Edwards 
AlDirector General 
Drug Strategy and 
Controlled Substances Directorate 
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Dear Sir/Madam: 

The purpose of this email is to advise you that a Notice of Intent to Interested Parties (NOI) 
regarding the following substances was published in the Canada Gazette, Part I (CGI) on 
November 22,2008: 

• l-(Phenylmethyl)piperazine (BZP) 
• 1-Methyl-4-(phenylmethyl)piperazine (MBZP) 
• 1,4-Bis(phenylmethyl)piperazine (DBZP) 
• 1-(1,3-Benzodioxol-5-methyl)piperazine (MDBZP) 
• 1-(3-Trifluoromethylphenyl)piperazine (TFMPP) 
• 1-(4-Fluorophenyl)piperazine (pFPP) 
• 1-(4-Methoxypheny1)piperazine (MeOPP) 
• 1-(3-Chlorophenyl)piperazine (mCPP) 

The electronic version of the NOI is available at the following website: 
http://canadagazette.gc.ca/partIl2008/20081122/pdf/gl-14247.pdfpages 16-17 in PDF format 
(pages 2990-2991 in Canada Gazette, Part I). 

This NOI indicates Health Canada's intent to regulate these substances under the Controlled 
Drugs and Substances Act (CDSA). In particular, Health Canada is seeking further information 
from stakeholders as to whether these substances have any legitimate industrial, scientific or 
medical uses in Canada. Information received in response to this notice will be instrumental in 
determining appropriate scheduling under the CDSA. 

If you are interested in this process or wish to provide us with information for our consideration 
please do so by December 22, 2008. You may send your comments to Elizabeth Dussault, Policy 
and Regulatory Affairs Division, Office of Controlled Substances, Address Locator: 3503D, 123 
Slater St., Ottawa, Ontario, Canada KIA 1B9, by fax at (613) 946-4224 or by email to 
OCS _Policy_and _Regulatory _ Affairs@hc-sc.gc.ca. 

PLEASE FORWARD THIS EMAIL TO OTHERS WHO MAYBE INTERESTED. 

Should this notification have reached you in error, it would be appreciated if you could please 
forward it to the appropriate person in your organization and ask that person to inform us of this 
by sending an e-mail to:OCSPolicyandRegulatoryAffairs@hc-sc.gc.ca. 

Thank you, 

Policy and Regulatory Affairs Division 
Office of Controlled Substances 
Drug Strategy and Controlled Substances Directorate 
Healthy Environments and Consumer Safety Branch 

"', ~ • "mrll1rmf!IIT'TrIIl1T!'1 I , 
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DEPARTMENT OF HEALTH CANADA 

CONTROLLED DRUGS AND SUBSTANCES ACT 

NOTICE TO INTERESTED PARTIES - Proposal regarding the addition ofa substances to the 
Schedules to the Controlled Drugs and Substances Act (CDSA). 

This notice provides interested stakeholders with the opportunity to provide preliminary 
comments on Health Canada's proposal to add a series ofbenzyllphenyl piperazine derivatives to 
the Schedules to the CDSA, and to identifY themselves for inclusion in any future consultations; 

The substances under consideration are: 
• 1-(Phenylmethyl)piperazine (BZP) and its salts 
• I-Methyl-4-(phenylmethyl)piperazine (MBZP) and its salts 
• 1,4-Bis(phenylmethyl)piperazine (DBZP) and its salts 
• 1-(1,3-Benzodioxol-5-methyl)piperazine (MDBZP) and its salts 
• 1-(3-Trifluoromethylphenyl)piperazine (TFMPP) and its salts 
• 1-( 4-Fluorophenyl)piperazine (pFPP) and its salts 
• 1-(4-Methoxyphenyl)piperazine (MeOPP) and its salts 
• 1-(3-Chlorophenyl)piperazine (mCPP) and its salts 

Piperazines are a class of compounds with many industrial and pharmaceutical uses. The 
substances listed above are piperazine derivatives that are characterized by the presence of a 
benzyl group or phenyl group on the piperazine molecule. None of these substances are currently 
included in any of the schedules to the Controlled Drugs and Substances Act, nor have any been 
approved as drugs under the Food and Drugs Act. Health Canada is not aware that any of these 
substances are used commercially in the production of any industrial or pharmaceutical products 
in Canada. 

Health Canada has become aware that these substances are increasingly being used recreationally 
for their stimulant and hallucinogenic properties. Pills containing these substances have 
increasingly been seen on the Canadian rave and party scene and are often advertised as "natural" 
or "legal alternatives" to ecstasy. These types of pills are readily available for sale in specialty 
retail outlets (head shops, sex shops, etc.) and on the Internet. Health Canada has also noted a 
steady increase in the number of shipments of large quantities of some of these substances 
coming into Canada in both pill and bulk powder form. 

These substances produce similar effects to those of amphetamines and MDMA (ecstasy) and 
their effects on the human body may be compounded when taken with alcohol and other drugs. 
In particular, the scientific literature includes reports indicating the toxicity associated with the 
use of these pills in other countries. For example, a study conducted in a New Zealand hospital 
over a five month period, observed that 61 patients presented to emergency due to adverse 
reactions associated with the use of BZP-based pills. While these reactions ranged from mild to 
moderate, 2 patients experienced life-threatening toxicity. There have also been 2 deaths 
reported in the literature involving the combination use of BZP and other substances. Health 
Canada is thus concerned that these substances pose a risk to the health and safety of Canadians 
and is therefore considering regUlating them as controlled substances. 

'm' II I 
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Although these substances are not currently included in any of the United Nations Drug Control 
Conventions, a number of countries have chosen to regulate some of them as controlled 
substances. For example, the United States, New Zealand, Australia, Belgium, and Denmark 
have all made the decision to regulate BZP as a controlled substance while in New Zealand, 
TFMPP, pFPP, MeOPP, mCPP and MBZP are also regulated as controlled substances under the 
Misuse of Drugs Act. 

Placing these substances within the scope of the CDSA may prohibit any or all of the following 
activities with these substances unless authorized by regulation: possession, trafficking, 
possession for the purpose of trafficking, importation, exportation, possession for the purpose of 
exportation, and production. 

As this action is not intended to interfere with the legitimate use and availability of any 
piperazine compounds or derivatives with any legitimate medical or industrial purpose, Health 
Canada is seeking information from stakeholders on whether there are any legitimate industrial 
or medical uses for these aforementioned substances in Canada. Information received in 
response to this notice will be instrumental in determining appropriate scheduling under the 
CDSA. 

The publication of this notice begins a 30-day comment period. There will be additional 
opportunities to provide comments following prepublication of a proposed regulatory 
amendment in Canada Gazette, Part 1. This is expected to take place in 2009. 

If you are interested in this process or have comments on this proposal, please contact Elizabeth 
Dussault, Policy and Regulatory Affairs Division, Office of Controlled Substances, Address 
Locator: 3503D, 123 Slater St., Ottawa, Ontario, Canada KIA IB9, by fax at (613) 946-4224 or 
by email atOCS_Policy_and_Regulatory_Affairs@hc-sc.gc.ca. 

Date ________ _ 

Ray Edwards 
NDirector General 
Drug Strategy and 
Controlled Substances Directorate 
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Issue Analysis Summary 

Scheduling Tapentadol (and its analogues of similar abuse potential) under the 
CDSA 

Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances and Tobacco Directorate 
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1. APPROVALS 

This Issue Analysis Summary is considered approved. 

J ocel yn Kula, AI Director 
Office of Controlled Substances 
Controlled Substances and Tobacco Directorate 
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2. ISSUE 

in order to mitigate future post-market approval risks posed to 
Canadian public health and safety from any diversion, trafficking and abuse of any market 
approved tapentadol (and its analogues having similar abuse potential). Currently, tapentadol is 
not yet marketed in Canada as a Notice of Compliance for NUCYNT A *CR, a new drug 
submission of Janssen-Ortho Inc.'s, has yet to be issued subject to review findings of the 
Therapeutic Products Directorate of the Health Products and Food Branch, Health Canada. 

To ensure that adequate controls are in place to prevent trafficking, diversion and abuse post
market approval, this proposal will introduce existing controls applied to controlled substances 

" .• ,; and narcotics on tapentadol and its analogues by scheduling tapentadol and its analogues as 
\'L controlled substances and narcotics on the Schedules of the Controlled Drugs and Substances 

Act and the Narcotic Control Regulations respectively. These controls govern the production, 
importation, exportation, sale, provision, possession, transportation and disposal of tapentadol 
containing medications and will reduce opportunities for abuse, diversion and trafficking for 
illicit purposes. 

3. PURPOSE 

To assess tapentadol against the criteria for the addition of a substance to one of the Schedules to 
the CDSA, and to determine whether this substance should be regulated as a controlled substance 
in Canada. 

4. CONTEXT 

2 
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Recent therapeutic drug design has focused on "novel" drugs having two mechanisms of 
analgesia. The first attempt was tramadol which acts as a weak opioid with effects on the uptake 
of norepinephrine and serotonin. Concerns with this drug include its dependence on the P450 
cytochrome system and CYP 2D6 enzyme metabolism which may lead to increased risk of drug 
interaction and the potential for seratonin syndrome. Recent research has recognized the 
importance of norepinephrine blockade for more effective pain management. This led to the 
development 

111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111 

MarKetea 
internationally under the trade name ofNUCYNT A®, two formulations of tapentadol have been 
developed including an immediate release (IR) tablet for the relief of acute pain and 

3 
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Health Canada's objective is to ensure that tapentadol and any related analogues having possible 
abuse potential are added to Schedule I ofthe CDSA and to section 2(1) of the Schedule ofthe 
Narcotic Control Regulations (NCR). This will restrict the availability oftapentadol opioid 
related controlled substances to persons authorized to do so under the CDSA and NCR assuming 
market authorization for sales in Canada in the future. This objective aligns with the Office of 
Controlled Substances' ongoing activities to safeguard the public from drugs that may be 
potentially trafficked, diverted or abused. 

Various scheduling activities have been performed in other countries and are discussed below 
under international requirements and trends in control and/or scheduling. 

4.1 Legislative Frameworks 

4.1.1 Food and Drugs Regulations (under the Food and Drugs Act) 

The Food and Drugs Regulations (FDR) serve to ensure the safety, efficacy and quality of health 
products offered for sale in Canada, including drugs and medical devices. Prior to being given 
market authorization, a manufacturer must present substantive scientific evidence that their 
product is safe, efficacious and of high quality. For drugs, Health Canada reviews this 
information carefully and, if the review is satisfactory, a Notice of Compliance (NOC) is issued 
and an appropriate Drug Identification Number (DIN) is assigned. 

A "drug" is defined under the FDR as any substance or mixture of substances manufactured, sold 
or represented for use in: 

(a) the diagnosis, treatment, mitigation or prevention of a disease, disorder or abnormal 
physical state, or its symptoms, in human beings or animals 

m .. ~ I 
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(b) the restoration, correction or modification of organic functions in human beings or 
animals, or 

(c) the disinfection in premises in which food is manufactured, prepared or kept. 

As tapentadol is not yet market approved in Canada, it is currently illegal to market tapentadol as 
a drug in Canada. 

When a substance is being considered to be added to a schedule under the CDSA or its 
regulations by the Office of Controlled Substances, Controlled Substances and Tobacco 
Directorate, Healthy Environments and Consumer Safety Branch, Health Canada, several 
factors2 are assessed. They are as follows: 

International requirements and trends in control andlor scheduling; 
• Chemical andlor pharmacological similarity to substances listed in the Schedules to the 

CDSA; 
• Legitimate use of the substance, including therapeutic, scientific, industrial and 

commercial uses; 
• Potential for abuse andlor addiction liability; 
• Evidence of extent of actual abuse in Canada and internationally; and, 
• Risk to personal and public health and safety. 

4.1.2 Controlled Drugs and Substances Act and its Regulations 

The Controlled Drugs and Substances Act (CDSA) provides a legislative framework for the 
control of substances that can alter mental processes and may produce harm to the health of an 
individual or to society when diverted or misused. Except as authorized under regulation, 
activities such as possession, trafficking, importation, exportation, possession for the purpose of 
trafficking/importation/exportation and the production of controlled substances are prohibited 
under the CDSA. 

The CDSA and its regulations seek to support access to controlled substances for medical and 
scientific purposes while minimizing their diversion for illicit purposes. Controlled substances 
are captured under Schedule I to V of the CDSA. 

It..'.i:'' 2 Controlled Substance Scheduling Working Group, Controlled Substances and Tobacco Directorate, i' Health Canada, draft document, "Factors Considered When Assessing a Substance To Determine Whether To 
Schedule It Under the CDSA", 16 April 2010. 

m -li I 
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Drug offence contraventions under the CDSA carry penalties of varying severity described in 
Part I of the CDSA. Offences associated with Schedule IV are similar to those associated with 
substances in Schedule I, II and III except that there is no offence for simple possession. 

4.2 Assessment of Tapentadol (and its analogues of similar abuse potential) for 
Scheduling Purposes 

4.2.1 International Requirements and Trends in Control and/or Scheduling 

Moreover, the United Nations (U.N.) is performing scheduling activities to have tapentadol 
included in Schedule I ofthe U.N. List of Narcotic Drugs. Consequently, as Canada is a 
signatory member country to the U.N. Drug Control Conventions, eventually Canada would be 
required to control tapentadol as a narcotic once it is scheduled by the U.N .. 
Below is an overview of control measures for tapentadol undertaken internationally. 

001450 
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Tapentadol IR for the relief of acute fain was approved by the FDA for marketing in the U.S. as 
a prescription drug on November 20t ,2008. 

--------------------------
1111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111 • 

Tapentadol IR is available in the U.S. m formulations of 50, 75 and 100 
mg. In the United States, on December 1, 2009, J & JPRD had submitted its New Drug 
Application (NDA) to the U.S. Food and Drug Administration for tapentadol extended 
release(ER) oral analgesic tablets for the management of moderate to severe chronic pain in 
adults. The ER formulation is designed to provide a higher degree of mechanical resistance such 
as to crushing and chewing. 

Furthermore, a NDA for a prolonged release (£B.) formulation of the NUCYNTA® tablet was 
also recently submitted for approval to the Food and Drug Administration. 

4.2.2 Chemical and/or Pharmacological Similarity to Substances Listed in the Schedules to the 
CDSA 

7 
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Unlike tramadol which is a racemic mixture of (+) and (-) enantiomers, with 
active metabolites contributing to its analgesic activity, 

A recent novel unified theory on the structure activity relationship of opioids and opioid 
peptides did not examine tapentadol. As reported by the author, the theory had limitations as it 
does not consider energy minimization, molecular or quantum mechanics. In addition, it is also 
simplistic and not representative of mainstream investigations in medicinal chemistry. 

The log P value is 2.87 
indicating low solubility in water. The pKa 4values are 9.34 and 10.45. 

Here is a description of the pharmacological aspects oftapentadol. As for pharmacokinetic drug 
interactions, tapentadol has a low potential as it does not undergo metabolism by cytochrome P-
450. Tapentadol may inhibit CYP2D6 enzyme to a very limited extent and not to any clinically 
significant level. 

Pharmacodynamic opioid receptor-binding studies and recombinant receptor studies indicate that 
tapentadol is a strong opioid5

. 

Other pharmacology, bioavailability and metabolism data for tapentadol include, tapentadol's 
rapid absorption and attainment of maximum serum concentrations rapidll (Cmaxin 1.25-1.5 

3 Goldberg J.S., 2010. Hypothesis- Stereochemical Basis for a Unified Structure Activity Theory of 
Aromatic and Heterocyclic Rings in Selected Opioids and Opioid Peptides. Perspectives in Medicinal Chemistry, 
2010(4):1-10. 

4 Ortho-McNeil- Janssen-Phannaceuticals Inc. 2009. Nucynta ® (tapentadol) tablets. Medication guide 
approved by the US FDA. Revised June 2010. 

5 Prommer E., 2010. Tapentadol: An Initial Analysis. Journal ofOpioid Management, 6(3): 223-226. 
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hrs) and excreted via the renal system (99%) as inactive metabolites (69% conjugates; 27% as 
other metabolites; 2% as unchanged drug). Linear pharmacokinetics were observed as dose
proportional increases in the Cmax and area-under-the curve (AUC) values oftapentadol have 
been observed above the 50 to 150 mg dose range. Tapentadol's AUC and Cmax increased by 
25% and 16% following a high-calorie meal. Mean absolute bioavailability is 32% after a single 
dose as a result oftapentadol's extensive first-pass metabolism. It is widely distributed 
throughout the body with a distribution volume of 540 L with low plasma binding of 20%. 

The apparent half-life (tId oftapentadol post-oral administration is 3.93 hrs and over 95% is 
excreted within 24 hrs of dosing. Clearance is 1530+/-177 ml/min .. 

Tapentadol's pharmacokinetic properties7 are not impeded by renal impairment. Moderate 
hepatic impairment decreases its metabolism leading to higher exposures and serum levels. 

4.2.3 Legitimate Use, Including Therapeutic, Scientific, Industrial and Commercial Uses 

As formerly reported, tapentadol IR (NUCYNTA®) is currently marketed in the United States as 

Currently, there is no legal approved use of tapentadol yet in Canada. 

4.2.4 Potential for Abuse andlor Addiction Liability 

Pain is a symptom of many medical conditions and can significantly interfere with a person's 
quality of life and general functioning. Opioids are safe and effective in some patients however, 
they can cause dependence, abuse and addiction. All patients treated with opioids need to be 
carefully monitored by their health care professional for signs of abuse and addiction and; to 
determine when such medications are no longer necessary. 

6 Fidman B., Nogid A .. 2010. Role ofTapentadol Immediate Release (Nucynta) in the Management of 
Moderate to Severe Pain. Drug Forecast P&T. 35 (6):330-357. 

7Fidrnan B., Nogid A.. 2010. Role of Tapentadol Immediate Release (Nucynta) in the Management of 
Moderate to Severe P\lin. Drug Forecast P&T. 35 (6): 330-357. 
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Physical dependence is defined by the American Pain Societl as, "a state of adaptation that is 
manifested by a drug class-specific withdrawal syndrome that can be produced by abrupt 
cessation, rapid dose reduction, decreasing blood level of the drug and I or administration of an 
antagonist." It is an expected outcome oflong-term opioid treatment that may also occur with 
short-term use. 9 Physical dependence should not interfere with prescribing these drugs. It does 
not always correlate with tolerance and develops with other classes of drugs (e.g. some 
antidepressants, antihypertensives) and not just opioids 10 II. Patients with physical dependence 
to opioids can have withdrawal symptoms without being addicted, but they do not exhibit 
compulsive drug-seeking behaviour associated with addiction. 
In order to avoid opioid withdrawal symptoms when discontinuing opioid therapy, the opioid 
dose should be tapered and not abruptly stopped. Physical dependence and tolerance are 
expected natural physiological consequences of using certain classes of medications such as 
opioids. 

Tolerance is defined as, "a state of adaptation in which exposure to a drug induces changes that 
result in a diminution of one or more ofthe drug's effects over time" or simply, when more drug 
is required to achieve the same effect. 

Distinct from tolerance and physical dependence is addiction. Addiction is "a primary, chronic, 
neurobiological disease with genetic, psychosocial and environmental factors influencing its 
development and manifestations ... characterized by behaviors that include one or more ofthe 
following: impaired control over drug use, compulsive use, continued use despite harm, and 
craving." Addiction results from intrinsic reinforcing properties of opioids combined with 
predisposing social, psychologic, physiologic and genetic triggers. 12 

13 

8 American Pain Society. 2008. Deflnitions related to the use of opioids for the treatment of pain. 
http .. llwww.painpolicy.wisc.eduJdomestic/states/KY/kymbguid.htm as cited in Kleber et al. 2009 

9 Adriaensen H., Vissers K. Noorduin H. Meert T. 2003. Opioid tolerance and dependence: an inevitable 
consequence of treatment? Acta Anaesth Belg. 54:37-47 as cited in Kleber et al. 2009. 

IONicholson B. 2003. Responsible prescribing of opioids for the management of chronic pain. Drugs. 
63(1): 17-32 as cited in Kleber et al. 2009. 

II Savage S.R. 2002. Assessment for addiction in pain-treatment settings. Clin. J. Pain. 18:S28-S38 as cited 
in Kleber et at 2009. 

12Ballantyne J.e., LaForge K.S. 2007. Opioid dependence and addiction during opioid treatment of chronic 
pain. Pain. 129:235-255 as cited in Kleber et al. 2009. 

13 Adriaensen H., Vissers K. Noorduin H. Meert T. 2003. Opioid tolerance and dependence: an inevitable 
consequence of treatment? Acta Anaesth Belg. 54:37-47 as cited in Kleber et al. 2009. 
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To complement these studies, other Phase II and III studies I4
,15,16 have been conducted for 

tapentadol IR in the past. 

14 Daniels S., Casson E., Stegmann J.u. et al.. 2009. A randomized, double-blind, phase III study 
comparing mUltiple doses of tapentadol JR, oxycodone JR, and placebo for postoperative (bunionectomy) pain. Curro 
Med. Res. Opin .. 25(3):765-77. 

11 
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I. Similar findings of infrequent opioid withdrawal and limited intensity were observed with 
tapentadol IR when compared with oxycodone IR in a 90-day, double-blind, randomized (4: 1) 
study comparing flexible dosing oftapentadol IR 50 or 100 mg with oxycodone IR 10 or 15 mg 
every 4 to 6 hours in 849 patients which chronic low back or osteoarthritis pain of the hip or 
knee. 17 

Tapentadol has the potential to induce physical! psychological dependence I 
.. _. as demonstrated in animal and human models. 18 

15 Daniels S" Casson E., Stegmann J.U, et a1.. 2009. A randomized, double blind, placebo-controlled phase 
III study of the relative efficacy and tolerability oftapentadol IR and oxycodone IR for acute pain. Curro Med. Res. 
Opin .. 25(6):1551-1561. 

16 Stegmann J.U., Weber H., Steup A. et aI., 2008. The Efficacy and Tolerability of Multiple-dose 
Tapentadol Immediate Release for the Relief of Acute Pain Following Orthopedic (bunionectomy) Surgery. Curro 
Med. Res. Opin. 24(11):3185-3196. 

17Upmalis D., Okamoto A., Oh c., Buzoianu M., Stegmann J-U., Hale M. 2008. Symptoms of opioid 
withdrawal after discontinuation oftapentadol immediate release, an analgesic with mu-opioid receptor agonism. 
Presented at : 27th Annual Scientific Meeting of the American Pain Society; Tampa FL: May 8-10 2008 as cited in 
Kleber et a1. 2009. 

I 8 Guay Dr. 2009. Is tapentadol an advance on tramadol? Consult Pharrn. 24(11):833-40 as cited in Kleber 
et a1. 2009. 
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As the diversion and abuse of prescription drugs is of increasing concern (with a majority of drug 
users in many large urban centers in Canada being non-medicinal users of prescription opioids), 
government intervention is required given that the abuse potential is significantly enhanced when 
tapentadol or any analogues thereof, are not scheduled. 

Currently, tapentadol is only available to Canadians from any diverted or trafficked tapentadol 
medications that may be trafficked into Canada. Once approvals to market the CR formulation 
in Canada have been given, tapentadol will become accessible to patients via prescription and the 
potential for abuse will rise. 

Lack of tapentadol precursors as a commodity item as well as . 
111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111 

""""""""""""""""""""""""""""""""""""""""""""""""""""" No precursors oftapentadol are listed on the Schedules of the CDSA. 

4.2.5 Evidence of Actual Abuse ofthe Substance in Canada and Internationally 

Currently, there are no reported cases of tapentadol related abuse or fatalities in Canada. This is 
primarily due to the fact that it is not yet marketed in Canada and; that is has only been available 
in the United States since June of2009. Nevertheless, the potential for abuse still exists from 
diversion and trafficking from the United States. No border seizures have been reported by the 
Canadian Border Services Agency. Health Canada's Drug Analysis Service (DAS) has not 
identified tapentadol in any samples seized by law enforcement. HPFB Inspectorate identified no 
incidents however, there exists a possibility that tapentadol may still be being brought into 
Canada. 

We are not currently aware of any foreign abuse data for tapentadol; only of the regulatory 
controls implemented by other jurisdictions. 

Some generic survey findings on opioid drug abuse in Canada include findings of CADUMS 
surveys for 2009 and 2008, a 2007 RCMP report, findings of an OPICAN cohort of 200 1 and 
mortality trends related to prescription opioid analgesics in North America. 

Recently released CADUMS 2009 survey resuIts 19 indicated that over the past year, 
pharmaceutical use and abuse has remained comparable to that of 2008 (Health Canada, 2009). 
Twenty-five percent (25%) of responders (vs. 28.4% in 2008) indicated that they had used a 
psychoactive pharmaceutical drug in the past-year. 2.3% vs. 0.6% in 2008 reported using such a 
drug to get high. Like in 2008, opioid pain relievers were the most commonly used category of 
pharmaceuticals used to get high when compared with tranquilizers and sedatives. Among users 

19 Health Canada. 2009. Canadian Alcohol and Drug Use Monitoring Survey. Available at: http://www.hc

sc.gc.ca/hc-ps/drugs-drogues/stat/ _ 2009/summary-sommaire~eng.php (site accessed on June 24, 2010). 
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of pain relievers such as Percodan®, Demeral®, and OxyContin®, 2.3% (vs. 1.5% for 2008) 
corresponding to 0.4% (vs. 0.3%, for 2008) of the total population, reported using them to get 
high. Prevalence of abuse was about six times greater in youth aged 15-24 years of age (8.5% of 
users or 1.2% of the population vs. adults 25 years of age or 1.4% of users or 0.3% of the 
population). In 2008, provinces with the highest levels of abuse of opioid prescription drugs were 
Alberta and British Columbia. 

Furthermore, Dhalla et aI., 200920 reported increased trends in mortality related to prescription 
opioid analgesics in Canada. Opioid-related deaths doubled, from 13.7 per million in 1991 to 
27.2 per million in 2004. This increase corresponded with increased prescribing of opioid 
analgesics21 . A comparison of the rate of overdose related to prescription opioid use in Ontario 
and the United States in 2002 showed a similarity between the overall adjusted death rates to the 
rates of per capita prescription-opioid use in these jurisdictions. This further demonstrates the 
need to implement controls on novel opioid analgesics entering the Canadian marketplace such 
as tapentadol especially when North America has the world's highest consumption of medical 
prescription opioids. 

Preliminary data from RADARS® System indicate that prescription drug abuse is occurring 
across the U.S. and increased fairly rapidly between 2002 and 2005. Recent reports suggest high 
rates of opioid prescribing may result in illicit use and deaths from overdose.222324 

Other survey findings indentified the growing potential for trafficking, diversion and abuse of 
prescription opioids. 

A key finding of the RCMP's 2007 report25 states that traffickers continue to practice diversion 
from domestic sources and international trafficking to acquire black-market pharmaceutical 

20 DhaJla I.A., Mamdani M.M., Sivilotti M.L.A., Kopp A., Qureshi 0., JuurIink D.N. 2009. Prescribing of 
Opioid Analgesics and Related Mortality Before and After the Introduction of Long-Acting Oxycodone. Canadian 
Medical Association Journal (CMAJ). 181 (12): 891-896. 

21 Fischer B., Rehm L 2009. Deaths Related to the Use of Prescription Opioids. Canadian Medical 
Association Journal (CMAJ). 181 (12): 887-882. 

22 Cicero T.J, Dart R.C. Inciardi J.A. Woody G.B. Schnoll S. Munoz A. 2007. The development of a 
comprehensive risk-management program for prescription opioid analgesics: Researched Abuse, Diversion and 
Addiction-Related Surveillance (RADARS®). Pain Med. 8(2): 157-170 as cited in Kleber et al. 2009. 

23Hall A.J. Logan J.E., Toblin R.L. et a1..2008. Patterns of abuse among unintentional pharmaceutical 
overdose fatalities. JAMA. 300: 2613-2620 as cited in Kleber et al. 2009. 

24McLeIlan A.T., Turner B. 2008. Prescription opioids, overdose deaths, and physician responsibility. 
JAMA. 300:2672-2673. 

25 RCMP.2007, Drug Situation in Canada 2007. Criminal Intelligence. ISBN: 978-1-100-12436-0. 
A vailable at: http://www.rcmp-grc.gc.ca/drugs-drogues/pdf/drug-drogue-situation-2007-eng.pdf (site accessed on 
June 15, 20ID) 
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products. In 2007, synthetic opiate prescription drugs continued to be readily available and 
sought after on the illicit market. 

Previously, the OPICAN cohort26 of2001 had formerly identified the problem of illicitly 
obtained medicinal prescription opioids. 

4.2.6 Risk to Personal and Public Health and Safety 

Adverse effects are primarily related to the CNS and 
GI tract and have been reported to occur less frequently than in patients treated with other opioid 
medications e.g. oxycodone. 27 For this reason, clinical studies have demonstrated tapentadol's 
effectiveness in patients with chronic pain with an improved tolerability.28 29 

26 Fischer B., Rehm 1.. 2009. Deaths Related to the Use of Prescription Opioids. Canadian Medical 
Association Journal (CMAJ). 181 (12) pp. 887-882. 

27Upmalis D., Okamoto A., Oh C., Buzoianu M., Stegmann J-D., Hale M. 2008. Symptoms of opioid 
withdrawal after discontinuation oftapentado1 immediate release, an analgesic with mu-opioid receptor agonisni. 
Presented at : 27th Annual Scientific Meeting of the American Pain Society; Tampa FL: May 8-10 2008 as cited in 
Kleber et al. 2009. 

28 Afilalo M., Oh c., Okamoto A., Van Hove I., Stegmann J., Upmalis D .. 2008. Tapentadol immediate 
release compared with oxycodone immediate release for the relief of moderate to severe pain in patients with end
stage joint disease. Presented at: 27th Annual Scientific Meeting of the American Pain Society; Tampa, FL: May 8-
10, 2008 as cited in Kleber et al. 2009. 

29 Oh c., Upmalis D., Okamoto A., Buzoianu M., Stegmann J., Gimbel J. Tapentadol immediate release is 
associated with improved gastrointestinal tolerability compared with oxycodone immediate release over 90 days in 
patients with lower back or osteoarthritis pain. Presented at the 27th Annual Scientific Meeting of the American 
Pain Society: Tampa, FL: May 8-10, 2008 as cited in Kleber et al. 20009. 
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The co-administration of tapentadol with30 opioid analgesics, general anesthetics, 
phenothiazines, other tranquilizers, sedatives, hypnotics or other eNS depressants may result in 
additive eNS depression. Furthermore, the administration oftapentadol with serotogenic drugs 
e.g. selective serotonin reuptake inhibitors (SRRIs), selective norepinephrine reuptake inhibitors 
(SNRIs), tricyclic antidepressants (TeAs), MAO inhibitors and trip tans may result in serotonin 
syndrome. Tapentadol is contraindicated in patients having impaired pulmonary function, 
parlytic ileus. This medication should not be used in combination with monoamine oxidase 
(MAO) inhibitors or within 14 days of discontinuation of MAO inhibitors. 

Furthermore, tapentadol should be used with caution in patients with asthma, chronic obstructive 
pulmonary disease, co pulmonale, severe obesity, sleep apnea, myxedema, kyphoscoliosis, eNS 
depression, seizures or coma. Tapentadol is not recommended in patients with severe renal or 
hepatic impairment and should be used with caution in patients with moderate hepatic 
impairment. Tapentadol may cause spasm of the sphincter of Oddi and should be used with 
caution3l in patients with bilary tract disease, including acute pancreatitis. 

As there are no well conducted studies oftapentadol in pregnant women, tapentadol should only 
be used during pregnancy if the potential benefit outweighs the risk to the fetus. It is not 
recommended for use in women during and immediately prior to labor and delivery. Neonates 
whose mothers have been taking tapentadol should be monitored for respiratory depression. 
Tapentadol should not be taken during breast feeding.32 

Tapentadol should not be prescribed for patients with head injury or increased intracranial 
pressure as opioid analgesics can raise cerebrospinal fluid pressure as a result of respiratory 
depression coupled with carbon dioxide retention. 

The U.S. FDA reports potential signals of serious risks / new safety information identified by the 
Adverse Events Reporting System (AERS) from April to June 2010 include convulsions, 
hallucinations and serotonin syndrome. The U.S. FDA is continuing to evaluate these issues to 
determine the need for any regulatory action.33 

30 Fidman B., Nogid A .. 2010. Role ofTapentadol Immediate Release (Nucynta) in the Management of 
Moderate to Severe Pain. Drug Forecast P&T. 35 (6):330-357. 

3l Ortho-McNeil- Janssen-Pharmaceuticals Inc. 2010. Nucynta® Basic product information. 
http://www.nucynta.com. 

32 Ortho-McNeil- Janssen-Pharmaceuticals Inc. 2010. Nucynta® Basic product information. 
http://www.nucynta.com 

33U.S. FDA. 2010. Adverse-Event Reporting System(AERS). http://www.fda.gov/Drugs/ 
GuidanceComplianceRegulatoryInformation/Surveillance/ AdverseDrugEffects/ucm223 734 .htm 
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Despite tapentadol overcoming some of the liabilities oftramadol, it has the potential to also 
contribute to anticholinergic/ 5-HT3 antagonist effects .34 

Tapentadol may be abused by crushing, chewing, snorting, or injecting the product and pose 
significant risks to the abuser that could potentially result in overdose and death. Experience 
with tapentadol overdose is very limited. 

Should tapentadol not be scheduled under the CDSA, the risk to public health and safety is 
significant as it may easily become a preferred drug of abuse, one that may be diverted from its 
intended uses and trafficked into Canada due to its opioid like properties. 

5. ASSESSMENT OF RISKS AND BENEFITS 

The adverse effects oftapentadol are less severe than those of other similar opioid medications 
and are more tolerable on the gastro-intestinal tract. 

Tapentadol may be abused by crushing, chewing, snorting, or injecting the product and pose 
significant risks to the abuser that could potentially result in overdose and death. Experience 
with tapentadol overdose is very limited. 

Risks of product misuse may exist with the potential for diversion and trafficking to illicit 
markets including improper administration leading to potential harm and illness. 

The benefits of the availability and use of controlled tapentadol medications affords patients 
access to 

..... . ... ..... ." .... 

IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111""""""""""""""""currently available while minimizing the risks of 

trafficking, diversion and abuse due to its opioid nature. 

6. IDENTIFICATION AND ANALYSIS OF OPTIONS 

Further to the assessment previously described, the following options for the control of 
tapentadol and its analogues of similar abuse potential have been identified. Scheduling under 
the CDSA is a three-step process in that substances are first assessed as to whether or not they 
should be included under a Schedule to the CDSA. Should scheduling be deemed appropriate, it 
is then determined which Schedule(s) is/are most suitable. Then, depending on whether the 

34 
Guay Dr. 2009. Is tapentadol an advance on tramadol? Consult Pharrn. 24(11):833-40 
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substance has a legitimate use (scientific, medical or industrial) a decision is made as to which 
regulation it should be subject to. 

Option 1: Status Quo - No Action. Tapentadol and its analogues of similar abuse potential 
remain as uncontrolled substances. 

PROS: 
a.NONE 

CONS: 
a. Potential for illicit trafficking, diversion, abuse, use, possession 
b. Should no action be taken on tapentadol and its analogues of similar abuse potential, as 
the sponsor is currently seeking market approval for this drug in Canada, serious risks to 
public health and safety would exist ifno controls are implemented to safeguard the 
public. 

Option 2: Non-regulatory or voluntary options. 

PROS: 

CONS: 

a. NONE 

a. Non-regulatory options are not feasible given the hazards and risks associated with 
tapentadol's potential for abuse, abuse liability. 

Option 3: Schedule tapentadol and its analogues of similar abuse potential under the CDSA and 
NCR 

PROS: 
a. In order to effectively mitigate the risks posed by tapentadol and its analogues of 
similar abuse-potential, a regulatory proposal to add tapentadol to the Schedules of the 
CDSA and NCR is the only option available. 

b. Once scheduled, only licensed dealers oftapentadol or its analogues will be able to 
carry out the specific activities in their dealer's license for the specified tapentadol or 
analogue. 

c. Only those licensed dealers having the necessary permits to import and/or export 
tapentadol and its analogues of similar abuse potential may do so. 

d. Handling by pharmacists and practitioners will be restricted to conditions specified 
under the CDSA and NCR. 

, "'111i "".,""'''!'',., 'I , ""'""I""'''''lr'''l'lI'''IIIF1TII''''''~IIIfI!l~~rr'11' 
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CONS: 

e. Patient accessibility to tapentadol related medications will only be allowed through a 
doctor's prescription. 

a. Minor cost burden associated with relabeling however, the sponsor is aware of and 
willing to incur these minor costs. 

7. CONSULTATION 

This regulatory proposal has undergone direct consultations with the sponsor upon publication in 
the Canada Gazette 

""""""""""""""""""""""""""""""""""""""""""""""""""''''''' 

comment period(s) afforded by the Federal 
Regulatory Process will provide an opportunity to address any stakeholder comments on this 
scheduling regulatory proposal. 

8. CONSIDERATIONS 

the statutory authority governing opioids in Canada is the 
CDSA and for this reason, to effectively mitigate the potential future risks of trafficking, 
diversion and abuse tapentadol needs to be added to the Schedules of the CDSA and the NCR 
and no consideration can be attributed to voluntary or non-regulatory mechanisms of control as 
they would not adequately safeguard public health and safety. 

Prescribing or dispensing tapentadol in situations where the practitioner or pharmacist may be 
concerned about an increased risk of misuse or abuse, require caution, control and attention on 
the part of the practitioner and pharmacist. 

9. RECOMMENDATION 

The Office of Controlled Substances recommends the addition oftapentadol and its related 
analogues (those having similar potential for abuse) to the schedules of the CDSA and the NCR. 

10. IMPLEMENTATION AND EVALUATION 

A regulatory package will be prepared and implemented according to Treasury Board 
Secretariat's Cabinet Directive on Streamlining Regulation and Federal Regulatory Process. 
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An exemption from pre-publication in Canada Gazette Part I may be requested of Treasury 
Board. 

This regulatory proposal will corne into force on the day it is published in Canada Gazette Part 
II Any evaluation will be conducted post- scheduling oftapentadol on the schedules of the 
CDSA and the NCR. 
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Society; Tampa FL: May 8-10 2008 as cited in Kleber et ai. 2009. 

u.S. FDA. 2010. Adverse-Event Reporting System (AERS). http://www.fda.gov/Drugs/ 
GuidanceComplianceRegulatoryInformationlSurveillance/AdverseDrugEffects/ucm223734.htm 
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Triage Statement Form 

Section I: Overview 

Date received by RAS: 

Security classification 

Protected B 

Title of the Regulatory Proposal: Addition of Tapentadol to Scl!~dule I 'of the Controlled 
Drugs and Substances Act and the Schedule of the Narcotic. fJiJi':ii'!!~!legulations. 

Sponsoring Regulatory Organization(s): Health CanadiE:".w~ I ...., 

Statutory Authority: Con!rolled Drugs and SUIJ~~es Act (C;DSA) 

Approximate date of submission of regulatory propositjt~(RAS: J}ecembe.r,}Ol~ .. _ ......... m 

Issue 

that has been market-approved in the United 
States, with similar appi-o~als curr~tly being soughfitl Canada and several European countries. 

Objective 

To add tapentadol to Schedule I of the Controlled Drugs and Substances Act (CDSA) and the 
Schedule of the Narcotic Control Regulations (NCR). 

Given that tapentadol is currently marketed in the United States, scheduling under the CDS A 
would address the potential for diversion. If approved for sale in Canada in the future, 
scheduling under the NCR will impose reporting, security, storage, and license and penn it 
requirements for medications containing tapentadol or its related analogues. Once scheduled, 

Canada 
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only licensed dealers of tapentadol or its analogues will be able to carry out the specific activities 

(including import and export) in their dealer's license for the specified tapentadol or analogue. 

Likewise, handling by pharmacists and practitioners will be restricted to the ~onditi()ns specified 

under the NCR! __ uI1~e_l: _pro_\"~si(?!~ s g~v_~~!~~~~ J?!~~~I!I_~~i~!S_ L~~l: __ ~ Q _ t~_!!2 t ~I!~_ ~~l:~~~_R~~Y}:<;~ ~I!~ __ u _____ - - - - - - -1 ~=:e:!n~!:r;eould you 
governing practitioners (sn. 53 to 60). conditions'l 

In this regard, some examples include: controls on record keeping: Ministerial controls on the 

dispensing, sales or provision of verbal prescription narcotics or preparations to a phannacist or 

practitioner named in a notice issued by the Minister of Health under 48(1) and 59(1): the 

provision of narcotics to employees of hospitals or practitioners of hospitals; the furnishing of 

records to inspectors; security requirements of premises; loss and theft: requirements on receipt 

of written order for a narcotic; Ministelial provision of data on a phannacist or practitioner to 

provinciallterritoriallicellsing authorities for purposes of investigation; administration of a 

narcotic by a practitioner; requirements on the provision or sales of narcotic by practitioners for 

purposes of self-administration; practitioner's requirement for burden of proof in respect of an 

allegation or plea for a contravention under the Act or its regulations; pharmacist or practitioner 

written requests to Minister to notify licensed dealers and pham1acists for situations where 

narcotics should be prevented from being sold or provided; Ministerial notification of authorities 

including licensed dealers of narcotics, licensing authorities (in and out of province) for instances 

e.g. of contraventions. These regulatory measures are aligned with the Office of Controlled 

Substances' ongoing activities to safeguard the public from drugs that may be subject to 

diversion and/or abuse. 

Description 

Marketed mtematidnlUIy lI;llder the trade name of NUCYNT A ®, three tormulations of 

tapentadol have been d~yeloped including an immediate release (IR) tablet for the relief of acute 

pam, md an extended release (ER) 
formulation for the management of moderate to severe chronic pain in patients 18 years of age or 

older. 

Canada 
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similar 
regulatory actions taken by other countries, and the risk of the diversion and/or abuse, Health 
Canada proposes to include tapentadol, its salts and related analogues on Schedule I to the CDSA 
and the Schedule to the NCR. 

The schedule listing would appear as follows: 

Tapentadol (Phenol, 3-[(1R,2R)-3-( dimethylamino )-1-ethyl-2-methylpropyl]-) its salts and 

related analogues. 

Section II: Expected Levels of 1m 

1) Health and Safety 

Canad~ 
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If a regulatory proposal is expected to have no impact on No or Low Medium High 
. human, animal, or plant health or safety, or is not N/A 

applicable, it receives a No or N/A rating. If a regulatory 
D [8J D D proposal is expected to have minimal impact, it receives a 

I Low rating; if it is expected to have some impact, such as 
reducing the delay or the need for medical attention or 

hospitalization, it receives a Medium rating; and if it is 

expected to have a significant impact, such as mortality, it 
I 

. receives a High rating. 

• As tapentadol is not currently marketed in Canada. and as there is no evidence as of yet 

of diversion from the United States of America where it has been on the market since 

June 2009. the health and safety impact is expected to be low as it does not represent a 

I significant change from the status quo. The proposed scheduling of tapentadol under the 
CDSA and NCR is a proactive measure that will ensure its availability for legitimate 

therapeutic purposes (if approved for sale in Canada in the future) while mitigating the 

potential for diversion and abuse. 

Approved for Sale - are you referring to the NOC? Yes 

Is this timing 'normal' for listing on Schedule £? TPD's revie .. v o(the New Drug Submission has 
a deadline fj;r come}etion o{December 2010 at ,vhich time, a /lotice o{com12liance(NOq will be 

issued to the s12onsor should the review be tallnd (jrvorable ii'lr marketing the drug in Canada 
and (he drug. NIJCYNTA * CR a1212roved fiJr sale. 

Ideal/v, Ive ,vould like to add tapemadol Ollto the schedules to the CDSA and NCR betare market 
authorization is given via the issued NOC 

.... ~ 

2) Environment~;::;:~:.~ 

Canada 

l-lnrrrnm"lrmmrrlll 

001471 



',:.','," 

, -

••• Treasl1rY Board of Canada Secretariat du Conseil du Tresor 
Secretariat du Canada ' 

If a regulatory proposal is expected to have no impact on 
the environment, or is not applicable, it receives a No or 
NI A rating. If a regulatory proposal is expected to have 
minimal impact, it receives a Low rating; if it is expected 
to have some impact, it receives a Medium rating; and if 
it is expected to have a significant impact, such as 
damaging a sensitive ecosystem or protecting it from 
irreversible hann or damage, it receives a High rating. A 
preliminary review based on The Cabinet Directive on the 

Environmental Assessment of Policy, Plan and Program 

Proposals will assist in providing a basis for the rating. 

No or Low Medium High 
N/A 

o o o 

• This regulatory proposal has no impact on the environment. 

3) Society and Culture 
'M"'""" ,:'c' 

If a regulatory proposal is expected to have no social No or Low Medium High 
impact or implications for people's way oflife, culture, N/A 
community, political systems, well-being, personal and 

0 f2J 0 0 i property rights, fears and aspirations, or ethical concerns, 
or is not applicable, it receives a No or NI A rating. If a 
regulatory proposal is expected to have minimal impact, it 
receives a Low rating; if it is expected to have some 
impact, it receives a Medium rating; if it is expected to 
have a significant impact, it receives a High rating. 
Special consideration should be given to vulnerable social 
and economic groups, such as Aboriginal peoples, official-
language minorities, lower income Canadians, recent 
immigrants, and groups affected on the basis of age, 
gender, race, or culture. 

, 

• The proposed scheduling of tapentadol will mitigate the potential for its diversion and 
abuse while not preventing its availability for legitimate medical reasons should it 
eventually be approved for sale in Canada in the future. 

Canada 
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4) Public Security 

If a regulatory proposal is expected to have no impact on 
public security or no implications for national safety and 

I security, transportation and travel safety, criminal activity 
or policing, emergencies and disasters, family and home 
safety, financial safety, Internet safety, product or 
consumer protection, recreational safety, bullying, school 
safety, and workplace safety, or is not applicable, it 
receives a No or N/A rating. If a regulatory proposal is 
expected to have minimal impact, it receives a Low 
rating; if it is expected to have some impact, it receives a 
Medium rating; and if it is expected to have a significant 
impact, it receives a High rating. 

No or Low Medium High 
N/A 

o [g] 0 0 

• The impact on public security is low as the scheduling of tapentadol does not represent a 

significant change from the status quo for law enforcement agencies. The scheduling of 
tapentadol will, however, enable law enforcement to take action should the diversion of 

tapentadol emerge as a problem in the .fUture. 

Canada 
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5) Economy 

If a regulatory proposal is expected to have no economic 

impact or implications for business (including 

administrative burden and duplication), consumers, 
competition, jobs, and trade (international and 

interprovincial), or is not applicable, it receives a No or 
Nt A rating. If a regulatory proposal is expected to have 

minimal economic impact, it receives a Low rating; if it is 
expected to have some impact, it receives a Medium 
rating; and if it is expected to have a significant impact, it 

receives a Higb rating. 

No or Low Medium High 
N/A 

o [g] 0 0 

• The only company to be affected by the sclu;cf~!ing of tapentadol is Jansiiii::.gKtho Inc., 

Canada 
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6) Costs and Savings of the Regnlatory Proposal 

Estimate the level of gross costs No or Low Medinm High 

or savings to government, N/A 
industry, consumers, and 

I Canadians as a result of the 
regulatory proposal in CAN 

$0 $0-$10 million $10-$100 ;:s 1 00 million 
dollars. Estimate costs or 

PV million PV PV 
savings either in terms of 
present value (PV) based on a or or or 
minimum 10-year forecast and 
an 8% discount rate, or $0-$1 million $lM-$lO ;:s 10 million 

I expressed annually. For annual million annual annual 
I guidance see the Canadian 

0 [SJ 0 0 Cost-Benefit Analysis Guide: 

Regulatory Proposals. Note: 
government costs do not include 
the cost of developing the 
regulatory proposal. 

• The level of impact is low as the only costs to be incurred by this regulatory proposal 

I upon ilnv {jl/ure market aperoval of NUCYNTA * CR in Canada would be costs 

associated with product labeling and the addition of an UN" to designate tapentadol 

medications as narcotics. Janssen-Ortho Inc., is already a licensed dealer under the NCR 

so would not incur any additional costs in complying with those regulations. Costs to 

Health Canada and law enforcement are believed to be low as well. 

,"~m»'> 

Canada 
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7) Public Interest, Stakeholder Support, and Potential Controversy 

If a proposal is not controversial and is universally 

I 
supported by all stakeholder groups, or this is not 

applicable, it receives a No or N/A rating. If a regulatory 

proposal is expected to cause minimal controversy but is 
generally supported by all key stakeholder groups, 
including lobby groups, it receives a Low rating; if it is 

expected to cause some controversy or is opposed by 
some key stakeholders, it receives a Medium rating; and 

if it is expected to cause significant controversy, is 

opposed by most stakeholders, or faces large oppositiol1:F~:' 
it receives a High rating . 

• 

No or 

N/A 

Low Medium High 

DOD 

as this will 

minimize the potential for diversion and/or abuse, it is believed that the general public 
and other stakeholders will also be supportive with minimal controversy. Pharmacy 

groups will also likely support as scheduling is consistent with other like opioid 
analgesics having similar abuse potential. 

8) Regulatory Coordina-ti~";:~b:at£ooperation;~, 
If a regulatory proposaf:isexpecte~jo have no imp~~:!:,on 
regulatory coordination or;c6operaii01!F~I!lding that 
between federaldeealiJ:nents;wHh othet::go'V~fifruents in 
Canada, and intematlbli~lly, or ii:riQ,tapplicable, it 
receives:'a No or NI A rating., If a re'gill!l!Ory proposal is 

expectedtiihave minimal ioWilct on regulatory 

coordinatiori:Oi:::cooperation, if!eceives a Low rating; if it 

is expected to h1l~'e:~ome imp,~tt, it receives a Medium 

rating; and if it is ex~:£t~~~tb have a significant impact, it 
receives a High rating;~for example, whenever specific 
Canadian requirements are proposed. 

No or 
N/A 

Low Medium Higb 

DOD 

• This proposal is not expected to have any impact on regulatory coordination or 
cooperation, as the scheduling of tapendatol does not represent a change in the federal 
regulatory frameworkfor controlled substances or a change in the manner Health 

Canada works with other federal departments and partner organizations with regard to 
controlled substances. This initiative is also aligned with other actions taken in other 
foreign countries. 
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9) International Trade Agreements or Obligations 

I If a regulatory proposal is expected to have no impact on No or 
international trade agreements or obligations, or is not N/A 

applicable, it receives a No or N/A rating. If a regulatory 

proposal is expected to have minimal impact on C8J 
international trade agreements or obligations, it receives a 

Low rating; ifit is expected to have some impact, it 

receives a Medium rating; and if it is expected to have a 

significant impact, it receives a High rating. 

Low Medium High 

o 0 0 

• This regulatory proposal will have a negligible impact on Health Canada meeting its 
current and future international obligations under the UN Single Convention on Narcotic 

Drugs 1961 as amended by the 1972 protocol amending the Single Convention on 

Narcotic Drugs 1961 as tapentadol has yet to be added to the Schedules under the UN 
Convention. 

10) Legal, Policy or Government Priority;~isce.!3ii.eo'~tA~~ndment Regulations (MARs), 

or other Impact 
"" ~ 

If a regulatory proposal is expected to have no legal, No or Low Medium High 
policy, or other impact, or is not applicable, it receives a N/A 

No or NI A rating. If a regulatory proposal is expected to 
0 C8J 0 0 have minimal legal, policy, or other impact, it receives a 

Low rating; if it is expected to have some impact, it 

receives a Medium rating; and if it is expected to have 

significant impact, it receives a High rating. MARs are 

usually rated as No or NI A. 

• In light of increasing concern over the diversion and abuse of prescription drugs, the 

proposed scheduling of tapentadol is consistent with government policy in combating 

illict drug abuse and is thus considered to be low impact. 

Canada 
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Section III: Overall Impact 

The overall expected level of impact of the No orN/A Low Medium High 
regulatory proposal should be the highest level 

0 ~ 0 0 triggered by any of the questions in Section II. 

Section IV' Submissions Requirements 
.::-:'~;~. 

Triage Statement Requirements 

Low-Impact RIAS Template 

A. If the answer to all Complete the Low-impact RIAS template 
10 questions is No or NI A 
or Low ~ Consideration of recommendation for exemption from pre-

II 

publication in Canada Gazette, Part I. 

., 
,.,. '''''''W 

Medium/High-Impact RIAS Template 

B. If the answer to one or Complete the Medium/high-impact RIAS template 
more of the 10 questions 

0 is Medium or High Consult stakeholders before pre-publication in Canada 

Gazette, Part I. 

C. If all the answers to Qualitative analysis of costs and benefits for each stakeholder 
Questions 1 through 6 are 

0 
is required. 

No or N/A or Low 

D. If the answer to one or Estimate benefits and costs for each stakeholder through cost-
more of Questions 1 

0 
benefit analysis, risk assessments, and strategic environmental 

through 6 is Medium and assessment: 
there are no answers that 1. Quantitative costs; 
are High 2. Quantitative benefits if data is available (such as in 

literature reviews, departmental records, benefits 
transfer, consultation, and expert advice); or 

3. Qualitative costs or benefits when 1 or 2 above is not 
possible. 

Canad~ 
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. E. If the answer to one or Estimate benefits and costs for each stakeholder through cost-
more of questions I 

0 
benefit analysis, risk assessments and strategic environmental 

through 6 is High assessment: 

1. Quantitative costs 
2. Quantitative benefits 
3. Qualitative costs or benefits when I or 2 is not possible 

Complete the Perfonnance Measurement and Evaluation 
section of the RIAS template and a Perfonnance Measurement 
and Evaluation Plan. 

F. If the answer to Report on any cooperation and coordination efforts 
Question 8 is either 

0 
undertaken, including those between federal departments, with 

Medium or High other governments in Canada, and internationally. When 
specific Canadian requirements are proposed, identify why 
they are warranted by specific Canadian circumstances and 
how they result in the greatest overall benefit to Canadians. 

G. If the answer to Report on any efforts to ensure that Canada's international 
Question 9 is either 

0 
obligations are respected in such areas as human rights, health, 

Medium or High safety, security, international trade, and the environment. 

H. If the answer to one or Complete the Implementation, Enforcement and Service 
more of Questions 1 

0 
Standards section of the RIAS template. 

through 6 is either 
Medium or High 

" ....... .... ., 

Canada 
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i. The regulatory organization should provide a rationale in writing if the regulatory organization 

wishes to obtain an exemption from RAS on some of the requirements listed above: 

Not applicable - no exemption sought. 

RAS should list any additional requirements for this proposal, such as policy cover, program 
funding, or other information. 

In the case ofa MAR, RAS approves the use of the MARs process: 

Yes 0 No ~ Not applicable. 

Departmental signoff (Director): Ms. Jocelyn Kula.~:;Npire~tor; Office of Controlled 
Substances, Controlled Substances and Tobacco Direcioijl)e, HECS Branch, Health 
Canada 

Name and title (print): Mr. Nathan Isotalo, 

Date: October 19,2010 

Name and address of departme~t.iT~ontact persoii(s): Mr. Nathan Isotalo, 123 Slater St., B326 3rd t. Floor, Tel. 613-946A22S::~, ,~ 
,;;~;:;,;C;;;.C;;;;;c.~" 

RAS signoff (aua/y:!t): 

Date: 

The regulatory organizationsliould sefid two signed copies of the final Triage Statement to RAS. 
RAS will therFsign the two Triage Statements and return one copy to the regulatory organization. 

Regulatory AffairS;S~ctor "," 
Treasury Board of CaniidaSecretariat 
155 Queen Street 
Ottawa ON KIA OR5 
Canada 

Canada 
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Hi Nathan, 

re: premeeting to discuss next steps Gil 
Denis Arsenault to: Nathan J Isotalo 2010-12-2001 :45 PM 

Absolutely!! :-) When we talk to the others about our timelines, we will have to emphasize that these may 
change significantly based on the outcome of our discussion with ODARS. 

Denis 

Denis Arsenault, AlManager / Gestionnaire p.i. 
Regulatory Policy Division / 
Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances controlees, 
Health Canada / Sante Canada 
Telrrel: (613) 957-6828 
Fax / Telecopieur: (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 

Nathan J Isotalo Hi Denis, as per Jocelyn's request for additional... 

From: 
To: 
Date: 
Subject: 

Hi Denis, 

Nathan J Isotalo/HC-SC/GC/CA 
Denis ArsenaultlHC-SC/GC/CA@HWC 
2010-12-2001:41 PM 
re: premeeting to discuss next steps 

2010-12-2001:41:41 PM 

as per Jocelyn's request for additional topics for our preparative meeting for the face to face with 
Janssen-Ortho Inc., (prep. meeting on Wed January 5th and face to face on January 7th) you may wish to 
consider recommending to Jocelyn the addition as a separate discussion or including in the discussion of 
the timelines for scheduling tapentadol, mention of the pending contract for the review of the scheduling 
package as its completion may likely be a rate limiting step towards making future progress on the file. 
Nathan. 
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c~gh I fit Nathan J Isotato - Mail ~ 

CheCK Calendar.,. 

Tapentadol- Next steps 
2011·01-05 Wed 3:30 PM· 4:30 PM 
Attendance is required for Nattlan J Isotalo 

Chair: ~OCelyn Kuiai'HC-SCiGCICA 

No Location Information 

Required: 
Icathy PetersentHC-SClGCJCA@HWC. Denis ArsenaultlHC-SClGClCA@HWC, \(imby Barton/HC-SQ 
IHC-SCiGCICA@HWC. Nathan J IsotalolHC-SClGCICA@HWC. Tanja Kalaj(lzidHC-8C1GCJCA@HWC 

Optional: [Annette AlvarezJHC-SCiGCJCA@HWC, Carmen BerubeJHC-SCJGClCA@HWC, Eleanof Paquette/He. 

DescriptiOn I Personal Notes I 

Hi all, 

The purpose of this meeting is three-fold: 
-to update HPFB colleagues re our timeline for scheduling tapentadol under the CDSA; 
-to get an update from MHPD fe their review ofthe rist< management plan fortapentadol. and 
-to discuss ·other measures· Janssen-OrthOi Health Canada could take to reduce the potential for abuse of tapentadol b 
launch and when CDSA scheduling takes effecL . .in fad, Janssen Ortho has already asked for a teleconference about th 
will all be receiVing a 2nd invite for the purposes of partidpating in that call. 

Carmen will be booking a meeting room here at 123 Slater, but we can also arrange a dial in number as needed. 

Please let me know if there are other topics you would like to discuss. More formal agenda to follow. 

Jocelyn 

I You have new maU GO INFOii3JHC-SCJGctCA 

,1JStartll'~~ Tapentadof" kxtSt~ 
• ". "/Y ,'",' "~',', ~".' M.' . 

Nathan Isota/o. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 

.,,': ':: 
i' '~~' 

II I 

lid e i 
, '., - '" < 

,Cliij,",'t';z&(lg;f::f&4nTf&\' <,ik$L 'ei". 1f.fG '2.{t' gi-;*1.wliw~t"jiS·;61ijh?4r· ,f $~ -5-'"-" 
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Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 
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Fw: Tapendatol - "path forward" 
Denis Arsenault to: Nathan J Isotalo 

FYI - For the file. 

Denis 

Denis Arsenault, AlManager / Gestionnaire p.i. 
Regulatory Policy Division / 
Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances controlees, 
Health Canada / Sante Canada 
TellTel: (613) 957-6828 
Fax / Telecopieur: (613) 946-4224 
E-MaiIiCourriel:denis_arsenault@hc-sc.gc.ca 
----- Forwarded by Denis ArsenaultlHC-SC/GC/CA on 2010-12-23 08:58 AM -----

From: 
To: 
Date: 
Subject: 

for the file 

Jocelyn Kula/HC-SC/GC/CA 
Denis ArsenaultlHC-SC/GC/CA@HWC 
2010-12-2205:17 PM 
Fw: Tapendatol- "path forward" 

2010-12-2308:58 AM 

only follow up required is for me to keep briefing Cathy as things move with revised triage statement and 
contract for abuse liability review, which I assume you can keep me posted on at bilats ..... 

great work 
Jocelyn 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch/ Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 
----- Forwarded by Jocelyn Kula/HC-SC/GC/CA on 2010-12-22 05:17 PM -----

From: Stephanie SzicklHC-SC/GC/CA 
To: "Mrs. Cathy A Sabiston" <cathy.a.sabiston@hc-sc.gc.ca>, "Jocelyn Kula" 

<jocelyn.kula@hc-sc.gc.ca> 
Date: 2010-12-2108:17 PM 
Subject: Fw: Tapendatol- "path forward" 

Fyi - good news. 
Feedback from Paul per below from Jesse --- "noted ... no further action needed from this end" i.e they've 
got no questions, keep going ... 
I expect the new year will bring request for updates etc ... but for now, all good. 

Jesse Arnup-Blondin 

m ... ~ I . 'i I , 1m i I HlfilTiJr;·n'I1IIITIII 
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----- Original Message -----
From: Jesse Arnup-Blondin 
Sent: 2010-12-21 05:41 PM EST 
To: Stephanie Szick 
Subject: Re: Tapendatol - "path forward" 

Paul reviewed and said "noted". No further action needed from this end. 

Stephanie Szick Hi Jesse, Clearing a bit of the deck ... 

From: 
To: 
Date: 
Subject: 

Hi Jesse, 

Stephanie SzicklHC-SC/GC/CA 
Jesse Arnup-Blondin/HC-SC/GC/CA@HWC 
2010-12-1506:08 PM 
Tapendatol- "path forward" 

Clearing a bit of the deck ... 

DG-approved. For Paul's and your review/consideration. 

Let me know if any questions/comments. 

2010-12-1506:08:03 PM 

~ [attachment "Tapentadol Action Plan Dec 15 201 O.doc" deleted by Jesse Arnup-Blondin/HC-SC/GC/CAl 

Stephanie Szick 
Director General's Office / Bureau du directeur general 
Controlled Substances & Tobacco Directorate (CSTD) / 
Direction des substances controlees et de la lutte au tabagisme (DSCL T) 
Health Canada / Sante Canada 
Tel/Tel: (613) 948-8651 

1\1 ... ~ \ 

001485 



Re: Tapentadol NOI Q1 
Nathan J Isotalo to: Denis Arsenault 2010-12-2303:06 PM 

Hi Denis, I only have correspondence from sponsor (you were cc'd on email 2010-12-13 
11 :58 AM) indicating their receipt of a Notice of Compliance(NOC) dated December 2, 2010 from HC TPD 
and a letter of no objection from OCS to import into Canada prior to scheduling for tramadol hydrochloride 
(NUCYNTA CR). I have not received copies of the letters. Nathan. . 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

Denis Arsenault Hi Nathan, Further to our recent discussions aro ... 

From: 
To: 
Date: 
Subject: 

Hi Nathan, 

Denis ArsenaultJHC-SC/GC/CA 
Nathan J Isotalo/HC-SC/GC/CA@HWC 
2010-12-2302:07 PM 
Tapentadol NOI 

2010-12-2302:07:51 PM 

Further to our recent discussions around tapentadol, I think your priority after the holidays (if you haven't 
had an opportunity to work on it already) should be developing the NOt. You can refer to the one issued 
for BZP as an example. 

Denis 

P.S. Do you have any material on hand (electronic or hard copy) you can pass me re: HPFB's recent 
approval of tapentadol? 

Denis Arsenault, NManager I Gestionnaire p.i. 
Regulatory Policy Division! 
Division des politiques reglementaires, 
Office of Controlled Substances! 
Bureau des substances controlees, 
Health Canada I Sante Canada 
TellTa/: (613) 957-6828 
Fax! Telecopieur: (613) 946-4224 
E-MaillCourriel:denis_arsenault@hc-sc.gc.ca 
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re: draft NOI 
Nathan J 150talo to: Denis Arsenault 

Hi Denis, 

Merry Christmas. 

Tapentadol NOI Letter to CGaz.doc Tapentadol NOI 2010-12-24.doc 

Nathan. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

2010-12-2410:38 AM 
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Address Locator: 3503D 
Ottawa ON KIA OK9 

J osee Boisvert 
Manager, Editing Services 
Canada Gazette Directorate 
Government of Canada 
350 Albert Street, 5th Floor 
Ottawa, ON 
KIA OS5 

Dear Mrs. Boivert: 

xxxxxxxx 

Re: Notice of Intent to Interested Parties - Proposal regarding the Scheduling of 
Tapentadol (and its analogues of similar abuse potential) under the 
Controlled Drugs and Substances Act (CDSA) 

Please find enclosed, in both official languages, the following documents: 

• two hard copies of a Notice of Intent(NOI) for Tapentadol; 
• electronic copies of the NO I, English and French versions in two separate 

files; and 
• a signed and completed "Request for Insertion in the Canada Gazette" 

form. 

We ask that the NOI be published in Canada Gazette, Part I, on XXXXXXX, 
2011. 

The departmental contact for this NOI is Mr. Nathan Isotalo, who can be 
reached at (613) 946-4225. 

ifi ..... ~. I 

Yours truly, 

Ms. Jocelyn Kula 
NDirector 
Office of Controlled Substances 
Controlled Substances and Tobacco Directorate 
Health Canada 

1- 111111111ll1mll7l1ill1lllll 
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DEPARTMENT OF HEALTH CANADA 

CONTROLLED DRUGS AND SUBSTANCES ACT 

NOTICE TO INTERESTED PARTIES - Proposal regarding the regulation of the 
following substances under the Controlled Drugs and Substances Act (CDSA): 

• Tapentadol (Phenol, 3-[(lR,2R)-3-( dimethyl amino )-1-ethyl-2-methylpropyl]-) its 
salts and related analogues. 

This notice provides interested stakeholders with the opportunity to provide preliminary 
comments on Health Canada's proposal to add Tapentadol and its related analogues of 
similar abuse potential to one of the schedules to the CDSA and to identify themselves 
for inclusion in any future consultation. The publication ofthis notice begins a 30-day 
comment period. Once comments have been received, the Honourable Minister of 
Health, Ms. Leona Aglukkaq, will recommend to Treasury Board Secretariat an 
exemption from prepublication of the proposal in Canada Gazette Part I to move to final 
pUblication in Canada Gazette Part II. 

Formulations of controlled-release tablets are 50, 100, 150,200 and 
250 mg for moderate and chronic pain relief. 

On December 2, 2010, Health Canada's Therapeutic Products Directorate issued a Notice 
of Compliance forNUCYNTA*CR ® to its sponsor, lanssen-Ortho Inc .. On December 
9th

, the Office of Controlled Substances had issued a letter of no objection for the 
purposes of importation into Canada ofNUCYNTA*CR ®. 

Although these substances are not currently included in any ofthe United Nations Drug 
Control Conventions the United Nations (U.N.) is performing scheduling activities to 
have tapentadol included in Schedule I of the U.N. List of Narcotic Drugs. 

Placing these substances within the scope of the CDSA may prohibit any or all of the 
following activities with these substances unless authorized by regulation: possession, 
trafficking, possession for the purpose of trafficking, importation, exportation, possession 

I :; I ~rlilllrli'lnTlr'lnI1l11TIII 
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for the purpose of exportation, and production. Under the CDSA there are various JiV..9? /~ c.J\cn....:,..fw 
degrees of offences for those convicted of illicit activities involving controlled 
substances. 

The proposed scheduling oftapentadol will mitigate the potential for its abuse, diversion 
and trafficking while not preventing its availability fot legitimate medical reasons. 
Scheduling will also enable law enforcement to take action should the diversion of 
tapentadol emerge as a problem in the future. 

The only company to be affected by the scheduling of tap entado I is the sponsor of 
NUCYNTA*CR ® namely, Janssen-Ortho Inc. 

In lIght ot mcreasmg concern over the abuse and diversion of prescription 
drugs, the proposed scheduling of tapentadol is consistent with government policy in 
combating illicit drug abuse, diversion and trafficking. 

If you are interested in this process or have comments on this proposal, please contact 
Mr. Nathan Isotalo, Regulatory Policy Division, Office of Controlled Substances, 
Address Locator: 3503D, 123 Slater St., Ottawa, ON, Canada, KIA OK9, by fax at (613) 
946-4224 or by email atnathan.j.isotalo@hc-sc.gc.ca. 

Date ---------------------

Cathy A. Sabiston 
Director General 
Controlled Substances and Tobacco Directorate 
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Medical News -/\j'-
TODAY ',';ww,medicalnewstoejay,com 

New Drug Application Submitted To FDA For Tapentadol Extended Release Tablets For 
Management Of Chronic Pain 

02 Dec 2009 r Click to Print 

Johnson & Johnson Pharmaceutical Research & Development, L.L.C. announced that it has submitted 
a New Drug Application (NDA) to the U.S. Food and Drug Administration (FDA) for tapentadol 
extended release (ER) tablets, an investigational oral analgesic for the management of moderate to 
severe chronic pain in patients 18 years of age or older. 

Chronic pain, defined as pain that persists for long periods of time - usually greater than three months 
- is a significant medical challenge in the United States. According to the National Institutes of Health 
(NIH), an estimated 100 million Americans suffer from chronic pain, If undertreated, chronic pain can 
impair an individual's ability to carry out daily activities. 

Tapentadol ER a novel investigational, centrally acting oral analgesic that binds to mu-opioid 
r- Inhibits norepinephrine re-uptake. Although the exact mechanism of action is not known, 
these two mechanisms, which affect established pain pathways, are thought to be responsible for pain 
relief with tapentadol. 

The submission is based on a full clinical development program for tapentadol ER. The program 
includes Phase 3 double-blind, randomized, active-and placebo-controlled studies. These clinical trials 
explored the efficacy and safety of tapentadol ER for the treatment of moderate to severe pain in 
patients with chronic osteoarthritis and low back pain, as well as in patients with diabetic peripheral 
neuropathic pain. In addition, a one-year, active-control open-label Phase 3 safety trial also was 
included . Or ~ ~.-Y 

.(. . t,..~~(AG( 
("'" Y' Data from these studies provide evidence that tapentadol ER has efficacy to reduce moderate to 
'JVV'~ .:0 severe chronic pain compared to placebo. The data also provide evidence of long-term safety and , JIl."'; v' 

~:':~t ' tolerability of tapentadol ER. 

~'.4 JY'I" The tapentadol ER tablet formulation is designe(j,tc)' provide high degree' ofechanicalresistcmce~:. 
v..;.a suchastocrushingorchewin~< . ,,' " "j,' "f " 

~. • , , ' "q " '-:-~'? " , . 
'-j------------..:...-, ---.,;;---.,;;-., , ...;;.:.:,.,;.,~/; c, )~', •• '.i f

.,';'" ">'i;;';' 'C., '," "'f, ,;"",,,". I'"~ ;,~"';, '"', ,';':"' .. ,,,;iY') .. '., ' 

r
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t
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' adee, ~tiCth;ar;Rue~.E!~CS,lita'~~ O~JV&eIJOpPRrriOen,t;bL'~'tCt:ed';;JtJh8tJNPoRAD~iStCOncfUtaCtdin~;ilie/) 

tl & c Inlca program or apen , 0 InEJ' 'm~eli,l "u::s~ ,', ., . su Il'U , ",e' 'lor apen ()fOI) • 
behalf of Ortho-McNeil,Janssell, PQarmaceuticals.Jhe:",.anz affiliated company, that will hold the NDA fO" 
tapentadol, UponFOA approvaltPr4rEt® Oivis~of:OrthO-McNeil,Janssen Pharmaceuticals; Inc;.i ' 

will market tapentadot ERjn th~ UnitEfdL~tat~:";I.g·:~\l-S~r;;;~~"":;/~" ,':;"C": :\'" " ,~.;,':~:, '" .. , 'ii"!'; 

This filing represents the ongoing dommitrnent Of.J&JPRDartdPrICi:i~a® to' bring riewartdlhriovalfve 
products to patients and physicicms for the .treatment and,managementof pain ••... <;>;;-.""' 

,.'<.-' , 

NUCYNTA(TM) (tapentadoi)CIJ irrimediate release tablet formUlation is approved by tile FDJi.'and Is', 
available by prescription only for the relief of moderate to severe acute pain in patients 18 years of age 
or older. The tapentadol molecule is classified as Schedule II of the Controlled Substances Act.:. ' 

J&JPRD andOrtho"McNeii~~hs~~~Ph~f~~~eJti~~I~",ri~. are~hollybwned sGb$idfariesoh~iu1$0';' 
& Johnson. .;i;T;',' ,.. ' 

IMPORTANT SAFETY INFORMATION FOR NUCYNTA(TMl(tapentadollCIIIMMEDIATE. 
RELEASE TABLET FORMULATION 

Like other drugs with mu-oproid'agonist aCtiVityf';~U~;~'T~(T~f)iS contraindicatedin~atier1~'with 
significant respiratory depression,acute or severe bronchial asthma or hypercapnia in unmonitored 
settings or in the absence of resuscitative eqUipment. NlJCYNTA(TM) is contraindicated in patients. 

http://www.medicalnewstoday.comlprinterfriendlynews.php?newsid= 172656 2011-01-06 
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who have or are suspected to have paralytic ileus. NUCYNTA(TM) is also contraindicated in patients 
currently using or within 14 days of using monoamine oxidase inhibitors (MAOls) due to potential 
additive effects on norepinephrine levels, which may result in adverse cardiovascular events. 

Respiratory depression is the primary risk of mu-opioid agonists. Respiratory depression occurs more 
frequently in elderly or debilitated patients and in those suffering from conditions accompanied by 
hypoxia, hypercapnia, or upper airway obstruction, in whom even moderate therapeutic doses may 
significantly decrease pulmonary ventilation. NUCYNTA(TM) should be administered with caution to 
the elderly, debilitated patients, and patients with conditions accompanied by hypoxia, hypercapnia or 
decreased respiratory reserve such as: asthma, chronic obstructive pulmonary disease or cor 
pulmonale, severe obesity, sleep apnea syndrome, myxedema, kyphoscoliosis, CNS depression, or 
coma. In such patients, even usual therapeutic doses of NUCYNTA(TM) may increase airway 
resistance and decrease respiratory drive to the point of apnea. Alternative non-mu-opioid agonist 
analgesics should be considered and NUCYNTA(TM) should be employed only under careful medical 
supervision at the lowest effective dose in such patients. If respiratory depression occurs, it should be 
treated as any mu-opioid agonist-induced respiratory depression. 

Patients receiving other mu-opioid agonist analgesics, general anesthetics, phenothiazines, other 
tranquilizers, sedatives, hypnotics, or other CNS depressants (including alcohol) concomitantly with 
NUCYNTA(TM) may exhibit additive CNS depression. Interactive effects resulting in respiratory 
depression, hypotension, profound sedation, coma or death may result if these drugs are taken in 
combination with NUCYNTA«TM». When such combined therapy is contemplated, a dose reduction 
of one or both agents should be considered. 

Opioid analgesics can raise cerebrospinal fluid pressure as a result of respiratory depression with 
carbon dioxide retention. Therefore, NUCYNTA(TM} should not be used in patients susceptible to the 
effects of raised cerebrospinal fluid pressure such as those with head injury and increased intracranial 
pressure. Opioid analgesics may obscure the clinical course of patients with head injury due to effects 
on pupillary response and consciousness. NUCYNTA(TM) should be used with caution in patients with 
head injury, intracranial lesions, or other sources of preexisting increased intracranial pressure. 

NUCYNT A(TM) is a mu-opioid agonist and is a Schedule II controlled substance. Such drugs are 
sought by drug abusers and people with addiction disorders. Diversion of Schedule II products is an 
act subject to criminal penalty. NUCYNTA(TM} can be abused in a manner similar to other mu-opioid 
agonists, legal or illicit. This should be considered when prescribing or dispensing NUCYNT A(TM) in 
situations where the physician or pharmacist is concerned about an increased risk of misuse and 
abuse. All patients treated with' mu~ioid agonists require carefu. monitoring for signs of abuse and 

, addiction. NUCYNT A(TM) may be abus~d by crushing; chewing, ,snorting or injecting the product',,;, 
These practices pose a signjfiCallfri~ls}Q~e a6~~ that couldresul~ in>Qv:~~dose and df3ath~;!;;;~;;>.,:;, .' 

Experience with NUCYNTA(TM}overdose'isverylilllited~'Mai1agementOt'Qverdose,shduld oefocu~ed' 
on treating symptoms of mu-opioioaganism, Primary attention shouhlbegiven toreestablishmEmlof a 
patent airway and institution of assisted or controlled ventilatiori when overdose of NVCYr-tTMTM} is 
suspected. Supportive measures (including,oxygen and vasopressors} should beemployeain the 
management of circulatory ShOCK and pulmonary,edem~faccompariyingoverdose asindicated;;" 
Cardiac arrest or arrhythmias may requirecardiaamassageordefibrillation.;,Yj· 

t". '. • " • "",,; ~. ..; ", "/; .' , ' " • • ~ ," >, 

Patients should be cautioned thafNUCYNTA(TM) m~YimpaiCft,~mer'ltal:~ndj6r physical ~biiities 
required for the performance.of potentially hazardous. tasks such.as driving a car or operating" . 
machinery. This is to be expected especially at the beginning of treatment; at any change of dosage as 
well as in. combination with alcohol or tranquilizers, '~;' .....".'.,:.1..,. '. '" . . '.i:,.' ','. T" 

, • " .;~':.;' c '.' • \', .. ~ ?::~~" .:.>} ":.J~~~~.: ;,.;~:!:;:, :.::~~~::5X:::··.·:~,':~· ~)?i ~{~~,:.::.~:,.;:.'.~{[ -~.; ,<;~,~:',~< ':;: r: .~~~~~>~~:j<~~;~ff~~;='_~"',j.~\ 
NUCYNT A(TM) has not been'systematically evaluC1tedin patiEmtswith .aseizure disorder, arid 'such 
patients were excluded from clinical.studies. NUCYNTA(TM) should be prescribed with care In patients· 
with a history of a seizure disorder or any condition that would put the patient at risk of seizures:, 

The development of a potentiafly Ufe:;,.threatening sero{O'niii'syndromelllay occur with ~se o(SNRI 
products. including NUCYNTA,(TM) particularly withconcomitant use of serotonergic drugs suqhas 
SSRls, SNRls, TCAs. MAOls and, triptans~ and with drugs which. impair metabolism ofserotanirt 
(including MAOls). Serotonin syndrome. may include mental-status changes (eg, agitation;< 
hallucinations, coma), autonomic instability (eg. tachycardia •. labile blood pressure; hyperthermia); 
neuromuscular aberrations (eg. hyperreflexia, incoordination) and/or gastrointestinal symptoms {eg; 

http://www.medicalnewstoday.com/printerfriendlynews. php ?newsid= 172656 2011-01-06 
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nausea, vomiting, diarrhea). 

Withdrawal symptoms may occur if NUCYNTA(TM) is discontinued abruptly. These symptoms may 
include: anxiety, sweating, insomnia, rigors, pain, nausea, tremors, diarrhea, upper respiratory 
symptoms, piloerection, and rarely, hallucinations. Withdrawal symptoms may be reduced by tapering 
NUCYNTA(TM). 

Pregnancy Category C. There are no adequate and well-controlled studies of NUCYNTA(TM} in 
pregnant women. NUCYNTA(TM) should be used during pregnancy ONLY if the potential benefit 
justifies the potential risk to the fetus. NUCYNTA(TM) is not recommended for use in women during 
and immediately prior to labor and delivery. Neonates whose mothers have been taking NUCYNTA 
(TM) should be monitored for respiratory depression. NUCYNTA(TM) should not be used during 
breastfeeding. 

NUCYNTA(TM) is not recommended in patients with severe renal or hepatic impairment. NUCYNTA 
(TM) should be used with caution in patients with moderate hepatic impairment. Like other drugs with 
mu-opioid agonist activity, NUCYNTA(TM) may cause spasm of the sphincter of Oddi and should be 
used with caution in patients with biliary tract disease, including acute pancreatitis. 

The most common adverse events are nausea, dizziness, vomiting, somnolence and headache. 

Johnson & Johnson Pharmaceutical Research & Development, L.L.C 

Johnson & Johnson Pharmaceutical Research & Development, L.L.C., (J&JPRD) is a wholly owned 
subsidiary of Johnson & Johnson, the world's most broadly based producer of health care products. 
J&JPRD is headquartered in Raritan, N.J., and has facilities throughout Europe, the United States and 
Asia. J&JPRD is leveraging drug discovery and drug development in a variety of therapeutic areas, 
including CNS, Internal Medicine and Oncology, to address unmet medical needs worldwide. 

PriCara,® Division of Ortho-McNeil-Janssen Pharmaceuticals, Inc 

PriCara,® Division of Ortho-McNeil-Janssen Pharmaceuticals, Inc., is a major health care company in 
the United States dedicated to the needs of primary care providers who serve a vital role on the 
frontline of medicine. 

Source: Johnson & Johnson' 

http://www.medicalnewstoday.comlprinterfriendlynews.php?newsid=172656 2011-01-06 
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Article URL: http://www.medicalnewstoday.com/articles/172656.php 

Main News Category: Pain I Anesthetics 

Also Appears In: Pharma Industry I Biotech Industry, Clinical Trials I Drug Trials, Regulatory 
Affairs / Drug Approvals, 

Any medical information published on this website is not intended as a sUbstitute for informed medical 
advice and you should not take any action before consulting with a health care professional. For more 
information, please read our terms and conditions. 

Save time! Get the latest medical news headlines for your specialist area, in a weekly newsletter e
mail. See http://www.medicalnewstoday.com/newsletters.php for details. 

Send your press releases to pressrelease@medicalnewstoday.com 

http://www.medicalnewstoday.comlprinterfriendlynews. php ?newsid= 1 72656 2011-01-06 
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Tapentadol- Next Steps ~ 
! . Kit. Cathy Petersen, Denis Arsenault, Kimby Barton, Lucye 2011-01-0406·20 PM 

~:ce~::ett~ :":e~~=r~~nN::r:;.: ~::~~~,p::~~~:alajdZiC _ffl~~~,~ __ , __ ,,_, 
Hi all, C'I#1)5 /'M;~ 
In preparation for our meeting tomorrow, here is where I am at in terms of a proposed agend~ /"p-c...'l1t71fll:- C-I2.. 
1. Intelligence on Product Launch Date (Kimby) 
2. Status of ~ of Post-Market Risk Management Strategy (~e{ ~nja) 
3. Status of Scheduling Assessment! Reg Process to Schedule (Jocelyn) 
4. Discussion on Other Measures to Prevent Abuse/ Diversion, e.g., notification to prr Colleges of 
Pharmacy/ Medicine, additional information for consumers, others?? 
5. Approach for Call with Janssen-Ortho (Friday Jan 7) 

If there are items you would like to discus~ease feel free to raise at the beginning of the meet~ 
Also, please advise Carmen Berube if you will be calling in, so that we can circulate appropriate dial-in 
information. 

Lastly, Kimby, can you please share a copy of the approved PM for NuCynta? 

Thanks 
Jocelyn 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances contr61ees 
Healthy Environments and Consumer Safety Branch/ Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

C~1jYe-+u-s~ 
~<;~~f-

t~~~~ ftc 

~L'f-~~kd 
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Required: 

Optional: 

Description: 

Hi ali, 

G"apentadQ~ Next Steps 
2011-01-05 Wed 3:30 PM - 4:30 
PM 
Attendance is required for Nathan J Isotalo 
Chair: Jocelyn Kula/HC·SC/GC/CA 

No Location Information 

Cathy Petersen/HC-SC/GC/CA@HWC, Denis ArsenaultlHC-SC/GC/CA@HWC, Kimby 
Barton/HC-SC/GC/CA@HWC, Lucye Galand/HC-SC/GC/CA@HWC, Nathan J 
Isotalo/HC-SC/GC/CA@HWC, Tanja Kalajdzic/HC-SC/GC/CA@HWC 

Annette AlvarezlHC-SC/GC/CA@HWC, Carmen Berube/HC-SC/GC/CA@HWC, Eleanor 
Paquette/HC-SC/GC/CA@HWC 

Carmen will be booking a meeting room here at 123 SlatelC5ut we can also arrange a dial in Oljmber as neede]:> 

Please let me knov(if there are otfier mmcrvO:u would like to discYW. More formal agenda 10 follow. . . 

Jocelyn 

Personal Notesl 
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Hi Jocelyn, 

Re: Tapentadol- Next Steps ~ 
Tanja Kalajdzic to: Jocelyn Kula 

Cathy Petersen, Denis Arsenault, Kimby Barton, Lucye Galand, 
Cc; Nathan J Isotalo, Annette Alvarez, Carmen Berube, Eleanor 

Paquette 

Unfortunately, I will not be able to attend this meeting. I am off tomorrow I 

Lucye may not be able to attend either 

2011-01-0409:10 PM 

The RMP for tampentadol has been finalised and no major deficiencies have been identified. The memo 
with major findings has been sent to TPD on Dec 07, 2010, so I am hoping they can speak more to it. 
For your convenience, I have attached below both the approved RMP review and the memo sent to TPD. 

Memo appDec 07.wpd.wpd Nucynta_ RMP _app 2010-11-26.wpd 

I hope this helps. My apology for the inconvenience. 

PS:I should be fine for the Friday meeting (as long as I can attend via phone as earlier noted). 

Tanja Kalajdzic 
Scientific Evaluator 
Scientific section 1 
Marketed Pharmaceuticals and Medical Devices Bureau 
Marketed Health Products Directorate 
Health Canada 

5.19(1) 

Jocelyn Kula Hi all, In preparation for our meeting tomorrow, ... 2011-01-0406:20:18 PM 

From: 
To: 

Cc: 

Date: 
Subject: 

Hi all, 

Jocelyn Kula/HC-SC/GC/CA 
Cathy Petersen/HC-SC/GC/CA@HWC, Denis ArsenaultlHC-SC/GC/CA@HWC, Kimby 
Barton/HC-SC/GC/CA@HWC, Lucye Galand/HC-SC/GC/CA@HWC, Nathan J 
Isotalo/HC-SC/GC/CA@HWC, Tanja Kalajdzic/HC-SC/GC/CA@HWC 
Annette AlvarezlHC-SC/GC/CA@HWC, Carmen Berube/HC-SC/GC/CA@HWC, Eleanor 
Paquette/HC-SC/GC/CA@HWC 
2011-01-0406:20 PM 
Tapentadol- Next Steps 

In preparation for our meeting tomorrow, here is where I am at in terms of a proposed agenda: 

1. Intelligence on Product Launch Date (Kimby) 
2. Status of Review of Post-Market Risk Management Strategy (Lucye/ Tanja) 
3. Status of Scheduling Assessment! Reg Process to Schedule (Jocelyn) 
4. Discussion on Other Measures to Prevent Abuse/ Diversion, e.g., notification to PIT Colleges of 
Pharmacyl Medicine, additional information for consumers, others?? 
5. Approach for Call with Janssen-Ortho (Friday Jan 7) 

If there are items you would like to discuss, please feel free to raise at the beginning of the meeting. 

T II Illmllll·~lurlI111ll1HI 
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ut Also, please advise Carmen Berube if you will be calling in, so that we can circulate appropriate dial-in 
information. 

Lastly, Kimby, can you please share a copy of the approved PM for NuCynta? 

Thanks 
Jocelyn 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances contr61ees 
Healthy Environments and Consumer Safety Branchl Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

lr --1 I ~fll i~lTmTTmrll 
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Fw: Tapentadol- Next Steps 
Jocelyn Kula to: Nathan J Isotalo, Denis Arsenault 
Cc: Carmen Berube 

for this afternoon's meeting 

2011-01-0510:03 AM 

Carmen- pis print along with other two docs I sent out last night to all; please get out and add to tapentadol 
file which you have in your cabinet 

thx 

Jocelyn Kula 
Acting Directorl Directrice par interim 
Office of Controlled Substancesl Bureau des substances controlees 
Healthy Environments and Consumer Safety Branchl Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canadal Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 
- Forwarded by Jocelyn Kula/HC-SC/GC/CA on 2011-01-05 10:02 AM -

From: 
To: 
Date: 
Subject: 

Kimby Barton/HC-SC/GC/CA 
Jocelyn KulalHC-SC/GC/CA@HWC 
2011-01-0509:10 AM 
Re: Tapentadol- Next Steps 

In an attempt to redeem myself in your eyes, please find attached the electronic version of the finalized 
Product Monograph for Nucynta. Sorry again that 

Kimby 

Nucynta CR.apm.doc 

Kimby N. Barton 
Interim Director/Directrice Interimaire 
Bureau of Cardiology, Allergy and Neurological Sciencesl Bureau de la cardiologie, des allergies et des 
sciences neurologiques 
Therapeutic Products Directorate/Direction des Produits TMrapeutiques 
Tel. 613-954-6498 

~r 'I I I 1j" "''''''PT '1Ilrm>IrW"nUI~lllllmfll 
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re: tapentadol risk mitigation 
Nathan J Isotalo to: Denis Arsenault 

Good morning, Denis, 

2011-01-06 11 :42 AM 

as you are out of the office today and as our discussion on risk mitigation was rather brief yesterday, 
please find some additional thoughts on possible risk mitigation approaches for tapentadol between time 
of sale and scheduling under the CDSA. 

Please forward to Jocelyn prior to our meeting tomorrow as this should provide management with some 
useful risk mitigation strategies for consideration. 

Monitoring 
- close monitoring of patients prescribed tapentadol in the interim by their physician 

- establishment of a patient registry 
- toxicity screening 
- restrict patients to a single pharmacy 

- close monitoring of pharmacies/ practitioners by licensing authorities 
- prescription drug monitoring programs 
- surveillance by law enforcement agencies (RCM~ municipal and provincial) 
- surveillance at points of entry into Canada 

Monitoring with technology based solutions 
- barcoding 
- dose tracking technologies 

Auditing 
- feedback system to identify doctor shopping, pharmacy shopping and dose escalation 

Reporting 
- mandatory reporting of incidences of abuse, misuse, treatment adverse events (cravings, drug 
dependenc~ wfthdrawalj 

Limiting drug availability for diversion 
- measures to collect any unused medication post-treatment through either buy back, take back or 
disposal programs 
- use of lockboxes, cabinets, containers 
- having patients sign an acknowledgement that they are receiving a dangerous drug 

Limiting the supply 
- reducing the number of pills dispensed to patients at anyone time 
-restrict to special certified prescribers 
- physicians to discontinue treatment by weaning patients off medication for situations of abuse 

Communicating risks 
- provide a leaflet with medication on risks of abuse, misuse and diversion 
- communicate adverse effects synonymous with abuse 

Thank you, Nathan. 
----- Forwarded by Nathan J Isotalo/HC-SC/GC/CA on 2011-01-0611 :03 AM -----

From: Jocelyn Kula/HC-SC/GC/CA 
To: Kimby Barton/HC-SC/GC/CA@HWC, Lucye Galand/HC-SC/GC/CA@HWC 
Cc: Denis ArsenaultlHC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC, Tanja 

lIJ[ . r I .. , T i 11:11111 I ,Iii, lilTnIlr 
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Date: 
Subject: 

FYI 

Kalajdzic/HC-SC/GC/CA@HWC 
2011-01-0610:22 AM 

Impact in terms of recommended approach for Friday? 

Pis provide thoughts. 
Jocelyn 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances contr6h~es 

s.20(1)(b) 

Healthy Environments and Consumer Safety Branch/ Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 
----- Forwarded by Jocelyn Kula/HC-SC/GC/CA on 2011-01-0610:19 AM ----

From: 
To: 
Cc: 
Date: 
Subject: 

Hi Jocelyn, 

:JOICA)" . _ _ ._ 
"Jocelyn Kula" <jocelyn.kula@hc-sc.gc.ca> 
"Carmen Berube" <carmen.berube@hc-sc.gc.ca> 
2011-01-0610:08AM 

Happy and healthy 2011! 
th 

Yes I confirm that 2:30 - 3:30 pm on Friday Jan 7 is still on. I am sending the dial in info below just in 
case. I 
I look forward to Fridays discussion. 

Best regards 

Dial-in information: 
Toll-free Dial-in #: 
International Dial-In #: 
************************************************** 

Conference Code: 

From: Jocelyn Kula [mailto:jocelyn.kula@hc-sc.gc.ca] 
Sent: Wednesday, January OS, 2011 5:23 PM 
To: [JOICA] 
Cc: Carmen Berube 
Subject: 

Hi 

If II II 11iI1111 I Ilr· ;llIITIlll 
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Just confirming that we are still on to discuss 
[Just that exchange below indicates you were fine with 3:30 but my assistant Carmen was 
subsequently in touch with you regarding moving the time up to 2:30 pm.] 

Regards, and I hope this finds you having enjoyed a peaceful holiday season. 

Jocelyn 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances contr6lees 
Healthy Environments and Consumer Safety Branch! Direction generale de la sante 
environnementale et de la securite des consommateurs 
Health Canada! Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

[JOICA]" ---2010-12-2003:27:21 PM---Hi Jocelyn, This works fine. 

From: [JOICA]" . 
To: "Jocelyn Kula" <jocelyn.kula@hc-sc.gc.ca> 
Date: 2010-12-2003:27 PM 
Subject: . 

Hi Jocelyn, 
This works fine. 
Please use the dial in information below. 

Toll-free Dial-in #: 
International Dial-In 

Conference Code: 

Thanks 

-----Original 
From: Jocelyn 
Sent: Monday, 
To: 
Subject: 

Thanks 

Message-----
Kula [mailto:jocelyn.kula@hc-sc.gc.ca] 
December 20, 2010 12:11 PM 

[JOICA] 

irp"~'l"1 " l'~rl rmrrmmnlllfflill 
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re: tapentadol 
Nathan J Isolalo to: Fuhu Wang 2011-01-0612:16 PM 

Good morning, Dr. Wang, 

Further to our telephone conversation this morning, thank you for confirming that you were the reviewer of 
the NOS for NUCYNTA*CR sponsored by Janssen-Ortho Inc. and for your willingness to look at the June 
18th JOI revised comprehensive abuse liability assessment for tapentadol to compare with the NOS and 
identify if any other abuse liability data was submitted by Janssen-Ortho Inc. in their NOS. 

JOI-Overview_Abuse_PotentiaLTapentadol_201006 14.doc 

In this regard, if you could you let us know of your findings by end of business on January 17th that would 
be greatly appreciated. 

We look forward to receiving a copy of the pseat.doc document for our files. 

Thank you. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

001535 



re: tapentadol 
Nathan J Isotalo t . Lynda Laforest, Lucye Galand, Tanja Kalajdzic, Kimby 

o. Barton 

Good afternoon, 

2011-01-0612:22 PM 

fyi- The Office of Controlled Substances had received a copy of a revised comprehensive abuse liability 
assessment for NUCYNTA*CR on June 18th, 2010 from the sponsor Janssen-Ortho Inc .. Please find 
attached a copy for your records. . 

JOI-Overview_Abuse_Potentia,-Tapentadol_2010 06 14.doc 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

'I' ""!I~" l 
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Re: Fw: Tapentadol Scheduling Under CDSA ~ 
Jocelyn Kula to: Lucye Galand 2011-01-0602:36 PM 
Cc: Kimby Barton, Denis Arsenault, Nathan J Isotalo, Tanja Kalajdzic 

,,,~,~~_~ ••• ,,",.,~·w~"··"~ ••• ,, .. ,~,~ .. , .. ~ .. 

great thanks. see you on Friday (well only Kimby, I know Tanja will be on the phone) 
Tanja, please use the dial-in information below as Janssen-Ortho has set up the call.. ... 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances! Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch! Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

Lucye Galand I agree with Kimby on both points... Lucye Galand 2011-01-06 01 :24:24 PM 

From: Lucye Galand/HC-SC/GC/CA 
To: Kimby Barton/HC-SC/GC/CA@HWC 
Cc: 

Date: 

Jocelyn Kula/HC-SC/GC/CA@HWC, Denis ArsenauIVHC-SC/GC/CA@HWC, Nathan J 
Isotalo/HC-SC/GC/CA@HWC, Tanja KalajdziclHC-SC/GC/CA@HWC 
2011-01-0601:24 PM 

Subject: Re: Fw: Tapentadol Scheduling Under CDSA 

I agree with Kimby on both points ... 

Lucye Galand 
Manager/Gestionnaire 
Scientific Assessment Unit # 1!Section scientifique 1 
Marketed Pharmaceuticals and Medical Devices Bureau!Bureau des produits pharmaceutiques et 
materiels medicaux commercialises 
Marketed Health Products Directorate/Direction des produits de sante commercialises 
TellTel: 613-946-1139 
FaxlTelecopieur: 613-952-6011 
Internet address/Courriel: Lucye_Galand@hc-sc.gc.ca 

Kimby Barton 
Jocelyn Kula 

If we think there is a chance it won't be schedule .. . 
FYI Impact in terms of recommended approach f .. . 

From: Jocelyn Kula/HC-SC/GC/CA 

2011-01-0601:21:12 PM 
2011-01-06 10:22:25 AM 

To: Kimby Barton/HC-SC/GC/CA@HWC, Lucye Galand/HC-SC/GC/CA@HWC 
Cc: Denis ArsenauIVHC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC, Tanja 

Kalajdzic/HC-SC/GC/CA@HWC 
Date: 2011-01-0610:22 AM 
Subject: Fw: Tapentadol Scheduling Under CDSA 

FYI 
Impact in terms of recommended approach for Friday? 

Pis provide thoughts. 
Jocelyn 

'111' "'lIT' I 
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Fw:fya 
Jocelyn Kula to: Nathan J Isotalo 2011-01-0604:07 PM 
Cc: Denis Arsenault 

It is fine to send stuff like this to me in Denis' absence, but please copy Denis in future so he knows. 

Re. the draft email, I would just remove some of the extraneous detail, and be a bit more clear as to what 
the contractor will be doing- as follows: 

To: Fuhu Wang 
Cc: Cathy Petersen/HC-SC/GC/CA@HWC, Kimby Barton/HC-SC/GC/CA@HWC, Matthew 
Ryan/HC-SCfGC/CA@HWC, Jocelyn Kula, Denis Arsenault 

Good afternoon, Dr. Wang, 

Thank you, for a copy of TPD's CNS division's review. 

I have compared the HP14 and PAl 1007 study details and yes, they are the same study with different 
study identifiers. Please confirm that you are OK with our providing a copy of the review document (your 
PSEAT) to our future contract reviewer. As Kimby is aware, we are going to be arranging for a third party 
review of the abuse liability information on NuCynta as part of our ongoing scheduling assessment. 

Upon a cursory re ... ie' .... of the list of stueies in the ~IOS, I am not surprisee to see that there are other 
identical stueies reportee in both the NOS ane comprehensi ... e abuse liability study. 

As TPO has finalised their comments on these, is it possible for OGS to pro ... ide TPO's comments (your 
PSEAT) document to our future contract re ... ie' .... or? 

Regards, 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch/ Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 
----- Forwarded by Jocelyn Kula/HC-SC/GC/CA on 2011-01-06 04:01 PM ----

From: 
To: 
Date: 
Subject: 

Hi Jocelyn, 

Nathan J Isotalo/HC-SC/GC/CA 
Jocelyn Kula/HC-SC/GC/CA@HWC 
2011-01-0603:56 PM 
fya 

In Denis' absence, please let me know if I can send this response/inquiry to TPD? 

As for my action items from yesterday's meeting; they've been addressed. Also in Denis' absence, I've 
provided to Denis an emailed list of possible risk mitigation strategies for both of your consideration (as 
our discussion was brief yesterday). He is also currently reviewing the draft NO!. 

Nathan. 

'lilll·nnlillll1 
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To: Fuhu Wang 
Cc: Cathy Petersen/HC-SC/GC/CA@HWC, Kimby Barton/HC-SC/GC/CA@HWC, Matthew 
Ryan/HC-SC/GC/CA@HWC, Jocelyn Kula, Denis Arsenault 

Good afternoon, Dr. Wang, 

Thank you, for a copy of TPD's CNS division's review. 

I have compared the HP14 and PAl 1007 study details and yes, they are the same study with different 
study identifiers. 

Upon a cursory review of the list of studies in the NDS, I am not surprised to see that there are other 
identical studies reported in both the NDS and comprehensive abuse liability study. 

As TPD has finalised their comments on these, is it possible for OCS to provide TPD's comments (your 
PSEAT) document to our future contract reviewer? 

Regards, 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

Previous correspondence 

----- Forwarded by Nathan J Isotalo/HC-SC/GC/CA on 2011-01-06 03:26 PM -----

From: Fuhu Wang/HC-SC/GC/CA 
To: Nathan J Isotalo/HC-SC/GC/CA@HWC 
Cc: Cathy Petersen/HC-SC/GC/CA@HWC, Kimby Barton/HC-SC/GC/CA@HWC, Matthew 

Ryan/HC-SC/GC/CA@HWC 
Date: 2011-01-0603:00 PM 
Subject: tapentadol - abuse potential 

Dear Nathan, 

Thank you very much for your call. It was a good opportunity for us to compare notes from difference 
perspectives. 

I've just sent you my review PSEAT, as discussed and after consulting with Matt Ryan, our senior 
regulatory project manager (SRPM). Please note that this document has a "Protected B" designation. 

Noting Kimby's comment, I think any official assessment would need a coordinated consultation. My 
PSEAT lists all non-clinical and clinical studies contained in the Nucynta CR NDS. Study HP14, quoted in 
Janssen's Overview, looks to be the same study labelled in my PSEAT as Study PAI-1007. Please see my 
summary and review comments for my take on this study. 

111 ··1 r: I 
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Hope my brief comments are helpful. 

Thank you again and have a good day! 

Fuhu 

Kimby Barton FYI~-not entirely sure what we'd do with this, but... 

From: 
To: 
Date: 
Subject: 

Kimby Barton/HC-SC/GC/CA 
Cathy Petersen/HC-SC/GC/CA@HWC, Fuhu Wang/HC-SC/GC/CA@HWC 
2011-01-0601 :18 PM 
Fw: tapentadol 

FYI--not entirely sure what we'd do with this, but here it is. 

Kimby 

Kimby N. Barton 
Interim Director/Directrice Interimaire 

2011-01-0601:18:07 PM 

Bureau of Cardiology, Allergy and Neurological Sciencesl Bureau de la cardiologie, des allergies et des 
sciences neurologiques 
Therapeutic Products Directorate/Direction des Produits Therapeutiques 
Tel. 613-954-6498 

----- Forwarded by Kimby Barton/HC-SC/GC/CA on 2011-01-06 01 :17 PM -----

From: Nathan J Isotalo/HC-SC/GC/CA 
To: 

Date: 

Lynda LaforestlHC-SC/GC/CA@HWC; Lucye Galand/HC-SC/GC/CA@HWC, Tanja 
KalajdziclHC-SC/GC/CA@HWC, Kimby Barton/HC-SC/GC/CA@HWC 
2011-01-0612:22 PM 

Subject: re: tapentadol 

Good afternoon, 

fyi~ The Office of Controlled Substances had received a copy of a revised comprehensive abuse liability 
assessment for NUCYNTA*CR on June 18th, 2010 from the sponsor Janssen-Ortho Inc .. Please find 
attached a copy for your records. 

[attachment IIJOI-Overview_Abuse_Potential_ Tapentadol_2010 06 14.doc" deleted by Fuhu 
Wang/HC-SC/GC/CA] 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

Nathan J Isotalo From: Nathan J Isotalo/HC-SC/GC/CA To: Fuhu ... 

From: 
To: 

Nathan J Isotalo/HC-SC/GC/CA 
Fuhu Wang/HC-SC/GC/CA@HWC 

1If In I 

2011-01-0612:16:19 PM 
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Required: 

Optional: 

Description! 

Tapentadol- Teleconference with Janssen-Ortho 
2011-01-07 Fri 3:30 PM - 4:30 
PM 
Attendance is required for Nathan J Isotalo 
Chair: Jocelyn Kula/HC·SC/GC/CA 

No Location Information 

Cathy Pete(sen/HC-SC/GC/CA@HWC, Denis Arsen1:'!!lltlHC-SC/GC/CA@Hw.c.JSimby 
Barton/HC-SC/GC/CA@HWC, LileVe Galand/HC-SC/GC/CA@HWC,..NathallJ 
Isotalo/HC-SC/GC/CA@HWC, Tanja KalajdziclHC-SC/GC/CA@HWC 

(
Annette AlvarezlHC-SC/GC/CA@HWC, Carmen Berube/HC-SC/GC/CA@HWC, Eleanor 
Paquette/HC-SC/GC/CA@HWC 

Per previous invitation, this is actually for the call with Janssen-Ortho representatives etc). 

Carmen will book a meeting room and update the invite appropriately. It is my preference that we all attend in 
person just so that we can present a "unified" HC position ..... . 

v 
Jocelyn 

Personal Notes! 
i 

"r:' """! I ~. II 111:rJIIIHflHilImlfTII 
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s.20(1)(b) 

,1*' Health 
Canada 

Sante 
Canada 

Health Products and Food Branch 
Direction generale des produits de sante et des aliments 

Marketed Health Products Directorate The Marketed Health Products Directorate (MHPD) is responsible for 
coordination of consistency of post-market surveillance and assessment 
of signals and safety trends concerning all marketed health products. 

Direction des produits de sante commercialises La Direction des produits de sante commercialises (DPSC) est chargee 
de la coordination et la coherence des activites de surveillance post-

TO: 
A 

i 
~ 

DE 

'. 
SUBJECT: 
OBJET 

ISSUE: 

approbation et d'evaluer les signaux et les tendances concernant 
I'innocuite de tous les produits de sante commercialises. 

MEMORANDUM 

Kimby Barton 
NDirector 
Bureau of Cardiology Allergy and 
Neurological Sciences (BCANS) 
Therapeutic Product Directorate (TPD) 

Dr. Marc Berthiaume 
Director 
Marketed Pharmaceuticals and Medical 
Devices Bureau (MPMDB) 
Marketed Health Products Directorate (MHPD) 

NOTE DE SERVICE 

SECURITY - CLASSIFICATION - DE SECURITE 

OUR FILE - NOTRE REFERENCE 

YOUR FILE - VOTRE REFERENCE 

DATE 

10 

Health Canada Risk Management Plan Review.' .... .1..31.01"

(tapentadol) 
ACTION FOR TPD 

In Canada, the New Drug Submission (NDS) for NUCYNTA CR (tapentadol controlled-release) was filed 
on December 11,2009. ' 

FINDINGS: 

111 ill 1 1 i 1I11111il Iii 111 IIilIN 
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-
JNote: He is ~o seek a EAP 0 inion s t:Qolh!!0!lWUlto!LbJlll~L.Ult1pJt:m~~~lJ!t1lY.eruw.J)J 
( risk-minimization a oaches related to the abuse/misuse of 
l of the risk-minimisation plan . ..1 

'~. RECOMMENDATIONS 

To TPD: 

ToMHPD: 

Prepared by: 
To be approved by: 

-. ..... . .~ 

Tanja Kalajdzic, Scientific Evaluator, MPMDB (September 30, 2010) 
Lucye Galand, Manager, Scientific Section, MPMDB 
Marc Berthiaume, Director, MPMDB 

Marc Berthiaume, MD 
Director 
Marketed Pharmaceuticals and Medical 
Devices Bureau 
Marketed Health Products Directorate 

c.c. Lucye Galand, Manager SSl, MPMDB, MHPD 

1Il [ n I ... I illrnnrrmm-m11TI1l1 
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Attachernent: Health Canada Risk Management Plan Review: Nucynta CR (tapentadol) 
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RISK MANAGEMENT PLAN REVIEW Protected B 
CR File Number 

Document Title 
Health Canada Risk Management Plan Review: Nucynta CR (tapentadol) 

Marketed Health Products Directorate 
Health Products and Food Branch, 

Health Canada 

Date of Creation I 
Authorization Names and Signatures 

Approval 
Date of Submission for 

Tanja Kalajdzic, MPMDB Approval 

Date of Approval 
Lucye Galand, MPMDB November 25,2010 

Date of Approval 
Marc Berthiaume, MPMDB November 25,2010 

*The signature block can be changed depending on the situation 

••• Health Sante 
Canada Canada 

K:IDA TA 11 I TapentadollNucynta_ RMP _app 20IO-11-26.wpd 
Page 1 of40 

111 In I 111!ll:li mm-~nliln I 
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RISK MANAGEMENT PLAN REVIEW Protected B 
CR File Number 

This document may contain confidential information and is provided to you with the understanding that this data will be 
used'Only within your immediate organization. This document should not be forwarded to other persons either within or 
external to Health Canada. 

This information document can only be released by following the procedures required for Access to Information: 
Director! Coordinator, Access to Information and Privacy 
Health Canada 
1010 Somerset Street West 
1'1 Floor, Postal Locator 2301D 
Ottawa, Ontario KIA OK9 
Tel: 613-954-8744 
Fax: 613-941-4541 
E-Mail: atip-aipm@hc-sc.gc.ca 

The Access to Information request form is available on the Treasury Board website at: 
http://www.tbs-sct.gc.caltbsf-fsct/350-57 e.asp An electronic request form is also available on the Health Canada website 
at: http://www.hc-sc.gc.ca/home-accueillcontact/csb-dgsgiatip-aiprp e.html 

Version Control 

Version 
Date Author Reason for Change Number 

0.1 20/10/2010 T.Kalajdzic First Draft 

0.2 40522 T.Kalajdzic Integrated comments from the Manager 

0.3 17/11/2010 T.Kalajdzic Integrated comments from the Manager 

1 25/11/2010 T.Kalajdzic Integrated comments from the Manager 

1.1 26/11/2010 T.Kalajdzic Integrated comments from the Director 

Caveat 

This document ~ a review ofth/Risk Management Plan (RMP))hat was submitted to Health 
Canada by.lanssen-Ortho Inc u!/tiI;n the Ne:;;; Drug .suhmiss;o; (NOS.) package (or Nucynt6iJIt 
has been prepared by the Marketed Pharmaceuticals and Medical Deices Bureau of the Marketed 
Health Products Directorate in consultation with the Bureau of Cardiology Allergy and 
Neurological Sciences of the Therapeutic Product Directorate. It should be noted that the MHPD 
reviewer has not evaluatd,jau;;' the information filed within the submission package/Therefore, 
soltJ:l! Issues that have been identYied in the RMP review ma}? already have been_gddressed by 
information contained elsewhere in the submission. Th(/recommendations of this revieW1:are being 

} provided to B~eau of Cardiology Allergy and NeUrOI(!gtcatSCienceS~~derd«in. _ 
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RISK MANAGEMENT PLAN REVIEW Protected B 
CR File Number 

"t CONFIDENTIAL 

TYPE OF SUBMISSION: cg] NDS / ANDS 
o SNDS / ASNDS 
o Not related to ongoing submission and marketed 
o Not related to ongoing submission and not marketed 

PRE-MARKET REVIEW TARGET DATE FOR SUBMISSION: December 20,2010 

DATEOFRECEIPTIN~PMD~er 1st, 2~ ;t4rM.f A'w>-... ~ .. -6 
~ /1.,c,l.·e.A 1Jc-~ 6'-f.-· 

DATE OF REVIEW: September 16,2010 

BRAND NAME OF PRODUCT: Nucynta CR 

ACTNE SUBSTANCE(S): Tapentadol controlled-release 

SPONSORIMARKET AUTHORIZATION HOLDER (MAH): lanssen-Ortho Inc. 

INTERNATIONAL BIRTH DATE: Not applicable (NA) 

APPROVED IN CANADA SINCE: NA 

MARKETED IN CANADA SINCE: NA 

CONTENTS 

1. 
2. 
3. 
4. 
5. 
6. 
7. 
8. 
9. 
10. 

Background 
Risk Management Plan (RMP) Checklist 
Concerns with Risk Management Plan Format 
Review and Assessment of Safety Specification 
Review and Assessment of Pharmacovigilance Plan 
Review and Assessment of Risk Minimization Plan 
Summary and Conclusions ofRMP Assessment 
Recommendations 
Appendices 
References .j 

;,!ftu. d.o~! t. 

This Risk Management Plan Review document is bas~ on th~ EU-RMP ,Template for European Union 
(EV) Risk Management Plans.! Refer to the MHPJ)'Risk M~merrr Plan Review Standard 1 
OE-erating Procedure}ls well as the Committee]'or "tledicwal Prod~Gts {or Human Use (CHMP) I 
G~eline on Risk Management Systems for Medicinal Products [or Human U'(fY/or ~pecific~ 

'--...... .-/ \ 

~.--J 

I http://www .emea.europa.eulpdfs/humanJeuleg/ 19263206en,pdf 
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RECORD OF CONTACT 
Date of Contact: January 7, 2011 

Date of Report: 0nuarv 10, 2011J 

Contact: OCS/TPD/MHPD 

Product: 

Subject: 

Meeting Format: Teleconference 

For Contact: Jocelyn Kula, Manager Policy and Regulatory Affairs OCS 
Nathan Isotalo, Assessment Officer OCS 
Kimby Barton, Director BCANS - TPD 
Tania ??, Assessment Officer, MHPD 

For J01: 

s.20(1)(b) 

~_, ________________________________________________ mm __________ __ 

The following captures key discussion points with OCS/TPD/MHPD regarding 

1II T1r I IIIIII II :111 ill Illmllll I 
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RECORD OF CONTACT 

Date of Contact: January 7, 2011 

Date of Report: January 10, 2011 

Contact: 

Product: 

Subject: 

Meeting Format: 

For Contact: 

For JOI: 

OCS/TPD/MHPD 

Teleconference 

Jocelyn Kula, AlDirector, OCS 
Nathan Isotalo, Senior Policy Analyst, OCS 
Denis Arsenault, AlManager, Regulatory Policy Division, OCS 
Kimby Barton, Interim Director BCANS, TPD 
Tania Kaladjik, Scientific Evaluator, MHPD 

s.19(1) 

s.20(1)(b) 

,,-,--------------------------------
The following captures key discussion points with OCS/TPD/MHPD _____ liliiii 

11111 1 11111I 1!IHmllll1l~1 
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~~V'-'~'U.J OF CONTACT 

Date of Contact: January 7,2011 

Date of Report: January 10, 2011 

Contact: OCS/TPD/MHPD 

Product: 

Subject: 

Meeting Format: Teleconference 

For Contact: Jocelyn Kula, Manager Policy and Regulatory Affairs OCS 
Nathan Isotalo, Assessment Officer OCS 
Kimby Barton, Director BCANS - TPD 
Tania ??, Assessment Officer, MHPD 

For JOI: 

The following captures key discussion points with OCS/TPDIMHPD 
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Date of Contact: 

Date of Report: 

Contact: 

Product: 

Subject: 

Meeting Format: 

For Contact: 

For 101: 

RECORD OF CONTACT 
January 7, 2011 

January 10, 2011 

OCSITPD/MHPD 

Teleconference 

Jocelyn Kula, AJDirector, DeS 
Nathan Isotalo, Senior p~ifcy-Ana-lys1:Q¢~L::::::::::::::::::::::::::_::--_u-
Denis Arsenault, A/Manager, Regulatory Policy Division, OCS 
Kimby Barton, Interim Director BCANSj.OTP[) . 
Tania Kaladjik;. Scientific Evaluato~. MHPP .. 

The following captures key discussion points with OCSITPO/MHPD 

1 ;il~ I 
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Date of Contact: 

Date of Report: 

Contact: 

Product: 

Subject: 

Meeting Format: 

For Contact: 

For J01: 

RECORD OF CONT ACT 
January 7,2011 

January 10, 2011 

OCSITPD/MHPD 

Teleconference 

Jocelyn Kula, Manager Policy and Regulatory Affairs oes 
Nathan Isotalo, Assessment Officer oes 
Kimby Barton, Director BCANS - TPD 
Tania ??, Assessment Officer, MHPD 

The following captures key discussion points with OCSITPD/MHPD . 

"1\1 ·'Tll~' I 
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5.19(1) 

Dear Nathan, 

tapentadol - abuse potential assessment ~ 
Fuhu Wang to: Nathan J Isotalo 
Cc: Matthew Ryan, Cathy Petersen, Kimby Barton, Korian Soumano 
This message is encrypted. 

2011-01-10 11:13AM 

Thank you for your message. It appears that there is no additional abuse liability data in the NOS that is 
not found in the comprehensive abuse liability assessment for Nucynta CR. 

I talked with Matthew Rayn, our SRPM, and Janssen's regulatory contact for Nucynta 
CR. It is possible to ask the sponsor to confirm the consistency of abuse liability data referenced in the 
overview with the NOS. says she can send you a letter to confirm. Please contact her directly. 
She can be reached at 

I will send you my PSEAT in pdf. In addition, the approved current Product Monograph for Nucynta CR 
may be of value. It contains clinical risk management measures appropriate for a narcotic, we believe. In a 
clinical review of any NOS, we routine scan the literature, industry news reports, post-market data of the 
active substance when available (as in the case of tapentadol) for any relevant information. I am pretty 
sure you and your external expert know that. 

Please let me know if I could be of any assistance. 

Thanks, 
Fuhu 

Nathan J Isotalo From: Nathan J Isotalo/HC-SC/GC/CA To: Fuhu ... 

From: 
To: 
Date: 
Subject: 

Nathan J Isotalo/HC-SC/GC/CA 
Fuhu Wang/HC-SC/GC/CA@HWC 
2011-01-0701:31 PM 
re: tapentadol 

Good afternoon, Fuhu, 

2011-01-07 01 :31:42 PM 

Further to our correspondence yesterday, I've communicated to my manager that you suspect there is no 
additional abuse liability data in the NOS that is not found in the comprehensive abuse liability 
assessment for NUCYNTA CR. 

Regardless, if you could please confirm that you be able to provide a written confirmation of this by close 
of January 17 that would be greatly appreciated. 

Should you have any questions/concerns, please let me know (I can be reached this coming Monday). 

Have a good weekend! 

Nathan. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 

!IIIII I !"111I1 ,11iTlillllF 
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Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

'1Il' '!Tmirl 
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s.20(1)(b) 

;JOICA] to: J?Celyn Kula, Nathan J Isotalo, 
, " kfmby.barton 

2011-01-11 10:49 AM 

Cc: 
[JOICA)", '" [JOICA]", 

[JOICA]" 

1 attachment 

Dear Jocelyn, 

Please find attached 
11111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111 

On behalf of Janssen, we are very grateful for the guidance provided by 
OCS/TPD/MHPD 

Please let me know should you have any comments on the minutes or wish to make 
any changes therein. 

Sincerely, 

JANSSEN INC. 
19 Green Belt Drive, Toronto, Ontario, Canada 
M3C 1L9 
Tel: 
Fax: 
e-mail: 

Confidentiality Notice: This e-mail transmission may contain confidential or 
legally privileged information and is intended only for the individual or 
entity named in the e-mail address. Any disclosure, copying, distribution, or 
reliance upon the contents of this e-mail not otherwise authorized by the 
sender is strictly prohibited. If you have received this e-mail transmission 
in error, please immediately reply to the sender, so that proper delivery of 
the e-mail can be effected, and then please delete the message from your 
Inbox. Thank you. 

Avis de confidentialite : Ce courriel peut contenir des renseignements 
confidentiels qui ne s'adressent qu'a la personne ou a l'entite nommee dans 
l'adresse. Si vous n'etes pas Ie destinataire vise, nous vous informons par la 
presente qu'il est interdit de divulguer, reproduire, distribuer ou utiliser 
Ie contenu de ce courriel. Si vous avez re9u ce courriel par erreur, veuillez 
en aviser l'expediteur pour que l'on puisse l'envoyer a la bonne adresse, puis 
veuillez supprimer Ie message. Merci. 

111 . ifi'l mT1IITI":""Tl1IT"lf1I-"1fIilII1C 
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RECORD OF CONTACT 

s.19(1) 

s.20(1)(b) 

.~---------------------------------------------------------------
Date of Contact: January 7,2011 

Date of Report: January 10, 2011 

Contact: OCSITPD/MHPD 

Product: 

Subject: 

Meeting Format: Teleconference 

For Contact: 

t;1A<....- r .. ~;'J ~<-~<>+ 
A~&rl:~:~~~ Jocelyn Kula, M g~~a e}p, IU eguaory AffairS Oeg 

Nathan Isot~alo eSSffie t-e iter OCS ~ '" \\-C"SIL ......... ~\A- A-/r'1c..~ .. ~ 
Kimby Bart irector BCANS - TPD ~} 't'ol.'::lt' , ij ~l)M. 
Tania ??, A smellt Officer, MHPD oc....S 

c..; ~(\rc.. ko."'-ltA"t..i c. Sc.i~*' ~ r ...... <..-A..v. 
For J01: 

The followinq captures key discussion points with OCSITPD/MHPD 
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!'.Jathan J 150talo to: Denis Arsenault 

Good morning, Denis, 

Nathan. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

2011-01-1711 :42 AM 

5.23 
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Norma Won to: Jocelyn Kula 
Cc: Denis Arsenault, Diane Labelle 

Hi Joceyln, 

If you have any questions, please do not hesitate to contact me. 

Norma Won 
Legal Counsel I Avocate 
Health Canada, Legal Services I Sante Canada, services juridiques 
Department of Justice Canada I Ministere de la Justice Canada 
Brooke Claxton Building 0902D I Edifice Brooke Claxton 0902D 
70 Colombine Drive I 70 promenade Colombine 
Ottawa, Ontario K1A OK9 
Telephone I Telephone (613) 946-0114 
Facsimile I Telecopieur (613) 954-9485 

Solicitor-Client Privilege/Protected -- Secret professionel de l'avocatiProtege 
This message is intended for the use of the individual or entity to which it is addressed and may contain 
information that is privileged or confidential and exempt from disclosure under applicable law. 
Unauthorized disclosure, copying, modification or re-transmission is prohibited. If you have received this 
transmission in error, please notify me immediately by sending a return e-mail copy, then delete the 
original message. Thank you. 

Cette communication est exclusivement destinee a I'individu ou I'entite a qui elle est addressee. Elle peut 
contenir de I'information privilegiee, confidentielle et ne pouvant etre divulguee selon la loi applicable a 
I'espece. Toute divulgation non-autorisee est defendue. Toute copie non-autorisee ou re-transmission 
non-autorisee de ce message sont defendues. Si vous avez re<;:u cette communication par erreur, veuillez 
m'en aviser immediatement par retour de courriel. Puis, supprimez Ie courriel re<;:u. Merci. 

1 "I~'I I r ~"l" l~' I Ii 1,] 1111II111111IrllI:illllfliTII 
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.+. Health Sante 
Canada Canada 

Notice of Decision 
for 

NNUCYNTAT"·CR 

Date issued: January 24,2011 

On December 2,2010, Health Canada issued a Notice of Compliance to Janssen Inc. for the drug 
product, Nucynta™ CR (tapentadol hydrochloride controlled-release tablets). 

Nucynta™ CR contains the medicinal ingredient tapentadol (as tapentadol hydrochloride) which 
is an opioid analgesic and an inhibitor of the norepinephrine transporter to a lesser degree. 

Nucynta™ CR is indicated for the management of moderate to moderately severe pain in adults 
who require continuous treatment for several days or more. Although its exact mechanism is 
unknown, analgesic efficacy is thought to be due to mu-opioid agonist activity and the inhibition 
of norepinephrine reuptake. 

The market authorization was based on quality, non-clinical, and clinical information submitted. 
The efficacy and safety of Nucynta™ CR have been demonstrated in two studies in patients with 
moderate to severe chronic pain. The studies were randomized, double-blind, placebo- and 
active-controlled; one in patients with low back pain and one in patients with pain related to 
osteoarthritis. In both studies, Nucynta™ CR provided statistically significantly greater pain 
reduction from baseline at the last week of a 12-week maintenance period compared with 
placebo. 

Nucynta™ CR (50 mg, 100 mg, 150 mg, 200 mg, and 250 mg tapentadol hydrochloride) is 
presented as a controlled-release tablet. Patients currently not taking opioid analgesics should 
begin Nucynta™ CR therapy with 50 mg twice a day (approximately every 12 hours) and then be 
individually titrated to an optimal dose, balancing pain relief and tolerability, within the 
therapeutic range of 100 mg to 250 mg twice daily. For patients currently taking opioid 
analgesics, the recommended initial Nucynta™ CR daily dose is half of the dose calculated from 
the published relative equianalgesic information, taken approximately every 12 hours. 
Nucynta

nl 

CR showed comparable pain relief with oxycodone controlled-release tablets at a dose 
ratio of 5: 1 in clinical studies. The maximum daily Nucynta™ CR dose should not exceed 
500 mg in total. Detailed dosing guidelines are available in the Nucynta™ CR Product 
Monograph. The tablets are to be swallowed whole and not to be broken, chewed, dissolved, or 
crushed. Taking broken, chewed, dissolved, or crushed Nucynta™ CR tablets will lead to rapid 
release and absorption of a potentially fatal dose of tapentadoi. 

Nucynta™ CR is contraindicated for the following patients: 

• Patients who are hypersensitive to tapentadol, to opioids, or to any ingredient in the 
formulation or component ofthe container; 

Janssen Inc. 
Control Number 133167 

C I,·, ,an(t< a 

1 NNUCYNTA'MCR 
Tapentadol hydrochloride controlled-release tablets 

50 mg, 100 mg, 150 mg, 200 mg, and 250 mg 
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I: 

Patients with known or suspected mechanical gastrointestinal obstruction [for example (e.g.), 
bowel obstruction, strictures] or any diseases/conditions that affect bowel transit (e.g., ileus 

of any type); 

Patients taking monoamine oxidase inhibitors (or within 14 days of such therapy); 

Patients with severe renal or hepatic impairment (creatinine clearance ofless than 30 mLimin 
and/or Child-Pugh Class C); 

Patients with mild, intermittent or short-duration pain that can be managed with other pain 
medications; 

Patients with peri-operative pain. 

Patients with acute asthma or other obstructive airway, and status asthmaticus; 

Patients with acute respiratory depression, elevated carbon dioxide levels in the blood, and 
cor pulmonale; 

Patients with acute alcoholism, delirium tremens, and convulsive disorders; 

Patients with severe central nervous system depression, increased cerebrospinal or 
intracranial pressure, and head injury; 

Women who are breastfeeding, pregnant, or during labour and delivery. 

Nucynta™ CR should be administered under the conditions stated in the Product Monograph, 
taking into consideration the potential risks associated with the administration of this drug 
product. Detailed conditions for the use ofNucynta™ CR are described in the Product 
Monograph. 

Based on the Health Canada review of data on quality, safety, and efficacy, Health Canada 
considers that the benefit/risk profile ofNucynta™ CR is favourable for the management of 
moderate to moderately severe pain in adults who require continuous treatment for several days 
or more. 

* A II trademark rights used under licence 

Notices of Decision (NDs) are produced in accordance with the Summary Basis of Decision (SBD) initiative. All 
NDs will be reproduced within the corresponding SBD, normally available within 5 months of product 
authorization. 

Janssen Inc. 
Control Number /33167 

2 NNUCYNTA [MCR 
Tapentadol hydrochloride controlled-release tablets 

50 mg, 100 mg, 150 mg, 200 mg, and 250 mg 

-r '- I ""'II""I""II'II'lIIrWrTllFlllllllllllfTll 
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Minister of Health Ministre de la Sante 

Ottawa, Canada K1A OK9 

JAN 2 0 1011 

Dear 

Thank. you for your correspondence of November 22, 2010, 
IIII 

5.19(1) 

5.20(1)(b) 

As indicated during your meeting with Ms. Cathy A. Sabiston, Director GeneraJ, 
Controlled Substances and Tobacco Directorate, Healthy Environments and Consumer 
Safety Brancb, Health Canada, on November 4, 2010, the Department's scheduling 
assessment of tapentadol is ongoing. Please be assured that Health Canada recognizes the 
importance of this initiative, and is committed to keeping Janssen-Ortho Inc. updated of 
its progress on this file in the future. I would encourage you to contact Ms. Sabiston in 
this regard. She may be reached bye-mail at cathy.a.sabiston@hc-sc.gc.ca or by 
telephone at 613-941-1977. 

Thank you for writing. 

Sincerely, 

Leona AgJukkaq 

Canada 

001607 



s.19(1) 

s.20(1)(b) f,rjir-~J 

A-c-e-.~~ 
r-1."-r-~ 2., '2-?' (I ft.. . 

Subject Thank you for the meeting last weekJintersting article attached 

From: OBICA]" 

To: "Cathy A Sabiston", jocelyn. kula, 

Date: 2011-01-2701:19 PM 

Cathy and Jocelyn, 

Would like to thank you for the opportunity to meet with you last week and continue our discussion on 

I appreciate you focus and attention on this file and the work you have both done to date. 

"-
JanssenT 

19 Greenbelt Drive 
North York, Ontario 
M3C 1L9 
Phone: 
Fax: 
Cell: 

lIf '''''II f"l\'I' III 'I .•. "'1111',1"'11 'II III1IITr 
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5.19(1) 

E-mail: 
NOTE new email aaaress aDove 
Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged information that is intended only for the 
individual or entity named in the e-mail address. If you are not the intended recipient, you are hereby notified that any disclosure, 
copying, distribution, or reliance upon the contents of this e-mail is strictly prohibited. If you have received this e-mail transmission 
in error, please reply to the sender, so that Johnson & Johnson can arrange for proper delivery, and then please delete the 
message from your in box. Thank you. 
Avis de confidentialite : Ce courriel peut contenir des renseignements confidentiels qui ne s'adressent qu'a la personne ou a I'entite 
nommee dans I'adresse. Si vous n'etes pas Ie destinataire vise, nous vous informons par la presente qu'iI est interdit de divulguer, 
reproduire, distribuer ou utiliser Ie contenu de ce courriel. Si vous avez rec;:u ce courriel par erreur, veuillez en aviser I'expediteur 
pour que Johnson & Johnson puisse I'envoyer a la bonne adresse, puis veuillez supprimer Ie message. Merci. 

"-D'-Letter from MO! tap scheduling.TlF l1-D'~ Khelrlddin.pdf 

tl6)-~Jl.4 ~ 
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Fw: Tapendatol? 
Nathan J Isotalo to: Denis Arsenault 2011-02-1112:00 PM 

Hi Denis, 

I have reviewed the comments. 

In this regard, Janssen Ortho Inc. (Toronto, Canada) is the sponsor of controlled release form of 
tapentadol, brand name NUCYNTA CR. 
It was formed in 1995 through the amalgamation ofJanssen Pharmaceutic a and Ortho McNeil 
Inc., two members of the parent Johnson and Johnson worldwide family of companies. 

Here is the revised version. 

Tapentadol NOI_OCS response to CSTD A-DG 11-02-11.doc 

I've added some minor changes and the following; 

As defined under the CDSA, a "controlled substance" means a substance included in Schedule I, 
II, III, IV or V of the CDSA. Likewise, as defined under the NCR, a "narcotic" is any substance 
set out in the Schedule or anything that contains any substance set out in the Schedule to the 
NCR. 

Mr. Nathan Isotalo 
Sr. PolicyAnalyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 
----- Forwarded by Nathan J Isotalo/HC-SC/GC/CA on 2011-02-11 11 :45 AM -----

From: 
To: 
Cc: 
Date: 
Subject: 

Hi Nathan, 

Denis ArsenauIUHC-SC/GC/CA 
Nathan J Isotalo/HC-SC/GC/CA@HWC 
Jocelyn Kula/HC-SC/GC/CA@HWC 
2011-02-11 11 :32 AM 
Fw: Tapendatol? 

Could you take a look at the edits and prepare a response email for my review answering Stephanie 
Szick's questions? I will ensure your name is included when the response goes (and note that you are the 
lead analyst on this file). 

Denis 

Denis Arsenault, NManager I Gestionnaire p.i. 

001610 



Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances controlees, 
Health Canada I Sante Canada 
TelfTel: (613) 957-6828 
Fax I Telecopieur : (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 
----- Forwarded by Denis ArsenaultlHC-SC/GC/CA on 2011-02-11 11 :29 AM -----

From: Stephanie SzicklHC-SC/GC/CA 
To: Denis ArsenaultlHC-SC/GC/CA@HWC 
Cc: 
Date: 

Jocelyn Kula/HC-SC/GC/CA@HWC, CSTD-DGO, Michael Assad/HC-SC/GC/CA@HWC 
2011-02-1111:21 AM 

Subject: Re: Tapendatol? 

hi Denis, 

Spoke with Brenda about this this morning -- some v. minor edits and some questions seeking clarity. 

Please have a look at the track changes in the attached - let us know if a clean copy can come back today 
and will show again to Brenda. I expect ADMO will want to see also as a matter of course. Haven't heard 
back from them yet. 

Thanks very much 

Stephanie Szick 
Director General's Office I Bureau du directeur general 
Controlled Substances & Tobacco Directorate (CSTD) I 
Direction des substances controlees et de la lutte au tabagisme (DSCL T) 
Health Canada I Sante Canada 
Tel I Tel: (613) 948-8651 

[attachment "Tapentadol NOI_CSTD A-DG_11-02-11.doc" deleted by Nathan J Isotalo/HC-SC/GC/CA] 

Denis Arsenault Hi Stephanie, Further to the email exchange bel... 

From: 
To: 

Denis ArsenaultlHC-SC/GC/CA 
Stephanie SzicklHC-SC/GC/CA@HWC 

2011-02-1002:09:09 PM 

Cc: 
Date: 

Jocelyn Kula/HC-SC/GC/CA@HWC, CSTD-DGO, Michael Assad/HC-SC/GC/CA@HWC 
2011-02-1002:09 PM 

Subject: Re: Tapendatol? 

Hi Stephanie, 

Further to the email exchange below, attached for review is a draft of tapentadol NO!. 

[attachment "Tapentadol NOI v3 2011-02-1 O.doc" deleted by Stephanie SzicklHC-SC/GC/CA] 

Denis 

Denis Arsenault, NManager I Gestionnaire p.i. 
Regulatory Policy Division I 

1Il "[ 11' I 
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Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances contr6lees, 
Health Canada / Sante Canada 
TellTel: (613) 957-6828 
Fax / Telecopieur: (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 

Stephanie Szick 
Jocelyn Kula 
Stephanie Szick 

okay, we'll give it a nod for the MIR. Be prepare .. . 
Yes, that is tbe date we are still working toward .. . 
hi Jocelyn Can you confirm pdq re: Tapendatol -.. . 

1Il ''['''nr' I 

2011-02-1012:51:15 PM 
2011-02-1012:49:23 PM 
2011-02-10 11 :44:08 AM 
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s.20(1)(b) 

CONTROLLED DRUG AND SUBSTANCES ACT 

Notice to Intere d Parties- Proposal regarding the regulation of the following 
aer the Controlled Drugs and Substances Act: 

-t entadol (,henol, 3-[(1 R,2R)-3-( dimethyl amino )-1-ethyl-2-methylpropyIJ-) its 
s ts and reldted analogues. 

This notice provides interested!:olders with the opportunity to provide comments on 
Health Canada's proposal to ad entad~ts salts and its related analogues HRSSI f & 

Schedule I to the Controlled D and SUJilIances Act~and ~~ 
the Schedule to the Narcotic Control Regulations (NCR). tD ' 

A1.. No 1- iN fJ\..IJ, 

~ l"ait't -h! 
ma! g", ot In December 2010, Health Canada issued a Notice of Compliance for the ~~ • 
pew TapWAilldo} rolEttes 8~ product NUCYNTA *CR ~afl:d ft Letter efN9 O@JS8tion·GO'&'":ct

CS
' 

_--f;er-1$::i:m;za:Gt;Y:i:wl;B:i~~iP@.::t::i._atifl~~~ontrolled release tab let ~ 5 
1-

250 mgJeer. 
IIW;;sIats op'i-efinHiis ~aiH nile!. NUCYNTA *CR ® has silMilEtr paiH relief as
Qn;r'8980n8 sa 8:M~ iKteaeied fer moderate and chronic nociceptive and neuropathic 
pai~~ , hM ku- prT>J~--{iv- use I~~~~ 

L.k Althoa~dies of. abuse liability indicate 
<) r~ its potential for abuse and thus its susc~ibility diversion and trafficking. 
~ A1:kk1'l~HtefHftfieHally\tapentadol ami its Etfl!l~WiS are ot currently included in any of the 

United Nations drug e;ontral eonventions, 

tLor these 

=Z:!=:i:~=;l:!:=::::::I~:~:~;S: :!:i~:::: it is 
Schedule te the NCR. 

'h.Q o...dl&J.l\' GV--o-t' I ~ ~ -t-z, 
~h18iR~ tapentadol and its\related analogues 01l Schedule I1JtDSA and i'lutiBn t "ef 
the Schedule to the NCR \fould prohibit its possession, trafficking, possession for the 
purpose of trafficking, imrlortation, exportation, possession for the purpose of 
exportation, and praductiob except as authorized under the NCR. 
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The scheduling oftapentadol will mitigate the potential for its diversion, trafficking and 
abuse while not preventing its availability for legitimate medical reasons.- Scheduling will 
also enable law enforcement to take action dRuid it be diverted £Or ilh~§iti]!fi8:t@ l!18es. l~ 

"J/\ ,"'-~~~ SJ4~IG ,--~t~' 
The publication of this notice begins a 3D-day comment period. IfyQ are interested in "'- 'if' Iy , 
this process or have comments on this proposal, please contact Mr. Nathan Isotalo, 
Regulatory Policy Division, Office of Controlled Substances, Address Locator: 3503D, 
123 Slater St., Ottawa, ON, Canada, KIA OK9, by fax at (613) 946-4224 or by email at 
OCS.Policy.and.Regulatory.Affairs@hc-sc.gc.ca. 

Date ----------------------

"III '''''rf'TI'' I 

Cathy A. Sabiston 
Director General 
Controlled Substances and Tobacco Directorate 
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DEPARTMENT OF HEALTH 

CONTROLLED DRUGS AND SUBSTANCES ACT 

Notice to Interested Parties- Proposal regarding the regulation of the following 
substances under the Controlled Drugs and Substances Act: 

s.20(1)(b) 

• tapentadol (phenol, 3-[( I R,2R)-3-( dimethyl amino )-I-ethyl-2-methylpropyl]-) its 
salts and related analogues 

This notice provides interested stakeholders with the opportunity to provide comments on 
Health Canada's proposal to add tapentadol, its salts and its related analogues to Schedule 
I to the Controlled Drugs and Substances Act (CDSA) and to the Schedule to the 
Narcotic Control Regulations (NCR). As defined under the CDSA, a "controlled 
substance" means a substance included in Schedule I, II, III, IV or V of the CDSA. 
Likewise, as defined under the NCR, a "narcotic" is any substance set out in the Schedule 
or anything that contains any substance set out in the Schedule to the NCR. 

In 
December 20 10, Health Canada issued a Notice of Compliance for the tapentadol brand 
name product NUCYNT A *CR ®, which is to be sold in Canada in controlled release 
tablet formulations of 50, 100, 150, 200 and 250 mg. NUCYNT A *CR ® has been 
approved for use in the treatment of moderate and chronic nociceptive and neuropathic 
pam. 

Although tapentadol is not currently included in any ofthe United Nations drug control 
conventions, studies of abuse liability indicate its potential for abuse and thus its 

susceptibility to diversion and trafficking. !!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!!! 

The addition of tapentadol, its salts and its related analogues to Schedule I to the CDSA 
and to the Schedule to the NCR would prohibit its possession, trafficking, possession for 
the purpose of trafficking, importation, exportation, possession for the purpose of 
exportation, and production except as authorized under the NCR. 

The scheduling of tap entado 1 will mitigate the potential for its diversion, trafficking and 
abuse while not preventing its availability for legitimate medical reasons. Scheduling will 
also enable law enforcement to take action in instances of suspected illegal activity. 

The publication of this notice begins a 30-day comment period. If you are interested in 
this process or have comments on this proposal, please contact Mr. Nathan Isotalo, 
Regulatory Policy Division, Office of Controlled Substances, Address Locator: 3503D, 
123 Slater St., Ottawa, ON, Canada, KIA OK9, by fax at (613) 946-4224 or by email at 
OCS.Policy.and.Regulatory.Affairs@hc-sc.gc.ca. 

"" '''''II'''I'''''~''1''11''WT!I'II''''IlIII'IfI'''''' I' 
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Date ---------------------------

1Il ','nl I 

Cathy A. Sabiston 
Director General 
Controlled Substances and Tobacco Directorate 
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Address Locator: 3503D 
Ottawa ON KIA OK9 

Josee Boisvert 
Manager, Editing Services 
Canada Gazette Directorate 
Government of Canada 
350 Albert Street, 5th Floor 
Ottawa, ON 
KIA OS5 

xxxxxxxx 

\ Dear Mrs. Boivert: 

Re: 
~ 

otice of Intent to Interested Parties - Pro 
penta dol '!Lad 'h allllsgotJ of oilMihll ab OJ: ,I tsstilll) under the 

Controlled Drugs and Substances Act WI , ) 

of 

I ff)-- Please find enclosed, in both official languages, the following documents: 

( 

\ 

I 

two hard copies of a Notice of Intent (NOI) for Tapentadol; 
electronic copies of the NOI, English and French versions in two separate 
files; and 
a signed and completed "Request for Insertion in the Canada Gazette" 
form. 

We ask that the NOI be published in Canada Gazette, Part I, on February 26, 
2011. 

The departmental contact for this NOI is Mr. Nathan Isotal0, who can be 
reached at (613) 946-4225 . 

1II 'm I 

• Jocelyn Kula 
AlDirector 
Office of Controlled Substances 
Controlled Substances and Tobacco Directorate 
Health Canada 
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<III\. \1\\I.\Llll_~,~ ',I, lill \' 

[JOICA] 
to: 
Joc;Myri-~. 
2Q'11-02-10 02:59 PM 
C~~~ 
"CarmerlBerube", ' 
denis.arsenault 
Show Details 

Dear Jocelyn, 

I wanted to give you a heads up that 

[JOICA]", 

5.19(1) 

5.20(1)(b) 

[OBICA]", "Nathan J Isotalo", 

I left a message with the department administrative assistant and was 
notified that you have been away the last few days. I can only imagine how busy your inbox is. 

I look forward to speaking with you. 

Sincerely, 

JANSSEN INC. 
19 Green Belt Drive, Toronto, Ontario, canada 
M3C 1L9 
Tel:"'- --- --.-
Fax: 
e-mail: 

Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged information and is intended only for the individual or 
entity named in the e-mail address. Any disclosure, copying, distribution, or reliance upon the contents of this e-mail not otherwise authorized by the 
sender is strictly prohibited. If you have received this e-mail transmission in error, please immediately reply to the sender, so that proper delivery of the 

e-mail can be effected, and then please delete the message from your Inbox. Thank you. 

Avis de confidentialite : Ce courriel peut contenir des renseignements confidentiels qui ne s'adressent qu'a la personne ou a I'entite nommee dans 
I'adresse. Si vous n'etes pas Ie destinataire vise, nous vous informons par la presente qu'j/ est interdi! de divulguer, reproduire, distribuer ou utiliser Ie 
contenu de ce courriel. Si vous avez re<fu ce courriel par erreur, veuillez en aviser I'expediteur pour que I'on puisse I'envoyer a la bonne adresse, puis 

veuillez supprimer Ie message. Merei. 

From: [JOICA] 
Sent: Tuesday, February 01, 2011 10:07 AM 
To: Jocelyn Kula . 
Cc: Carmen Berube 
Subject: 

file://C:\WINDOWS\Temp\notesOB88FB\~web1457.htm 2011-02-11 
1Il "'["111" I 11111:1 il !Irnn-~mn 
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Dear Jocelyn, 

I left a v-message with the Departmental admin requesting ~ call~~_follow 
up on a number of items discussed at the Jan 7 tcon. 

las debriefed me on his discussion with you and Cathy 
Sabiston 

I would be very grateful for an opportunity to discuss the above at your 
earliest convenience, 

Thanks and best regards 

JANSSEN INC. 
19 Green Belt Drive, Toronto, Ontario, Canada 
M3C 1L9 
Tel: 
Fax: 
e-mail: 

Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged information and is intended only for the individual or 
entity named in the e-mail address. Any disclosure, copying, distribution, or reliance upon the contents of this e-mail not otherwise authorized by the 
sender is strictly prohibited. If you have received this e-mail transmission in error, please immediately reply to the sender, so that proper delivery of the 

e-mail can be effected, and then please delete the message from your Inbox. Thank you. 

Avis de confidentialite : Ce courriel peul contenir des renseignements confidentiels qui ne s'adressent qu'a la personne ou a I'entite nommee dans 
i'adresse. Si vous n'etes pas Ie destinataire vise, no us vous informons par la presente qu'iI est inlerdil de divulguer, reproduire, distribuer ou utiliser Ie 
contenu de ce courriel. Si vous avez re9u ce courriel par erreur, veuillez en aviser I'expedileur pour que I'on puisse I'envoyer a la bonne adresse, puis 

veuillez supprimer Ie message. Merci. 

-----Original Message-----
From: Carmen Berube [mailto:carmen.berube@hc-sc.gc.ca] On Behalf Of Jocelyn 
Kula 
Sent: Tuesday, December 21, 2010 10:54 AM 
To: [JOICA] 
Cc: Jocelyn Kula; Carmen Berube 

file:/ /e:\ WINDOWS\ Temp\notesOB88FB\-web 1457 .htm 2011-02-11 
1I"H"l1''"I I II! lil;;1 I:THllrlfmllll 
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DEPARTMENT OF HEALTH 

CONTROLLED DRUGS AND SUBSTANCES ACT 

Notice to Interested Parties- Proposal regarding the regulation of the following 
substances under the Controlled Drugs and Substances Act: 

• Tapentadol (Phenol, 3-[( 1 R,2R)-3-( dimethylamino )-I-ethyl-2-methylpropyl]-) its 
salts and related analogues. 

This notice provides interested stakeholders with the t;1J'portunity to provide comments on 
Health Canada's proposal to add Tapentadol its saltVand its related analogues under 
Schedule I to the Controlled Drugs and Substances Act (CDSA) and under section two of 
the Schedule to the Narcotic Control Regulations (NCR). 

for pain 

:~i:;~~;1~-~iiie~~:iOp~~d~~t~!HQtfttA~~~¢~1~~~ ~~fr~~ri.:· 
for the importation of this product into Canada. Oral controlled release tablet 
formulations of~NUCYNMTM*CRTil1(;lud~.<io.sa ~s()f~(},.LOQ,.1.5Q?~(}Oal1<i.25().ll1g 
for moderate and chronic pam relief. NNUCYNTA M*CR has similar ain relief as 
Oxycodone CIYand is intended for moderate and chronic nociceptive and neuropathic 
pain relief. 1./ 

Although studies of the abuse liability of Tapentadol are limited, existing studies indicate 
its potential for abuse and thus its susceptibility to diversion and trafficking. 
Internationally, Tapentadol and its analogues are not currently included in any of the 
United Nations Drug Control Conventions. 

For these 
reasons and rising rates of prescription opioid drug abuse in North America, .it is .. 
proposed that Tapentadol be placed under Schedule I to the CDSA and under the 
Schedule to the NCR. 

Placing tapentadol and its related analogues on Schedule I of CDSA and section two of 
the Schedule to the NCR would prohibit its possession, trafficking, possession for the 
purpose of trafficking, importation, exportation, possession for the purpose of 
exportation, and production with the exception of any exemption granted by the Minister 
under s. 56. ofthe)'ICR. \. 

.~ I '. I ',1m 11111~l'ilrTlrli\lll 
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I neuropathic pain. While its 
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IiIIll ·1) lui l l I lU_'1 

The scheduling of tapentadol will mitigate the potential for its diversion, trafficking and 
abuse while not preventing its availability for legitimate medical reasons. Scheduling will 
also enable law enforcement to take action should it be diverted for illegitimate uses. 

The publication of this notice begins a 30-day comment period. If you are interested in 
this process or have comments on this proposal, please contact Mr. Nathan Isotalo, 
Regulatory Policy Division, Office of Controlled Substances, Address Locator: 35030, 
123 Slater St., Ottawa, ON, Canada, KIA OK9, by fax at (613) 946-4224 or by email at 
OCS.Policy .and.Regulatory .Affairs@hc-sc.gc.ca. 

Date __________ _ 

Cathy A. Sabiston 
Director General 
Controlled Substances and Tobacco Directorate 
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To: Stephanie SzicklHC-SC/GC/CA@HWC 
Cc: 
Date: 

Jocelyn Kula/HC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC 
2011-02-1104:59 PM 

Subject: Fw: Tapendatol? 

Hi Stephanie, 

In response to your queries: 

• The Schedule to the Narcotic Control Regulations (NCR) is the list of controlled substances, in this 
case narcotics, regulated under the NCR. 

• The term "tapendadol" refers to the actual substance to be controlled, while NUCYNT NCR is the 
brand name of the product by Johnson & Johnson which contains tapentadol. 

Will provide you a clean version first thing Monday once I have had the opportunity to verify a couple of 
points in consultation with Nathan Isotalo (the lead analyst on this file). 

Denis 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division / 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances controlees, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax / Telecopieur: (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 
----- Forwarded by Denis ArsenaultlHC-SC/GC/CA on 2011-02-11 04:54 PM -----

From: Stephanie SzicklHC-SC/GC/CA 
To: Denis ArsenaultlHC-SC/GC/CA@HWC 
Cc: Jocelyn Kula/HC-SC/GC/CA@HWC, CSTD-DGO, Michael Assad/HC-SC/GC/CA@HWC 
Date: 2011-02-11 11 :21 AM 
Subject: Re: Tapendatol? 

----"------~-------------------------------------------------------
hi Denis, 

Spoke with Brenda about this this morning -- some v. minor edits and some questions seeking clarity. 

Please have a look at the track changes in the attached - let us know if a clean copy can come back today 
and will show again to Brenda. I expect ADMO will want to see also as a matter of course. Haven't heard 
back from them yet. 

Thanks very much 

Stephanie Szick 
Director General's Office I Bureau du directeur general 
Controlled Substances & Tobacco Directorate (CSTD) I 
Direction des substances controlees et de la lutte au tabagisme (DSCL T) 
Health Canada I Sante Canada 
Tell Tel: (613) 948-8651 

111 i 11' I 
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•. 

Hi Stephanie, 

Re: Tapentadol Ql 
Denis Arsenault to: Stephanie Szick 
Cc: Jocelyn Kula, Nathan J Isotalo 

Just to clarify, the target date for publication of the NOI is Saturday, February 26. 

2011-02-1409:39 AM 

As a courtesy, yes, we would certainly be giving HPFB a heads-up that the NOI is coming. 

Denis 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances controlees, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax I Telecopieur: (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

Stephanie Szick hi both, Heidi Jackson will mention this NOI at th ... 

From: Stephanie SzicklHC-SC/GC/CA 

2011-02-1409:29:31 AM 

To: 
Date: 

Jocelyn Kula/HC-SC/GC/CA@HWC, Denis ArsenauIVHC-SC/GC/CA@HWC 
2011-02-1409:29 AM 

Subject: Tapentadol 

hi both, 

Heidi Jackson will mention this NOI at the Hot Issues MO meeting tomorrow morning -- she has the 
version of the NOI of last week, I've explained it will have some very minor edits but that the gist is all 
there, that we should be able to send her a revised version later today. 

This meeting will be their channel for advising DMO and MO that this NOI is proceeding for Feb. 25 

in further prep for this MO meeting, Jesse has come back with the following question: 
• Have we been in touch with HPFB about this so they know is coming? I know they already gave 

their approval of the drug, so I think their role going forward is pretty limited, right? 

I'm presuming yes, but defer to you for absolute. 

Thanks, Stephanie 

nl~ I 'I'"'' ""llnr'"lIllIT1r:lr' iInllITI 
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Re: Fw: Tapendatol? g) 
Denis Arsenault to: Nathan J Isotalo 2011-02·14 09:41 AM 
This rnessage IS encrypted. 

This message has been forwarded. 

Hi, 

Have revised again based on conversations with both Jocelyn and Stephanie. Thoughts? 

Tapentadol NOI_CSTD A-DG_11-02-14.doc 

Denis 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances controlees, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax I Telecopieur: (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 

Nathan J Isotalo From: Nathan J Isotalo/HC-SC/GC/CA To: Deni. .. 

From: 
To: 
Date: 
Subject: 

Hi Denis, 

Nathan J Isotalo/HC-SC/GC/CA 
Denis ArsenaultlHC-SC/GC/CA@HWC 
2011-02-11 12:00 PM 
Fw: T apendatol? 

I have reviewed the comments. 

2011-02-11 12:00:24 PM 

In this regard, Janssen Ortho Inc. (Toronto, Canada) is the sponsor of controlled release fonn of 
tapentadol, brand name NUCYNTA CR. 
It was fonned in 1995 through the amalgamation of Janssen Phannaceutica and Ortho McNeil 
Inc., two members of the parent Johnson and Johnson worldwide family of companies. 

Here is the revised version. 

[attachment "Tapentadol NOI_ OCS response to CSTD A-DG 11-02-11.doc" deleted by Denis 
ArsenaultlHC-SC/GC/CA] 

I've added some minor changes and the following; 

As defined under the CDSA, a "controlled substance" means a substance included in Schedule I, 
II, III, IV or V of the CDSA. Likewise, as defined under the NCR, a "narcotic" is any substance 
set out in the Schedule or anything that contains any substance set out in the Schedule to the 

IIII H II nm--. 
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DEPARTMENT OF HEALTH 

CONTROLLED DRUGS AND SUBSTANCES ACT 

Notice to Interested Parties- Proposal regarding the regulation of the following 
substances under the Controlled Drugs and Substances Act: 

• tapentadol (phenol, 3-[(1 R,2R)-3-( dimethylamino )-1-ethyl-2-methylpropyIJ-) its 
salts and related analogues 

This notice provides interested stakeholders with the opportunity to provide comments on 
Health Canada's proposal to add tapentadol, its salts and its related analogues to Schedule 
I to the Controlled Drugs and Substances Act and to the Schedule to the Narcotic Control 
Regulations (NCR). 

In 
December 2010, Health Canada issued a Notice of Compliance fo~_~Q~~J'~_~~_~_~ ___ _ 
(tnpentadol hvdrochloride controlled release tablets), a new drug product containing 
lQRentadol which is to be sold in Canada in controlled release tablet formulations of 50, 
100, 150, 200 and 250 mg. NUCYNT A *CR ® has been approved for use in the 
treatment of moderate and chronic nociceptive and neuropathic pain. 

Although tapentadol is not currently included in any of the United Nations drug control 
conventions, studies of abuse liability indicate its potential for abuse and thus its 
susceptibility to diversion and trafficking. 

The addition oftapentadol, its salts and its related analogues to Schedule I to the CDSA 
and to the Schedule to the NCR would prohibit its possession, trafficking, possession for 
the purpose of trafficking, importation, exportation, possession for the purpose of 
exportation, and production except as authorized under the NCR. 

The scheduling of tapentadol will mitigate the potential for its diversion, trafficking and 
abuse while not preventing its availability for legitimate medical reasons. Scheduling will 
also enable law enforcement to take action in instances of suspected illegal activity. 

The publication of this notice begins a 30-day comment period. If you are interested in 
this process or have comments on this proposal, please contact Mr. Nathan Isotalo, 
Regulatory Policy Division, Office of Controlled Substances, Address Locator: 3503D, 
123 Slater St., Ottawa, ON, Canada, KIA OK9, by fax at (6l3) 946-4224 or by email at 
OCS.Policy.and.Regulatory.Affairs@hc-sc.gc.ca. 

I~ ill', I IllWlllWnnlll1lln 
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Cathy A. Sabiston 
Director General 
Controlled Substances and Tobacco Directorate 

Date __________ _ 

111 "~'I TI1,' I 111111 i I'TITl'll-iTmmTr 
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Thanks Denis, 

Re: Tapentadol Q) 
Stephanie Szick to: Denis Arsenault 
Cc: Jocelyn Kula, Nathan J Isotalo 

2011-02-1409:42 AM 

Ideally as soon as possible to let HPFB know as they will have representation at that MO meeting 
tomorrow morning. 

Stephanie 

Denis Arsenault Hi Stephanie, Just to clarify, the target date for p ... 

From: 
To: 

Denis ArsenaultlHC-SC/GC/CA 
Stephanie SzicklHC-SC/GC/CA@HWC 

2011-02-1409:39:38 AM 

Cc: 
Date: 

Jocelyn Kula/HC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC 
2011-02-1409:39 AM 

Subject: Re: Tapentadol 

Hi Stephanie, 

Just to clarify, the target date for publication of the NOI is Saturday, February 26. 

As a courtesy, yes, we would certainly be giving HPFB a heads-up that the NOI is coming. 

Denis 

Denis Arsenault, AlManager ! Gestionnaire p.i. 
Regulatory Policy Division! 
Division des politiques reglementaires, 
Office of Controlled Substances! 
Bureau des substances contr6lees, 
Health Canada! Sante Canada 
TelITel: (613) 957-6828 
Fax I Telecopieur: (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

Stephanie Szick hi both, Heidi Jackson will mention this NOI at th ... 2011-02-1409:29:31 AM 
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Fw: Tapendatol? 
Nathan J Isotalo to: Denis Arsenault 2011-02-14 09:58 AM 

Please see my changes. Note; legislation is not necessarily equivalent to ours ... suggest we just say 
"their". 

Tapentadol NOI_CSTD 2011-02-14 v2.doc 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 
----- Forwarded by Nathan J Isotalo/HC-SC/GC/CA on 2011-02-14 09:57 AM -----

From: 
To: 
Date: 
Subject: 

Hi, 

Denis ArsenaultlHC-SC/GC/CA 
Nathan J Isotalo/HC-SC/GC/CA@HWC 
2011-02-1409:41 AM 
Re: Fw: Tapendatol? 

Have revised again based on conversations with both Jocelyn and Stephanie. Thoughts? 

[attachment ''Tapentadol NOI_CSTD A-DG_11-02-14.doc" deleted by Nathan J Isotalo/HC-SC/GC/CA] 

Denis 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances contr6lees, 
Health Canada / Sante Canada 
Tel/Tel: (613) 957-6828 
Fax / Telecopieur: (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

Nathan J Isotalo From: Nathan J Isotalo/HC-SC/GC/CA To: Deni... 

From: 
To: 
Date: 
Subject: 

Hi Denis, 

Nathan J Isotalo/HC-SC/GC/CA 
Denis Arsenau/VHC-SC/GC/CA@HWC 
2011-02-1112:00PM 
Fw: Tapendato/? 

I I l' "i 1 "TlillmnmTlI1111!ill' 

2011-02-1112:00:24 PM 
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DEPARTMENT OF HEALTH 

CONTROLLED DRUGS AND SUBSTANCES ACT 

Notice to Interested Parties- Proposal regarding the regulation of the following 
substances under the Controlled Drugs and Substances Act: 

• tapentadol (phenol, 3-[(1 R,2R)-3-( dimethylamino )-I-ethyl-2-methylpropyl]-) its 
salts and related analogues 

This notice provides interested stakeholders with the opportunity to provide comments on 
Health Canada's proposal to add tapentadol, its salts and its related analogues to Schedule 
I to the Controlled Drugs and Substances Act and to the Schedule to the Narcotic Control 
Regulations (NCR). 

In 
-

December 2010, Health Canada issued a Notice of Compliance for NUCYNTA*CR ® ~ 

s.20(1)(b) 

.t~l?~l1_ta~~L~x<!~~~~lo!:i~_~_~_<?!l~!~JJ~d:_r~J_e~~~_~~~!~_~~!~_~_~_~_<?J~_!~_~~I1:~~~_(l1J<?!:IP~!~~~OI)._~ ____ ,,:--"- ;,.De~le_ted~:.;..( ~ __ ~_=< 
of 50, 100, 150,200 and 250 mg. NUCYNT A *CR ® has been approved for use in the '<,--- Deleted:), a new drug product 

treatment of moderate and chronic nociceptive and neuropathic pain. "'" containing tapentadol which is 

Although tapentadol is not currently included in any of the United Nations drug control 
conventions, studies of abuse liability indicate its potential for abuse and thus its 

susceptibility to diversion and trafficking. """"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""'" 

The addition oftapentadol, its salts and its related analogues to Schedule I to the CDSA 
and to the Schedule to the NCR would prohibit its possession, trafficking, possession for 
the purpose of trafficking, importation, exportation, possession for the purpose of 
exportation, and production except as authorized under the NCR. 

The scheduling of tapentadol will mitigate the potential for its diversion, trafficking and 
abuse while not preventing its availability for legitimate medical reasons. Scheduling will 
also enable law enforcement to take action in instances of suspected illegal activity. 

The publication of this notice begins a 30-day comment period. If you are interested in 
this process or have comments on this proposal, please contact Mr. Nathan Isotalo, 
Regulatory Policy Division, Office of Controlled Substances, Address Locator: 3503D, 
123 Slater St., Ottawa, ON, Canada, KIA OK9, by fax at (613) 946-4224 or by email at 
OCS.Policy.and.Regulatory.Affairs@hc-sc.gc.ca. 

001629 

Deleted: controlled release tablet 

{ Deleted: equivalent 



Date __________ _ 

Cathy A. Sabiston 
Director General 
Controlled Substances and Tobacco Directorate 
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Fw: Tapentadol 
Denis Arsenault to: Nathan J Isotalo 2011-02-1410:01 AM 

Hi Nathan, 

Once Jocelyn signs off on new version of NOI later today, please forward a copy to Kimby Barton in HPFB 
as an FYI. 

Denis 

Denis Arsenault, NManager / Gestionnaire p.i. 
Regulatory Policy Division / 
Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances contr6lees, 
Health Canada / Sante Canada 
TellTel: (613) 957-6828 
Fax / Telecopieur : (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 
----- Forwarded by Denis ArsenaultlHC-SC/GC/CA on 2011-02-14 09:57 AM -----

From: Jocelyn Kula/HC-SC/GC/CA 
To: 
Date: 

Stephanie SzicklHC-SC/GC/CA@HWC, Denis ArsenaultlHC-SC/GC/CA@HWC 
2011-02-1409:48 AM 

Subject: Re: Tapentadol 

Yes, we have been in contact with HPFB on this in the sense that they know we are doing an NOI. They 
have not seen content tho and there is no need for them to see as this is our process, not theirs. 

Denis- pis let Kimby know of date we are aiming for (in my last chat, I said feb but we did not have a date 
yet); include updated draft but as FYI only 

JK 
Stephanie Szick 

----- Original Message ----
From: Stephanie Szick 
Sent: 2011-02-14 09:29 AM EST 
To: Jocelyn Kula; Denis Arsenault 
Subject: Tapentadol 

hi both, 

Heidi Jackson will mention this NOI at the Hot Issues MO meeting tomorrow morning -- she has the 
version of the NOI of last week, I've explained it will have some very minor edits but that the gist is all 
there, that we should be able to send her a revised version later today. 

This meeting will be their channel for advising DMO and MO that this NOI is proceeding for Feb. 25 

in further prep for this MO meeting, Jesse has come back with the following question: 
• Have we been in touch with HPFB about this so they know is coming? I know they already gave 

their approval of the drug, so I think their role going forward is pretty limited, right? 

I'm presuming yes, but defer to you for absolute. 

11 ~ 1 I 1-1lIIIITliln~lTl1l11Wlll· 
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Thanks, Stephanie 

T 1 I 
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Thanks Denis 

Re: Fw: Tapendatol? ~ 
Stephanie Szick to: Denis Arsenault 
Cc: Jocelyn Kula, Nathan J Isotalo 

Will bring to Brenda's attention. 

Stephanie 

2011-02-1405:57 PM 

Denis Arsenault Hi Stephanie, Further to my previous email, atta ... 02/14/2011 04:00:43 PM 

From: 
To: 

Denis ArsenauIUHC-SC/GC/CA 
Stephanie SzicklHC-SC/GC/CA@HWC 

Cc: 
Date: 

Jocelyn Kula/HC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC 
02/14/2011 04:00 PM 

Subject: Fw: Tapendatol? 

Hi Stephanie, 

Further to my previous email, attached is a revised version of the tapentadol NOI in response to your 
questions/comments. Jocelyn has approved. 

[attachment "Tapentadol NOI_ CSTD A-DG_11-02-14.doc" deleted by Stephanie SzicklHC-SC/GC/CA) 

Denis 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division / 
Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances controlees, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax / Telecopieur: (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 
----- Forwarded by Denis ArsenauIUHC-SC/GC/CA on 2011-02-14 03:57 PM -----

From: 
To: 

Denis ArsenauIUHC-SC/GC/CA 
Stephanie SzicklHC-SC/GC/CA@HWC 

Cc: 
Date: 

Jocelyn Kula/HC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC 
2011-02-11 04:59 PM 

Subject: Fw: Tapendatol? 

Hi Stephanie, 

In response to your queries: 

• The Schedule to the Narcotic Control Regulations (NCR) is the list of controlled substances, in this 
case narcotics, regulated under the NCR. 

• The term "tapendadol" refers to the actual substance to be controlled, while NUCYNTA*CR is the 
brand name of the product by Johnson & Johnson which contains tapentadol. 
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Tapentadol Scheduling Under CDSA teleconference with 

2011-02-15 Tue 3:15 PM - 4:00 
PM 
Attendance is required for Nathan J Isotalo 
':::(,,3'(: Jocelyn KulaIHC·SC/GC/CA 
:3ent lisa Marie NG/HC·SC/GC/CA 
Location: Jocelyn's Office 

Required: Denis ArsenauIUHC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC 

Description 

Dial-in information: 
Toll-free Dial-in #: 1-866-574-7272 

************************************************** 

Conference Code: 

Personal Notesl 
! 

~ II llf'''''''''I 

s.16(2)(c) 
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< ; 

re: tapentadol NOI 
Nathan J Isotalo to: Kimby Barton 
CG: Denis Arsenault 

Good morning, Kimby, 

2011-02-1510:08AM 

FYI- The Office of Controlled Subtances will be publishing the attached Notice of Intent for tapentadol 
(NUCYNTA CR) target date Saturday Feb. 26. 

~ 
Tapentadol NOI_CSTD A-DG_11-02-14.doc 

Mr. Nathan 150talo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-~225 

'11 """1""1""'" 1 "I" 
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Hi Amal, 

Tapentadol NOI - Translation 
Denis Arsenault to: Amal Helal 

Nathan J Isotalo 
2011-02-1503:49 PM 

As discussed, could you review the attached translation for the draft Notice of Intent for tapentadol. If you 
have any questions regarding the NOI, you can ask Nathan as he is the lead analyst on this file. 

Denis 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances contr6lees, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax I Telecopieur: (613) 946-4224 
E-MaiIiCourriel:denis_arsenault@hc-sc.gc.ca 

~ I 
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DEPARTMENT OF HEALTH 

CONTROLLED DRUGS AND SUBSTANCES ACT 

Notice to Interested Parties- Proposal regarding the regulation of the following 
substances under the Controlled Drugs and Substances Act: 

• tapentadol (phenol, 3-[(1 R,2R)-3-( dimethylamino )-1-ethyl-2-methylpropyl]-) its 
salts and related analogues 

This notice provides interested stakeholders with the opportunity to provide comments on 
Health Canada's proposal to add tapentadol, its salts and its related analogues to Schedule 
I to the Controlled Drugs and Substances Act and to the Schedule to the Narcotic Control 
Regulations (NCR). 

In 
-

December 2010, Health Canada issued a Notice of Compliance for NUCYNTA *CR ®, a 
new drug product containing tapentadol to be sold in Canada in controlled release tablet 
fonnulations of 50, 100, 150,200 and 250 mg. NUCYNTA*CR ® has been approved 
for use in the treatment of moderate and chronic nociceptive and neuropathic pain. 

Although tapentadol is not currently included in any of the United Nations drug control 
conventions, studies of abuse liability indicate its potential for abuse and thus its 
susceptibility to diversion and trafficking. 

The addition of tapentadol, its salts and its related analogues to Schedule I to the CDSA 
and to the Schedule to the NCR would prohibit its possession, trafficking, possession for 
the purpose of trafficking, importation, exportation, possession for the purpose of 
exportation, and production except as authorized under the NCR. 

The scheduling of tapentadol will mitigate the potential for its diversion, trafficking and 
abuse while not preventing its availability for legitimate medical reasons. Scheduling will 
also enable law enforcement to take action in instances of suspected illegal activity. 

The publication of this notice begins a 30-day comment period. If you are interested in 
this process or have comments on this proposal, please contact Mr. Nathan Isotalo, 
Regulatory Policy Division, Office of Controlled Substances, Address Locator: 3503D, 
123 Slater St., Ottawa, ON, Canada, KIA OK9, by fax at (613) 946-4224 or by email at 
OCS.Policy.and.Regulatory.Affairs@hc-sc.gc.ca . 

'TI II I .. \-TI\Ii1lnnTI1TII"IIII1TII 
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Date -------------------------

Cathy A. Sabiston 
Director General 
Controlled Substances and Tobacco Directorate 

l' II "1IiIl1immTIl mill II 
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s.20(1)(b) 

MINISTERE DE LA SANTE 

LOI REGLEMENTANT CERTAINES DROGUES ET AUTRES SUBSTANCES 

Avis aux interesses - Proposition concernant la reglementation des substances suivantes 
aux termes de la Lot reglementant certaines drogues et autres substances: 

• tapentado I (phenol, 3-[(1 R,2R)-3-( dimethylamino )-l-ethyI-2-methylpropyl]-), ses 
sels et ses analogues apparentes 

Le present avis offre aux parties interessees l'occasion de commenter la proposition de 
Sante Canada qui consiste a ajouter Ie tapentadol, ses sels et ses analogues apparentes a 
I' annexe I de la Loi reglementant certaines drogues et autres substances et aI' annexe du 
Reglement sur les stupejiants. 

En 
decembre 2010, Sante Canada a delivre un avis de conformite du produit 
NUCYNTA *CRMD

, un nouveau medicament contenant du tapentadol, en vue de sa 
commercialisation au Canada en comprimes a liberation contr61ee de 50, 100, 150, 200 et 
250 mg. NUCYNTA *CR MD a ete autorise pour Ie traitement de la douleur nociceptive et 
neuropathique moderee et chronique. 

Bien que Ie tapentadol ne soit actuellement vise par aucune des conventions des Nations 
unies sur Ie contr6le des drogues, des etudes du risque d'abus indiquent qu'il existe un 
risque d'abus et, done, de detournement et de trafic. ___________ _ 

L' ajout du tapentadol, de ses sels et de ses analogues apparentes a l'annexe I de la Loi 
reglementant certaines drogues et autres substances et a l'annexe du Reglement sur les 
stupejiants rendrait illegaux la possession de tapentadol, Ie trafic de tapentadol, la 
possession de tapentadol en vue d'en faire Ie trafic, l'importation de tapentadol, 
l'exportation de tapentadol, la possession de tapentadol en vue de son exportation, et la 
production de tapentadol, sauf dans les cas autorises en vertu du Reglement sur les 
stupejiants. 

L'ajout du tapentadol aux annexes susmentionnees reduira Ie risque de detournement, de 
trafic et d'abus de cette substance tout en en assurant la disponibilite pour des fins 
medicaies. Cela permettra egalement aux organismes charges de l'application de la loi de 
prendre des mesures en cas d'activite iIIegale soupc;onnee. 

Une periode de commentaires de trente (30) jours debute a la date du present avis. Si 
vous desirez participer a ce processus ou si vous aimeriez nous faire part de vos 
commentaires au sujet de la presente proposition, veuillez communiquer avec 

1!- r'I~IIi'mn~II'l'!I'llllMll" 
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M. Nathan Isotalo, Division de la politique reglementaire, Bureau des substances 
contr61ees, indice de l'adresse : 3503D, 123, rue Slater, Ottawa (ON), Canada, KIA OK9; 
vous pouvez communiquer avec M. Isotalo par telecopieur, au 613-946-4224, ou par 
courriel, a OCS.Policy.and.Regulatory.Affairs@hc-sc.gc.ca. 

Date: 

Cathy A. Sabiston 
Directrice generale 
Direction des substances contr61ees et de la lutte au tabagisme 

-----------------------

'1""' '""'\"''' I ' H'II ","" T~1Il1mrmnnD111 
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5.23 

Jocelyn Kula to: Norma Won 2011-02-1503:51 PM 
Cc: Denis Arsenault, Diane Labelle, Nathan J Isotalo 

.'"'''' """",~"-"",,,-,",, ~""'" 

Hi Norma 

Jocelyn 

Jocelyn Kula 
Acting Director! Directrice par interim 
Office of Controlled Substances! Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch! Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

Norma Won 

From: 
To: 
Cc: 
Date: 

Hi Joceyln, 

Hi Joceyln, 2011-01-1801:19:08 PM 

Norma Won/HC-SC/GC/CA 
Jocelyn Kula/HC-SC/GC/CA@HWC 
Denis ArsenaultlHC-SC/GC/CA@HWC, Diane Labelle/HC-SC/GC/CA@HWC 
2011-01-1801:19 PM 

nr """'~";'I "1' '''''Of I""'Wm"W'l"'~ll'I"IIW'rll' 
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If you have any questions, please do not hesitate to contact me. 

Norma Won 
Legal Counsel I Avocate 
Health Canada, Legal Services I Sante Canada, services juridiques 
Department of Justice Canada I Ministere de la Justice Canada 
Brooke Claxton Building 09020 I Edifice Brooke Claxton 09020 
70 Colombine Drive I 70 promenade Colombine 
Ottawa, Ontario K1A OK9 
Telephone I Telephone (613) 946-0114 
Facsimile I Telecopieur (613) 954-9485 

Solicitor-Client Privilege/Protected -- Secret professionel de l'avocaUProtege 
This message is intended for the use of the individual or entity to which it is addressed and may contain 
information that is privileged or confidential and exempt from disclosure under applicable law. 
Unauthorized disclosure, copying, modification or re-transmission is prohibited. If you have received this 
transmission in error, please notify me immediately by sending a return e-mail copy, then delete the 
original message. Thank you. 

Cette communication est exclusivement destinee a I'individu ou I'entite a qui elle est addressee. Elle peut 
contenir de I'information privilegiee, confidentielle et ne pouvant etre divulguee selon la loi applicable a 
I'espece. Toute divulgation non-autorisee est defendue. Toute copie non-autorisee ou re-transmission 
non-autorisee de ce message sont defendues. Si vous avez rec;:u cette communication par erreur, veuillez 
m'en aviser immediatement par retour de courriel. Puis, supprimez Ie courriel rec;:u. Merci. 

] I 'r 11-'~lIl'n:nmll'1"!I"IIII1"1II· 
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Audit Trail 
Document Number: 11-103458 - 103 File Number: 

Name: Jesse Arnup-Blondin 

From 
HECSB-CSTD-DGO 

To 
HECSB-CSTD-OCS 
HECSB-CSTD-DGO 

Sent 
2011-02-1515:47 

BF 
2011-02-17 

Action 
See Note 

Comments: Arafo: Please provide briefing note to MO for DG approval by 10:00 a.m. Thursday, February 17th, 2011. 
Merci. Paula 
HECSB-CSTD-OCS HECSB-CSTD-OCS-RPD 2011-02-15 16: 15 
Processing/Pour Traitement 
Comments: Please provide Briefing note. Due in DO Februrary 16, 2011 at NOON 
HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS-RPD 2011-02-15 16: 17 
Comments: Docket submitted to Denis for a response. Isabel 
HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS-RPD 2011-02-15 16:20 
Comments: Docket submitted to Nathan J Isotalo to prepare a response. Isabel 
HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS-RPD 2011-02-16 13:26 
Comments: Nathan prepared a respone for Jocelyn's review. With Denis for sign off. Isabel 
HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS 2011-02-1615:36 
Comments: Arafo I am bringing down this docket for Jocelyn's approval. /sabel 
HECSB-CSTD-OCS HECSB-CSTD-DGO 2011-02-1712:51 
ApprovallApprobation 
Comments: BN approved by Joeclyn and routed to DGO for approval. I will bring it up shortly. Thanks! 
HECSB-CSTD-DGO HECSB-CSTD-OCS 2011-02-1713:12 2011-02-17 
reviser 

HECSB-CSTD-OCS-RPD 

For 

Information 

Information 

Information 

Action request 

Revise/A 

Comments: Arafo: URGENT revisions required by 2:00 p.m. today Thursday, February 17th, 2011. Merc;' Paula 
HECSB-CSTD-OCS HECSB-CSTD-DGO 2011-02-17 14:20 
Approval/Approbation 
Comments: As requested, changes are made to the BN and approved by Jocelyn Kula. I will bring the docket up for DGO's 
review and approval. Thank you! 
HECSB-CSTD-DGO HECSB-ADMO-REC 2011-02-18 13: 19 See Note 

HECSB-CSTD-DGO 
Comments: Linda: BN is AlDG approved. merc;' Paula 
HECSB-ADMO-REC HECSB-ADMO-EDT 
Editing/Revision 
HECSB-ADMO-EDT 
Approval/Approbation 
HECSB-ADMO-REC 

HECSB-ADMO 

DMO-MBU-SRR 
DMO-MBU-LW 
DMO-MBU-ML 

2011-02-1813:32 

2011-02-18 13:51 

2011-02-21 16:52 See Note 

Comments: Please find attached in Mecs a briefing note + attachment + approval slip signed by Heidi Jackson. This docket 
is in cross reference with docket 11-102313, which was the Internal meeting on HECSB Hot Issues. Further to MO's Hot 
Issues meeting, MO requested a short briefing note to MO Staffon the scheduling of tapentadol. Hope this explanation 
helps. thanks (Linda) 
DMO-MBU-KI DMO-GJ 2011-02-23 14:46 For 
Appropriate Action/Pour suivi approprie 
DMO-GJ DMO-CG 
Appropriate Action/Pour suivi approprie 
DMO-GJ DMO-IH 
Appropriate Action/Pour suivi approprie 
DMO-MBU-KI MO-PC 
Appropriate Action/Pour suivi approprie 
MO-PC MO-MV 
MO-PC 
MO-PC 
MO-PC 

MO-ST 
MO-GH 
MO-ST 

Appropriate Action/Pour suivi approprie 

2011-02-23 14:59 

2011-02-23 15:03 

2011-02-24 13:38 

2011-02-24 15:55 
2011-02-24 15:55 
2011-02-2513:55 
2011-02-2817:06 

MO-PC DMO-MBU-Services - UIM 2011-03-0212:08 
classer 

~ I II ; 1111111 ifl nmHIIJIl[T II· 
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For 

For 

For 

Information 
Review/Revoir 
ReviewlRevoir 
For 

Put Away/A 



No Action Request. 

1111:111 111'11: 1IIIIIfTII 
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Health Sante 
canada Canada. 

DocNumber: 11-103458 - 103 

Protected - He only 

• Do not attach Protected "C", Confidential, Secret or Top Secret documents in MECS. 
• Please Note: Documents over 5MB can be deleted without notice if attached in MECS. Scans 

should be in black and white only. 

111_c:()lT1il1.9J:?gc:l,l_meI1L ____ ~ __________________________________________________ _ 

PM -----

From: Jesse Arnup-Blondin/HC- C/GC/CA 
To: 

Cc: 

stephanie.szick@hc-sc.gc a, Paula RobertlHC-SC/GC/CA@HWC, SoniaH 
Lindblad1/HC-SC/GC/CA@ ....... C_..-::: 
Linda Corrigan/HC-SC/GC/CA 
2011-02-15 03:08 PM Date: 

Subject: For Action - BN to MO Staff on Tapentadol - BF Feb 17 

Further to this afternoon's MO hot issues meeting, MO has requested a short Briefing Note to MO staff on 
the scheduling of tapentadol (what is it, international, what does scheduling mean, next steps). I think 
much of the information is included in the NOI (which should also be attached as an appendix). 

BF: 4 pm Thursday February 17th. 

The DG approved note should come up through MECS. 

I understand they are also looking for media lines - expect comms will be in touch. 

Thanks, 

Jesse 

Reply Document (Draft) 

Prepared by: Nathan J Isotalo/Denis Arsenault 

REVISED 1 EDITED BY ADMO HECSB - February 21/11 

EDMS-#80641-v3-11-103458-BRIEFING_NOTE.DOC 

11-103458_AS Signed by Heidi Jackson for HECSB-A ADM.pdf 

111 -in I 1111II11 ! 1I1I1111 IrnIllln 
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Appendix A_ TapentadoLSigned NOI_ F&E_17-02-11.pdf 

............................................................................................................................................ 

R~J)Iy.Q9.~ul1lentJfO.i!lE.l£§.igl1.~!!l __ ._ .. _. ____ ... _ .. __ ........... __ ........ __ ....... _._ ........ _ ............. _ ............... _ ........................... _ .... _ ... _ ............... ...1 
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Re: Tapentadol NOI - Translation [} 
Amal Helal to: Denis Arsenault 
('::c: Nathan J Isotalo 

Translation has been verified and given to Nathan. 
Amal 

Denis Arsenault Hi Amal, As discussed, could you review the aU ... 

From: 
To: 
Cc: 
Date: 
Subject: 

Hi Amal, 

Denis ArsenauIVHC-SC/GC/CA 
Amal HelaIlHC-SC/GC/CA@HWC 
Nathan J Isotalo/HC-SC/GC/CA@HWC 
2011-02-15 03:49 PM 
Tapentadol NOI - Translation 

2011-02-15 04:20 PM 

2011-02-15 03:49:55 PM 

As discussed, could you review the attached translation for the draft Notice of Intent for tapentadol. If you 
have any questions regarding the NOI, you can ask Nathan as he is the lead analyst on this file. 

[attachment "Tapentadol NOI_CSTD A-DG_11-02-14 (EN).doc" deleted by Amal HelaI/HC-SC/GC/CA] 
[attachment "8059325_FR_ Tapentadol_NOI_CSTD_A_DG_11_02_14 (FR).wpd" deleted by Amal 
Hela I/H C-SC/GC/CA] 

Denis 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances contr6lees, 
Health Canada / Sante Canada 
TellTel: (613) 957-6828 
Fax I Telecopieur : (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

T 1 I 
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Fw: SF 10:00 a.m. Thursday, February 17th, 2011 #11-103458-103 Briefing 
note to Minister's Office regarding the scheduling of tapentadol 
.~oceiyn Kula to Nathan J Isotalo 2011-02-1504:41 PM 
Cc: Denis Arsenault 

Pis use this template for the note that is due to DO for 12 noon tomorrow. 

Thx 
Jocelyn 

Jocelyn Kula 
Acting Director! Directrice par interim 
Office of Controlled Substances/ Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch! Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada! Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 
----- Forwarded by Jocelyn Kula/HC-SC/GC/CA on 2011-02-15 04:41 PM -----

From: 
To: 

Paula RobertlHC-SC/GC/CA 
Jocelyn Kula/HC-SC/GC/CA@HWC 

Cc: 

Date: 

Arato Talane/HC-SC/GC/CA@HWC, Lisa Marie NG/HC-SC/GC/CA@HWC, SoniaH 
Lindblad1/HC-SC/GC/CA@HWC, Stephanie SzicklHC-SC/GC/CA@HWC 
2011-02-15 03:49 PM 

Subject: BF 10:00 a.m. Thursday, February 17th, 2011 #11-103458-103 Briefing note to Minister's Office 
regarding the scheduling of tapentado/ 

Please provide briefing note to MO for DG approval by 10:00 a.m. Thursday, February 17th, 2011. Merci. 

t,} 
BRIEFI~JG NOTE· TO THE MINISTE'S OFFICE.wpd 

P. 
Paula Robert 
Correspondence Officer / Adjointe a la correspondance 
Director General's Office (DGO) ! Bureau de la Directrice generale 
Controlled Substances and Tobacco Directorate (CST D) ! Direction des substances controlees et de la 
luUe au tabagisme (DSCL T) 
HECS/SESC 
Health Canada I Sante Canada 
123 rue Slater Street I AL: 3509A 
Tel: (613) 948-2165 
e-mail: paula.robert@hc-sc.gc.ca 

----- Forwarded by Paula Robert/HC-SC/GC/CA on 2011-02-15 03:40 PM -----

From: Jesse Arnup-Blondin/HC-SC/GC/CA 
To: stephanie.szick@hc-sc.gc.ca, Paula RobertlHC-SC/GC/CA@HWC, SoniaH 

Lindblad1/HC-SC/GC/CA@HWC 
Cc: Linda Corrigan/HC-SC/GC/CA@HWC 
Date: 2011-02-1503:08 PM 
Subject: For Action - BN to MO Staff on Tapentadol- BF Feb 17 

Further to this afternoon's MO hot issues meeting, MO has requested a short Briefing Note to MO staff on 

m II I O· T I O··liIIrnnTn'I~·nillll'Tll 
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the scheduling of tapentadol (what is it, international, what does scheduling mean, next steps). I think 
much of the information is included in the NOI (which should also be attached as an appendix). 

BF: 4 pm Thursday February 17th. 

The DG approved note should come up through MECS. 

I understand they are also looking for media lines - expect comms will be in touch. 

Thanks, 

Jesse 

----- Forwarded by Paula RobertlHC-SC/GC/CA on 2011-02-15 03:48 PM -----

1""1 Hca Ith ...,... Canada 
SantO 
Canada 

SubjectlSujet: 11-103458 - 103 for I pour: See Note 

11-103458 - 103 

Sent From I 
Envoys de 

Organizationl 
HECSB-CSTD-DGO Organisme 

HECSB-CSTD-OCS, 
Paula Rober!/HC-SC/GC/CA' HECSB-CSTD-DGO 

Personl 
Personne 
Arafo Talane/HC-SC/GC/CA, 
Paula RobertlHC-SC/GC/CA 

Document Status: Open/Ouver! 
Action / 
Intervention: See Note 

Comments / Commentaires: 

2011-02-15 

Canadlr 

2011-02-17 

Arafo: Please provide briefing note to MO for DG approval by 10:00 a.m. Thursday, February 17th, 2011. Merci. Paula 

Here is the link to document. / 
Voici Ie lien au document 
.J 

----- Forwarded by Paula RobertlHC-SC/GC/CA on 2011-02-15 03:40 PM -----

1.1 H_It" Sartt8 
canada Gan.wa 

'Indicates a mandatory field 

j I 

Branch Correspondence 
Protected - He only 
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Document 11-103458 - 103 File Number: CV 
Number: (1) 

Branch: CV HECSB Directorate: ® CSTD-DGO 

'Last Name: (1) Arnup-Blondin 
First Name: ® Jesse 

Province: (1) Ontario o . . (1) rgamzatJon: • 

'Document Type: Briefing Note (MO) I Note de breffage (CM) Cross Reference #: 

(1) (Z). 

'Correspond. Date: 2011-02-15 ·Date Received: 2011-02-15 
(1) (1) 

Due Date: <V 2011-02-17 "Status: ® Open/Ouvert 

Category: ® "Incoming Type: E-MaillCourriel 

® 
Language: <V Englishl Anglais Priority: (fl 
Security 

Designation: (1) 
Special 

Instructions: (1) 

Outgoing Type: ® B.F. Date: ® 2011-02-17 

'Subject f Title: ® Briefing Note to MO staff on the scheduling of tapentadol (what is it, international, what does scheduling 
mean, next steps). I think much of the information is included in the NOI (which should also be attached as 
an appendix) 

Document 

Remarks: (fl 

Signed By: ® - Signature Date: 
(1) 

In-Depth Subject: 
(1) 

Comments 

Records Office ...... _ ....... -_ .................... --.--. ............................. _ ............... _._ ....... J 

Edit HistoryL ________________________________________ --1 

Created By: Paula Robert'HC-SC/GC/CA 

Edit History: 
Rev. Editor 
O.Paula Robert'HC-SC/GC/CA 

'Only past ten edits are shown 

] I 

Date Created: 2011-02-1503:34:53 PM 

Edit Date 
2011-02-1503:39:27 PM 
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Re: AlDG approved - Tapentadol NOI Q) 
Jocelyn Kula to: Stephanie Szick 

Denis Arsenault, Nathan J Isotalo, CSTD-DGO, Michael Assad 
2011-02-1504:51 PM 

Signed copies are just a formality for the CG office as when the NOI is printed, it is only the name that 
appears. Ergo, as Cathy is only away on leave, and has not vacated the post on a long term basis, I say 
we stick with Cathy in the sig block and Brenda can just sign for her. 

Thanks for catching the typo. 

Origs will be back up for signature soon, as the whole package needs to go to the CG office on Friday 
morning. 

JK 

Jocelyn Kula 
Acting Director! Directrice par interim 
Office of Controlled Substancesl Bureau des substances contr61ees 
Healthy Environments and Consumer Safety Branch/ Direction genera Ie de la sante environnementale et 
de la securite des consommateurs 
Health Canada! Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

Stephanie Szick hi Denis, A/DG approved with v. minor edits -- n ... 2011-02-1504:47:59 PM 

From: Stephanie SzicklHC-SC/GC/CA 
To: Denis ArsenaultlHC-SC/GC/CA@HWC 
Cc: Jocelyn Kula/HC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC, CSTD-DGO, Michael 

Assad/HC-SC/GC/CA@HWC 
Date: 2011-02-1504:47 PM 
Subject: A1DG approved - Tapentadol NOI 

hi Denis, 

AlDG approved with v. minor edits -- note, one small typo on first page, and have changed the signature 
"block" on page 2 --- this should read Brenda's name as she will be signing as AlDG -- not certain of 
protocol on this though -- i.e. if you need to indicate she is signing on behalf of Cathy Sabiston etc. Defer 
to you. 

I've let Brenda know to expect the official versions in both OLs for her signature later this week. 

Stephanie Szick 
Director General's Office I Bureau du directeur general 
Controlled Substances & Tobacco Directorate (CSTD) I 
Direction des substances contr61ees et de la lutte au tabagisme (DSCL T) 
Health Canada I Sante Canada 
Tel I Tel: (613) 948-8651 

~ 
Tapentadol NOI_ CSTD A-DG_15-02-11.doc 

Denis Arsenault Hi Stephanie, Further to my previous email, atta ... 

'1 I 

2011-02-1404:00:43 PM 
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Hi Jocelyn, 

Re: tapentadol abuse liability review Q] 
Suzanne Desjardins to: Jocelyn Kula 
c::::: Denis Arsenault, Hanan Abramovici, Nathan J Isotalo 

2011-02-1505:00 PM 

Hanan is away this week, so I will discuss timeline with him again next week when he is back. I know he 
has already started to work on it and we have indeed discussed some additional options for external 
review. 

I'll get back to you next week with a plan of action to meet your deadline. 

Thanks 

Suzanne 

Jocelyn Kula Hi Suzanne, I am just following up on the status ... 2011-02-1504:09:54 PM 

From: Jocelyn Kula/HC-SC/GC/CA 
To: Suzanne Desjardins/HC-SC/GC/CA@HWC 
Cc: Denis ArsenaultlHC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC, Hanan 

Abramovici/HC-SC/GC/CA@HWC 
Date: 2011-02-15 04:09 PM 
Subject: tapentadol abuse liability review 

Hi Suzanne, 

I am just following up on the status of the abuse liability review for tapentadol. When last we spoke, your 
shop had agreed to take care of contracting it out, but now I understand from Denis that Hanan is going to 
take it on himself and because of other priorities, may not be able to complete the review until June or 
July. This is a bit of a problem for us in that as you may know, . s.20(1)(b) 

All mat to say, but In recent discussions wltn me 
company Cathy has pretty much committed to our having a proposal in departmental approvals in May, 
and that is how the action plan that went forward to ADMO, and obviously we can't honour that 
commitment if we don't have the abuse liability review in hand well before then. 

I recognize ORS has plenty of its own priorities to deal with; that said, I would just like to confirm that you 
have exhausted all other possibilities, e.g., external reviewers. 

Happy to discuss. 
Jocelyn 

Jocelyn Kula 
Acting Director! Directrice par interim 
Office of Controlled Substances! Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch! Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada! Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

'" "II---1IIif111111111Iilllllllllll 
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re: for your consideration tapentadol file 
Nathan J Isotalo to: Denis Arsenault 

Good morning, Denis :) 

s.20(1)(b) 

2011-02-1610:31 AM 

In regards to tapentadol, please, for your consideration, I recommend not waiting for a formal contract 
review of the tapentadol abuse liability assessment as such a contract could delay the coming into force 
date of the scheduling of tapentadol, its salts and its analogues. 

. ..................................................................................................................................................................................................................................................................................................................... . 

compounded with the fact that it is an opioid medication with potential for abuse, trafficking and diversion 
and that other countries have added it to their schedules similar to morphine and hydromorphone, and 
with the evidence of abuse liability ..... that this weight of evidence is sufficient to apply the precautionary 
principle and move forward with the scheduling of tapentadol, its salts and analogues without a contract 
review of Janssen-Ortho Inc's abuse liability data package. 

This is for your consideration only and the decision on how the programme proceeds rests with you and 
other managers. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

In I ·!;-iilf~TI-rJrlf,frTlllllllflli 
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Return Receipt 

'Your messa£]e: 
was received by: 
at: 

re: for your consideration tapentadol file 
Denis ArsenaultlHC-SC/GC/CA 
2011-02-1609:09:10 AM 

lnilT WTnllITIllIIIf1l1 
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DEPARTMENT OF HEALTH 

CONTROLLED DRUGS AND SUBSTANCES ACT 

Notice to Interested Parties- Proposal regarding the regulation of the following 
substances under the Controlled Drugs and Substances Act: 

• tapentadol (phenol, 3-[(1R,2R)-3-(dimethylamino)-I-ethyl-2-methylpropyl]-) its 
salts and related analogues 

This notice provides interested stakeholders with the opportunity to provide comments on 
Health Canada's proposal to add tapentadol, its salts and its related analogues to Schedule 
I to the Controlled Drugs and Substances Act and to the Schedule to the Narcotic Control 
Regulations (NCR). 

In ,,' 
December 20 I 0, Health Canada issued a Notice of Compliance for WUCy)JTA*CR!@, A 
new drug product containing tapentadol to be sold in Canada in controlled release tablet 

s.20(1)(b) 

fonnulations of 50, 100, ISO, 200 and 250 mg. NOO!l'i ~t I eft=®"has been approved fJ 

for use in the treatment of moderate and chronic nociceptive and neuropathic pain. . "brs . fl* @li.-r: 
,J rVCA..C<-fK.1TA-1M ,r-c...R. ~ ,Iv II"'\" 

Although tapentadol is not currently included in any ofthe United Natio~~ol _ .~ iN 
conventions, studies of abuse liability indicate its potential for abuse and thus its r1<.. ~ twA/r- '
susceptibility to diversion and trafficking. 

---------------------------------

The addition of tapentadol, its salts and its related analogues to Schedule I to the CDSA 
and to the Schedule to the NCR would prohibit its possession, trafficking, possession for 
the purpose of trafficking, importation, exportation, possession for the purpose of 
exportation, and production except as authorized under the NCR. 

The scheduling of tapentadol will mitigate the potential for its diversion, trafficking and 
abuse while not preventing its availability for legitimate medical reasons. Scheduling will 
also enable law enforcement to take action in instances of suspected illegal activity. 

The publication of this notice begins a 30-day comment period. If you are interested in 
this process or have comments on this proposal, please contact Mr. Nathan Isotalo, 
Regulatory Policy Division, Office of Controlled Substances, Address Locator: 3503D, 
123 Slater St., Ottawa, ON, Canada, KIA OK9, by fax at (613) 946-4224 or by email at 
OCS.Policy.and.Regulatory.Affairs@hc-sc.gc.ca 

nr ." lW I '''' "'lllrlnnrlf'lTlITITTIIi 
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Date ___________ _ 

m m I 

Cathy A. Sabiston 
Director General 
Controlled Substances and Tobacco Directorate 
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s.20(1)(b) 

MINISTERE DE LA SANTE 

LOI REGLEMENTANT CERTAINES DROGUES ET AUTRES SUBSTANCES 

Avis aux interesses - Proposition concernant la reglementation des substances suivantes 
aux termes de la Loi reglementant certaines drogues et autres substances : 

• tapentadol (phenol, 3-[(lR,2R)-3-(dimethylamino)-1-ethyl-2-methylpropyl]-), ses 
sels et ses analogues apparentes 

Le present avis offre aux parties interessees l'occasion de commenter la proposition de 
Sante Canada qui consiste a ajouter Ie tapentadol, ses sels et ses analogues apparentes a 
l'annexe I de la Loi reglementatzt_certaines drogues et autres substances et a l'annexe du 
Reglement sur les stupejiants{fl{fJ) 

'- r' 

decembre 201 O,.-SaQ,.te Canada a delivre un avis de coniormite du produit 
/ NUCYNTA *C~un nouveau medicament contenant du tapentadoI, en vue de sa 

commercialisation au C~ en comprimes a liberation controlee de 50, 100, 150, 200 et 
250 mg. NUCYNTA *CRMD,~ ete autorise pour Ie traitement de la douleur nociceptive et 

,-", -
neuropathique moderee et chr'onique. ,,....-' 

,; '41'>:" 
. ~.'"~! 

Bien que Ie tapentadol ne soit actuellement vise par aucune des conventions des Nations 
unies sur Ie controle des drogues, des etudes du risque d'abus indiquent qu'il existe un 
risque d'abus et done de detournement et de trafic. 

, , 111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111 

L'ajout du tapentadol, de ses sels et de ses analogues apparentes a l'annexe I de la Loi 
reglementant certaines drogues et autres substances et a l'annexe du Reglement sur les 
stupejiants rendrait illegaux la possession de tapentadoI, Ie trafic de tapentadoI, la 
possession de tapentadol en vue d'en faire Ie trafic, l'importation de tapentadol, 
I' exportation de tapentadoI, la possession de tapentadol en vue de son exportation, et la 
production de ~entadoI, sauf dans les cas autorises en vertu du Rtgt'emem sUrles 
stllpijffluts. f'\ 5 
L'ajout du tapentadol aux annexes susmentionnees reduira Ie risque de detournement, de 
traiic et d'abus de cette substance tout en en assurant la disponibilite pour des fins 
medicales. Ceia permettra egalement aux organismes charges de I' application de la loi de 
prendre des mesures en cas d'activite illegale soup~onnee. 

Une peri ode de commentaires de trente (30) jours debute a la date du present avis. Si 
vous desirez participer a ce processus ou si vous aimeriez nous faire part de vos 
commentaires au sujet de la presente proposition, veuillez communiquer avec 

001657 
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M. Nathan Isotalo, Division de la politique reglementaire, Bureau des substances 
controlees, indice de l'adresse : 3503D, 123, rue Slater, Ottawa (ON), Canada, KIA OK9; 
vous pouvez communiquer avec M. Isotalo par telecopieur, au 613-946-4224, ou par 
courriel, a OCS.Policy.and.Regulatory.Affairs@hc-sc.gc.ca. 

Date: 

Cathy A. Sabiston 
Directrice generale 
Direction des substances controlees et de la lutte au tabagisme 

-----------------------

".->~ ,- "-
M~_", 

" lIIImnnFTI"lIIIII"fll' 
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re: Tapentadol MO briefing note 
Nathan J Isotalo to: Denis Arsenault 

Good afternoon, Denis, 

please find attached an electronic copy of the MO briefing note. 

~ 
11-103458-103 BN to MO Schedulling ofTapentadol.wpd 

I've also placed a copy on the shared L drive. 

Nathan. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

TIT . 111"' I 

2011-02-1601:12 PM 
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ISSUE: 

MECS/SGCHD #11-103458-103 

BRIEFING NOTE TO THE MINISTER'S OFFICE 

Adding Tapentadol, its related salts and analogues to 
Schedule I of the Controlled Drugs and Substances Act and; 

the Schedule to the Narcotic Control Regulations 

Tapentadol, its salts and analogues( e.g. isomers) pose risk to the health and safety of 
Canadians as such medications have the potential for abuse, misuse, diversion and 
trafficking into Canada. NNUCYNTATM*CR is the brand name for 

soon to be available in the Canadian 
marketplace through prescription as of March 2011. Due to the risks associated with 
opioid related substances, opioids are listed on the Schedules and are governed under the 
Controlled Drugs and Substances Act (CDSA) and the Narcotic Control 
Regulations(NCR) in Canada. 

The scheduling of tapentadol, its salts and analogues of similar abuse potential under the 
CDSA will prohibit any illicit possession, trafficking, possession for the purpose of 
trafficking, importation, exportation and production in Canada. Scheduling will also 
impose judicial actions for those who contravene the CDSA and its Regulations and will 
enable law enforcement take action in instances of suspected illegal activity. 

Scheduling will mitigate the potential for its abuse, misuse, diversion and trafficking 
while not preventing tapentadol's availability to patients, those with a need for legitimate 
medical reasons. 

BACKGROUND: 

A New Drug Submission was filed by Janssen-Ortho Inc., with Health Canada's Health 
Products and Food Branch on 2009-12-11 for NNUCYNTATM*CR, a controlled release 
oral tablet formulation of tapentadol hydrochloride in dosages of 50, 100, 150, 200 and 
250mg 

_ Along with their 

lilT ' Tn" I 
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s.20(1)(b) 

submission was an assessment of comprehensive abuse liability for NNUCYNT ATM*CR. A 
revised version was submitted to the Office of Controlled Substances on 2010-06-18. 

On 2010-11-02, a response was prepared by the Office of Controlled Substances to 
Treasury Board Secretariat's comments on an intial triage statement for the regulatory 
proposal to add tapentadol, its salts and analogues onto the Schedule of the CDSA and 
NCR. The overall impact rating for the regulatory proposal was deemed to be low. An 
exemption from prepublication in Canada Gazette Part I is being sought of Treasury 
Board Secretariat so that the Regulatory Policy Division of the Office of Controlled 
Substances may go directly to final publication in Canada Gazette Part II as the primary 
stakeholder is the sponsor, Janssen-Ortho Inc .. 

On 2010-12-02, Janssen-Ortho Inc., received from Health Canada a Notice of 
Compliance(NOC) for their new drug submission for the brand name product 
NNUCYNTATM*CR containing tapentadol hydrochloride. 

In the United States, 
and has been commercially available in an immediate-release oral formulation since June 
of that year. 

Although tapentadol is not currently included in any of the United Nations drug control 
conventions, studies of abuse liability indicate its potential for abuse and thus its 
susceptibility to diversion and trafficking. 

CURRENT STATUS: 

On 2010-12-09, the Office of Controlled Substances had issued a Letter of No Objection 
for the purposes of importation of NNUCYNT ATM*CR into Canada. 

Several teleconferences were held recently e.g. 2011-02-15 with the sponsor at their 
request as the sponsor would like to have all members of their supply chain treat 

, ;1I1!1 ill' Inr,lrnDlII i 
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NNUCYNTATM*CR voluntarily as a narcotic in the interim period prior to the scheduling 
coming into force. The sponsor is also requesting that they communicate this out in a 
letter to them prior to the marketing of NNUCYNT ATM*cR in Canada this March. 

An review of the Comprehensive Abuse Liability Assessment submitted by Janssen-Ortho 
Inc., is commencing within the Office of Research and Surveillance. Completion of this 
review may delay progress on the regulatory proposal and its coming into force 
publicationin Canada Gazette. 

CONCLUSION: 

It is concluded that the Notice of Intent should be published in Canada Gazette as soon as 
possible and that tapentadol, its salts and analogues be added to the Schedule of the 
CDSA and the Schedule of the NCR as expeditiously possible due to the need to impose 
controls on this opioid medication that has potential for abuse, misuse, diversion and 
trafficking. 

MECS# 11-103458-103 

Branch Head: Paul Glover, ADM 
Telephone: (613) 957-1804/ (613) 946-6701 

Attachment(s) 

Deputy Minister's Office 

Appendix A Notice of Intent to Publish in Canada Gazette 2011-02-26. 

IT! - ~ I 
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Notice of Intent Appendix A 

DEPARTMENT OF HEALTH 

CONTROLLED DRUGS AND SUBSTANCES ACT 

Notice to Interested Parties- Proposal regarding the regulation ofthe following substances under 
the Controlled Drugs and Substances Act: 

tapentadol (phenol, 3-[(lR,2R)-3-( dimethylamino )-1-ethyl-2-methylpropyl]-) its salts and 
related analogues 

This notice provides interested stakeholders with the opportunity to provide comments on Health 
Canada's proposal to add tapentadol, its salts and its related analogues to Schedule I to the 
Controlled Drugs and Substances Act and to the Schedule to the Narcotic Control Regulations 
(NCR). 

In December 
2010, Health Canada issued a Notice of Compliance for NNUCYNT A IIVl~ CR, a new drug 
product containing tapentadol to be sold in Canada in controlled release tablet formulations of 
50, 100, 150, 200 and 250 mg. NNUCYNT A TM* CR has been approved for use in the treatment 
of moderate and chronic nociceptive and neuropathic pain. 

Although tapentadol is not currently included in any of the United Nations drug control 
conventions, studies of abuse liability indicate its potential for abuse and thus its susceptibility to 
diversion and trafficking. 

------------------------------------------------

The addition oftapentadol, its salts and its related analogues to Schedule I to the CDSA and to 
the Schedule to the NCR would prohibit its possession, trafficking, possession for the purpose of 
trafficking, importation, exportation, possession for the purpose of exportation, and production 
except as authorized under the NCR. 

The scheduling of tapentadol will mitigate the potential for its diversion, trafficking and abuse 
while not preventing its availability for legitimate medical reasons. Scheduling will also enable 
law enforcement to take action in instances of suspected illegal activity. 

The publication of this notice begins a 30-day comment period. If you are interested in this 
process or have comments on this proposal, please contact Mr. Nathan Isotalo, Regulatory Policy 
Division, Office of Controlled Substances, Address Locator: 3503D, 123 Slater St., Ottawa, ON, 
Canada, KIA OK9, by fax at (613) 946-4224 or by email at 
OCS.Policy.and.Regulatory.Affairs@hc-sc.gc.ca. 

TIi "m, I 
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Brenda Paine 
Acting Director General 
Controlled Substances and Tobacco Directorate 

Date --------------------------
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ISSUE: 

BRIEFING NOTE TO THE MINISTER'S OFFICE 

Adding Tapentadol to Schedule I of the 
Controlled Drugs and Substances Act and to 

the Schedule to the Narcotic Control Regulations 

s.20(1)(b) 

11-103458-103 

A Notice to Interested Parties regarding the proposed scheduling of tapentadol, its salts 
and analogues under the Controlled Drugs and Substances Act (CDSA) is to be published 
in Part I of the Canada Gazette on February 26,2011. 

BACKGROUND: 

In December 2010, NNUCYNTATM*CR, a controlled release oral tablet formulation of 
tapentadol hydrochloride was approved by Health Products and Food Branch for use in 
the treatment of moderate and chronic nociceptive and neuropathic pain. 

_ the submission of abuse liability data for 
NNUCYNTATM*CR. 

Although tapentadol is not currently included in any of the United Nations drug control 
conventions 

---------------------------------------------------------

CURRENT STATUS: 

The Notice to Interested Parties (NOI) to be published in Part I of the Canada Gazette on 
Febmary 26,2011 will propose that tapentadol, its salts and analogues be added to 
Schedule I of the Controlled Drugs and Substances Act (CDSA) and to the Schedule of 
the Narcotic Control Regulations (NCR). The NOI is not expected to generate any 
negative reactions 
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-2-

As it intends to begin marketing NNUCYNT ATM*CR in Canada by early March 2011, 
Janssen-Ortho Inc., has indicated its intention to treat this product as a narcotic even 
though tapentadol has not yet been scheduled under the CDSA. It is also preparing a 
letter to its supply chain partners, e.g., wholesalers and pharmacists, encouraging them to 
monitor tapentadol sales in order to limit its abuse and/or diversion. 

HECSB is currently reviewing the abuse liability data submitted by Janssen-Ortho Inc .. 
The results of this review, along with comments submitted in response to the publication 
of the NOI, will inform the preparation of the regulatory package for tapentadol to be 
submitted for consideration by Treasury Board. It is expected that a regulation package is 
likely to be ready for departmental approvals in June-July, 2011. 

Deputy Minister's Office 

MECS# 11-103458-103 
Branch Head: Hilary Geller, ADM 
Telephone: (613) 957-1804/ (613) 946-6701 
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ISSUE: 

MECS/SGCHD #11-103458-103 

BRIEFING NOTE TO THE MINISTER'S OFFICE 

Adding Tapentadol, its related salts and analogues to 
Schedule I of the Controlled Drugs and Substances Act and; 

the Schedule to the Narcotic Control Regulations 

Tapentadol, its salts and analogues(e.g. isomers) pose risk to the health and safety of 
Canadians as such medications have the potential for abuse, misuse, diversion and 
trafficking into Canada. NNUCYNTATM*CR is the brand name· 

soon to be available in the Canadian 
marketplace through prescription as of March 2011. Due to the risks associated with 
opioid related substances, opioids are listed on the Schedules and are governed under the 
Controlled Drugs and Substances Act (CDSA) and the Narcotic Control 
Regulations(NCR) in Canada. 

The scheduling of tapentadol, its salts and analogues of similar abuse potential under the 
CDSA will prohibit any illicit possession, trafficking, possession for the purpose of 
trafficking, importation, exportation and production in Canada. Scheduling will also 
impose judicial actions for those who contravene the CDSA and its Regulations and will 
enable law enforcement take action in instances of suspected illegal activity. 

Scheduling will mitigate the potential for its abuse, misuse, diversion and trafficking 
while not preventing tapentadol's availability to patients, those with a need for legitimate 
medical reasons. 

BACKGROUND: 

A New Drug Submission was filed by Janssen-Ortho Inc., with Health Canada's Health 
Products and Food Branch on 2009-12-11 for NNUCYNTATM*CR, a controlled release 
oral tablet formulation of tapentadol hydrochloride in dosages of 50, 100, 150, 200 and 
250mg 

III :11 I 
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Along with their 
submission was an assessment of comprehensive abuse liability for NNUCYNT ATM*CR. A 
revised version was submitted to the Office of Controlled Substances on 2010-06-18. 

On 2010-11-02, a response was prepared by the Office of Controlled Substances to 
Treasury Board Secretariat's comments on an intial triage statement for the regulatory 
proposal to add tapentadol, its salts and analogues onto the Schedule of the CDSA and 
NCR. The overall impact rating for the regulatory proposal was deemed to be low. An 
exemption from prepublication in Canada Gazette Part I is being sought of Treasury 
Board Secretariat so that the Regulatory Policy Division of the Office of Controlled 
Substances may go directly to final publication in Canada Gazette Part II as the primary 
stakeholder is the sponsor, Janssen-Ortho Inc .. 

On 2010-12-02, Janssen-Ortho Inc., received from Health Canada a Notice of 
Compliance(NOC) for their new drug submission for the brand name product 
NNUCYNTATM*CR containing tapentadol hydrochloride. 

In the United States, 
and has been commercially available in an immediate-release oral formulation since June 
of that year. 

Although tapentadol is not currently included in any of the United Nations drug control 
conventions, studies of abuse liability indicate its potential for abuse and thus its 
susceptibility to diversion and trafficking. 

CURRENT STATUS: 

On 2010-12-09, the Office of Controlled Substances had issued a Letter of No Objection 
for the purposes of importation ofNNUCYNTATM*CR into Canada. 

Several teleconferences were held recently e.g. 2011-02-15 with the sponsor at their 
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request as the sponsor would like to have all members of their supply chain treat 
NNUCYNTATM·cR voluntarily as a narcotic in the interim period prior to the scheduling 
coming into force. The sponsor is also requesting that they communicate this out in a 
letter to them prior to the marketing of NNUCYNTATM·cR in Canada this March. 

An review of the Comprehensive Abuse Liability Assessment submitted by Janssen-Ortho 
Inc., is commencing within the Office of Research and Surveillance. Completion of this 
review may delay progress on the regulatory proposal and its coming into force 
publicationin Canada Gazette. 

CONCLUSION: 

It is concluded that the Notice of Intent should be published in Canada Gazette as soon as 
possible and that tapentadol, its salts and analogues be added to the Schedule of the 
CDSA and the Schedule of the NCR as expeditiously possible due to the need to impose 
controls on this opioid medication that has potential for abuse, misuse, diversion and 
trafficking. 

MECS# 11-103458-103 

Branch Head: Paul Glover, ADM 
Telephone: (613) 957-1804/ (613) 946-6701 

Attachment( s) 

Deputy Minister's Office 

Appendix A Notice of Intent to Publish in Canada Gazette 2011-02-26. 
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Notice of Intent Appendix A 

DEP ARTMENT OF HEALTH 

CONTROLLED DRUGS AND SUBSTANCES ACT 

Notice to Interested Parties- Proposal regarding the regulation of the following substances under 
the Controlled Drugs and Substances Act: 

tapentadol (phenol, 3-[(IR,2R)-3-( dimethylarnino )-I-ethyl-2-methylpropyl]-) its salts and 
related analogues 

This notice provides interested stakeholders with the opportunity to provide comments on Health 
Canada's proposal to add tapentadol, its salts and its related analogues to Schedule I to the 
Controlled Drugs and Substances Act and to the Schedule to the Narcotic Control Regulations 
(NCR). 

In December 
2010, Health Canada issued a Notice of Compliance for NNUCYNTA TM* CR, a new drug 
product containing tapentadol to be sold in Canada in controlled release tablet formulations of 
50, 100, 150, 200 and 250 mg. NNUCYNTA TM* CR has been approved for use in the treatment 
of moderate and chronic nociceptive and neuropathic pain. 

Although tapentadol is not currently included in any of the United Nations drug control 
conventions, studies of abuse liability indicate its potential for abuse and thus its susceptibility to 
diversion and trafficking. 

111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111 

The addition oftapentadol, its salts and its related analogues to Schedule I to the CDSA and to 
the Schedule to the NCR would prohibit its possession, trafficking, possession for the purpose of 
trafficking, importation, exportation, possession for the purpose of exportation, and production 
except as authorized under the NCR. 

The scheduling of tap entado 1 will mitigate the potential for its diversion, trafficking and abuse 
while not preventing its availability for legitimate medical reasons. Scheduling will also enable 
law enforcement to take action in instances of suspected illegal activity. 

The publication of this notice begins a 3D-day comment period. If you are interested in this 
process or have comments on this proposal, please contact Mr. Nathan Isotalo, Regulatory Policy 
Division, Office of Controlled Substances, Address Locator: 3503D, 123 Slater St., Ottawa, ON, 
Canada, KIA OK9, by fax at (613) 946-4224 or by email at 

m :11 1 ; 'lillTU1TlrTrml; 

001671 



OCS.Policy.and.Regulatory.Affairs@hc-sc.gc.ca. 

Brenda Paine 

Acting Director General 

Controlled Substances and Tobacco Directorate 

Date -----------------------

II! :~ I !i' lIIIlli r:II lfIInfllllfT II. 
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ISSUE: 

11-103458-103 

BRIEFING NOTE TO THE MINISTER'S OFFICE 

Adding Tapentadol to Schedule I of the 
Controlled Drugs and Substances Act and to 

the Schedule to the Narcotic Control Regulations 

which poses a risk to the health and safety of 
Canadians due to its potential for abuse, misuse, diversion and trafficking. In light of 
these risks, a Notice to Interested Parties is to be published in Part I of the Canada 
Gazette on February 26,2011 proposing that tapentadol, its salts and analogues be added 
to the Schedule I of the Controlled Drugs and Substances Act (CDSA) and to the 
Schedule of the Narcotic Control Regulations (NCR). 

BACKGROUND: 

In December 2009, Ianssen-Ortho Inc filed with Health Canada's Health Products and 
Food Branch a New Drug Submission for NNUCYNTATM*CR, a controlled release oral 
tablet formulation of tapentadol hydrochloride in dosages of 50, 100, 150, 200 and 250 
mg 
Ianssen-Ortho Inc. subsequently received from Health Canada in December 2010 a 
Notice of Compliance (NOC) for their new drug product NNUCYNTATM*CR. In addition, 
the Office of Controlled Substances issued a Letter of No Objection for the purposes of 
importation ofNNUCYNTATM*CR into Canada. 

This request was accompanied by the submission of a Comprehensive abuse 
liability Assessment for NNUCYNTATM*CR. 

Although tapentadol is not currently included in any of the United 

.. .12 
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Nations drug control conventions, studies of abuse liability indicate its potential for abuse 
and thus its susceptibility to diversion and trafficking. 

CURRENT STATUS: 

A Notice to Interested Parties (NOI) will be published in Part I of the Canada Gazette on 
February 26,2011 proposing that tapentadol, its salts and analogues be added to the 
Schedule I of the Controlled Drugs and Substances Act (CDSA) and to the Schedule of 
the Narcotic Control Regulations (NCR). 

In addition, a review of the Comprehensive Abuse Liability Assessment submitted by 
lanssen-Ortho Inc., by the Office of Research and Surveillance has commenced. The 
results of this review, along with comments submitted in response to the publication of 
the NOI, will inform the preparation of the regulatory package for tapentadol to be 
submitted for consideration by Treasury Board. 

As it intends to begin marketing NNUCYNTATM*CR in Canada by early March 2011, 
lanssen-Ortho Inc has indicated its intention to take the interim measure of advising 
members of its supply chain to treat this product as a narcotic even though tapentadol has 
not yet been added to the Schedules of the CDSA and NCR. 

Deputy Minister's Office 

MECS# 11-103458-103 
Branch Head: Hilary Geller, ADM 
Telephone: (613) 957-1804/ (613) 946-6701 
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s.20(1)(b) 

11-103458-103 

BRIEFING NOTE TO THE MINISTER'S OFFICE 

ISSUE: 

Adding Tapentadol to Schedule I of the 
Controlled Drugs and Substances Act and to 

the Schedule to the Narcotic Control Regulations 

A Notice to Interested Parties regarding the proposed scheduling oftapentadol, its salts 
and analogues under the Controlled Drugs and Substances Act (CDSA) is to be published 
in Part I of the Canada Gazette on February 26,2011. 

BACKGROUND: 

In December 2010, NNUCYNTATM*CR, a controlled release oral tablet formulation of 
tapentadol hydrochloride was approved by Health Products and Food Branch for use in 
the treatment of moderate and chronic nociceptive and neuropathic pain. 

Shortly after filing their New Drug Submission for NNUCYNTATM*CR, 
"""""""""""""""'"'''''''''''''''''''''''''''''''''''''''''''''''''''''''''''' 

This request was accompanied by the submission of abuse liability data for 
NNUCYNTATM*CR. 

Although tapentadol is not currently included in any of the United Nations drug control 
conventions! 

CURRENT STATUS: 

The Notice to Interested Parties (NOI) to be published in Part I of the Canada Gazette on 
February 26,2011 will propose that tapentadol, its salts and analogues be added to 
Schedule I of the Controlled Drugs and Substances Act (CDSA) and to the Schedule of 
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s.20(1)(b) 

2 

the Narcotic Control Regulations (NCR). The NOI is not expected to generate any 
negative reactions ----
As it intends to begin marketing NNUCYNTATM*CR in Canada by early March 2011, 
lanssen-Ortho Inc., has indicated its intention to treat this product as a narcotic even 
though tapentadol has not yet been scheduled under the CDSA. It is also preparing a 
letter to its supply chain partners, e.g., wholesalers and pharmacists, encouraging them to 
monitor tapentadol sales in order to limit its abuse andlor diversion. 

HECSB is currently reviewing the abuse liability data submitted by lanssen-Ortho Inc .. 
The results of this review, along with comments submitted in response to the publication 
of the NOI, will inform the preparation of the regulatory package for tapentadol to be 
submitted for consideration by Treasury Board. It is expected that a regulation package is 
likely to be ready for departmental approvals in June-luly, 2011. 

Deputy Minister's Office 

MECS# 11-103458-103 
Branch Head: Hilary Geller, ADM 
Telephone: (613) 957-1804 I (613) 946-6701 
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re: NOI tapentadol 
Nathan J 150talo to: Arafo Talane 
Cc: Denis Arsenault, Nathan J Isotalo 

Good afternoon Arafo, 

2011-02-1701:23 PM 

as requested, please find attached the original, unsigned electronic English and French WordPerfect 
copies of the Tapentadol NOI that were submitted to DGO for approval- prior to signing by Brenda Paine. 

Tapentadol_NOI_CSTD_2011-02-16 (ENGLlSH).wpd Tapentadol_NOI_CSTD_2011-02-16 (FRENCH).wpd 

Please find attached .pdf file copies of the signed English and French NOI for tapentadol. 

Tapentadol_NOI_CSTD_2011-02-16 (ENGLlSH).pdf Tapentaol_NOI_CSTD_ 2011-02-16 (FRENCH).pdf 

Nathan. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 
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s.20(1)(b) 

DEPARTMENT OF HEALTH 

CONTROLLED DRUGS AND SUBSTANCES ACT 

Notice to Interested Parties- Proposal regarding the regulation of the following substances under 
the Col/trolled Drugs lIlI(/ Substallces Act: 

tapcntadol (phenol. 3-[( 1 R,2R)-3-(dimethylamino)-1-ethyl-2-methylpropyl]-) its salts and 
related analogues 

This notice provides interested stakeholders with the opportunity to provide comments on Health 
Canada's proposal to add tapentadol, its salts and its related analogues to Schedule I to the 
COil/roiled Drugs al1(/ Suhstallces Act and to the Schedule to the Narcotic COlllro/ Regulatiolls 
(NCR). 

In December 
2010, Health Canada issued a Notice of Compliance for sNUCYNT A TM" CR, a new drug 
product containing tapentadol to be sold in Canada in controlled release tablet formulations of 
50, 100, 150, 200 and 250 mg. NNUCYNT A TW CR has been approved for use 

Although tapentadol is not currently included in any of the United Nations drug control 
conventions, studies of abuse liability indicate its potential for abuse and thus its susceptibility to 
diversion and trafficking. 

The addition oftapcl1tadol, its salts and its related analogues to Schedule I to the CDSA and to 
the Schedule to the NCR would prohibit its possession, trafficking, possession for the purpose of 
trafficking, importation, exportation, possession for the purpose of exportation, and production 
except as authorized under the NCR. 

Thc scheduling oftapentadol will mitigate the potential for its diversion, trafficking and abuse 
whilc not preventing its availability for Icgitimate medical reasons. Scheduling will also enable 
law enforcemcnt to takc action in instances of suspected illegal activity. 

The publication of this notice begins a 30-day comment period. If you are interested in this 
process or have comments on this proposal. please contact Mr. Nathan Isotalo. Regulatory Policy 
Division, Office of Controlled Substances, Address Locator: 3503D, 123 Slater St., Ottawa, ON, 
Canada, KIA OK9, by fax at (613) 946-4224 or by email at 
OCS.Policy.and.Rcgulatory.Affairs@hc-sc.gc.ca. 
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Datc __ (_·~_b_t_-.:.1_··· .L....!_.'!J_C_;ll 

m 

~n ~ {{l'2,. \? ~.c\(d!l~: .~( .. 
Cathy Sabislon 
Director General 
Controlled Substances und Tobacco Directorate 
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s.20(1)(b) 
MINISTERE DE LA SANTE 

LO! REGLEAlENTANTCERTA!NES DROGUES ETAUTRES SUBSTANCES 

Avis aux inleresses - Proposition concernant la reglcmentation des substances suivantcs 
aux tcnncs de la Lo; reglemellta1lt certaines drogues el mitres substallces : 

tapentadol (phenol, 3-[( 1 R,2R)-3-(dimethylamino )-I-ethyl-2-methylpropyl]-). ses 
sels et ses analogues apparentes 

Le present avis offre aux parties intcressees I'occasion de commenter sur la proposition 
de Sante Canada qui consistc a ajouter Ie tapentadol, ses sels et ses analogues apparentcs 
a I' annexe I de la Lo; reglemelltalll certaines (/rogues el (lfltres substallces el a I' annexe 
du RegJemelll Sill' les stllpejiams(RS). 

. .. En 
dccembre 2010, Sante Canada a dclivre un avis de confomlite du produit NNUCYNTA 
~I(,' CR, un nouveau medicament con tenant du tapentadol, en vue de sa 
commercialisation au Canada en comprimes a liberation controlce de 50, 100, ISO, 200 et 
250 mg. "NUCYNT A ~IC· CR a etc autorise pour 

Bien que Ie tapentadol ne soit actuellement vise par aucune des conventions des Nations 
unies sur Ie controle des drogues, des etudes du risque d'abus indiquent qu'iJ existe un 
risque d'abus et done de detournement et de trafie. 

, • 11111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111 

L'ajout du tapentadol, de ses sels et de ses analogues apparentes a l'annexe I de la La; 
reglemelltant cerlailles drogues et alllres slibstallces et a I'anncxe du Reglement slir les 
sillpejillllts en intcrdirait 1a possession, Ie lrafic, 1a possession en vue d'cn faire Ie trafic, 
J'importation, J'exportation, Ja possession en vue de I'exportation, et la production de 
tapentadoJ, sauf dans les cas autoriscs en vertu du RS. 

L'ajout du tapentadol aux annexes susmentionnees reduira Ie risque de detournement, de 
truftc et d'abus de cctte substance tout en en assurant la disponibilite pour des fins 
medicaJes. Ccla pennettra egalement aux organismcs charges de I'application de la loi de 
prendre des mesures en cas d'activitc iIlcgale soup~onnee. 

Une pcriode de cOllllllentaires de trente (30) jours dcbute a la date du present avis. Si 
vous desirez participer a ce processus ou si vous aimeriez no us faire part de vos 
commcntaircs au sujet de la prcsente proposition, vcuillez communiquer avec 
M. Nathan Isolalo, Division de la politique reglementairc, Bureau des substances 
conlrolces,indice de l'adresse : 3503D, 123, rue Slater, Ottawa (ON), Canada, KIA OK9; 
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VOLIS POllVCZ communiqucr avec M. Isolalo par tclccopiclIr, au 613-946-4224, Oll par 
courrici. a OCS.Policy.al.ld.Rcgulatory.Affairs@hc-sc.gc.ca. 

() "j 
r~' r, r{ I le,,-, 
I ,)\-tLL-~.I..::::lQ ~/.\ . f. (.( (joLL 

Calh~ Sabiston 
Dircclricc generate 
Direction des substances conlr6tccs ct dc la lutte all tabagisl11c 
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re: NOI publication 
Nathan J 150t310 to: Denis Arsenault 2011-02-1803:08 PM 

Good afternoon, Denis, 

fyi- I have received verbal confirmation from the publishing office of the Canada Gazette that the 
tapentadol NOI will be published on Saturday, February 26, 2011. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 
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Re: tapentadol abuse liability review ~ 
Jocelyn Kula to: Suzanne Desjardins 

Denis Arsenault, Hanan Abramovici, Nathan J Isotalo 

Merci Suzanne! 

Jocelyn 

Jocelyn Kula 
Acting Director! Directrice par interim 
Office of Controlled Substances! Bureau des substances controlees 

2011-02-1804:22 PM 

Healthy Environments and Consumer Safety Branch! Direction genera Ie de la sante environnementale et 
de la securite des consommateurs 
Health Canada! Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

Suzanne Desjardins Hi Jocelyn, Hanan is away this week, so I will ... 

From: 
To: 

Suzanne Desjardins/HC-SC/GC/CA 
Jocelyn Kula/HC-SC/GC/CA@HWC 

2011-02-15 05:00:42 PM 

Cc: Denis ArsenaultlHC-SC/GC/CA@HWC, Hanan Abramovici/HC-SC/GC/CA@HWC, Nathan J 
Isotalo/HC-SC/GC/CA@HWC 

Date: 2011-02-1505:00 PM 
Subject: Re: tapentadol abuse liability review 
,.,,,...._,-¥,"""'~,_~_,..,_"_ ... " ....... ~h #_~ _ . ...,- """" __ ""'" 

Hi Jocelyn, 

Hanan is away this week, so I will discuss timeline with him again next week when he is back. I know he 
has already started to work on it and we have indeed discussed some additional options for external 
review. 

I'll get back to you next week with a plan of action to meet your deadline. 

Thanks 

Suzanne 

Jocelyn Kula Hi Suzanne, I am just following up on the status .. , 2011-02-1504:09:54 PM 

'm' "''''~ 'I .. '1 1IIIIIIIlrlmlllrllilmii 
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" , s.20(1)(b) 

jocelyn f(ula to: [JOICAJ LUll-u2-18 05:18 PM 

[JOICAl". "Denis Arsenault". 
[JOICAl". . [JOICA)". "Lisa Marie NG". "Nathan J 
Isotalo" 

That may be tough as I am now in Winnipeg all day on Monday but we will do our best. 
Jocelyn 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances contr61ees 
Healthy Environments and Consumer Safety Branch/ Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

:JOICA]" Thanks Jocelyn. If at all possible we would ... 2011-02-1802: 15:44 PM 

From: JOICA)" 
To: "Jocelyn Kula" <jocelyn.kula@hc-sc.gc.ca> 
Cc: [JO I CAl" "Denis Arsenault" 

<denis.arsenault@hc-sc.gc.ca>. . [JOICA)" 
[JOICA)" "Nathan J Isotalo" <nattian.isotalo@hc-sc.gc.ca>. "Lisa Marie NG" 
<Iisa.marie.ng@hc-sc.gc.ca> 

Date: 2011-02-1802:15 PM 

Thanks Jocelyn. If at all possible we would appreciate the OCS feedback on the language by end of day 
nd 

Tuesday Feb 22 . I will ask to through Lisa-Marie to schedule a call. 

Kind regards 

From: Jocelyn Kula [mailto:jocelyn.kula@hc-sc.gc.ca] 
Sent: Friday, February 18, 2011 2:09 PM 
To: )OICA] 
Cc: :JOICA]; Denis Arsenault; 

[JOICA]; Nathan J Isotalo; Lisa Marie NG 
Subject: 

)OICA]; [JOICA]; 

Regarding a teleconference next week. I am sure Thursday or Friday will work. I think the most efficient 
thing for to do is to contact my assistant Lisa-Marie by telephone (at the number below) or by 
email (at the address above) and she can coordinate something that works for all involved. 

_-0, !! -'II1II 'I Iii 11111,1111 II mJIIfT11 
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Kind regards, and enjoy your holiday. 

Jocelyn 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances contr61ees 
Healthy Environments and Consumer Safety Branch/ Direction generale de la sante 
environnementale et de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

JOICA]" ---2011-02-18 02:01 :02 PM---Dear Jocelyn, As discussed in our February 15 
teleconference 

From: [JOICA]" 
To: "Jocelyn Kula" <jocelyn.kula@hc-sc.gc.ca> 
Cc: [JOICA]" 
<denis.arsenault@hc-sc.gc.ca>, ' 

Date: 2011-02-18 02:01 PM 
Subject: 

Dear Jocelyn, 

:JOICA),,' . 

"Nathan J Isotalo" <nathan.isotalo@hc-sc.gc.ca>, "Denis Arsenault" 
[J.oI CA]" [JOICA)" 

As discussed in our February 15 teleconference 
............................................................................................................................................................................................................................................................... 

As I will be away the week of Feb 21", and as previously agreed, we would like to set up a call with you, perhaps 
next Thursday/Friday (Feb 24/25), 

will contact you next week to set this up. 

Thank you gain for your guidance. 

Best regards 

'''1'r l' ' """'l~lll I 'I' ." 'I' 11--iTIIImirmlfIHn mill 
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Re: Tapentadol Briefing Note ~ 
Christine Roush to: Denis Arsenault 
,~:c: Jocelyn Kula, Nathan J Isotalo 

2011-02-21 01 :49 PM 

Thanks Denis - I requested it from Stephanie and she sent it to me this am. I am working on the lines now 
and should have a version for you to review later today. 

Christine Roush 
Senior Communications Advisorl 

Denis Arsenault Hi Christine, Further to my e-mail last Friday, w ... 

From: 
To: 

Denis ArsenaultlHC-SC/GC/CA 
Christine Roush/HC-SC/GC/CA@HWC 

2011-02-21 01 :34:49 PM 

Cc: Jocelyn Kula/HC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC 
Date: 2011-02-21 01 :34 PM 
Subjec_t:~ __ Tapentadol Briefing Note 

Hi Christine, 

Further to my e-mail last Friday, we thought we would send along to you for reference the attached 
briefing note on tapentadol as it may be of use to you in preparing the MLs. 

[attachment "EDMS-#80641-v2-11-1 03458-BRIEFING_NOTE.DOC" deleted by Christine 
Roush/HC-SC/GC/CAI 

Denis 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances contr61E§es, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax / Telecopieur: (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 
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Media lines 
Tapentadol 

A Notice to Interested Parties outlining Health Canada's proposal to add tapentadol, its salts and its related 
analogues to Schedule I to the Controlled Drugs and Substances Act and to the Schedule to the Narcotic 
Control Regulations (NCR), will be published in Canada Gazette, Part I, on Saturday, February 26,2011. 

Key Messages: 

• Health Canada is proposing to add tapentadol, its salts and its analogues, to Schedule I of the 
CDSA, and to the Schedule to the Narcotic Control Regulations (NCR). Tapentadol is an 
analgesic that can be used for the management of moderate and chronic pain. 

• The proposed inclusion of tapentadol to the Controlled Drugs and Substances Act and the 
Narcotic Control Regulations would prohibit its possession, production, distribution, importation, 
exportation, trafficking, and possession for the purposes of trafficking except as authorized under 
the Narcotic Control Regulations. 

• The proposed scheduling oftapentadol would reduce the potential for the diversion, trafficking or 
abuse ofthis substance while continuing to ensure it is available for legitimate medical purposes. 
Its scheduling would also enable law enforcement to take action in instances of suspected illegal 
activities. 

• A Notice to Interested Parties, published in Part I of the Canada Gazette on February 26,2011, 
gives Canadians 30 days to comment on this proposal. 

Supplementary Messages: 

/fpressed regarding the scheduling o/tapentadol: 
• These proposed regulatory measures are being undertaken to safeguard Canadians and their 

families from drugs that have the potential for diversion andlor abuse. 

Questions and Answers 

Ql - What is involved in the scheduling of tapentadol as a controlled substance under the Controlled 
Drugs and Substances Act (CDSA)? 

Al - Health Canada considers several factors in determining whether a substance should be included in one 
of the Schedules to the Controlled Drugs and Substances Act (CDSA). These include: 
-Risk to personal and public health and safety 
-Chemical andlor pharmacological similarity to substances listed in the Schedules to the CDSA; 
-Legitimate use of the substance (i.e., therapeutic, scientific, industrial or commercial uses); 
-Potential for abuse andlor addiction liability of the substance; 
-Extent of actual abuse of the substance in Canada and internationally; and 
-International requirements and trends in international control. 

Health Canada has a preliminary assessment of tapentadol against these factors and proposes to include this 
substance in Schedule I to the CDSA and in the Schedule to the NCR. The first step in the process of 
scheduling of tapentadol under the CDSA and the NCR is the publication of a Notice to Interested Parties 
(NOl) in Canada Gazette, Part I, which will be published on February 26,2011 for a 30-day comment 

;rr :1 1 
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period. This notice provides interested stakeholders with the opportunity to provide comments on this 
proposal. Any comments received will be considered during the preparation of a subsequent regulatory 
proposal regarding tapentadol. 

Q2. What restrictions would be placed on tapentadol if it is scheduled under the CDSA 
and NCR? 

A2. The proposed inclusion oftapentadol to the Controlled Drugs and Substances Act and the Narcotic 
Control Regulations (NCR) would prohibit its possession, production, distribution, importation, 
exportation, trafficking or possession for the purposes of trafficking except as authorized under the NCR. 

Once scheduled, only dealers licensed under the NCR and certain health professionals, e.g., practitioners 
and pharmacists, etc., will be authorized to carry out activities with tapentadol. The NCR will also impose 
specific record-keeping, reporting and security requirements on those involved in handling tapentadol. 

Q3 - Are these substances controlled internationally? How are these substances regulated in other 
countries? 

A3 - Although tapentadol is not currently included in any of the United Nations drug control conventions, 

In the Umtea ::states, tapentaaol IS IllclUoeo III ::scneoUle 11 w me Lomrolled 
Substances Act. 

Q4 - If pharmaceutical products containing tapentadol are not yet on the market in Canada, why are 
you taking this action now? 

A4 - In December 2010, Health Canada approved NNUCYNTA™*CR, a controlled release oral tablet 
formulation of tapentadol hydrochloride, ~ - . .. 

~ ~ Since the substance demonstrates abuse potential, Health Canada is taking action to 
schedule tapentadol under the CDSA and the NCR in order to reduce the potential for diversion and/or 
abuse. 

Background: 

Classical opioids (i.e., those that contain the classic opioid structure) are regulated as controlled substances, 
with the exception of tramadol, which has not yet been scheduled. Anything else referred to as "opioid" 
that contains any variant of the opioid structure is not regulated under controlled substances. For example, 
the molecular structure of the drug Imodium, which is an anti-diarrheal agent, contains some parts of the 
opioid structure and has some of the effects of an opioid, i.e., it represses gut mobility, but is not regulated 
as a controlled substance, 

A briefing note was developed and sent to DMO on February 21, 2011. 

Prepared by: Christine Roush, Senior Communications Advisor, (assigned to HECS) 
Reviewed by: Nathan Isotalo, Senior Policy Analyst, Regulatory Policy Division, Controlled 

Substances and Tobacco Directorate 
Denis Arsenault, Acting Manager, Regulatory Policy Division, Controlled 

1 I II-llII TniUlIrllTTrm 11-
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Approved by: 

Substances and Tobacco Directorate 

Jocelyn Kula, AlDirector, Office of Controlled Substances, CSTD 
Brenda Paine, A/DG, CSTD, HECS 
Dave Stephens, Communications Executive, HECS 
Ken Polk, AlDirector, Public Affairs, PACCB 
Charles Mojsej, DG, P ACCB (Pending) 
Hilary Geller, AlADM, HPFB (FYI only) 
Anne Lamar, ADM, PACCB (FYI only) 
DMO (FYI only) 
MO 
PCO 
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Media lines 
Tapentadol 

A Notice to Interested Parties outlining Health Canada's proposal to add tapentadol, its 
salts and its related analogues to Schedule I to the Controlled Drugs and Substances Act 
and to the Schedule to the Narcotic Control Regulations (NCR), will be published in 
Canada Gazette, Part I, on Saturday, February 26,2011. 

Key Messages: 

• Health Canada is proposing to add tapentadol, its salts and its analogues, to 
Schedule I of the CDSA, and to the Schedule to the Narcotic Control Regulations 
(NCR). Tapentadol is an analgesic that can be used for the management of 
moderate and chronic pain. 

• The proposed inclusion of tapentadol to the Controlled Drugs and Substances Act 
and the Narcotic Control Regulations would prohibit its possession, production, 
distribution, importation, exportation, trafficking, and possession for the purposes 
of trafficking except as authorized under the Narcotic Control Regulations. 

• The proposed scheduling of tapentadol would reduce the potential for the 
diversion, trafficking or abuse of this substance while continuing to ensure it is 
available for legitimate medical purposes. Its scheduling would also enable law 
enforcement to take action in instances of suspected illegal activities. 

• A Notice to Interested Parties, published in Part I of the Canada Gazette on 
February 26, 2011, gives Canadians 30 days to comment on this proposal. 

Supplementary Messages: 

Ifpressed regarding the scheduling oftapentadol: 
• These proposed regulatory measures are being undertaken to safeguard Canadians 

and their families from drugs that have the potential for diversion andlor abuse. 

Questions and Answers 

01. What is tapentadol? 

A1. Tapentadol is a novel centrally active analgesic agent soon to be marketed by 
Janssen-Ortho Inc. in Canada, under the label name NNUCYNTATM CR for the 
management of moderate to moderately severe pain in adults who require continuous 
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treatment for several davs or more. In a comparative clinical abuse liability study, single 
equianalgesic doses of tapentadol and hydromorphone, the latter a Schedule I narcotic 
under the CDS A, were shown to possess similar abuse liability profiles. 
In other clinical studies tapentadol CR was shown to be of a comparable potency to the 
CDSA Schedule I narcotic, oxycodone. The proposed scheduling oftapentadol would , Deleted: Q1. Whatis 

reduce the potential for the diversion, trafficking or abuse of this substance while :' tapentadol?'1 

",,

/ , continuing to ensure it is available for legitimate medical purposes. Its scheduling would 
also enable law enforcement to take action in instances of suspected illegal activities. 

• ".. ... , .... , . "i 

~d~:1'~:~~~~~rl;d~~i:~~d~;~t;!~~:!k~j6~~lJis~~~~trO]]~1I .. slll?~!ll~ce ................ :\ 
'I 
~\ 

AJ,~,~t::~!!h,~Cll1a<iClc~l1~~<i~~~_~,e:"e_ral,K~~~~~~,~l1,<iet~l"!1!!l1~l1g,~hetll~r,Cl,~~~,~~Cln~~sh(),':lJ,4"" :,1 

be included in one of the Schedules to the Controlled Drugs and Substances Act (CDSA). ::\ 
These include: :\ 

Risk to personal and public health and safety ,::\ 
".1 

Chemical and/or pharmacological similarity to substances listed in the Schedules :! 

Marketed inten;ationally under the 
trade name ofNUCYNTA ®, three 
formulations oftapentadol have 
been developed including an 
immediate release (IR) tablet for 
the relief of acute pain, a 

.~ \,~ 
to the CDSA; 
Legitimate use of the substance (i.e., therapeutic, scientific, industrial or 
commercial uses); 
Potential for abuse and/or addiction liability of the substance; 
Extent of actual abuse of the substance in Canada and internationally; and 
International requirements and trends in international control. 

Health Canada has a preliminary assessment of tapentadol against these factors and 
proposes to include this substance in Schedule I to the CDSA and in the Schedule to the 
NCR. The first step in the process of scheduling of tapentadol under the CDSA and the 
NCR is the publication of a Notice to Interested Parties (NOI) in Canada Gazette, Part I, 
which will be published on February 26,2011 for a 30-day comment period. This notice 
provides interested stakeholders with the opportunity to provide comments on this 
proposa~ .. AP:yc()lJJ111~l1t~ .. r~c:~i:,,~4 ~ill~e C;()Il~i.<ier~<icl~riIlg tll~pr~p<l:!l:lti()l! .. qf<l: 
subsequent regulatory proposal regarding tapentadol. 

..... --... " 

; \'~~ and an 
: ):, extended release (ER) formulation 
: ::,:,: for the management of moderate to 
: :::: severe chronic pain in patients 18 
: ::': years of age or older. ~ 
i' The proposed scheduling of 

',::::,: tapentadol wlder the CDSA and 
. ',:, NCR is a proactive measure that 
":.!:,\\ will ensure its availability for 
: .. :: legitimate therapeutic pwposes (if 
':::: approved for sale in Canada in the 
: ',:' future) while mitigating the 
:,::',: potential for diversion and abuse. ~ 

':::!:{ Formatted: Font: Not Italic 
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:: Formatted: Font: Not Italic 
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and the Narcotic Control Regulations (NCR) would prohibit its possession, productIon: 
distribution, importation, exportation, trafficking or possession for the purposes of 
trafficking except as authorized under the NCR. 

Once scheduled, only dealers licensed under the NCR and certain health professionals, 
e.g., practitioners and pharmacists, etc., will be authorized to carry out activities with 
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tapentadol. The NCR will also impose specific record-keeping, reporting and security 
requirements on those involved in handling tapentadol. 

Q..4 :::-Ar~tl:J,~~~n~lllJstall<:~sl!()llt~()H~c:I~ll.t~r:Il~!~()Il~lly? How are these substances .. nnnnnn//{_D_e_le_te_d_: _3 _____ _ 

regulated in other countries? 

A.4~Nt~~~ght~pel1t~4()li~11ot_(;~rr~I1~lyil1(;~1l4~4_iIl~I1Y()Dh~ .. y:nit~4~~ti()IIS .. 4fllg 
control conventions. 

In the United States, tapentadol is included in Schedule II to the Controlled Substances 
Act. 

( Deleted: 3 

Qa:::-Ifp~ar:lIl:~c~llti(;~lpt()c:llll!~~<:{)Ilt~~IliIlgtllpell~~c:I()l_llr~Il{)tY(!~()lltll~ .lIl:llr:~~till .............. {_D_e_le_te_d_: _4 _____ _ 

Canada, why are you taking this action now? 

~ .. ~ .. 111 J:)e(;~I1!:~~~ ?9}Q" I:Ie~ltllC:c:tI1~4~l~pp~()Yt:4~NYC:YJ"JIA-~~· ~~,a(;()IltJ:()11~4.. . . ,., .' {_D_e_le_te_d_: 4 _____ ~ 
release oral tablet formulation oftapentadol hydrochloride, for use in the treatment of 
moderate and chronic nociceptive and neuropathic pain. Since the substance 
demonstrates abuse potential, Health Canada is taking action to schedule tapentadol 
under the CDSA and the NCR in order to reduce the potential for diversion and/or abuse. 

Background: 

It is currently included in 
Schedule II to the United States Controlled Substances Act. 

Classical opioids (i.e., those that contain the,c:}c:t~?~~_~pi()i4,stfll~_t,ll!.~)_~~_~~g~!c:tte<ic:tsmm __ //( Deleted: that 
========< 

.p()l1t~()!1~4~':l~~tlll1(;~~~\Vit~ _ tlle_~)(cep!i()Il()ft~~c:t4()1" .. \Vl1A~h )lasn()t yt;!~~~~Il,.s~~t:4ll:~~~.. [f=D=e=le=t=ed=:=a======<.-! 
Anything else referred to as "opioid" that contains any variant of the opioid structure is Deleted: as you know, we 
not regulated under controlled substances. For example, the molecular structure of the f=a=tte=m,;,p=le=d=to======< 
drug Imodium, which is an anti -diarrheal agent, contains some parts of the opioid Deleted: in 2007 and are still in 
structure and has some of the effects of an opioid, i.e., it represses gut mobility, but is n_oL_ the process of getting ministerial 

~......... concurrence to push through 
regulated as a controlled substance,·· .. { Deleted: mostdefinitelyn 

A briefing note was developed and sent to DMO on February 21, 2011. 

Prepared by: Christine Roush, Senior Communications Advisor, (assigned to HECS) 
Reviewed by: Nathan Isotalo, Senior Policy Analyst, Regulatory Policy Division, Controlled 

Substances and Tobacco Directorate 
Denis Arsenault, Acting Manager, Regulatory Policy Division, Controlled 
Substances and Tobacco Directorate 
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Media lines 
Tapentadol 

A Notice to Interested Parties outlining Health Canada's proposal to add tapentadol, its 
salts and its related analogues to Schedule I to the Controlled Drugs and Substances Act 
and to the Schedule to the Narcotic Control Regulations (NCR), will be published in 
Canada Gazette, Part I, on Saturday, February 26,2011. 

Key Messages: 

• Health Canada is proposing to add tapentadol, its salts and its analogues, to 
Schedule I of the CDSA, and to the Schedule to the Narcotic Control Regulations 
(NCR). 

• The proposed inclusion of tapentadol to the Controlled Drugs and Substances Act 
and the Narcotic Control Regulations would prohibit its possession, production, 
distribution, importation, exportation, trafficking, possession for the purposes of 
traffickinKe](c;ep~_~~_~~t~()l'iz~d __ ~!!~~!:_th_eNq~qf!{t~_C;f!f}_t!:f!?Beg~!~ttf!f}~~ __ ____________ _ 

• The proposed scheduling of tapentadol would reduce the potential for the 
diversion, trafficking or abuse of this substance while continuing to ensure it is 
available for legitimate medical purposes. Its scheduling would also enable law 

Deleted: orexportation,and 
prodnction, 

enforcement to take action in instances of suspected illegal activit~:m __ mm _______ m_-------{~D_e_le_t_ed_:_ie _____ ---.J 

• A Notice to Interested Parties, published in Part I of the Canada Gazette on 
February 26,2011, gives Canadians 30~~~y_s_t()_<?2~~~!_()1l._t~j_~_Pl'opos_aLm _____ m_--/-{~D_e_le_te_d_:_-_____ ---> 

Supplementary Messages: 

Ifpressed regarding the scheduling oftapentadol: 
• These proposed regulatory measures are being undertaken to safeguard Canadians 

and their families from drugs that have the potential for diversion and/or abuse. 

Questions and Answers 

Ql - What is involved in the scheduling of tapentadol as a controlled substance 
under the Controlled Drugs and Substances Act (CDSA)lT ________________ _ 

Al - Health Canada considers several factors in determining whether a substance should ,,<-
be included in one of the Sfh~g~}~~J2_!h~_~C;q_f}t~oP~~P!:I}gS:_l!:f}_4§1l~st(/11:q~§A_qU~};?§ALj/ 
TIh~_s~_j~c;lll_g~: _______________________________________________________________________________________________________________ _ 
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International requirements and trends in international control. 
Chemical andlor pharmacological similarity to substances listed in the Schedules 
to the CDSA; 
Legitimate use of the substance (i.e., therapeutic, scientific, industrial or 
commercial uses); 
Potential for abuse and/or addiction liability of the substance; 
Extent of actual abuse of the substance in Canada and internationally; and 
Risk to personal and public health and safety 

s.20(1)(b) 
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NCR is the publication of a Notice to Interested Parties (N0l) in Canada Gazette, Part I, 
which will be published on February 26, 2011 for a 30-day comment period. This notice 
provides interested stakeholders with the opportunity to provide comments on this 
proposal. Any comments received will be considered during the preparation of a 
subsequent regulatory proposal regarding tapentadol. 

Q2. What restrictions wonld be placed on tapentadol if it is schednled under the 
CDSA and NCR? 
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A4 - In December 2010, Health Canada approved NNUCYNT A TM* CR, a controlled 
release oral tablet formulation oftapentadol hydrochloride..... ______ ---
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Media lines 
Tapentadol 

A Notice to Interested Parties outlining Health Canada's proposal to add tapentadol, its 
salts and its related analogues to Schedule I to the Controlled Drugs and Substances Act 
(CDSA) and to the Schedule to the Narcotic Control Regulations (NCR), will be 
published in Canada Gazette, Part I, on Saturday, February 26, 2011. 

Key Messages: 

• Health Canada is proposing to add tapentadol, its salts and its analogues, to 
Schedule I of the CDSA, and to the Schedule to the Narcotic Control Regulations 
.Q-!_~g}. __ m_m _________ m _____ m __________________ m _____ mm_mm __ m_____________ _m ___________ <:: ---f Formatted~ Font: Not ItaliQ 

---or Deleted: . 

• The proposed inclusion of tapentadol to the Controlled Drugs and Substances Act 
and the Narcotic Control Regulations would prohibit its sale, possession, 
importation, exportation, trafficking, possession for the purposes of trafficking or 
exportation, and production, except as authorized under the Narcotic Control 
Regulations 

• The proposed scheduling oftapentadol would reduce the potential for the 
diversion, trafficking or abuse of this substance while continuing to ensure it is 
available for legitimate medical purposes. Its scheduling would also enable law 
enforcement to take action in instances of suspected illegal activities. 

• A Notice to Interested Parties, published in Part I of the Canada Gazette on 
February 26, 2011, gives Canadians 30-days to comment on this proposal. 

Supplementary Messages: 

If pressed regarding the scheduling of tapentadoi: 
• These proposed regulatory measures are being undertaken to safeguard Canadians 

and their families from drugs that have the potential for diversion andlor abuse. 

Questions and Answers 

Ql - What is involved in the scheduling of tapentadol as a controlled suhstance 
under the Controlled Drugs and Substances Act (CDSA) and Narcotic Control 
Regulations (NCR), and what stage is it at? 
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Al - Health Canada considers several factors in determining whether the scheduling of a 
substance under the Controlled Drugs and Substances Act (CDSA) and the Narcotic 
Control Regulations (NCR), is warranted. These include: 

International requirements and trends in international control. 
Chemical and/or pharmacological similarity to substances listed in the Schedules 
to the CDSA; 
Legitimate use ofthe substance (i.e., therapeutic, scientific, industrial or 
commercial uses); 
Potential for abuse and/or addiction liability of the substance; 
Extent of actual abuse ofthe substance in Canada and internationally; and 
Risk to personal and public health and safety 

.1'l1e.fil"st.steR.itlth~.l1r()c~~~.oK.~~.~~~~Ull.K()f!?:p.~~!?:g.o~.~~~J::(h~.C:I:)~J\.?:tlg.~~~.~~R-.j~ ... _ . 
the publication of a Notice to Interested Parties (NOI) in Canada Gazette, Part I, which 
will be published on February 26,2011 for a 30-day comment period. This notice 
provides interested stakeholders with the opportunity to provide comments on this 
proposal. Any comments received will be considered during the preparation of a 
subsequent regulatory proposal regarding tapentadol. 

Q2. What restrictions would be placed on tapentadol if it is scheduled under the 
CDSA and NCR? 

A2. The proposed inclusion oftapentadol to the Controlled Drugs and Substances Act 
and the Narcotic Control Regulations (NCR) would prohibit its sale, possession, 
importation, exportation, trafficking, possession for the purposes of trafficking or 
exportation, and production, except as authorized under the NCR. 

Scheduling under the NCR would impose record-keeping, reporting, security, and license 
and permit requirements for activities with medications containing tapentadol or its 
related analogues. Once scheduled, only licensed dealers oftapentadol or its analogues 
would be allowed to carry out the specific activities (including production, sale, import 
and export) in their dealer's license for tapentadol ora specified analogue. Likewise, the 
handling of tapentadol by pharmacists and practitioners would be restricted to the 
conditions specified under the NCR. 

Q3 - Are these substances controlled internationally? How are these substances 
regulated in other countries? 

A3 - Although tapentadol is not currently included in any of the United Nations drug 
control conventions, 

In the U.S., it is controlled under Schedule II of the Controlled 
Substances Act. 
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Q4 - If pharmaceutical products containing tapentadol are not yet on the mark,etill " {'-De_le_te_d_:_I _____ ~ 
Canada, why are you taking this action now? 

A4 - In December 2010, NNUCYNTA™*CR, a controlled release oral tablet formulation 
"fhnpnt"rI"l h"rlr""hl"rirlp w,,~ "nnrovprl hv thf' Hf':llth Products and Food Branch for 

The 
sponsoring company, Janssen-Ortho, Inc., has indicated its intention to begin marketing 
NNUCYNTA™ CR in Canada as early as March 2011. Since the substance demonstrates 
similar abuse potential as other opioids, such as oxycodone, Health Canada is taking 
action to schedule tapentadol under the CDSA and the NCR in order to reduce the 
potential for diversion, trafficking or abuse of this substance 

Background: 

. ,_ _ It is currently controlled in the 
U.S. under Schedule II of the Controlled Substances Act and 

.. /./'{ Deleted: is under 

.... , .. { Deleted: ment 

While its structure is similar to tramadol, tapentadol is thought to be comparable to 
hydrocodone and oxycodone for pain relief. Marketed internationally under the trade 
name ofNUCYNTA ®, three formulations oftapentadol have been developed including 
an immediate release (IR) tablet for the relief of acute pain. 

and an extended release (ER) formulation for the 
management of moderate to severe chronic pain in patients 18 years of age or older. 

A briefing note was developed and sent to DMO on February 19,2011. 

Prepared by: Christine Roush, Senior Communications Advisor, (assigned to HECS) 
Reviewed by: Nathan Isotalo, 

Approved by: 

Denis Arsenault, Acting Manager, Regulatory Policy Division, Controlled 
Substances and Tobacco Directorate 

Jocelyn Kula, AlDirector, Office of Controlled Substances, CSTD (Pending) 
Suzanne Desjardins, Director, ODARS, CSTD, HECS (Pending) 
Brenda Paine, AlDG, CSTD, HECS (Pending) 
Chantal Trepanier, Legal Counsel, HECS (Pending) 
Dave Stephens, Communications Executive, HECS (Pending) 
Ken Polk, AlDirector, Public Affairs, PACCB (Pending) 
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Media lines 
Tapentadol 

A Notice to Interested Parties outlining Health Canada's proposal to add tapentadol, its 
salts and its related analogues to Schedule I to the Controlled Drugs and Substances Act 
and to the Schedule to the Narcotic Control Regulations (NCR), will be published in 
Canada Gazette, Part I, on Saturday, February 26, 2011. 

Key Messages: 

• Health Canada is proposing to add tapentadol, its salts and its analogues, to 
Schedule I of the CDSA, and to the Schedule to the Narcotic Control Regulations 
(NCR). 

• The proposed inclusion of tapentadol to the Controlled Drugs and Substances Act 
and the Narcotic Control Regulations would prohibit its possession, importation, 
exportation, trafficking, possession for the purposes of trafficking or exportation, 
and production, except as authorized under the Narcotic Control Regulations 

• The proposed scheduling of tap entado 1 would reduce the potential for the 
diversion, trafficking or abuse of this substance while continuing to ensure it is 
available for legitimate medical purposes. Its scheduling would also enable law 
enforcement to take action in instances of suspected illegal activities. 

• A Notice to Interested Parties, published in Part I of the Canada Gazette on 
February 26,2011, gives Canadians 30-days to comment on this proposal. 

Supplementary Messages: 

If pressed regarding the scheduling of tapentadol: 
• These proposed regulatory measures are being undertaken to safeguard Canadians 

and their families from drugs that have the potential for diversion andlor abuse. 

Questions and Answers 

Ql - What is involved in the scheduling of tapentadol as a controlled substance 
under the Controlled Drugs and Substances Act (CDSA) and Narcotic Control 
Regulations (NCR), and what stage is it at? 
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Al - Health Canada considers several factors in determining whether the scheduling of a 
substance under the Controlled Drugs and Substances Act (CDSA) and the Narcotic 
Control Regulations (NCR), is warranted. These include: 
• International requirements and trends in international control. 
• Chemical and/or pharmacological similarity to substances listed in the Schedules 

to the CDSA; 
• Legitimate use of the substance (i.e., therapeutic, scientific, industrial or 

commercial uses); 
• Potential for abuse and/or addiction liability ofthe substance; 
• Extent of actual abuse of the substance in Canada and internationally; and 
• Risk to personal and public health and safety 

Health Canada recently concluded a preliminary assessment of tapentadol against these 
factors and proposes to include this substance in Schedule I to the CDSA and in the 
Schedule to the NCR. The first step in the process of scheduling of tapentadol under the 
CDSA and the NCR is the publication of a Notice to Interested Parties (NOl) in Canada 
Gazette, Part l, which will be published on February 26,2011 for a 30-day comment 
period. This notice provides interested stakeholders with the opportunity to provide 
comments on this proposal. Any comments received will be considered during the 
preparation of a subsequent regulatory proposal regarding tapentadol. 

Q2. What restrictions would be placed on tapentadol if it is scheduled under the 
CDSA and NCR? 

A2. The proposed inclusion oftapentadol to the Controlled Drugs and Substances Act 
and the Narcotic Control Regulations (NCR) would prohibit its possession, importation, 
exportation, trafficking, possession for the purposes of trafficking or exportation, and 
production, except as authorized under the NCR. 

Scheduling under the NCR would impose record-keeping, reporting, security, and license 
and permit requirements for activities with medications containing tapentadol or its 
related analogues. Once scheduled, only licensed dealers oftapentadol or its analogues 
would be allowed to carry out the specific activities (including production, sale, import 
and export) in their dealer's license for tapentadol or a specified analogue. Likewise, the 
handling oftapentadol by pharmacists and practitioners would be restricted to the 
conditions specified under the NCR. 

Q3 - Are these substances controlled internationally? How are these substances 
regulated in other countries? 

A3 - Although tapentadol is not currently included in any of the United Nations drug 
control conventions, 
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In the U.S., it is controlled under Schedule II of the Controlled 
Substances Act. 

Q4 - If pharmaceutical products containing tapentadol are not yet on the marklet in 
Canada, why are you taking this action now? 

A4 - In December 2010, NNUCYNTA TM* CR, a controlled release oral tablet formulation 
of tap entado I hydrochloride was approved by the Health Products and Food Branch for 
use in the treatment of moderate and chronic nociceptive and neuropathic pain. The 
sponsoring company, Janssen-Ortho, Inc., has indicated its intention to begin marketing 
NNUCYNTA ™ CR in Canada as early as March 2011. Since the substance demonstrates 
similar abuse potential as other opioids, such as oxycodone, Health Canada is taking 
action to schedule tapentadol under the CDSA and the NCR in order to reduce the 
potential for diversion, trafficking or abuse of this substance 

Background: 

It is currently controlled in the 
U.S. under Schedule II of the Controlled Substances Act and 

While its structure is sImilar to 
tramadol, tapentadol is thought to be comparable to hydrocodone and oxycodone for pain 
relief. Marketed internationally under the trade name ofNUCYNTA ®, three 
formulations of tapentadol have been developed including an immediate release (IR) 
tablet for the relief of acute pain, ~ ... '" ......... .. 

. and an extended release (ER) formulation for the management of moderate to severe 
chronic pain in patients 18 years of age or older. 

A briefing note was developed and sent to DMO on February 19, 2011. 

Prepared by: Christine Roush, Senior Communications Advisor, (assigned to HECS) 
Reviewed by: Nathan Isotalo, 

Denis Arsenault, Acting Manager, Regulatory Policy Division, Controlled 
Substances and Tobacco Directorate 

Approved by: 

Jocelyn Kula, AlDirector, Office of Controlled Substances, CSTD (Pending) 
Suzanne Desjardins, Director, ODARS, CSTD, HECS (Pending) 
Brenda Paine, AlDG, CSTD, HECS (Pending) 
Chantal Trepanier, Legal Counsel, HECS (Pending) 
Dave Stephens, Communications Executive, HECS (Pending) 
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Hi Denis, 

Tapentadol MLs - for review/approval pis 
.. :hristim; Rousl1 to Denis Arsenault, Nathan J Isotalo 

Jocelyn Kula, Stephanie Szick, CSTD-DGO 
2011-02-2105:19 PM 

After quite a hectic day on the Salvia front, I managed to finish drafting the MLs for the scheduling of 
tapentadol. Could you please review and send me your comments/approval by tomorrow 11 :00 AM. 
Please feel free to add any other Qs&As that you think might be appropriate. Thanks, 

~ 
Media lines_ TapentadoLFeb21 (vers1 L 17h18.ENG.doc 

Christine Roush 
Senior Communications Advisor/ 
Conseillere principale en communications 
Public Affairs, Consultation and Communications Branch/ 
Direction gEmerale des affaires publiques, 

de la consultation et des communications 
Health Canada/Sante Canada 
Tel/Tel: (613) 954-0712/Cell: (613) 219-7194 
Fax/Facsimile: 948-8085 
E-mail/courriel:christine_roush@hc-sc.gc.ca 
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Media lines 
Tapentadol 

A Notice to Interested Parties outlining Health Canada's proposal to add tapentadol, its 
salts and its related analogues to Schedule I to the Controlled Drugs and Substances Act 
and to the Schedule to the Narcotic Control Regulations (NCR), will be published in 
Canada Gazette. Part I, on Saturday, February 26, 2011. 

Key Messages: 

• Health Canada is proposing to add tapentadol, its salts and its analogues, to 
Schedule I of the CDSA, and to the Schedule to the Narcotic Control Regulations 
(NCR). Tapentadol is an analgesic that can be used for the management of 
moderate and chronic pain. 

• The proposed inclusion of tapentadol to the Controlled Drugs and Substances Act 
and the Narcotic Control Regulations would prohibit its possession, production, 
distribution, importation, exportation, trafficking, and possession for the purposes 
of trafficking except as authorized under the Narcotic Control Regulations. 

• The proposed scheduling of tapentadol would reduce the potential for the 
diversion, trafficking or abuse of this substance while continuing to ensure it is 
available for legitimate medical purposes. Its scheduling would also enable law 
enforcement to take action in instances of suspected illegal activities. 

• A Notice to Interested Parties, published in Part I of the Canada Gazette on 
February 26, 2011, gives Canadians 30 days to comment on this proposal. 

Supplementary Messages: 

Ifpressed regarding the scheduling oftapentadol: 
• These proposed regulatory measures are being undertaken to safeguard Canadians 

and their families from drugs that have the potential for diversion andlor abuse. 

Questions and Answers 

01. What is tapelltadol? 

Tapentadol is a novel centrallv active analgesic agent soon to be marketed by Janssen
Ortho Inc. in Canada. under the label name :-4KUCYNT ATM CR (tapentadol 
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hydrochloride controlled release tablets) for the management of moderate to moderately 
severe pain in adults who require continuolls treatment for several days or more. The 
safetv and etlicacy of \iNUCYNT ATM CR have been demonstrated in two studies in 
patients with moderate to severe chronic pain (one involving patients with low back pain 
and one in patients \vith pain related to osteoarthritis). Another clinical study has shown 
l.baLitprovides comparable pain relief with oxycodone controlled-release tablets at a dose 
ratio of 5: 1. Research also suggests, however, that tapentadol has potential for abuse. As 
<!J:.~~lt, Health Canada is proposing to add tapentadol to Schedule I of the Controlled 
Drugs and Substances Act and to the Schedule of the Narcotic Control Regulations. 
Doing so would reduce the potential for the diversion, trafficking or abuse ofthis 
substance while continuing to ensure it is available for legitimate medical purposes. Its 
scheduling \vould also enable law enforcement to take action in instances of stispected 
illegal activities. 

~:-:-"':Vha"ti"s_!~~I?_'_~~~_il1_tltesc_~_~~~H~g_~f.taI>en_~a_d_o1 __ ~~ __ ~_~~~_~!"_I?_'J~~_~~"~t~~~~ __________ ,"-'-'{,__De_�e_te_d_:_l _____ ---> 

under the Controlled Drugs and Substances Act (CDSA)? 

A2._-Iie_'!!!h_~~l?:~~~_~~l?:si~~rs.~.~~~_~~J.K~~~~~~.~!!.~~~~~!!!!l?:g_~h~th~~_~.~~~.~!~~~ .. ~h~.I:lJ~ ... _ .... ···{'__De_le_te_d_:_I _____ ---> 
be included in one of the Schedules to the Controlled Drugs and Substances Act (CDSA). 
These include: 

Risk to personal and public health and safety 
Chemical andlor phannacological similarity to substances listed in the Schedules 
to the CDSA; 
Legitimate use of the substance (i.e., therapeutic, scientific, industrial or 
conunercial uses); 
Potential for abuse andlor addiction liability of the substance; 
Extent of actual abuse of the substance in Canada and internationally; and 
International requirements and trends in international control. 

Health Canada has a preliminary assessment of tapentadol against these factors and 
proposes to include this substance in Schedule I to the CDSA and in the Schedule to the 
NCR. The first step in the process of scheduling oftapentadol under the CDSA and the 
NCR is the publication of a Notice to Interested Parties (NOI) in Canada Gazette, Part I, 
which will be published on February 26,2011 for a 30-day comment period. This notice 
provides iriterested stakeholders with the opportunity to provide comments on this 
proposa~ _ Any. ~~l)JI11~I1t~ _ ~~~~! ~e.~.~~!!. ~~ .~~_IJ.~~~~~.e~. ~1:l~i.IJ..K !h<!. P~_e:R~~~.tj~!!.~f.~. __ ...... n. n' _ •••• -.' { Deleted: 
subsequent regulatory proposal regarding tapentadol. '------------' 
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and the Narcotic Control Regulations (NCR) would prohibit its possession, production, 
distribution, importation, exportation, trafficking or possession for the purposes of 
trafficking except as authorized under the NCR. 
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Once scheduled, only dealers licensed under the NCR and certain health professionals, 
e.g., practitioners and phannacists, etc., will be authorized to carry out activities with 
tapentadol. The NCR will also impose specific record-keeping, reporting and security 
requirements on those involved in handling tapentadol. 

Qi:-:-A_rt:tlI~_~e __ SlllJs~~_n_~~~_c_o~tr()!!~~JI)_~~_~Il~ti()Il~~~YJ_M()~ __ ~r:~Jh_t!s_t!_~_':l_I?_~!~Il~_e~ _______ ---/-{~De_le_te_d_:_3 _____ ____ 
regulated in other countries? 

In the United States, tapentadol is included in Schedule II to the Controlled Substances 
Act. 
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Canada, why are you taking this action now? 
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release oral tablet fonnulation oftapentadol hydrochloride, for use in the treatment of 
moderate and chronic nociceptive and neuropathic pain. Since the substance 
demonstrates abuse potential, Health Canada is taking action to schedule tapentadol 
under the CDSA and the NCR in order to reduce the potential for diversion and/or abuse. 

Background: 

It is currently included in 
Schedule II to the United States Controlled Substances Act. 

C.lassi.cal opioids (i.e.~ those that contain thefJll~~iC_.c:?R~~i_~ __ st~'?_t.tt!.e)_a.~~._~~_~!<lt~~_<l~_m _____ ---/{:=De=let=ed=:=th=at======< 
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Anything else referred to as "opioid" that contains any variant of the opioid structure is '\----
not regulated under controlled substances. For example, the molecular structure of the '\, 
drug Imodium~ which is an anti-diarrheal agent, contains some parts of the opioid ' 
structure and has some of the effects of an opioid, i.e., it represses gut mobility, but is~ot 
regulated as a controlled substance, -------, 

A briefing note was developed and sent to DMO on February 21,2011. 

Prepared by: Christine Roush, Senior Communications Advisor, (assigned to HECS) 
Reviewed by: Nathan lsotalo, Senior Policy Analyst, Regulatory Policy Division, Controlled 

Substances and Tobacco Directorate 
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Media lines 
Tapentadol 

A Notice to Interested Parties outlining Health Canada's proposal to add tapentadol, its 
salts and its related analogues to Schedule I to the Controlled Drugs and Substances Act 
and to the Schedule to the Narcotic Control Regulations (NCR), will be published in 
Canada Gazette, Part I, on Saturday, February 26, 2011. 

Key Messages: 

• Health Canada is proposing to add tapentadol, its salts and its analogues, to 
Schedule I ofthe CDSA, and to the Schedule to,_the}{C!!c()ticJ:()rztr()l)?'egu!ati()rzs . 
(NCR). 

• The proposed inclusion oftapentadol to the Controlled Drugs and Substances Act 
and the Narcotic Control Regulations would prohibit its possession, importation, 
exportation, trafficking, possession for the purposes of trafficking or exportation, 
and production, J!"cept~autl10rize~ _llnd\!r the. rv.a!c.o!i~. C; ()rztr()l Rf!g1!la.tiorz~ .. 

• The proposed scheduling of tapentadol would reduce the potential for the 
diversion, trafficking or abuse of this substance while continuing to ensure it is 
available for legitimate medical purposes. Its scheduling would also enable law 
enforcement to take action in instances of suspected illegal activities. 

• A Notice to Interested Parties, published in Part I of the Canada Gazette on 
February 26, 20 11, gives Canadians 30-days to comment on this proposal. 

Supplementary Messages: 

If pressed regarding the scheduling of tapentadol: 
• These proposed regulatory measures are being undertaken to safeguard Canadians 

and their families from drugs that have the potential for diversion and/or abuse. 

Questions and Answers 

Ql- What is involved in the scheduling oftapentadol as a controlled substance,. _ 
under the l---'ontr.opeeJ. IJrufJ.s and Spbs.tarzces Act (('DSIlLan.djllarcotic. (ontrol 
Regulations (NCR), and what stage is it at?·· . . .- .. 

A I - Health Canada considers several factors in determining whether the scheduling of a 
substance under the Controlled Drugs and Substances Act (CDSA) and the Narcotic 
Control Regulations (NCR), is warranted. These include: 
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A4 - In December 2010, NNUCYNT A TM* CR, a controlled release oml tablet formulation 
oftapentadol hydrochloride was approved by the Health Products and Food Branch 

~ . . .. . The 

sponsoring company, Janssen-Ortho, Inc., has indicated its intention"to,be!g~I1,.Jl1Clrl<etillg./ 
N"NUCYNTA TM CR in Canada as early as..Mar~~2011:,~ince! the sU,bstar1c,eAel11()~stl1ltes, / 
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action, to, s,cht!dull!,tap~nta~ol,llnd~rt~~,~I)SA, ClI1~.t~e N<:R ,iI1ord~r tort!dl:l~e the! 
potential for diversion, trafficking or abuse of this substance 
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Background: 

It is currently controlled in the 
U.S. under Schedule II of the Controlled Substances Act 

I . 
I its structure is similar to 

tramadol, tapentadol is thought to be comparable tohydrocodoneand'oxycodoneforpain 
relief. Marketed internationally under the tmde name ofNUCYNT A ®, three 
formulations oftapentadol have been developed including an immediate release (IR) 
tablet for the relief of acute pain, 

and an extended release (ER) formulation for the management of modemte to severe 
chronic pain in patients 18 years of age or older. 
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Media lines 
Tapentadol 

A Notice to Interested Parties outlining Health Canada's proposal to add tapentadol, its 
salts and its related analogues to Schedule I to the Controlled Drugs and Substances Act 
and to the Schedule to the Narcotic Control Regulations (NCR), will be published in 
Canada Gazette, Part I, on Saturday, February 26,2011. 

Key Messages: 

• Health Canada is proposing to add tapentadol, its salts and analogues, to Schedule 
I of the CDSA, and to schedule these substances under the Narcotic Control 
Regulations (NCR). 

• The proposed inclusion of tapentadol to the Controlled Drugs and Substances Act 
and the Narcotic Control Regulations would make all activities with it illegal, 
except those authorized under the Narcotic Control Regulations, ifit is approved 
for sale in Canada. For example, the importation, production, and possession of 
tapentadol, would be illegal. 

• The proposed scheduling oftapentadol would reduce the potential for diversion, 
trafficking or abuse of this substance while continuing to ensure it is available for 
legitimate medical purposes. Its scheduling would also enable law enforcement to 
take action in instances of suspected illegal activities. 

• A Notice to Interested Parties, published in Part I of the Canada Gazette on 
February 26, 2011, gives Canadians 30-days to comment on this proposal. 

Supplementary Messages: 

If pressed regarding the scheduling of tapentadol: 
• These proposed regulatory measures are being undertaken to safeguard Canadians 

and their families from drugs that have the potential for diversion and/or abuse. 

Questions and Answers 

Ql - \-Vhat is involved in the scheduling oftapentadol as a controlled substance and 
under the Narcotic Control Regulations (NCR), and what stage is it at? 

Al - Health Canada considers several factors in determining whether the scheduling of a 
substance under the Controlled Drugs and Substances Act (CDSA) and the Narcotic 
Control Regulations (NCR), is warranted. These include: 
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• Overall risk to public health and safety posed by the substance. 
• Chemical and pharmacological similarity to other substances already regulated 

under the CDSA; 
• Legitimate uses of the substance (i.e., therapeutic, industrial or commercial); 

Potential for abuse and risk of addiction associated with the substance; 
Extent of actual abuse of the substance in Canada and internationally; and 
International requirements and trends in international control. 

Health Canada recently concluded its assessment of tapentadol against these factors and 
proposes to include this substance in Schedule I to the CDSA and schedule it to the 
Narcotic Control Regulations. The first step in the process of scheduling a substance 
under the CDSA and the NCR is the publication of a Notice to Interested Parties (NOI) 
in Canada Gazette, Part J, which will be published on February 26,2011 (TBC) for a 30-
day comment period. This notice provides interested stakeholders with the opportunity to 
provide comments on Health Canada's proposal to add tapentadol to Schedule I to the 
CDS A and to schedule it under the NCR. Any comments received are considered during 
the preparation of a regulatory proposal. There will be additional opportunities for 
comment as the federal regulatory process progresses, which usually takes about 18 to 24 
months to complete. 

Q2. What restrictions would be placed on tapentadol if it is scheduled under the 
CDSA and NCR? 

A2. If approved for sale in Canada in the future, scheduling under the NCR will impose 
reporting, security, storage, and license and permit requirements for medications 
containing tapentadol or its related analogues. Once scheduled, only licensed dealers of 
tapentadol or its analogues will be able to carry out the specific activities (including 
import and export) in their dealer's license for the specified tapentadol or analogue. 
Likewise, handling by pharmacists and practitioners will be restricted to the conditions 
specified under the NCR under provisions governing pharmacists (sn. 30 to 49) and under 
provisions governing practitioners (sn. 53 to 60). 

Q3 - Are these products controlled internationally? How are these substances 
regulated in other countries? 

A3 - Although tapentadol is not currently included in any of the United Nations Drug 
Control Conventions, 

In the U.S., 11 IS controlled under Schedule 11 ofthe Controlled 
0U{Jstances Acr. ~lml1ar approvals are currently being sought in several European 
countries. 

Q4 - If the drug, NUCYNTA * CR has not yet been approved for sale in Canada, 
why are you taking this action now'! 
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A4 - In December 2010, NNUCYNTA TM* CR, a controlled release oral tablet formulation 
oftapentadoi hydrochloride was approved by the Health Products and Food Branch for 
use in the treatment of moderate and chronic nociceptive and neuropathic pain. The 
company, Janssen-Ortho, Inc., intends to begin marketing NNUCYNTATM*CR in Canada 
by early March 2011. Since the substance demonstrates similar abuse potential as other 
opioids, such as oxycodone, Health Canada is moving quickly to schedule tapentadol 
under the CDSA and the NCR in order to reduce the potential for diversion, trafficking or 
abuse of this substance 

In the meantime, Janssen-Ortho, Inc. has indicated its intention to handle this product as a 
narcotic, even though tapentadol has not yet been scheduled under the CDSA. It is also 
preparing a letter to its supply chain partners, e.g., wholesalers and pharmacists, 
encouraging them to monitor tapentadol sales in order to limit its abuse and/or diversion. 

Background: 

It is currently controlled in the 
U.S. under Schedule II of the Controlled Substances Act. 

Similar approvals are currently being sought in Canada and several European countries. 

its structure is similar to tramadol, tapentadol is 
thought to be comparable to hydrocodone and oxycodone for pain relief. Marketed 
internationally under the trade name ofNUCYNTA ®, three formulations oftapentadol 
have been developed including an immediate release (IR) tablet for the relief of acute 
pam, and an extended 
release (ER) formulation for the management of moderate to severe chronic pain in 
patients 18 years of age or older. 

similar regulatory actions taken by other countries, and the 
risk of diversion and/or abuse, Health Canada is proposing to include tapentadol, its salts 
and related analogues on Schedule I to the CDSA and the Schedule to the NCR. 

A briefing note was developed and sent to DMO on February 19, 2011. 

Prepared by: Christine Roush, Senior Communications Advisor, (assigned to HECS) 
Reviewed by: Nathan fsotaJo, 
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Denis Arsenault, Acting Manager, Regulatory Policy Division, Controlled 
Substances and Tobacco Directorate 

Approved by: 

Jocelyn Kula, AlDirector, Office of Controlled Substances, CSTD (Pending) 
Suzanne Desjardins, Director, ODARS, CSTD, HECS (Pending) 
Brenda Paine, A/DG, CSTD, HECS (Pending) 
Chantal Trepanier, Legal Counsel, HECS (Pending) 
Dave Stephens, Communications Executive, HECS (Pending) 
Ken Polk, AlDirector, Public Affairs, PACCB (Pending) 
Charles Mojsej, DG, PACCB (Pending) 
Hilary Geller, AI ADM, HPFB (Pending) 
Anne Lamar, ADM, PACCB (FYI only) 
DMO (FYI only) 
MO 
PCO 
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Issue: 

Media lines 
Tapentadol 

A Notice to Interested Parties outlining Health Canada's proposal to add tapentadol, its 
salts and its related analogues to Schedule I to the Controlled Drugs and Substances Act 
and to the Schedule to the Narcotic Control Regulations (NCR), will be published in 
Canada Gazette, Part I, on Saturday, February 26,2011. V' 

Key Messages: 

• Health Canada is proposing to add tapentadol, its salts and analogues, to Schedule 
I of the CDSA, and to schedule these substances under the Narcotic Control 
Regulations (NCR). .,/ 

• The proposed inclusion of tapentadol to the Controlled Drugs and Substances Act 
and the Narcotic Control Regulations would make all activities with it illegal, ) P 
except those authorized under the Narcotic Control Regulation:(if it is ttl"rm, ;'ee 
-kiF sale ill CauadcV-For example, tb.e-importation, production, and possession of 
tapentadol, woniG 98 i1l8gal. ~ .. -U~~ e'-I; t;1 ~ 

/ 

• The proposed scheduling of tapentadol would reduce the potential for diversion, 
trafficking or abuse of this substance while continuing to ensure it is available for 
legitimate medical purposes. Its scheduling would also enable law enforcement to 
take action in instances of suspected illegal activities. v 

• A Notice to Interested Parties, published in Part I of the Canada Gazette on 
February 26,2011, gives Canadians 30-days to comment on this proposal. v 

Supplementary Messages: 

Ifpressed regarding the scheduling oftapentadol: 
• These proposed regulatory measures are being undertaken to safeguard Canadians 

and their families from drugs that have the potential for diversion and/or abuse. ~ 

Questions and Answers 

Ql - What is involved in the scheduling of tapentadol as a controlled substance and 
under the Narcotic Control Regulations (NCR), and what stage is it at? 
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Al - Health Canada considers several factors in determining whether the scheduling of a 
substance under the Controlled Drugs and Substances Act (CDSA) and the Narcotic 
Control Regulations (NCR), is warranted. These include: 

Overall risk to public health and safety posed by the substance. 
Chemical and phannacological similarity to other substances already regulated 
under the CDSA; 

• Legitimate uses of the substance (i.e., therapeutic, industrial or commercial); 
• Potential for abuse and risk of addiction associated with the substance; 

Extent of actual abuse of the substance in Canada and internationally; and 
• International requirements and trends in international control. 

~-Healtl'!. Ctuutaa reseRtly c8Reltlaed its assessment df Lapentaddl against these ¥astors eRa 
pI9-poses to incl!lde tbis sybstance in ScheElyle I te the CDSA and 5clredale it te the 
Nar.cotic Control RegulatjoRS. The first step in the process of scheduling a substance 
under the CDSA and the NCR is the pUblication of a Notice to Interested Parties (NOI) 
in Canada Gazette, Part I, which will be published on February 26,2011 (TBC) for a 30-
day comment period. This notice provides interested stakeholders with the opportunity to 
provide comments on Health Canada's proposal to add tapentadol to Schedule I to the 
CDSA and to schedule it under the NCR. Any comments received are considered during 
the preparation of a regulatory proposal. There will be additional opportunities for 
comment as the federal regulatory process progresses, which usually takes about 18 to 24 
months to complete. 

Q2. What restrictions would be placed on tapentadol if it is scheduled under the 
CDSA and NCR? 

A2. If approved for sale in Canada in the future, scheduling under the NCR will impose 
reporting, security, storage, and license and permit requirements for medications 
containing tapentadol or its related analogues. Once scheduled, only licensed dealers of 
tapentadol or its analogues will be able to carry out the specific activities (including 
import and export) in their dealer's license for the specified tapentadol or analogue. 
Likewise, handling by pharmacists and practitioners will be restricted to the conditions 
specified under the NCR under provisions governing pharmacists (sn. 30 to 49) and under 
provisions governing practitioners (sn. 53 to 60). 

QJ - Are these products controlled internationally? How are these substances 
regulated in other countries? 

A3 - Although tapentadol is not currently included in any of the United Nations Drug 

Control Conventions, """""'''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''"""""'''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''"""""'''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''' 

In the U.S., it is controlled under Schedule II of the Controlled 
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Substances Act. Similar approvals are currently being sought in several European 
countries. 

Q4 - If the drug, NUCYNT A * CR has not yet been approved for sale in Canada, 
why are you taking this action now? 

A4 - In December 2010, NNUCYNTA TM* CR, a controlled release oral tablet formulation 
of tapentadol hydrochloride was approved by the Health Products and Food Branch for 
use in the treatment of moderate and chronic nociceptive and neuropathic pain. The 
company, Janssen-Ortho, Inc., intends to begin marketing NNUCYNTA™*CR in Canada 
by early March 2011. Since the substance demonstrates similar abuse potential as other 
opioids, such as oxycodone, Health Canada is moving quickly to schedule tapentadol 
under the CDSA and the NCR in order to reduce the potential for diversion, trafficking or 
abuse of this substance 

In the meantime, Janssen-Ortho, Inc. has indicated its intention to handle this product as a 
narcotic, even though tapentadol has not yet been scheduled under the CDSA. It is also 
preparing a letter to its supply chain partners, e.g., wholesalers and pharmacists, 
encouraging them to monitor tapentadol sales in order to limit its abuse andlor diversion. 

Background: 

It is currently controlled in the 
U.S. under Schedule II of the Controlled Substances Act 

Similar approvals are currently being sought in Canada and several European countries. 

While its structure is similar to tramadol, tapentadol is 
thought to be comparable to hydrocodone and oxycodone for pain relief. Marketed 
internationally under the trade name ofNUCYNTA ®, three formulations oftapentadol 
have been developed including an immediate release (IR) tablet for the relief of acute 
pain, - - and an extended 
release (ER) fom1Ulation for the management of moderate to severe chronic pain in 
patients 18 years of age or older. 

IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII111111111111111111111111111111111111111111 simIlar regulatory actions taken by other CQll11tries, and the 

risk of diversion and/or abuse, Health Canada is proposing to include tapentadol, its salts 
and related analogues on Schedule I to the CDSA and the Schedule to the NCR. 
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A briefing note was developed and sent to DMO on February 19, 2011. 

Prepared by: Christine Roush, Senior Communications Advisor, (assigned to HECS) 
Reviewed by: }~ad~aH Is6ttt16, 

Denis Arsenault, Acting Manager, Regulatory Policy Division, Controlled 
Substances and Tobacco Directorate 

Approved by: 

Jocelyn Kula, AlDirector, Office of Controlled Substances, CSTD (Pending) 
Suzanne Desjardins, Director, ODARS, CSTD, HECS (Pending) 
Brenda Paine, AlDO, CSTD, HECS (Pending) 
Chantal Trepanier, Legal Counsel, HECS (Pending) 
Dave Stephens, Communications Executive, HECS (Pending) 
Ken Polk, AlDirector, Public Affairs, P ACCB (Pending) 
Charles Mojsej, DO, P ACCB (Pending) 
Hilary Geller, AI ADM, HPFB (Pending) 
Anne Lamar, ADM, PACCB (FYI only) 
DMO (FYI only) 
MO 
peo 

L\OCS\RPD\Regulatory\Projects\Scheduling\T APENT ADOL\MEDIA \20 II \Media 
lines_ Tapentadol]eb21 (versl LI7h 18.ENG.doc 

Createdon2011-02-215:18:00PM 
Created by Christine Roush 

Page 4 of 4 

Last saved by Christine Roush 

001726 



.. 

Re: Tapentadol MLs - for review/approval pis [;r 
Christine Roush to: Jocelyn Kula 
.: c: Denis Arsenault, Nathan J Isotalo, Lisa Marie NG 

•• <q~ •• ~ •••••• 

2011-02-2309:34 AM 

Jocelyn - I can't recall if I sent you these lines yesterday for your approval - too much going on at the 
moment. In any case, here they are - Denis has reviewed. Could you please review and provide me with 
your approval by 11 :00 am today. Thanks, 

:~ 
Tapentadol MLs (Draft February 22_10h57 _da).doc 

Christine Roush 
Senior Communications Advisor/ 

Christine Roush Thanks Denis - I will send them to Jocelyn for h ... 2011-02-22 10:59:24 AM 

From: Christine Roush/HC-SC/GC/CA 
To: Denis ArsenauIUHC-SC/GC/CA@HWC 
Date: 2011-02-2210:59 AM 
Subject: Re: Tapentadol MLs - for review/approval pis 
~----~--------~----------------~~--~-----------------------------------------------

Thanks Denis - I will send them to Jocelyn for her approval. Who in legal have you been dealing with? 
Should I send the lines to Chantal Trepanier for her review? 

Christine Roush 
Senior Communications Advisor/ 

Denis Arsenault 
Christine Roush 

Hi Christine. Below is a revised version of the M ... 
Hi Denis, After quite a hectic day on the Salvia fr. .. 

1lllmJlfll~milimmll 

2011-02-22 10:50:33 AM 

2011-02-21 05:19:30 PM 
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Media lines 
Tapentadol 

A Notice to Interested Parties outlining Health Canada's proposal to add tapentadol, its 
salts and its related analogues to Schedule I to the Controlled Drugs and Substances ct ( C Of'" 
and to the Schedule to the Narcotic Control Regulations (NCR), will be published I 
Canada Gazette, Part I, on Saturday, February 26, 2011. v 

Key Messages: 

• nada is proposing to add tapentadol, its salts and its analogues, to 
I of the CDSA, and to the Schedule to the Narcotic Control Regulations 

• The proposed inclusion of tapentadol to the Controlled 
and the Narcotic Control Regulations would prohibit it ossession, importation, 
exportation, trafficking, possession for the purposes of trafficking or exportation, 
and production, except as authorized under th7f!larcotic Control Regulations 

'.f,'3 @DA 

• The proposed scheduling of tapentadol would reduce the potential for the 
diversion, trafficking or abuse of this substance while continuing to ensure it is 
available for legitimate medical purposes. Its scheduling would also enable law 
enforcement to take action in instances of suspected illegal activities. 

• A Notice to Interested Parties, published in Part I of the Canada Gazette on 
February 26,2011, gives Canadians 30-days to comment on this proposal. 

Supplementary Messages: 

If pressed regarding tile selletlulillg of tapelltadol: 
• These proposed regulatory measures are being undertaken to safeguard Canadians 

and their families from drugs that have the potential for diversion and/or abuse. 

Questions and Answers 

Ql - What is involved in the scheduling of tapentadol as a controlled substance 
under the Controlled Drugs and Substances Act (CDSA) and Narcotic Control 
Regulatiolls (NCR), and what stage is it at? 
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Al - Health Canada considers several factors in determining whether the scheduling of a 
substance under the Controlled Drugs and Substances Act (CDSA) and the Narcotic 
Control Regulations (NCR), is warranted. These include: 
• International requirements and trends in international control. 

Chemical and/or pharmacological similarity to substances listed in the Schedules 
to the CDSA; 
Legitimate use of the substance (i.e., therapeutic, scientific, industrial or 
commercial uses); 

• Potential for abuse and/or addiction liability of the substance; 
Extent of actual abuse of the substance in Canada and internationally; and 

• Risk to personal and public health and safety 

Health Canada recently concluded a preliminary assessment oftapentadol against these 
factors and proposes to include this substance i I to the CDSA and in the 
Schedule to t e 1rst step in the process of scheduling oftapentadol under the 
CDSA and the NCR is the publication of a Notice to Interested Parties (NOl) in Canada 
Gazette, Part l, which will be published on February 26, 2011 for a 30-day comment 
period. This notice provides interested stakeholders with the opportunity to provide 
comments on this proposal. Any comments received will be considered during the 
preparation of a subsequent regulatory proposal regarding tapentadoL 

Q2. What restrictions would be placed on tapentadol if it is schedu-:;le~ __ er the 
CDSA and NCR? 

A2. The proposed inclusion oftapentadol to the Controlled ru 
and the Narcotic Control Regulations (NCR) would prohibit it ossession, importation, 
exportation, trafficking, possession for the purposes oftraffickmg or exportation, and 
production, except as authorized under the NCR. 

Scheduling under the NCR would impose record-keeping, reporting, security, and license 
and pennit requirements for activities with medications containing tapentadol or its 
related analogues. Once scheduled, only licensed dealers oftapentadol or its analogues 
would be allowed to carry out the specific activities (including production, sale, import 
and export) in their dealer's license for tapentadol or a specified analogue. Likewise, the 
handling of tapentadol by pharmacists and practitioners would be restricted to the 
conditions specified under the NCR. 

Q3 - Are these substances controlled internationally? How are these substances 
regulated in other countries? 

A3 - Although tapentadol is not currently included in any of the United Nations drug 
control conventions, - - -
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In the U.S., it is controlled under Schedule II of the Controlled I 
Substances Act. 

Q4 - If pharmaceutical products containing tapentadol are not yet on the m {;1 in 
Canada, why are you taking this action now? ~ 
A4 - In December 2010, NNUCYNT A TM* CR, a controlled release oral tablet formulation 
oftapentadol hydrochloride was approved by the Health Products and Food Branch for 

. . . .. . The . 
sponsoring company, Janssen-Ortho, Inc., has indicated its intention to begin marketing 
NNUCYNT A TM* CR in Canada as early as March 2011. Since the substance demonstrates 
similar abuse potential as other opioids, such as oxycodone, Health Canada is taking 
action to schedule tapentadol under the CDSA and the NCR in order to reduce the 
potential for diversion, trafficking or abuse of this substance 

Background: 

. _ _ _ It is currently controlled in the 
U.S. under Schedule II of the Controlled Substances Act 

IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111111111111111111111IIIIIIII1111111111111111111111111111 

While its structure is similar to 
tramadol, tapentadol is thought to be comparable to hydrocodone and oxycodone for pain 
relief. Marketed internationally under the trade name ofNUCYNTA ®, three 
formulations of tapentadol have been developed including an immediate release (IR) 
tablet for the relief of acute pain, 

. and an extended release (ER) formulation for the management of moderate to severe 
chronic pain in patients 18 years of age or older. 

A briefing note was developed and sent to DMO on February 19,2011. 

Prepared by: Christine Roush, Senior Communications Advisor, (assigned to HECS) 
Reviewed by: Nathan Isotalo, 

Denis Arsenault, Acting Manager, Regulatory Policy Division, Controlled 
Substances and Tobacco Directorate 

Approved by: 

Jocelyn Kula, AlDirector, Office of Controlled Substances, CSTD (Pending) 
Suzanne Desjardins, Director, ODARS, CSTD, HECS (Pending) 
Brenda Paine, AlDG, CSTD, HECS (Pending) 
Chantal Trepanier, Legal Counsel, HECS (Pending) 
Dave Stephens, Communications Executive, HECS (Pending) 
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Ken Polk, AlDirector, Public Affairs, PACCB (Pending) 
Charles Mojsej, DG, PACCB (Pending) 
Hilary Geller, AI ADM, HPFB (Pending) 
Anne Lamar, ADM, P ACCB (FYI only) 
DMO (FYI only) 
MO 
PCO 
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Hi Jocelyn, 

Fw: Tapentadol MLs - for review/approval pis 
Denis Arsenault to Jocelyn Kula 
_,_ Nathan J Isotalo 

2011-02-23 10:55 AM 

Below for your consideration are some further suggested edits from Nathan (with which I concur). 

Denis 

P.S. Thanks Nathan - good eye. 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division / 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances contr61ees, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax / Telecopieur: (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 
----- Forwarded by Denis ArsenaultlHC-SC/GC/CA on 2011-02-23 10:53 AM -----

From: Nathan J Isotalo/HC-SC/GC/CA 
To: Denis ArsenaultlHC-SC/GC/CA@HWC 
Date: 2011-02-2310:52 AM 
Subject: Fw: Tapentadol MLs - for review/approval pis 

------------~----------------~----~-----------------------------------------------
Hi Denis, please find attached my proposed edits. Nathan. 

Tapentadol MLs (Draft February 23_10h49_NI}.doc 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 
----- Forwarded by Nathan J Isotalo/HC-SC/GC/CA on 2011-02-2310:51 AM -----

From: Christine Roush/HC-SC/GC/CA 
To: Jocelyn Kula/HC-SC/GC/CA@HWC 
Cc Denis ArsenaultlHC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC. Lisa Marie 

NG/HC-SC/GC/CA@HWC 
Date: 2011-02-2309:34 AM 
~~~J.~:~~:._~" __ ~. __ . __ ~e: Tapentadol MLs - for review/ap:..;p_r_ov_a~l.;...p_IS __________ _ 

Jocelyn - I can't recall if I sent you these lines yesterday for your approval - too much going on at the 
moment. In any case, here they are - Denis has reviewed. Could you please review and provide me with 

11---·- 1··lm[ITIII~llllllImlnrlll 
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Fw: Tapentadol MLs - for review/approval pis 
'\Jal.l1an Isotaio fO Denis Arsenault 

Hi Denis, please find attached my proposed edits. Nathan. 

~ 
Tapentadol MLs (Draft February 23_1 Oh49_NI).doc 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 
----- Forwarded by Nathan J Isotalo/HC-SC/GC/CA on 2011-02-23 10:51 AM -----

From: 
To: 

Christine Roush/HC-SC/GC/CA 
Jocelyn Kula/HC-SC/GC/CA@HWC 

2011-02-2310:52 AM 

Cc: Denis ArsenaultlHC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC, Lisa Marie 
NG/HC-SC/GC/CA@HWC 

Date: 2011-02-23 09:34 AM 
Subject: Re: Tapentadol MLs - for review/approval pis 

Jocelyn - I can't recall if I sent you these lines yesterday for your approval - too much going on at the 
moment. In any case, here they are - Denis has reviewed. Could you please review and provide me with 
your approval by 11 :00 am today. Thanks, 

[attachment "Tapentadol MLs (Draft February 22_1 Oh57 _da).doc" deleted by Nathan J 
Isotalo/HC-SC/GC/CAj 

Christine Roush 
Senior Communications Advisor! 

Christine Roush Thanks Denis - I will send them to Jocelyn for h ... 

From: 
To: 
Date: 
Subject: 

Christine Roush/HC-SC/GC/CA 
Denis ArsenaultlHC-SC/GC/CA@HWC 
2011-02-2210:59 AM 
Re: Tapentadol MLs - for review/approval pis 

2011-02-22 10:59:24 AM 

Thanks Denis - I will send them to Jocelyn for her approval. Who in legal have you been dealing with? 
Should I send the lines to Chantal Trepanier for her review? 

Christine Roush 
Senior Communications Advisor! 

Denis Arsenault 
Christine Roush 

Hi Christine, Below is a revised version of the M ... 
Hi Denis, After quite a hectic day on the Salvia fr. .. 

'~r: ' ""'1 I I 11111111 III~rIlf!IIIlfT II 
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Re: Tapentadol MLs - for review/approval pis I:) 
Christine Roush to: Brenda Paine 

Denis Arsenault, Nathan J Isotalo, Lisa Marie NG, Dave Stephens, 
Cc: Jocelyn Kula, Michael Assad, Jesse Arnup-Blondin, Dave Stephens, 

Nicole Prentice 

2011-02-23 02: 1 0 PM 

Hi Brenda - below are media lines for your approval by 3:30 today, on Tapendtadol, to support the 
publication in CG1 this Saturday, Feb. 26 of a proposal to schedule this substance under the CDSA and 
NCR. Consistent with our approval process for low sensitivity items, you will be the last to approve for 
HECS. The lines will be sent to HECS-ADMO as an fyi only. 

~ r 
Tapentadol MLs + JK Input~Feb;3 i011_14h02.dOC 

'--"'" 

Christine Roush 
Senior Communications Advisorl 
Conseillere principale en communications 
Public Affairs, Consultation and Communications Branchl 
Direction generale des affaires publiques, 

de la consultation et des communications 
Health Canada/Sante Canada 
TellTel: (613) 954-0712/Cell: (613) 219-7194 
Fax/Facsimile: 948-8085 
E-mail/courriel:christine_roush@hc-sc.gc.ca 

Jocelyn Kula here you go; approved with my edits: ____ . 

From: Jocelyn Kula/HC-SC/GC/CA 
To: Christine Roush/HC-SC/GC/CA@HWC 

2011-02-2301 :43:37 PM 

Cc: Denis ArsenaultlHC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC, Lisa Marie 
NG/HC-SC/GC/CA@HWC, Dave Stephens/HC-SC/GC/CA@HWC 

Date: 2011-02-23 01 :43 PM 
Subject: Re: Tapentadol MLs - for review/approval pis 

here you go; approved with my edits: 

[attachment "Tapentadol MLs + JK Input Feb 23 2011.doc" deleted by Christine Roush/HC-SC/GC/CA] 

Jocelyn Kula 
Acting Directorl Directrice par interim 
Office of Controlled Substancesl Bureau des substances controlees 
Healthy Environments and Consumer Safety Branchl Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canadal Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

Christine Roush 
Christine Roush 
Christine Roush 
Denis Arsenault 
Christine Roush 

Hi Jocelyn - further to my email below requestin .. . 
Jocelyn - I can't recall if I sent you these lines ye .. . 
Thanks Denis - I will send them to Jocelyn for h ... 
Hi Christine, Below is a revised version of the M ... 
Hi Denis, After quite a hectic day on the Salvia fr ... 

T'l I 

2011-02-2312:42:59 PM 
2011-02-2309:34:12 AM 
2011-02-2210:59:24 AM 
2011-02-2210:50:33 AM 
2011-02-21 05:19:30 PM 
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Media lines 
Tapentadol 

A Notice to Interested Parties outlining Health Canada's proposal to add tapentadol, its 
salts and its related analogues to Schedule I to the Controlled Drugs and Substances Act 
and to the Schedule to the Narcotic Control Regulations (NCR), will be published in 
Canada Gazette, Part I, on Saturday, February 26, 2011. 

Key Messages: 

• Health Canada is proposing to add tapentadol, its salts and its analogues, to 
Schedule I of the CDSA, and to the Schedule to the Narcotic Control Regulations 
(NCR). 

• The proposed inclusion oftapentadol to the Controlled Drugs and Substances Act 
and the Narcotic Control Regulations would prohibit its possession, production, 
distribution, importation, exportation, trafficking, possession for the purposes of 
trafficking._~}(~~pt_~~_~u_~h()ri~~d_ut1cle_r_t)1_el!q~C;r;!~!q __ ~f!nf!f!~BegliICltir;!,!s; _________ _ 

• The proposed scheduling oftapentadol would reduce the potential for the 
diversion, trafficking or abuse of this substance while continuing to ensure it is 
available for legitimate medical purposes. Its scheduling would also enable law 

_--- Deleted: or exportation. and 
production, 

enforcement to take action in instances of suspected illegal activit~: ______________________ --- -{ Deleted: ie ~ ________________ -J 

• A Notice to Interested Parties, published in Part I of the Canada Gazette on 
February 26, 2011, gives Canadians 3<{.~ay~_t~_c{)1ll111el1t{)n.thisl)rop()s_~L ---{~De_le_ted_:_-_____ ~ 

Supplementary Messages: 

If pressed regarding the scheduling of tapentadol: 
• These proposed regulatory measures are being undertaken to safeguard Canadians 

and their families from drugs that have the potential for diversion and/or abuse. 

Questions and Answers 

Q 1 - What is involved in the scheduling of tapentadol as a controlled substance 
under the Controlled Drugs and Substances Act (CDSA)'l..__ _ _____________________ _ 

_ - Deleted: and Narcotic ('olltrol 
- ReguiatlOllS (NCR), and what 

stage is it at? 

A I - Health Canada considers several factors in determining whether a substance should _{>=De=le=ted=:=th=e=s ======< 

be included in one of the Sfhe_c}._~J~S_!{)_!h~po_nt,.o!letiP!ugs_Cln{i§~1!~tCl~P::~_!(ct_(~P_~AL/:> :::C:: ing ofa substance 

YI!~e~e_il1~l_ud~: ______________________________________ ----------------------------------- -------------------------------- >=De=leted=-:-an-d-th-e-N=ar-c'-J/'-'c===< 

International requirements and trends in international control. ComrolRegulations (NCR), is 
warranted_ 

K:IDATAIOPIOID SCHEDULINGITAPENTADOLIMEDIA12011ITapentadol MLs +JK Input Feb 23 2011 .doc 
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moderate and chronic nociceptive and neuropathic pain.~!!1~~_th~_~I}_~~~!:l_~~~ ________________ - -,-
demonstrates flbllS~~~_t_~!1!!~J_,J1t!!:lJ~h_ ~_~!1~~~ _ ~s tl1Ki_~K l1~~J~Ilt~ _~~_~_t?~llle_ t~~t?ml1~~L ___ , _____ """ 
under the CDSA and the NCR in order to reduce the potential for diversion and/or flbusel< \, ", --------- -y .. 
Background: \,'''\, 

"\ \\ 

It is currently included~chedule II \: ... "':: 
toihe United States Controlled Substances Act~ __ ~~~~~~~~~~-~--~--~--_--------:::~\ '\\, 

--\\\' \, " \' , 
,--.." \:::' \, 

·:~:~:::~t::~~:::~:::;:,:::::,::==(~~,:~~i~·~ECS)·· .............. ~,.,.,;,:,.:.,.,.,:,.,.', 
Reviewed by: Nathan Isotalo, Senior Policy Analyst, Regulatory Policy Division, Controlled 

Substances and Tobacco Directorate,.. _________ n ________________________ ~ _________ uu______ \"'\ 
Denis Arsenault, Acting Manager, Regulatory Policy Division, Controlled ' ',.: 
Substances and Tobacco Directorate '.,', 

" " 

" 
" " 
" 

" 

" 

Approved by: 

Jocelyn Kula, AlDirector, Office of Controlled Substances, CSTD (Pending) 
Suzanne Desjardins, Director, ODARS, CSTD, HECS (Pending) '''\1 
Brenda Paine, AIDG, CSTD, HECS (Pending) 
Chantal Trepanier, Legal Counsel, HECS (Pending) 
Dave Stephens, Communications Executive, HECS (Pending) 
Ken Polk, A/Director, Public Affairs, PACCB (Pending) 
Charles Mojsej, DG, PACCB (Pending) 
Hilary Geller, A/ADM, HPFB (Pending) 
Anne Lamar, ADM, PACCB (FYI only) 
DMO (FYI only) 
MO 
PCO 

Comment [lK1]: This is 
privileged info and we cannot 
disclose, .. ". 

Deleted: The sponsoring 
company, Janssen-Ortho, [nc., has 
indicated its intention to bel,'in 
marketing NNUCYNTA™'CR in 
Canada as early as March 20 II. 

Deleted: similar 

Deleted: as other opioids, such 
as oxycodone, 

Deleted: , trafficking or 

Deleted: of this substance 

Deleted: controlled in the U.s. 
under 

Deleted: of 

Deleted: and s 

Deleted: ( 

Deleted: Chile, 

Deleted: Lithuania, 

Deleted: ) 

Deleted: scheduled 

While its 
structure IS SImilar to tramadol, 
tapentadol is thought to be 
comparable to hydrocodone and 
oxycodone for pain relief. 
Marketed internationally under the 
trade name of NUCYNT A ®, three 
fonnulations of tapentadol have 
been developed including an 
immediate release (lR) tablet for 
the relief of acute pain, a 

extended release (ER) fonnulation 
for the management of moderate to 
severe chronic pain in patients 18 

, years of age or older. 1 
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DRAFT 
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Media lines 
Tapentadol 

A Notice to Interested Parties outlining Health Canada's proposal to add tapentadol, its 
salts and its related analogues to Schedule I to the Controlled Drugs and Substances Act 
and to the Schedule to the Narcotic Control Regulations (NCR), will be published in 
Canada Gazette, Part I, on Saturday, February 26,2011. 

Key Messages: 

• Health Canada is proposing to add tapentadol, its salts and its analogues, to 
Schedule I of the CDSA, and to the Schedule to the Narcotic Control Regulations 
(NCR). 

• The proposed inclusion of tapentadol to the Controlled Drugs and Substances Act 
and the Narcotic Control Regulations would prohibit its possession, production, 
distribution, importation, exportation, trafficking, and possession for the purposes 
of trafficking except as authorized under the Narcotic Control Regulations. 

• The proposed scheduling of tapentadol would reduce the potential for the 
diversion, trafficking or abuse of this substance while continuing to ensure it is 
available for legitimate medical purposes. Its scheduling would also enable law 
enforcement to take action in instances of suspected illegal activities. 

• A Notice to Interested Parties, published in Part I of the Canada Gazette on 
February 26,2011, gives Canadians 30 days to comment on this proposal. 

Supplementary Messages: 

If pressed regarding the scheduling of tapentadol: 
• These proposed regulatory measures are being undertaken to safeguard Canadians 

and their families from drugs that have the potential for diversion and/or abuse. 

Questions and Answers 

Ql - What is involved in the scheduling of tapentadol as a controlled substance 
under the Controlled Drugs and Substances Act (CDSA)? 

Al - Health Canada considers several factors in detetmining whether a substance should 
be included in one of the Schedules to the Controlled Drugs and Substances Act (CDSA). 
These include: 
• International requirements and trends in international control. 

C:\Windows\Temp\notesOB88FB\Tapentadol MLs + JK Input Feb 23 2011_14h02.doc 
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• Chemical and/or pharmacological similarity to substances listed in the Schedules 
to the CDSA; 

• Legitimate use of the substance (i.e., therapeutic, scientific, industrial or 
commercial uses); 

• Potential for abuse and/or addiction liability of the substance; 
• Extent of actual abuse of the substance in Canada and internationally; and 

Risk to personal and public health and safety 

Health Canada has a preliminary assessment oftapentadol against these factors and 
proposes to include this substance in Schedule I to the CDSA and in the Schedule to the 
NCR. The first step in the process of scheduling oftapentadol under the CDSA and the 
NCR is the publication of a Notice to Interested Parties (NOI) in Canada Gazette, Part I, 
which will be published on February 26,2011 for a 30-day comment period. This notice 
provides interested stakeholders with the opportunity to provide comments on this 
proposal. Any comments received will be considered during the preparation of a 
subsequent regulatory proposal regarding tapentadol. 

Q2. What restrictions would be placed on tapentadol if it is scheduled under the 
CDSA and NCR? 

A2. The proposed inclusion oftapentadol to the Controlled Drugs and Substances Act 
and the Narcotic Control Regulations (NCR) would prohibit its possession, production, 
distribution, importation, exportation, trafficking or possession for the purposes of 
trafficking except as authorized under the NCR. 

Once scheduled, only dealers licensed under the NCR and certain health professionals, 
e.g., practitioners and pharmacists, etc., will be authorized to carry out activities with 
tapentadol. The NCR will also impose specific record-keeping, reporting and security 
requirements on those involved in handling tapentadol. 

Q3 - Are these substances controlled internationally? How are these substances 
regulated in other countries? 

A3 - Although tapentadol is not currently included in any of the United Nations drug 
control conventions, 

In the United States, tapentadol is included in Schedule II to the Contr~lled Sub~tances 
Act. 

Q4 - If pharmaceutical products containing tapentadol are not yet on the market in 
Canada, why are you taking this action now? 

A4 - In December 2010, Health Canada approved NNUCYNTA™*CR, a controlled 
release oral tablet formulation oftapentadol hydrochloride, for use in the treatment of 
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s.20(1)(b) 

moderate and chronic nociceptive and neuropathic pain. Since the substance 
demonstrates abuse potential, Health Canada is taking action to schedule tapentadol 
under the CDSA and the NCR in order to reduce the potential for diversion and/or abuse. 

Background: 

It is currently included in 
Schedule II to the United States Controlled Substances Act. 

A briefing note was developed and sent to DMO on February 19, 2011. 

Prepared by: Christine Roush, Senior Communications Advisor, (assigned to HECS) 
Reviewed by: Nathan Isotalo, Senior Policy Analyst, Regulatory Policy Division, Controlled 

Substances and Tobacco Directorate 
Denis Arsenault, Acting Manager, Regulatory Policy Division, Controlled 
Substances and Tobacco Directorate 

Approved by: 

Jocelyn Kula, AlDirector, Office of Controlled Substances, CSTD 
Suzanne Desjardins, Director, ODARS, CSTD, HECS (Pending) 
Brenda Paine, AlDG, CSTD, HECS (Pending) 
Chantal Trepanier, Legal Counsel, HECS (Pending) 
Dave Stephens, Communications Executive, HECS (Pending) 
Ken Polk, AlDirector, Public Affairs, PACCB (Pending) 
Charles Mojsej, DG, PACCB (Pending) 
Hilary Geller, AI ADM, HPFB (Pending) 
Anne Lamar, ADM, PACCB (FYI only) 
DMO (FYI only) 
MO 
PCO 
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re: noi 
Nathan J Isotalo to: Denis Arsenault 2011-02-2410:10 AM 

Good morning, Denis; 

just to keep track of things, I spoke with you yesterday concerning some events that occurred surrounding 
the preparation and transmission of the NOI package. 

Regarding your request to Amal to review the french translation that was made on the NOI Amal was not 
provided with the most up to date documents. I would suggest in future that if any such request is made 
that the most up to date documents be sent to Amal or whomever is performing a comparison/review; 

also, an attachment of Jocelyn's comments on the notification letter were not included in the email 
containing her comments on the NOI that were provided to me. For this reason, the letter was not included 
in the package that was left on your chair for approvals prior to it moving up the line; 

also, no MECS number had been assigned to the package and I had to ask Isabel to add the final English 
and French copies of the NOI to the MECS database as I had no access. In this regard, Isabel has 
provided me with an application to gain access; 

lastly, my CDROM drive on my computer did not work so I could not burn the CDROM for the Canada 
Gazette. I've opened a HelpDesk call to have them fix or replace the drive. 

Despite the above, the package was completed and received the necessary approvals and sent to 
Canada Gazette on time for publication this coming Saturday Feb 26. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

I: I .. I lmllllllWlllilrUTll 
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Diane Labelle to: Jocelyn Kula 
Denis Arsenault, Nathan J Isotalo, Norma Won 

Jocelyn, , thanks Diane 

Diane Labelle 
Avocate genera Ie/General Counsel 
Services juridiques Sante Canada/Health Canada Legal Services 
248C edifice Brooke Claxton Bldg 
70 promenade Colombine Driveway 
Pre Tunney's Pasture, Ottawa (Ontario) K1A OK9 
Indice de I'adresse/Address indicator: 0902C 
tel.ltel: (613) 948-7453 
telec.lfax: (613) 954-9485 
diane,labelle@hc-sc.gc.ca 
Gouvernement du Canada/Government of Canada 

Solicitor-Client Privilege/Protected 

2011-02-24 10:24 AM 

This message is intended for the use of the individual or entity to which it is addressed and may contain 
information that is privileged or confidential and exempt from disclosure under applicable law. 
Unauthorized disclosure, copying or re-transmission is prohibited. Modification of the transmission is 
prohibited. If you have received this transmission in error, please notify me immediately by sending me a 
return e-mail copy. Then, delete the original message. Thank you. 

Secret professionnel de l'avocatiProtege 
Cette communication est exclusivement destinee a I'individu ou I'entite a qui elle est adressee. Elle peut 
contenir de I'information privilegiee, confidentielle et ne pouvant etre divulguee selon la loi applicable a 
I'espece. Toute divulgation non-autorisee est defendue. Toute copie non-autorisee ou re-transmission 
non-autorisee de ce message sont defendues. Si vous avez re'1u cette communication par erreur, veuillez 
m'en aviser immediatement par retour de courriel. Puis, supprimez Ie courriel re'1u. Merci. 

Jocelyn Kula/HC-SC/GC/CA 

Hi Norma 

Jocelyn Kula/HC-SC/GC/CA 

23/02/2011 06:32 PM To Norma Won/HC-SC/GC/CA@HWC 

cc Denis ArsenaultlHC-SC/GC/CA@HWC, Nathan J 
Isotalo/HC-SC/GC/CA@HWC, Diane 
Labelle/HC-SC/GC/CA@HWC 

Subject 

II I IllIiilllilWllillmlllfTl1 

001741 



Happy to discuss of course. Am not however, in the office on Friday. 
Jocelyn 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch/ Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

~o,. "'1 I I' r' IllffiJf1llnTIIIII·lllmTII 
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Hi Christine, 

Re: Tapentadol MLs - for review/approval pis ::il 
Jocelyn Kula to: Christine Roush 
Cc: Denis Arsenault, Nathan J Isotalo, Lisa Marie NG 

2011-02-24 10:50 AM 

Re. the descriptive line, I think we should be more consistent with the approved indication for the Cdn drug 
containing tapentadol. I would also avoid making any comparisons to other drugs in Schedule I as they all 
act a bit differently ..... . 

Health Canada is proposing to add tapentadol, its salts and its analogues, to Schedule I of the 
CDSA, and to the Schedule to the Narcotic Control Regulations ( NCR). Tapentadol is a novel, 
centrally acting analgesic that can be used for the management of moderate and chronic pain. 

Re. the inclusion of the word "novel", this is really referring to the chemical structure of the molecule and 
the way that it binds different receptors in the brain. Technically, it is an important descriptor but if it is 
causing confusion in the approvals process, I think we can live with it being removed. 

Re. the question about all opioids, the answer is yes and no. If you are talking about classical opioids, 
i.e., those that contain the classic opioid structure, then yes, they are all regulated as controlled 
substances with the exception of tramadol, which as you know, we attempted to schedule in 2007 and are 
still in the process of getting ministerial concurrence to push through. If on the other hand, you use the 
term "opioid" to refer to anything that contains any variant of the opioid structure, the answer is no. For 
example, the molecular structure of the drug Imodium which is an anti-diarrheal agent, contains some 
parts of the opioid structure and has some of the effects of an opioid, i.e., it represses gut mobility, but is 
most definitely n.ot regulated as a controlled substance. 

Let me know if you need anything further. 

Jocelyn 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch/ Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

Christine Roush Hi Jocelyn - our DG,Comms has a question on t. .. 

From: 
To: 

Christine Roush/HC-SC/GC/CA 
Jocelyn Kula/HC-SC/GC/CA@HWC 

2011-02-2410:38:11 AM 

Cc: Denis ArsenauIUHC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC, Lisa Marie 
NG/HC-SC/GC/CA@HWC 

Date: 2011-02-24 10:38 AM 
Subject: Re: Tapentadol MLs - for review/approval pis 

Hi Jocelyn - our DG,Comms has a question on the Tapentadol MLs. Are all opioids controlled 
substances? 

Also, they wanted a description of Tapentadol up front in the key messages. Are you OK with the following 
- and do we need to use the word 'novel' as this could raise additional questions: 

001743 



• Health Canada is proposing to add tapentadol, its salts and its analogues, to Schedule I of 
the CDSA, and to the Schedule to the Narcotic Control Regulations ( NCR). Tapentadol is a 
novel, centrally active analgesic used for the management of acute pain, comparable to 
oxycodone. 

Christine Roush 
Senior Communications Advisor/ 
Conseillere principale en communications 
Public Affairs, Consultation and Communications Branchl 
Direction gemerale des affaires publiques, 

de la consultation et des communications 
Health Canada/Sante Canada 
TeilTel: (613) 954-0712/Cell: (613) 219-7194 
Fax/Facsimile: 948-8085 
E-mail/courriel:christine_roush@hc-sc.gc.ca 

Jocelyn Kula 
Christine Roush 
Christine Roush 
Christine Roush 
Denis Arsenault 
Christine Roush 

here you go; approved with my edits: ___ _ 
Hi Jocelyn - further to my email below requestin .. . 
Jocelyn - I can't recall if I sent you these lines ye .. . 
Thanks Denis - I will send them to Jocelyn for h .. . 
Hi Christine, Below is a revised version of the M .. . 
Hi Denis, After quite a hectic day on the Salvia fr .. . 

- ~ I I I IllfITIfTllllTlIITlI'l1II11ll ' , I 
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2011-02-22 10:59:24 AM 
2011-02-22 10:50:33 AM 
2011-02-21 05:19:30 PM 
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Hi Denis, 

Fw: Tapentadol MLs - for review/approval pis 
Nathan J !sotalo to: Denis Arsenault 2011-02-24 11 :24 AM 

Tapentadol is novel as it is a relatively new opioid analgesic with a dual mode of action; 
binding to mu-opioid receptors and inhibitory uptake of norepinephrine. 

Analgesics operate in different ways. This one is centrally acting i.e. primarily on the 
brain .... as opposed to peripherally acting at nerve endings. 

Nathan. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 
----- Forwarded by Nathan J Isotalo/HC-SC/GC/CA on 2011-02-24 11 :22 AM -----

From: 
To: 

Christine Roush/HC-SC/GC/CA 
Jocelyn Kula/HC-SC/GC/CA@HWC 

Cr" Denis ArsenaultlHC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC, Lisa Marie 
NG/HC-SC/GC/CA@HWC 

Date: 2011-02-24 11 :07 AM 
Subject: Re: Tapentadol MLs - for review/approval pis 

Thanks Jocelyn - to simplify the message are you OK with saying: 

Tapentadol is an novel, centrally acting analgesic that can be used for the management of 
moderate and chronic pain. 

Christine Roush 
Senior Communications Advisor/ 
Conseillere principale en communications 
Public Affairs, Consultation and Communications Branch/ 
Direction generale des affaires publiques, 

de la consultation et des communications 
Health Canada/Sante Canada 
TelITel: (613) 954-0712/Cell: (613) 219-7194 
Fax/Facsimile: 948-8085 
E-mail /courriel:christine_roush@hc-sc.gc.ca 

Jocelyn Kula Hi Christine, Re. the descriptive line, I think we ... 

From: Jocelyn Kula/HC-SC/GC/CA 
To: Christine Roush/HC-SC/GC/CA@HWC 

T ]11-IIUIIIIWllfnmlll 
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sure :) 

Jocelyn Kula 

Re: Tapentadol MLs - for review/approval pis iJl 
Jocelyn Kula to: Christine Roush 

Denis Arsenault, Nathan J Isolalo, Lisa Marie NG 

Acting Director! Directrice par interim 
Office of Control/ed Substances/ Bureau des substances contr6h~es 

2011-02-24 11 :28 AM 

Healthy Environments and Consumer Safety Branch! Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

Christine Roush Thanks Jocelyn - to simplify the message are yo ... 

From: 
To: 

Christine Roush/HC-SC/GC/CA 
Jocelyn Kula/HC-SC/GC/CA@HWC 

2011-02-24 11 :07: 12 AM 

Cc: Denis ArsenaultlHC-SC/GCICA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC, Lisa Marie 
NG/HC-SC/GC/CA@HWC 

Date: 2011-02-24 11 :07 AM 
Subject: Re: Tapentadol MLs - for review/approval pis 

Thanks Jocelyn - to simplify the message are you OK with saying: 

Tapentadol is an novel, centrally acting analgesic that can be used for the management of 
moderate and chronic pain. 

Christine Roush 
Senior Communications Advisor/ 
Conseillere principale en communications 
Public Affairs, Consultation and Communications Branch/ 
Direction gemerale des affaires publiques, 

de la consultation et des communications 
Health Canada/Sante Canada 
TellTel: (613) 954-0712/Cell: (613) 219-7194 
Fax/Facsimile : 948-8085 
E-mail/courriel:christine_roush@hc-sc.gc.ca 

Jocelyn Kula 
Christine Roush 
Jocelyn Kula 
Christine Roush 
Christine Roush 
Christine Roush 
Denis Arsenault 
Christine Roush 

Hi Christine, Re. the descriptive line, I think we ... 
Hi Jocelyn - our DG,Comms has a question on t... 
here you go; approved with my edits: ___ _ 
Hi Jocelyn - further to my email below requestin ... 
Jocelyn - I can't recall if I sent you these lines ye,., 
Thanks Denis - I will send them to Jocelyn for h .. . 
Hi Christine, Below is a revised version of the M .. . 
Hi Denis, After quite a hectic day on the Salvia fr. .. 
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\ ' 
5.23 

JOCelyn Kula to: Parul ::ihah 2011-02-2512:26 AM 
Diane Labelle, Denis Arsenault, Nathan J Isotalo 

Thanks Parul. 

Denis, 

JK 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances contr61ees 
Healthy Environments and Consumer Safety Branch/ Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

Parul Shah 

From: 
To: 
Cc: 
Date: 
Subject: 

Hi Jocelyn, 

Regards, 

Parul 

Parul Shah 

Hi Jocelyn, 

Parul Shah/HC-SC/GC/CA 
Jocelyn Kula/HC-SC/GC/CA@HWC 
Diane Labelle/HC-SC/GC/CA@HWC 
2011-02-24 03:49 PM 

Legal Counsell Avocate 
Department of Justice / Ministere de la Justice 
Health Canada Legal Services / SJM Sante Canada 
Tel/Tel (613) 948-8555 

Fax! Tele (613) 954-9485 
parul.shah@hc-sc.gc.ca 
Government of Canada/ Gouvernement du Canada 

Diane Labelle/HC-SC/GC/CA 

... Health Canada ... 
Norma Won 

T "1 1 111101111111 ~ilUllrlllll1ll 
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Page(s) 001748 to\a 001748 

Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



Fw: DGO Comms Approved: MLs - Tapentadol 
Christine Roush to: Jesse Arnup-Blondin 
~, , Jocelyn Kula, Denis Arsenault, Nathan J Isotalo, Michael Assad, 
"4C. Dave Stephens 

""""_'««"~~<'~W<'<"~'<~_<~ 

Below are the approved MLs that have been shared with MO, 

~ 
HECS_ML_ TapentadoIJeb24_1435(revcr),doc 

Christine Roush 
Senior Communications Advisorl 
Conseillere principale en communications 
Public Affairs, Consultation and Communications Branch/ 
Direction generale des affaires publiques, 

de la consultation et des communications 
Health Canada/Sante Canada 
TelITel: (613) 954-0712/Cell: (613) 219-7194 
Fax/Facsimile: 948-8085 
E-mail/courriel:christine_roush@hc-sc.gc.ca 

----- Forwarded by Christine Roush/HC-SC/GC/CA on 2011-02-25 01 :19 PM ----

From: Olivia Caron/HC-SC/GC/CA 
To: Christine Roush/HC-SC/GC/CA@HWC 

2011-02-2501 :21 PM 

Cc: 

Date: 

Alexis M Tervo/HC-SC/GC/CA@HWC, Blossom Leung/HC-SC/GC/CA@HWC, Dave 
Steptiens/HC-SC/GC/CA@HWC, Nicole Prentice/HC-SC/GC/CA@HWC 
2011-02-2404:34 PM 

Subject: DGO Comms Approved: Mls - Tapentadol 

Hi Christine, 

Ken and Charles have approved the media lines with no further changes, I have added the messaging on 
opioids to the backgrounder, as directed by Dave, Please share with your ADM as FYI Only, I will share 
with Anne and DMO as FYI Only as well, and will submit for MO approval shortly after. 

Thanks, 

Olivia Caron 
Research and Coordination Officer 
Director General's Office 
Strategic Communications Directorate 
Health Canada 
olivia_caron@hc-sc.gc.ca 
613.948.3228 (tel.) 
613.957.1729 (fax) 
[attachment "HECS_ML_ TapentadoLFeb24_1435.doc" deleted by Christine Roush/HC-SC/GC/CA] 

Christine Roush Hi Olivia - I added a short description of Tapent... 2011-02-24 11:41 :48 AM 

From: Christine Roush/HC-SC/GC/CA 
To: Olivia Caron/HC-SC/GC/CA@HWC 
Cc: Alexis M Tervo/HC-SC/GC/CA@HWC, Blossom Leung/HC-SC/GC/CA@HWC, Dave 
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'DRAFT 
21102/2011 

Media lines 
Tapentadol 

A Notice to Interested Parties outlining Health Canada's proposal to add tapentadol, its 
salts and its related analogues to Schedule I to the Controlled Drugs and Substances Act 
and to the Schedule to the Narcotic Control Regulations (NCR), will be published in 
Canada Gazette, Part I, on Saturday, February 26, 2011. 

Key Messages: 

• Health Canada is proposing to add tapentadol, its salts and its analogues, to 
Schedule I of the CDSA, and to the Schedule to the Narcotic Control Regulations 
(NCR). Tapentadol is an analgesic that can be used for the management of 
moderate and chronic pain. 

• The proposed inclusion of tapentadol to the Controlled Drugs and Substances Act 
and the Narcotic Control Regulations would prohibit its possession, production, 
distribution, importation, exportation, trafficking, and possession for the purposes 
of trafficking except as authorized under the Narcotic Control Regulations. 

• The proposed scheduling of tapentadol would reduce the potential for the 
diversion, trafficking or abuse of this substance while continuing to ensure it is 
available for legitimate medical purposes. Its scheduling would also enable law 
enforcement to take action in instances of suspected illegal activities. 

• A Notice to Interested Parties, published in Part I of the Canada Gazette on 
February 26, 20 11, gives Canadians 30 days to comment on this proposal. 

Supplementary Messages: 

If pressed regardillg the schedulillg of tapelltado/: 
• These proposed regulatory measures are being undertaken to safeguard Canadians 

and their families from drugs that have the potential for diversion and/or abuse. 

Questions and Answers 

QI - What is involved in the scheduling of tapentadol as a controlled substance 
under the Controlled Drugs alld Substances Act (CDSA)? 

Al - Health Canada considers several factors in detem1ining whether a substance should 
be included in one of the Schedules to the Controlled Drugs and Substances Act (CDSA). 
These include: 

C:\ WindowsITcmpinotesOB88FBIHECS ML Tapentadol Fcb24 I 435(revcr).doso, .. mH H.H. Hm •• -" 

Created on 2011-02-244:4400 1-'111.. __ . __ 
Created by Christine Roush 
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'DRAFT 
21/02/2011 

Risk to personal and public health and safety 
Chemical and/or phannacological similarity to substances listed in the Schedules 
to the CDSA; 
Legitimate use of the substance (i.e., therapeutic, scientific, industrial or 
commercial uses); 
Potential for abuse and/or addiction liability of the substance; 
Extent of actual abuse of the substance in Canada and internationally; and 
International requirements and trends in international control. 

Health Canada has a preliminary assessment of tapentadol against these factors and 
proposes to include this substance in Schedule I to the CDSA and in the Schedule to the 
NCR. The first step in the process of scheduling of tapentadol under the CDSA and the 
NCR is the publication of a Notice to Interested Parties (NO!) in Canada Gazette. Part I, 
which will be published on February 26,2011 for a 30-day comment period. This notice 
provides interested stakeholders with the opportunity to provide comments on this 
proposal. Any comments received will be considered during the preparation of a 
subsequent regulatory proposal regarding tapentadol. 

Q2. What restrictions would be placed on tapentadol if it is scheduled under the 
CDSA and NCR? 

A2. The proposed inclusion oftapentadol to the Controlled Drugs and Substances Act 
and the Narcotic Control Regulations (NCR) would prohibit its possession, production, 
distribution, importation, exportation, trafficking or possession for the purposes of 
trafficking except as authorized under the NCR. 

Once scheduled, only dealers licensed under the NCR and certain health professionals, 
e.g., practitioners and phannacists, etc., will be authorized to carry out activities with 
tapentadol. The NCR will also impose specific record-keeping, reporting and security 
requirements on those involved in handling tapentadol. 

Q3 - Are these substances controlled internationally? How are these substances 
regulated in other countries? 

A3 - Although tapentadol is not currently included in any of the United Nations drug 
control conventions, 

[n the United States, tapentadol is included in Schedule II to the Controlled Substances 
Act. 

Q4 - If pharmaceutical products containing tapentadol are not yet on the market in 
Canada, why are you taking this action now? 

(':', Windows\Temp\notesOBS8FB\11ECS MI. Tapentadol Feb24 1435(revcr).do~u.u. u .. u __ . uuhi 

Created on 2011-02-2~ 4:4~:()O PM,.m. 
Created by Christine Roush 
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• DRAFT 
21/02/20 II 

A4 - In December 2010, Health Canada approved NNUCYNTA™*CR, a controlled 
release oral tablet formulation oftapentadol hydrochloride, 

Since the substance 
demonstrates abuse potential, Health Canada is taking action to schedule tapentadol 
under the CDSA and the NCR in order to reduce the potential for diversion and/or abuse. 

Background: 

It is currently included in 
Schedule II to the United States Controlled Substances Act. 

~~~~~~~~ 

Classical opioids (i.e., those that contain the .classic_ opioidstrtlct:ure) llr~reglll<lted as 
.controlled substances, with the exception oftramadol, which has not vetbeen,;;cheduleg. 
Anything else referred to as '·opioid" that contains any variant of the opioid structure" is ... '". 
not regulated under controlled substances. For example, the molecular structure of the 
drug Imodium, which is an anti-diarrheal agent, contains some parts of the opioid 
structure and has some of the effects of an opioid, i.e., it represses gut mobility, but iSJ}ot 
regulated as a controlled substance, 

A briefing note was developed and sent to DMO on February 21, 2011. 

Prepared by: Christine Roush, Senior Communications Advisor, (assigned to HECS) 
Reviewed by: Nathan Isotalo, Senior Policy Analyst, Regulatory Policy Division, Controlled 

Substances and Tobacco Directorate 
Denis Arsenault, Acting Manager, Regulatory Policy Division, Controlled 
Substances and Tobacco Directorate 

Approved by: 

Jocelyn Kula, AlDirector, Office of Controlled Substances, CSTD 
Brenda Paine, AlDG, CSTD, HECS 
Dave Stephens, Communications Executive, HECS 
Ken Polk, AlDirector, Public Affairs, PACCB 
Charles Mojsej, DG, PACCB (Pending) 
Hilary Geller, AlADM, HPFB (FYI only) 
Anne Lamar, ADM, PACCB (FYI only) 
DMO (FYI only) 
MO 
PCO 

(':\Windows\Te l1111\notesilB88FB\llECS M L Tapentadol Feb24 1435(revcr).do~ ___ n_h ____ nn _____ / 
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RE: URL link to Tapentadol NOI 
[JOICA] 

to: 
Nathan J Isotalo 
2011-02-2502:33 PM 
Cc: 
"Denis Arsenault" 
Show Details 

Thank you for notifying us. 
Have a good weekend, 

From: Nathan J Isotalo [mailto:nathan.isotalo@hc-sc.gc.ca] 
Sent: Friday, February 25,2011 2:24 PM 
To: [JOICA] 
Cc: Denis Arsenault 
Subject: re: URL link to Tapentadol NOI 

Good afternoon, 

5.19(1) 

Please find below electronic links to the Canada Gazette website and the actual posted electronic copy of 
the tapentadol notice of intent (NOI) to be published on Saturday, February 26, 2011. 

Canada Gazette Website 

Posted electronic tapentadol notice of intent 

Thank you. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

file:I/C:\ WINDOWS\Temn\notesOR~~FR\-\.Vph7117 htln 
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1+' Government Gouvernement 
of Canada du Canada Canad~ 

C<lIlddiJ Gazette Vol. 145, No.9 - February 26, 2011 

DEPARTMENT OF HEALTH 

CONTROLLED DRUGS AND SUBSTANCES ACT 

Notice to interested parties - Proposal regarding the regulation of tapentado/, its salts and its related 
analogues under the Controlled Drugs and Substances Act 

This notice provides interested stakeholders with the opportunity to provide comments on Health 
Canada's proposal to add tapentadol (phenol, 3-[(lR,2R)-3-(dimethylamino)-1-ethyl-2-
methylpropyl]), its salts and its related analogues to Schedule I to the Controlled Drugs and 
Substances Act (CDSA) and to the schedule to the Narcotic Control Regulations (NCR). 

Tapentadol is a novel opioid analgesic that was co-developed by Johnson & Johnson Pharmaceutical 
Research and Development (J&JPRD) and Grunenthal GmbH. In December 2010, Health Canada 
issued a notice of compliance for NNUCYNTA TM* CR, a new drug product containing tapentadol to be 
sold in Canada in controlled release tablet formulations of 50, 100, 150, 200 and 250 mg. NNUCYNTA 
TM* CR has been approved for use in the treatment of moderate and chronic nociceptive and 
neuropathic pain. 

Although tapentadol is not currently included in any of the United Nations drug control conventions, 
studies of abuse liability indicate its potential for abuse and thus its susceptibility to diversion and 
trafficking. Several countries, e.g. United States, Germany, Lithuania, France, and Ireland, have 
already elected to regulate tapentadol as a controlled substance under their legislation in a manner 
similar to other opioids such as morphine and hydromorphone. 

The addition of tapentadol, its salts and its related analogues to Schedule I to the CDSA and to the 
schedule to the NCR would prohibit its possession, trafficking, possession for the purpose of trafficking, 
importation, exportation, possession for the purpose of exportation, and production except as 
authorized under the NCR. 

The scheduling of tapentadol will mitigate the potential for its diversion, trafficking and abuse while 
not preventing its availability for legitimate medical reasons. Scheduling will also enable law 
enforcement to take action in instances of suspected illegal activity. 

The publication of this notice begins a 3~-day comment period. If you are interested in this process 
or have comments on this proposal, please contact Mr. Nathan Isotalo, Regulatory Policy Division, 
Office of Controlled Substances, Address Locator: 35030, 123 Slater Street, Ottawa, OntariO, Canada 
K1A OK9, by fax at 613-946-4224 or by email at OCS.Policy.and.Regulatory.Affairs@hc-sc.gc.ca. 

February 17, 2011 

CATHY SABISTON 
Director General 

Controlled Substances and 
Tobacco Directorate 

http://www.gazette.gc.ca/rp-pr/p 1/20 11/20 11-02-26/pdf/g 1-14509.pdf 
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656 Canada Gazette Part I 

All interested parties are invited to submit their views by 
March 26, 20 II. Please be advised that any information received 
as a result of this consultation wiII be considered as public infor
mation, unless explicitly stated otherwise. Submissions should 
include 
l. the contributor's name and address and, if applicable, his/her 

organization, institution or business; 
2. the specific issues being addressed; and 
3. precise information on the rationale for the positions taken, 

including any significant impact it may have on Canada's 
domestic or foreign interests. 

Contributions can be sent by email, fax or mail to 
consuItations@international.gc.ca (email), 613-944-3489 (fax), or 
Trade Negotiations Consultations (Japan), Foreign Affairs and 
International Trade Canada, Trade Negotiations Division (TPE), 
Lester B. Pearson Building, 125 Sussex Drive, Ottawa, Ontario 
KIAOG2. 

[9-1-<>1 

DEPARTMENT OF HEALTH 

CONTROLLED DRUGS AND SUBSTANCES ACT 

Notice to interested parties - Proposal regarding the regulation 
of tapentadol, its salts and its related analogues under the 
Controlled Drugs and Substances Act 

This notice provides interested stakeholders with the opportun
ity to provide comments on Health Canada's proposal to add 
tapentadol (phenol, 3-[ (I R,2R)-3-( dimethylamino )-I-ethyl-2-
methylpropyl]-), its salts and its related analogues to Schedule I to 
the Controlled Drugs and Substances Act (CDSA) and to the 
schedule to the Narcotic Control Regulations (NCR). 

Tapentadol is a novel opioid analgesic that was co-developed 
by Johnson & Johnson Pharmaceutical Research and Develop
ment (J&JPRD) and Grunenthal GmbH. In December 
2010, Health Canada issued a notice of compliance for 
NNUCYNTA TW CR, a new drug product containing tapentadol 
to be sold in Canada in controlJed release tablet formulations of 
50, 100, 150, 200 and 250 mg. NNUCYNT A TM* CR has been 
approved for use in the treatment of moderate and chronic 
nociceptive and neuropathic pain. 

Although tapentadol is not currently included in any of the 
United Nations drug control conventions, studies of abuse liabil
ity indicate its potential for abuse and thus its susceptibility to 
diversion and trafficking. Several countries, e.g. United States, 
Germany, Lithuania, France, and Ireland, have already elected to 
regulate tapentadol as a controlJed substance under their legisla
tion in a manner similar to other opioids such as morphine and 
hydromorphone. 

February 26,2011 

• Des con seils et des avis sur la fa~on de renforcer la relation 
economique bilaterale, comme dans Ie domaine de la coopera
tion en science et technologie. 

• Des conseils et des faits d' experience relatifs a des recours 
commerciaux (c'est-a-dire des mesures antidumping et de 
compensation) portant sur les echanges commerciaux entre Ie 
J apon et Ie Canada. 

• Des avis sur toute autre question connexe. 

Toutes les parties interessees sont invitees a faire connaitre 
leurs avis d'ici au 26 mars 2011. Priere de noter que tous les ren
seignements re~us dans Ie cadre de ces consultations seront con
sideres comme etant du domaine public, sauf mention expresse du 
contraire par les parties. Les communications soumises doivent 
comprendre : 
L Ie nom et l' adresse de I' auteur et, s' il y a lieu, Ie nom de 

I' organisation, de I'institution ou de I' entreprise a laquelJe il 
appartient; 

2. une indication des sujets particuliers qui y sont traites; 
3. les raisons precises justifiant la position adoptee, y compris 

les effets importants prevus sur les interets nationaux du Ca
nada ou sur ses interets a I'etranger. 

Toute communication peut etre envoyee par courriel, par 
teJecopieur ou par courrier aux coordonnees suivantes: 
consultations@international.gc.ca (courriel), 613-944-3489 (tele
copieur), ou Consultations sur les negociations commerciales 
(Japon), Affaires etrangeres et Commerce international Canada, 
Division des negociations commerciales (TPE), Edifice Lester B. 
Pearson, 125, promenade Sussex, Ottawa (Ontario) KIA OG2. 

[9-1-<>1 

MINISTERE DE LA SANTE 

LOI REGLEMENTANT CERTAINES DROGUES ET AUTRES 
SUBSTANCES 

Avis aux interesses - Proposition concernant la reglementation 
du tapentadol, de ses sels et de ses analogues apparentes aux 
termes de la Loi reglementant certaines drogues et autres 
substances 

Le present avis offre aux parties interessees I' occasion de com
menter sur la proposition de Sante Canada qui consiste a ajouter 
Ie tapentadol (phenol, 3-[ (l R,2R)-3-( dimethylamino )-I-ethyl-2-
methylpropyll-), ses sels et ses analogues apparentes II I'annexe I 
de la Loi reglementant certaines drogues et autres substances et a 
I'annexe du Reglement sur les stupejiants (RS). 

Le tapentadol est un analgesique opio'ide nouveau mis au point 
par Johnson & Johnson Pharmaceutical Research and Develop
ment (J&JPRD) et Grunenthal GmbH. En decembre 2010, Sante 
Canada a delivre un avis de conformite du produit 
NNUCYNTA MC' CR. un nouveau medicament contenant du ta
pentadol, en vue de sa commercialisation au Canada en compri
mes a liberation controlee de 50, 100, 150, 200 et 250 mg. 
NNUCYNT A MC' CR a ete autorise pour Ie traitement de la dou
leur nociceptive et neuropathique moderee et chronique. 

Bien que Ie tapentadol ne so it actuelJement vise par aucune des 
conventions des Nations Unies sur Ie controle des drogues, des 
etudes du risque d'abus indiquent qu'il existe un risque d'abus et, 
gonc, de detournement et de trafic. Plusieurs pays, notamment les 
Etats-Unis, I' Allemagne, la Lituanie, la France et I'Irlande, ont 
decide d'inscrire Ie tapentadol II la liste des substances designees 
aux termes de leur legislation, de fa~on analogue a d'autres opio'i
des tels que la morphine et I'hydromorphone. 

I llllllnnmrllllil 
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Le 26fevrier 2011 

The addition of tapentadol, its salts and its related analogues to 
Schedule I to the COSA and to the schedule to the NCR would 
prohibit its possession, trafficking, possession for the purpose of 
trafficking, importation, exportation, possession for the purpose 
of exportation, and production except as authorized under the 
NCR. 

The scheduling of tapentadol will mitigate the potential for its 
diversion, trafficking and abuse while not preventing its availabil
ity for legitimate medical reasons. Scheduling will also enable 
law enforcement to take action in instances of suspected illegal 
activity. 

The publication of this notice begins a 30-day comment period. 
If you are interested in this process or have comments on this 
proposal, please contact Mr. Nathan Isotalo, Regulatory Policy 
Division, Office of Controlled Substances, Address Loca
tor: 35030, 123 Slater Street, Ottawa, Ontario, Canada KIA OK9, 
by fax at 613-946-4224 or by email at OCS.Policy.and. 
Regulatory .Affairs@hc-sc.gc.ca. 

February 17, 2011 

DEPARTMENT OF INDUSTRY 

RADIOCOMMUNICATION ACT 

CATHY SABISTON 
Director General 

Controlled Substances and 
Tobacco Directorate 

19·1-<>1 

Notice No. SMSE-003-11 - New issue of RSS-123 

Notice is hereby given that Industry Canada is releasing the 
following revised document: 

Radio Standards Specification 123 (RSS-123), Issue 2: 
Licensed Low-Power Radio Apparatus sets out the require
ments for certification of licensed low-power radio apparatus 
operating in various frequency bands, such as low-power aux
iliary equipment and wireless cameras. 

General information 

RSS-123, Issue 2, will come into force as of the date of publi
cation of this notice. 

This document has been coordinated with industry through the 
Radio A<;Ivisory Board of Canada (RABC). The Radio Equipment 
Technical Standards Lists will be amended to reflect the above 
changes. 

Any inquiries regarding RSS-123 should be directed to 
the Manager, Regulatory Standards, 613-990-4699 (telephone), 
613-991-3961 (fax), res.nrnr@ic.gc.ca (email). 

Interested parties should submit their comments within 
120 days of the date of publication of this notice. Soon after the 
close of the comment period, all comments received will be 
posted on Industry Canada's Spectrum Management and Tele
communications Web site at www.ic.gc.ca/spectrum. 

Gazette du Canada Partie 1 657 

L'ajout du tapentadol, de ses sels et de ses analogues apparen
tes a I' annexe I de la Loi reglementant certaines drogues et autres 
substances et a I' annexe du RS en interdirait la possession, Ie 
trafic, la possession en vue d'en faire Ie trafic, l'importation, 
l'exportation, la possession en vue de I'exportation, et la produc
tion de tapentadol, sauf dans les cas autorises en vertu du RS. 

L' ajout du tapentadol aux annexes susmentionnees reduira Ie 
risque de detournement, de trafic et d'abus de cette substance tout 
en en assurant la disponibilite pour des fins medicales. Cela per
mettra egalement aux organismes charges de I' application de la 
loi de prendre des mesures en cas d'activite iIlegale soup~onnee. 

Une periode de commentaires de 30 jours deb ute a la date du 
present avis. Si vous desirez participer a ce processus ou si vous 
aimeriez nous faire part de vos commentaires au sujet de la pre
sente proposition, veuillez communiquer avec M. Nathan Isotalo, 
Division de la politi que reglementaire, Bureau des substances 
controlees, indice de l'adresse : 35030, 123, rue Slater, Ottawa 
(Ontario), Canada KIA OK9, par teIecopieur au 613-946-4224 ou 
par courriel a OCS.Policy.and.Regulatory.Affairs@hc-sc.gc.ca. 

Le 17 fevrier 2011 

La directrice generale 
Direction des substances controlees et 

de la lutte au tabagisme 
CATHY SABISTON 

[9-1.01 

MINISTERE DE L'INDUSTRIE 

LOI SUR LA RADIOCOMMUNICA TION 

Avis nO SMSE-003-11- Nouvelle edition du CNR-123 

Avis est par la presente donne qu'Industrie Canada pubJie la 
nouvelle edition suivante : 

Cahier des charges des normes radioelectriques 123 
(CNR -123), 2e edition, Appareils de radiocommunication de 
faible puissance autorises sous licence. Ce document etablit les 
exigences de certification des appareils de radiocommunication 
de faible puissance autorises sous licence fonctionnant dans di
verses bandes de frequence, comme Ie materiel auxiliaire de 
faible puissance et les cameras sans fil. 

Renseignements generaux 

Le document CNR-123, 2e edition, entrera en vigueur a la date 
de publication du present avis. 

Ce document a fait I'objet d'une coordination aupres de 
I'industrie par I'entremise du Conseil consultatif canadien de la 
radio (CCCR). Des modifications seront apportees aux Listes des 
normes applicables au materiel radio afin d'inclure les change
ments susmentionnes. 

Pour toute demande de renseignements concernant Ie CNR-
123, veuillez vous adresser au gestionnaire, Normes regle
mentaires, 613-990-4699 (telephone), 613-991-3961 (teIeco
pieur), res.nrnr@ic.gc.ca (courriel). 

Les interesses disposent de 120 jours apres la date de publica
tion du present avis pour presenter leurs observations. Peu apres 
la cloture de la periode de commentaires, toutes les observations 
re~ues seront affichees sur Ie site Web de Gestion du spectre et 
telecommunications d'Industrie Canada a I'adresse www.ic.gc.ca/ 
spectre. 
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656 Canada Gazette Part 1 

All interested parties are invited to submit their views by 
March 26, 2011. Please be advised that any information received 
as a result of this consultation will be considered as public infor
mation, unless explicitly stated otherwise. Submissions should 
include 
1. the contributor's name and address and, if applicable, his/her 

organization, institution or business; 
2. the specific issues being addressed; and 
3. precise information on the rationale for the positions taken, 

including any significant impact it may have on Canada's 
domestic or foreign interests. 

Contributions can be sent by email, fax or mail to 
consultations@international.gc.ca (email), 613-944-3489 (fax), or 
Trade Negotiations Consultations (Japan), Foreign Affairs and 
International Trade Canada, Trade Negotiations Division (TPE), 
Lester B. Pearson Building, 125 Sussex Drive, Ottawa, Ontario 
K1AOG2. 

[9~1~ol 

DEPARTMENT OF HEALTH 

CONTROLLED DRUGS AND SUBSTANCES ACT 

Notice to interested parties - Proposal regarding the regulation 
oj tapentadol, its salts and its related analogues under the 
Controlled Drugs and Substances Act 

This notice provides interested stakeholders with the opportun
ity to provide comments on Health Canada's proposal to add 
tapentadol (phenol, 3-[(lR,2R)-3-(dimethylamino )-1-ethyl-2-
methylpropyl]-), its salts and its related analogues to Schedule I to 
the Controlled Drugs and Substances Act (CDSA) and to the 
schedule to the Narcotic Control Regulations (NCR). 

Tapentadol is a novel opioid analgesic that was co-developed 
by Johnson & Johnson Pharmaceutical Research and Develop
ment (J&JPRD) and Griinenthal GmbH. In December 
2010, Health Canada issued a notice of compliance for 
NNUCYNTA TM* CR, a new drug product containing tapentado1 
to be sold in Canada in controlled release tablet formulations of 
50, 100, 150, 200 and 250 mg. NNUCYNTA TM* CR has been 
approved for use in the treatment of moderate and chronic 
nociceptive and neuropathic pain. 

Although tapentadol is not currently included in any of the 
United Nations drug control conventions, studies of abuse liabil
ity indicate its potential for abuse and thus its susceptibility to 
diversion and trafficking. Several countries, e.g. United States, 
Germany, Lithuania, France, and Ireland, have already elected to 
regulate tapentadol as a controlled substance under their legisla
tion in a manner similar to other opioids such as morphine and 
hydromorphone. 

February 26, 2011 

• Des conseils et des avis sur la fa«;on de renforcer la relation 
economique bilaterale, comme dans Ie domaine de la coopera
tion en science et technologie. 

• Des con seils et des faits d'experience relatifs a des recours 
commerciaux (c'est-a-dire des mesures antidumping et de 
compensation) portant sur les echanges commerciaux entre Ie 
J apon et le Canada. 

• Des avis sur toute autre question connexe. 

Toutes les parties interessees sont invitees a faire connaitre 
leurs avis d'ici au 26 mars 2011. Priere de noter que tous les ren
seignements re«;us dans Ie cadre de ces consultations seront con
sideres comme etant du domaine public, sauf mention expresse du 
contraire par les parties. Les communications soumises doivent 
comprendre : 
1. Ie nom et l'adresse de l'auteur et, s'il y a lieu, Ie nom de 

l' organisation, de l'institution ou de l' entreprise a laquelle il 
appartient; 

2. une indication des sujets particuliers qui y sont traites; 
3. les raisons precises justifiant la position adoptee, y compris 

les effets importants prevus sur les interets nationaux du Ca
nada ou sur ses interets a l' etranger. 

Toute communication peut etre envoyee par courriel, par 
telecopieur ou par courrier aux coordonnees suivantes: 
consultations@international.gc.ca (courriel), 613-944-3489 (tele
copieur), ou Consultations sur les negociations commerciales 
(Japon), Affaires etrangeres et Commerce inte~ational Canada, 
Division des negociations commerciales (TPE), Edifice Lester B. 
Pearson, 125, promenade Sussex, Ottawa (Ontario) KIA OG2. 

[9~1~ol 

MINISTERE DE LA SANTE 

LOI REGLEMENTANT CERTAINES DROGUES ET AUTRES 
SUBSTANCES 

Avis aux interesses - Proposition concernant la reglementation 
du tapentadol, de ses sels et de ses analogues apparentes aux 
termes de la Loi reglementant certaines drogues et autres 
substances 

Le present avis offre aux parties interessees l'occasion de com
menter sur la proposition de Sante Canada qui consiste a ajouter 
Ie tapentadol (phenol, 3-[(lR,2R)-3-(dimethylamino)-1-ethyl-2-
methylpropyl]-), ses sels et ses analogues apparentes a l'annexe I 
de la Loi reglementant certaines drogues et autres substances et a 
I'annexe du Reglement sur les stupejiants (RS). 

Le tapentadol est un analgesique opiolde nouveau mis au point 
par Johnson & Johnson Pharmaceutical Research and Develop
ment (J&JPRD) et Griinenthal GmbH. En decembre 2010, Sante 
Canada a delivre un avis de conforrnite du produit 
NNUCYNT A MC' CR, un nouveau medicament con tenant du ta
pentadol, en vue de sa commercialisation au Canada en compri
mes a liberation contr61ee de 50, 100, 150, 200 et 250 mg. 
NNUCYNTA MC' CR a ete autorise pour Ie traitement de la dou
leur nociceptive et neuropathique moderee et chronique. 

Bien que Ie tapentadol ne soit actuellement vise par aucune des 
conventions des Nations Unies sur Ie contr61e des drogues, des 
etudes du risque d'abus indiquent qu'il existe un risque d'abus et, 
qonc, de detournement et de trafic. Plusieurs pays, notamment les 
Etats-Unis, l' Allemagne, la Lituanie, la France et l'Irlande, ont 
decide d'inscrire Ie tapentadol ala liste des substances designees 
aux termes de leur legislation, de fa«;on analogue a d'autres opiol
des tels que la morphine et l'hydromorphone. 
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Le 26 Jivrier 2011 

The addition of tapentadol, its salts and its related analogues to 
Schedule I to the CDSA and to the schedule to the NCR would 
prohibit its possession, trafficking, possession for the purpose of 
trafficking, importation, exportation, possession for the purpose 
of exportation, and production except as authorized under the 
NCR. 

The scheduling of tapentadol will mitigate the potential for its 
diversion, trafficking and abuse while not preventing its availabil
ity for legitimate medical reasons. Scheduling will also enable 
law enforcement to take action in instances of suspected illegal 
activity. 

The publication of this notice begins a 30-day comment period. 
If you are interested in this process or have comments on this 
proposal, please contact Mr. Nathan Isotalo, Regulatory Policy 
Division, Office of Controlled Substances, Address Loca
tor: 3503D, 123 Slater Street, Ottawa, Ontario, Canada KIA OK9, 
by fax at 613-946-4224 or by email at OCS.Policy.and. 
Regulatory .Affairs@hc-sc.gc.ca. 

February 17, 2011 

DEPARTMENT OF INDUSTRY 

RADIOCOMMUNICA nON ACT 

CATHY SABISTON 
Director General 

Controlled Substances and 
Tobacco Directorate 

[9-1·oJ 

Notice No. SMSE-003-JJ - New issue of RSS-123 

Notice is hereby given that Industry Canada is releasing the 
following revised document: 

Radio Standards Specification 123 (RSS-123), Issue 2: 
Licensed Low-Power Radio Apparatus sets out the require
ments for certification of licensed low-power radio apparatus 
operating in various frequency bands, such as low-power aux
iliary equipment and wireless cameras. 

General information 

RSS-123, Issue 2, will come into force as of the date of publi
cation of this notice. 

This document has been coordinated with industry through the 
Radio Advisory Board of Canada (RABC). The Radio Equipment 
Technical Standards Lists will be amended to reflect the above 
changes. 

Any inquiries regarding RSS-123 should be directed to 
the Manager, Regulatory Standards, 613-990-4699 (telephone), 
613-991-3961 (fax), res.nmr@ic.gc.ca (email). 

Interested parties should submit their comments within 
120 days of the date of publication of this notice. Soon after the 
close of the comment period, all comments received will be 
posted on Industry Canada's Spectrum Management and Tele
communications Web site at www.ic.gc.ca/spectrum. 

Gazette du Canada Partie 1 657 

L'ajout du tapentadol, de ses sels et de ses analogues apparen
tes Ii l' annexe I de la Loi reglementant certaines drogues et autres 
substances et it l'annexe du RS en interdirait la possession, Ie 
trafic, la possession en vue d' en faire Ie trafic, l'importation, 
l'exportation, la possession en vue de l'exportation, et la produc
tion de tapentadol, sauf dans les cas autorises en vertu du RS. 

L' ajout du tapentadol aux annexes susmentionnees reduira Ie 
risque de detournement, de trafic et d'abus de cette substance tout 
en en assurant la disponibilite pour des fins medicales. Cela per
mettra egalement aux organismes charges de l' application de la 
loi de prendre des mesures en cas d'activite ilIegale souP90nnee. 

Une periode de commentaires de 30 jours debute it la date du 
present avis. Si vous desirez participer it ce processus ou si vous 
aimeriez nous faire part de vos commentaires au sujet de la pre
sente proposition, veuillez communiquer avec M. Nathan Isotalo, 
Division de la politi que reglementaire, Bureau des substances 
controlees, indice de I'adresse : 3503D, 123, rue Slater, Ottawa 
(Ontario), Canada KIA OK9, par telecopieur au 613-946-4224 ou 
par courrie! it OCS.Policy.and.Regulatory.Affairs@hc-sc.gc.ca. 

Le 17 fevrier 2011 

La directrice generale 
Direction des substances controlees et 

• de la lutle au tabagisme 
CATHY SABISTON 

[9·1·oJ 

MINISTERE DE L'INDUSTRIE 

Lor SUR LA RADIOCOMMUNICATION 

Avis n° SMSE-003-11 - Nouvelle edition du CNR-123 

Avis est par la presente donne qu'Industrie Canada publie la 
nouvelle edition suivante : 

Cahier des charges des normes radioelectriques 123 
(CNR-123), 2e edition, Appareils de radio communication de 
Jaible puissance autorises sous licence. Ce document etablit les 
exigences de certification des appareils de radio communication 
de faibIe puissance autorises sous licence fonctionnant dans di
verses bandes de frequence, comme Ie materiel auxiliaire de 
faible puissance et les cameras sans fi1. 

Renseignements generaux 

Le document CNR-123, 2e edition, entrera en vigueur it la date 
de publication du present avis. 

Ce document a fait I'objet d'une coordination aupres de 
I'industrie par I'entremise du Conseil consultatif canadien de la 
radio (CCCR). Des modifications seront apportees aux Listes des 
normes applicables au materiel radio afin d'inclure les change
ments susmentionnes. 

Pour toute demande de renseignements concernant Ie CNR-
123, veuillez vous adresser au gestionnaire, Normes regle
mentaires, 613-990-4699 (telephone), 613-991-3961 (teleco
pieur), res.nmr@ic.gc.ca (courrie!). 

Les interesses disposent de 120 jours apres la date de publica
tion du present avis pour presenter leurs observations. Peu apres 
la cloture de la peri ode de commentaires, toutes les observations 
re9ues seront affichees sur Ie site Web de Gestion du spectre et 
telecommunications d'Industrie Canada it l'adresse www.ic.gc.ca/ 
spectre. 

Ir . ~ I °llor
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Re: Fw: Notice to Interested Parties - Tapentadol Scheduling Under CDSA ~ 
Nathan J 150talo to: Jocelyn Kula 2011-02-2804:59 PM 

Cc: Denis Arsenault ~;;;:'~lltiC;-;;~~'-'~~"~'n_">~_-~'~'"'''''''~-''-'~''~,"~~~'''~~ 

Hi Jocelyn, ~"'III:>~ ~ 

In the Product Monograph for NNUCYNT A ™ CR, the indication is reported differently throughout 
the document. 
Also, to my understanding, there is a fine line between what is construed as moderately severe vs chronic 
pain management. 

Chronic Pain 

As stated in the product monograph under"lndications and Clinical Use" for adults it states" 
NUCYNTATM CR (tapentadol) is indicated for the management of moderate to moderately severe 
pain in adults who require continuous treatment for several days or more. " 

As stated in the product monograph under "use in drug and alcohol addiction ", ... 

"NUCYNTATM CR is an opioid with no approved use in the management of addictive disorders. Its 
approved usage in individuals with drug or alcohol dependence, either active or in remission is for 
the management of moderate to moderately severe chronic pain requiring continuous treatment with 
an opioid analgesic. " 

Nociceptive pain management 

As stated in the product monograph under "pharmacology" ... 

Tapentadol hydrochloride, the centrally-active analgesic (anti-nociceptive) agent has an apparent 
dual-mode of action. 

Neuropathic pain management 

As stated in the product monograph under "tolerance" 

"In another clinical study in patients with neuropathic pain (safety data only), patients were allowed 
to titrate within 3 weeks to optimal treatment dose followed by randomization to placebo or the same 
dose ofNUCYNTATM CR (100 to 250 mg) fixed for 12 weeks in the maintenance period. Stable 
analgesia was maintained; there was no evidence for tolerance to NUCYNT A TM CR, either over 15 
weeks in fixed dosing, or over one year with flexible dosing." 
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s.19(1) 

s.20(1)(b) 

s.21(1)(b) 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

Jocelyn Kula 

From: 
To: 
Cc: 
Date: 

Not sure where the wrong info came from, but fo ... 

Jocelyn Kula/HC-SC/GC/CA 
Denis ArsenauIUHC-SC/GC/CA@HWC 
Nathan J Isotalo/HC-SC/GC/CA@HWC 
2011-02-2804:04 PM 

2011-02-2804:04:28 PM 

Subject: Fw: Notice to Interested Parties - Tapentadol Scheduling Under CDSA 
---~~-------------------------------~----------~~-------------------------------------

Not sure where the wrong info came from, but for next time, please please let's not try and make stupid 
mistakes like this. 

Also, would appreciate views on whether we should be thinking about printing a correction, or whether we 
should just let it go. but one supposes we 
should confirm that with them when we talk tomorrow. 

Jocelyn 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances contr61ees 
Healthy Environments and Consumer Safety Branch! Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada! Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 
----- Forwarded by Jocelyn Kula/HC-SC/GCICA on 2011-02-28 04:02 PM -----

From: JOICA]" 
To: "Jocelyn Kula" <jocelyn.kula@hc-sc.gc.ca> 
Cc: <cathy.a.sabiston@hc-sc.gc.ca> 
Date: 2011-02-2802:15 PM 
Subject: RE: Notice to Interested Parties - Tapentadol Scheduling Under CDSA 

----------------------------~----------~-----------------------------------

1'1 I '''''' II "'lllmrrnnllTlIIlifT II 
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Dear Jocelyn, 
Upon review of the Notice to Interested Parties (NIP) published in the Canada Gazette part I on 
February 26, 2011 with regard to the proposal to schedule tapentadol, its salts and related analogues 
under schedule I of CDSA, we have noticed that the Nucynta CR use stated in the NIP II the treatment of 
moderate and chronic nociceptive and neuropathic pain" is inconsistent with the TPD approved 
indication lithe management of moderate to moderately severe pain". 

I wanted to bring this to your attention and future reference. 

Best regards 

JANSSEN INC. 
19 Green Belt Drive, Toronto, Ontario, Canada 
M3C 1L9 
Tel: 
Fax: 
e-mail: 
Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged information and is intended only for 
the individual or entity named in the e-mail address. Any disclosure, copying, distribution, or reliance upon the contents of this 
e-mail not othelWise authorized by the sender is strictly prohibited. If you have received this e-mail transmission in error, please 
immediately reply to the sender, so that proper delivery of the e-mail can be effected, and then please delete the message from 
your Inbox. Thank you. 
Avis de confidentialite : Ce courriel peut contenir des renseignements confidentiels qui ne s'adressent qu'a la personne ou a 
I'entite nommee dans \'adresse. Si vous n'etes pas Ie destinataire vise, nous vous informons par la presente qu'il est interdit de 
divulguer, reproduire, distribuer ou utiliser Ie contenu de ce courriel. Si vous avez re9u ce courriel par erreur, veuillez en aviser 
I'expediteur pour que I'on puisse I'envoyer a la bonne adresse, puis veuillez supprimer Ie message. Merci. 
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s.19(1) 

s.20(1)(b) 

s.21(1)(b) 

Hi Jocelyn, 

Denis Arsenault to: Jocelyn Kula 
Cc: Nathan J Isotalo 

Let me know what you think. Do we want to run this by legal again? 

Denis 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances contr61ees, 
Health Canada I Sante Canada 
TelfTel: (613) 957-6828 
Fax / Telecopieur: (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 

:JOICA]" Dear Jocelyn, Thank you, Denis and Nath ... 

From: [JOICA],,-

2011-03-01 07:06 PM 

2011-03-01 04:43:46 PM 

To: "Jocelyn Kula" <jocelyn.kula@hc-sc.gc.ca>, "Denis Arsenault" <denis.arsenault@hc-sc.gc.ca>, 
"Nathan J Isotalo" <nathan.isotalo@hc-sc.gc.ca> 

Cc: JOICA]" [JOICA]" 
Date: 2011-03-01 04:43 PM 
Subject: 

Dear Jocelyn, 

-. II --llffi 'I I! 11111I! 111111111111 
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Best regards 

JANSSEN INC. 
19 Green Belt Drive, Toronto, Ontario, Canada 
M3C 1L9 
Tel: 
Fax: 
e-mail: 

s.20(1)(b) 

Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged information and is intended only for 
the individual or entity named in the e-mail address. Any disclosure, copying, distribution, or reliance upon the contents of this 
e-mail not otherwise authorized by the sender is strictly prohibited. If you have received this e-mail transmission in error, please 
immediately reply to the sender, so that proper delivery of the e-mail can be effected, and then please delete the message from 
your Inbox. Thank you. 
Avis de confidentialite : Ce courriel peut contenir des renseignements confidentiels qui ne s'adressent qu'a la personne ou a 
I'entite nommse dans I'adresse. Si vous n'etes pas Ie destinataire vise, nous vous informons par la presente qu'iI est interdit de 
divulguer, reproduire, distribuer ou utiliser Ie contenu de ce courriel. Si vous avez re9u ce courriel par erreur, veuillez en aviser 
I'expediteur pour que I'on puisse I'envoyer a la bonne adresse, puis veuillez supprimer Ie message. Merci. 

From: Jocelyn Kula [mailto:jocelyn.kula@hc-sc.gc.ca] 
Sent: Tuesday, March 01, 2011 10:28 AM 
To: [JOICA] 
Cc: [JOICA]; Denis Arsenault; . 
Isotalo 
Subject: 

Hi 

[JOICA]; )OICA]; Nathan J 

Further to our discussion, Happy to discuss further if needed. 

(See attached file: 

·rrr:·· ...••• '11 ·1 
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QI. What is tapentadol? 

AI. Tapentadol is a novel centrally active analgesic agent soon to be marketed by 
J anssen-Ortho Inc. in Canada, under the label name NNUCYNTATM CR for the 
management of moderate to moderately severe pain in adults who require continuous 
treatment for several days or more. In a comparative clinical abuse liability study, single 
equianalgesic doses oftapentadol and hydromorphone, the latter a Schedule I narcotic 
under the CDSA, were shown to possess similar abuse liability profiles. 
In other clinical studies tapentadol CR was shown to be of a comparable potency to the 
CDSA Schedule I narcotic, oxycodone. The proposed scheduling oftapentadol would 
reduce the potential for the diversion, trafficking or abuse of this substance while 
continuing to ensure it is available for legitimate medical purposes. Its scheduling would 
also enable law enforcement to take action in instances Of suspected illegal activities. 

II Ilnlli:lllllll11l11111111111 
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Health Canada Comments on Proposed Text for Janssen-Ortho Letter re 
NUCYNTACR 

In December 2010. ~"NYG~I~~~G~ (tap(:n.t1l4()1~)'4f()~hl()rid~)Y'Y:ll~alltll()ri~e.4J()r .. 
sale QyJIelilthGllll114a KOfLl?e.. i l1 the tr~llttJ:le.l1t()ftJ:l.o~e.Xllte ~() . t.~l()de.rlltelx ~e."e.re1?llil1' .. ~ ....... . 

Health Canada has - _ .. _-_ .. _ .. _ .. _ .. _-_ .. _----_.- ""--

\,~ 
"", 

subsequently published the attached Notice to Interested Parties in the.c:.~lllaclC:lgfJzeHe., ......... / 
Pat11, on Febmary 26,2011. 

As we are concemed however about the potential for diversion of:-.lNUCYNTATMCR 
between the launch of product sales and the publication of a final regulation stipulating 
that tapentadol is subject to the requirements of the CDSA and its regulations, we require 
our distributors and wholesalers to.;?~()re..~4)~~4!~.~GYN"I~~gS:~~.1l.PiI:l:'?()~~~'=".w~ ___ /· 
appreciate that you will only be able to update your ,pe.llle.r~'lice.!1'?e.?'Oll~e.tllPe.lltli4()li~..\\. 
listed~~~~e.~~!e. .. ~.tU~~.G!?~.~J.~~~.~~*.()tn~X()~f.?l:lW()~.!~.a.t.te.!llR~~I1.~.!()J~~e..~.e.!1!.!h.e ... ,\f,::\ 
potent1al.41v~rsl()nor'i'JYG~IA~Gg·J?()rollrRlirt, .. ':v(:~~11~~labe]lIngtlle.Pfo411cts '\\'::'\ 
with an "N" even though this is not required until the final regulation is in force ll .. _ ....... \\' \':,\ 

s.20(1)(b) 

. ( Formatted: Superscript 

Deleted: Tablets received a 
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Jocelyn Kula to: 
Cc: "Cathy A Sabiston", 

Hi 

Just wanted to acknowledge receipt of your (and 

Kind regards, 
Jocelyn 

Jocelyn Kula 
Acting Directorl Directrice par interim 

s.19(1) 

s.20(1)(b) 

:OBICA] 
Denis Arsenault 

I email. 

Office of Controlled Substancesl Bureau des substances controlees 

2011-03-0212:03 PM 

Healthy Environments and Consumer Safety Branch/ Direction genera Ie de la sante environnementale et 
de la securite des consommateurs 
Health Canadal Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

From: 
To: 
Cc: 
Date: 
Subject: 

[OBICA)" Hi Cathy and Jocelyn, 

[OBICA]" 
"Cathy A Sabiston" <cathy.a.sabistori@hc-sc.gc.ca:> 
<jocelyn.kula@hc-sc.gc.ca:>, 1 

2011-02-2808:07 PM 

Hi Cathy and Jocelyn, 

'M" "''''''''M''' I ",",'I '''''''',," 11~~rmrnr;nil'rlf!I~;'llmnnll 

2011-02-2808:07:35 PM 
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""'-
Janssen T 

19 Greenbelt Drive 
North York, Ontario 
M3C 1L9 
Phone: 
Fax: ------

Cell: 
E-mail: 

PHAltNlAcetHI(;At. C'lj"F'I\NI1~oS 

OP 1""--~-

NOTE new email address above 

5.19(1) 

Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged information that is intended only for the 
individual or entity named in the e-mail address. If you are not the intended recipient, you are hereby notified that any disclosure, 
copying, distribution, or reliance upon the contents of this e-mail is strictly prohibited. If you have received this e-mail transmission 
in error, please reply to the sender, so that Johnson & Johnson can arrange for proper delivery, and then please delete the 
message from your inbox. Thank you. 
Avis de confidentialite : Ce courriel peut contenir des renseignements confidentiels qui ne s'adressent qu'a la personne ou a I'entite 
nommee dans I'adresse. Si vous n'etes pas Ie destinataire vise, nous vous informons par la presente qu'il est interdit de divulguer, 
reproduire, distribuer ou utiliser Ie contenu de ce courriel. Si vous avez re'ru ce courriel par erreur, veuillez en aviser I'expediteur 
pour que Johnson & Johnson puisse I'envoyer a la bonne adresse, puis veuillez supprimer Ie message. Merci. 

'1~"""' 1I~;nrrrnl11!iTlJIlfnW:-Tl mrnrl11 
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Page(s) 001770 to\a 001784 

Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

19(1), 20(1 )(b) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



Fw: Nucynta CR Launch - Tapentadol Scheduling Under CDSA 
Nathan J Isotalo to: Denis Arsenault 2011-03-0209:16 AM 

Hi Denis, further to Jocelyn's email. .. 

fyi- the N is on the product monograph label. HC has it differently in the title and body of text of their 
notice of decision for the NOC on the HC website. 

http://www.hc-sc.gc.ca/dhp-mps/alt_formats/pdf/prodpharma/sbd-smd/phase 1-decision/drug-med/nd_ad_ 
2011_nucynta_cr_133167-eng.pdf 

~ 
nd_ad_2011_nucynta_cr_133167-eng.pdf 

Nathan Isotalo. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 
----- Forwarded by Nathan J Isotalo/HC-SC/GC/CA on 2011-03-02 09:12 AM ----

From: 
To: 
Cc: 
Date: 
Subject: 

Jocelyn Kula/HC-SC/GC/CA 
Denis ArsenaultlHC-SC/GC/CA@HWC 
Nathan J Isotalo/HC-SC/GC/CA@HWC 
2011-03-0209:11 AM 
RE: Nucynta CR Launch - Tapentadol Scheduling Under CDSA 

A few minor tweaks, if only because I don't believe that HC approved the N on the labels. i.e., the 
company said they would include it and we didn't suggest that they remove it... .pls call Kimby about 
this ..... (and hunt down her assistant if you have to) 

As the approved labelling for NNUCYNTA ™ CR ,>vas approved by Health Caaada v/ith a label 
that bears includes the narcotic "N" symbol and Health Canada is pursuing the scheduling of 
tapentadol under the Controlled Drugs and Substances Act, will eventually be will be packaged 
as such, we will not ship product to wholesalers and distributors who will not store and handle 

N 

require that NUCYNT A ™ CR be stored and handled as a narcotic throughout the supply chain 
even though it is not yet regulated as a narcotic. Please also note that you will be required to 
update your dealers' licences once tapentadol is listed in Schedule I to the CDSA. 

I am leaving this in your capable hands as I am fully occupied with a meeting with API Labs this morning. 
JK 

Jocelyn Kula 
Acting Directorl Directrice par interim 
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••• Health SantB 
Canada Canada 

Notice of Decision 
for 

NNUCYNTA"fM"CR 

Date issued: January 24, 2011 

On December 2,2010, Health Canada issued a Notice of Compliance to Janssen Inc. for the drug 
product, Nucynta™ CR (tapentadol hydrochloride controlled-release tablets). 

Nucynta™ CR contains the medicinal ingredient tapentadol (as tapentadol hydrochloride) which 
is an opioid analgesic and an inhibitor of the norepinephrine transporter to a lesser degree. 

Nucynta™ CR is indicated for the management of moderate to moderately severe pain in adults 
who require continuous treatment for several days or more. Although its exact mechanism is 
unknown, analgesic efficacy is thought to be due to mu-opioid agonist activity and the inhibition 
of norepinephrine reuptake. 

The market authorization was based on quality, non-clinical, and clinical information submitted. 
The efficacy and safety ofNucynta™ CR have been demonstrated in two studies in patients with 
moderate to severe chronic pain. The studies were randomized, double-blind, placebo- and 
active-controlled; one in patients with low back pain and one in patients with pain related to 
osteoarthritis. In both studies, Nucynta™ CR provided statistically significantly greater pain 
reduction from baseline at the last week of a 12-week maintenance period compared with 
placebo. 

Nucynta™ CR (50 mg, 100 mg, 150 mg, 200 mg, and 250 mg tapentadol hydrochloride) is 
presented as a controlled-release tablet. Patients currently not taking opioid analgesics should 
begin Nucynta™ CR therapy with 50 mg twice a day (approximately every 12 hours) and then be 
individually titrated to an optimal dose, balancing pain relief and tolerability, within the 
therapeutic range of 100 mg to 250 mg twice daily. For patients currently taking opioid 
analgesics, the recommended initial Nucynta™ CR daily dose is half of the dose calculated from 
the published relative equianalgesic information, taken approximately every 12 hours. 
Nucynta™ CR showed comparable pain relief with oxycodone controlled-release tablets at a dose 
ratio of 5: 1 in clinical studies. The maximum daily Nucynta ™ CR dose should not exceed 
500 mg in total. Detailed dosing guidelines are available in the Nucynta"fM CR Product 
Monograph. The tablets are to be swallowed whole and not to be broken, chewed, dissolved, or 
crushed. Taking broken, chewed, dissolved, or crushed Nucynta™ CR tablets will lead to rapid 
release and absorption ofa potentially fatal dose oftapentadol. 

Nucynta™ CR is contraindicated for the following patients: 

• Patients who are hypersensitive to tapentadol, to opioids, or to any ingredient in the 
formulation or component of the container; 

Janssen Inc. 1 
Control Number 133167 

Canad-a 

NNUCYNTA TM CR 
Tapentadol hydrochloride controlled-release tablets 

50 mg, 100 mg, 150 mg, 200 mg, and 250 mg 

!11111·11'111! 1[,111; II mmrr II 
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Patients with known or suspected mechanical gastrointestinal obstruction [for example (e.g.), 
bowel obstruction, strictures] or any diseases/conditions that affect bowel transit (e.g., ileus 

of any type); 

• Patients taking monoamine oxidase inhibitors (or within 14 days of such therapy); 

• Patients with severe renal or hepatic impairment (creatinine clearance of less than 30 mLimin 
andlor Child-Pugh Class C); 

Patients with mild, intermittent or short-duration pain that can be managed with other pain 
medications; 

• Patients with peri-operative pain. 

• Patients with acute asthma or other obstructive airway, and status asthmaticus; 

Patients with acute respiratory depression, elevated carbon dioxide levels in the blood, and 
cor pulmonale; 

• Patients with acute alcoholism, delirium tremens, and convulsive disorders; 

• Patients with severe central nervous system depression, increased cerebrospinal or 
intracranial pressure, and head injury; 

Women who are breastfeeding, pregnant, or during labour and delivery. 

Nucynta™ CR should be administered under the conditions stated in the Product Monograph, 
taking into consideration the potential risks associated with the administration of this drug 
product. Detailed conditions for the use ofNucynta™ CR are described in the Product 
Monograph. 

Based on the Health Canada review of data on quality, safety, and efficacy, Health Canada 
considers that the benefit/risk profile ofNucynta™ CR is favourable for the management of 
moderate to moderately severe pain in adults who require continuous treatment for several days 
or more. 

* A II trademark rights used under licence 

Notices of Decision (NDs) are produced in accordance with the Summary Basis of Decision (SBD) initiative. All 
NOs will be reproduced within the corresponding SBD, normally available within 5 months of product 
authorization. 

Janssen Inc. 
Control Number 133167 

2 WUCYNTA ™CR 
Tapentadol hydrochloride controlled-release tablets 

50mg, 100mg, 150mg, 200mg, and250mg 

." 1I'"1I'Trrnnrrnll11· 
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RE: Nucynta CR Launch - Tapentadol Scheduling Under CDSA ~ 
Jocelyn Kula to: Denis Arsenault 2011-03-0209:21 AM 
Cc: Nathan J Isotalo 

---------~.------

oh and sentence in the middle should read " .... though it is not yet regulated as such." (to avoid 

repeating the word "narcotic"). 

Jocelyn Kula 
Acting Directorl Directrice par interim 
Office of Controlled Substancesl Bureau des substances controlees 
Healthy Environments and Consumer Safety Branchl Direction genera Ie de la sante environnementale et 
de la securite des consommateurs 
Health Canadal Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

Denis Arsenault O.K. We will contact Kimby asap. Denis 

From: 
To: 
Cc: 
Date: 
Subject: 

Denis ArsenaultlHC-SC/GC/CA 
Jocelyn Kula/HC-SC/GC/CA@HWC 
Nathan J Isotalo/HC-SC/GC/CA@HWC 
2011-03-0209:16 AM 
RE: Nucynta CR Launch - Tapentadol Scheduling Under CDSA 

O.K. We will contact Kimby asap. 

Denis 

Denis Arsenault, NManager I Gestionnaire p.L 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances controlees, 
Health Canada I Sante Canada 
TelfTel: (613) 957-6828 
Fax I Telecopieur : (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 

Jocelyn Kula 

From: 
To: 
Cc: 
Date: 
Subject: 

A few minor tweaks, if only because I don't belie ... 

Jocelyn Kula/HC-SC/GC/CA 
Denis ArsenaultlHC-SC/GC/CA@HWC 
Nathan J Isotalo/HC-SC/GC/CA@HWC 
2011-03-0209:11 AM 
RE: Nucynta CR Launch - Tapentadol Scheduling Under CDSA 

2011-03-02 09: 16:34 AM 

2011-03-02 09: 11 :38 AM 

A few minor tweaks, if only because I don't believe that HC approved the N on the labels. Le., the 
company said they would include it and we didn't suggest that they remove it.. .. pls call Kimby about 
this ..... (and hunt down her assistant if you have to) 

As the approved labelling for NNUCYNT A ™ CR was appro~'ed by Health Canada 'Nith a label 
that bears includes the narcotic "N" symbol and Health Canada is pursuing the scheduling of 
tapentadol under the Controlled Drugs and Substances Act, will eventually be vlill be packaged 

I111111 II IlilrlrrnlllllTlll 
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as such, we will not ship product to wholesalers and distributors who will not store and handle 

require that NNUCYNT A ™ CR be stored and handled as a narcotic throughout the supply chain 
even though it is not yet regulated as a narcotic. Please also note that you will be required to 
update your dealers' licences once tapentadol is listed in Schedule I to the CDSA. 

I am leaving this in your capable hands as I am fully occupied with a meeting with API Labs this morning. 
JK 

Jocelyn Kula 
Acting Director! Directrice par interim 
Office of Controlled Substances! Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch! Direction genera Ie de la sante environnementale et 
de la securite des consommateurs 
Health Canada! Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

Denis Arsenault Hi Jocelyn, Below are my suggested edits (in re .. . 
"Seikaly, Hani [JOICA]" Dear Jocelyn, Thank you, Denis and Nath .. . 

'~r'""r I I II ,111111 il!lrffllTlIlIIIITTII' 

.. 2611-03-01 07:06:1:fpM 
2011-03-01 04:43:4EfpM 
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5.19(1) 

Re: Fw: Nucynta CR Launch - Tapentadol Scheduling Under CDSA ~ 
Jocelyn Kula to: Denis Arsenault 2011-03-0209:57 AM 
Cc: Nathan J Isotalo 

I guess so (Parul) but I would do that now on the auspices that we may not hear back from HPFB today 
and the company really wants to send this out today ...... . 
Emphasize that the company has demonstrated that while they understand our position about not trying to 
enforce regs that don't technically apply, they have basically said that they will not ship product to people 
who don't follow the narcotic storage and handling requirements, and well that is their company policy to 
make, not ours. 
JK 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances contr61ees 
Healthy Environments and Consumer Safety Branch/ Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

Denis Arsenault Hi Jocelyn, Kimby is on vacation, but I have ask ... 

From: 
To: 
Cc: 
Date: 
Subject: 

Hi Jocelyn, 

Denis ArsenaultlHC-SC/GC/CA 
Jocelyn Kula/HC-SC/GC/CA@HWC 
Nathan J Isotalo/HC-SC/GC/CA@HWC 
2011-03-02 09:26 AM 
Re: Fw: Nucynta CR Launch - Tapentadol Scheduling Under CDSA 

2011-03-02 09:26:45 AM 

Kimby is but I have asked her EA to have someone from her office return my call as we have 
a query regarding tapentadol. 

That being said, I agree your proposed changes (which to my mind work regardless of whether we 
approved the N on the labels). Once we have received clarification/confirmation from HPFB on the 
inclusion of the N on the label, do you want to pass this by legal? 

Denis 

Denis Arsenault, AlManager / Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances contr6lees, 
Health Canada / Sante Canada 
TellTel: (613) 957-6828 
Fax I Tehkopieur: (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

Nathan J Isotalo Hi Denis, further to Jocelyn's email... fyi- the N i... 

Denis Arsenault Hi Jocelyn, Below are my suggested edits (in re ... 
" , 

"Seika/y, Han; {JOICAl" Dear Jocelyn, Thank you, Denis and Nath ... 

N" ""'11'" I 'II ,'" ',. '-;lIllrq;li 11111111f1 Im", 

2011-03-02 09: 16:46 AM 

2011-03-01 07:06:13 PM 
2011-03-01 04:43:46 PM 
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5.23 

Parul Shah to: Denis Arsenault 
Cc: Jocelyn Kula, Nathan J 150talo 

2011-03-02 10:37 AM 

'---'---
Hi Denis, 

Parul 

Parul Shah 
Legal Counsell Avocate 
Department of Justice / Ministere de la Justice 
Health Canada Legal Services / SJM Sante Canada 
Tell Tel (613) 948-8555 
Fax! Tele (613) 954-9485 
parul.shah@hc-sc.gc.ca 
Government of Canada/ Gouvernement du Canada 

Denis ArsenauIVHC-SC/GC/CA 

Denis 
ArsenauIVHC-SC/GC/CA To Paruf Shah/HC-SC/GC/CA@HWC 

02/03/2011 10:25 AM 

Hi Parul, 

cc Jocelyn Kula/HC-SC/GC/CA@HWC, Nathan J 
150talo/HC-SC/GC/CA@HWC 

Subject 

Please feel free to contact myself of Nathan Isotalo if you wish to discuss. 

Thanks 

******************** 

"I II "Inillif IIIH'II, II rumnll 
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******************* 

Denis 

Denis Arsenault, AlManager ! Gestionnaire p.i. 
Regulatory Policy Division! 
Division des politiques reglementaires, 
Office of Controlled Substances! 
Bureau des substances controlees, 
Health Canada! Sante Canada 
Telrrel: (613) 957-6828 
Fax I Telecopieur : (613) 946-4224 
E-Mail!Courriel:denis_arsenault@hc-sc.gc.ca 
----- Forwarded by Denis ArsenaultlHC-SC/GC/CA on 2011-03-02 10:01 AM -----

From: Jocelyn Kula/HC-SC/GC/CA 
To: Parul Shah/HC-SC/GC/CA@HWC 
Cc: Diane Labelle/HC-SC/GC/CA@HWC, Denis ArsenaultlHC-SC/GC/CA@HWC, Nathan J 

Isotalo/HC-SC/GC/CA@HWC 
Date: 2011-02-25 12:26 AM 
Subject: 

Thanks Parul. 

JK 

Jocelyn Kula 
Acting Director! Directrice par interim 
Office of Controlled Substances! Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch! Direction genera Ie de la sante environnementale et 
de la securite des consommateurs 
Health Canada! Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

Parul Shah 

From: 
To: 
Cc: 
Date: 
Subject: 

Hi Jocelyn, . 

Parul Shah/HC-SC/GC/CA 
Jocelyn Kula/HC-SC/GC/CA@HWC 
Diane Labelle/HC-SC/GC/CA@HWC 
2011-02-2403:49 PM 

'rl'! " ,., ""'!~'" I I 

2011-02-2403:49:1:3PM 
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Hi Cathy 

re: links 
Nathan J Isotalo to: Cathy Petersen 
Cc: Denis Arsenault 

please find attached a link to HPFB's notice of decision 

2011-03-0210:56 AM 

http://www.hc-sc.gc.ca/dhp-mps/prodpharma/sbd-smd/phase 1-decision/drug-med/nd_a 
d_2011_nucynta_cr_133167-eng.php 

please find attached a link to the product monograph 

Nucynta CR.apm.doc 

Thank you. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

-." I 
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Parul Shah to: Jocelyn Kula, Nathan J Isotalo 

History: 

Hi Nathan, 

Thanks, 
Parul 

Parul Shah 

This message has been replied to and forwarded. 

Legal Counsell Avocate 
Department of Justice I Ministere de la Justice 
Health Canada Legal Services I SJM Sante Canada 
Tell Tel (613) 948-8555 
Fax! Tele (613) 954-9485 
parul.shah@hc-sc.gc.ca 
Government of Canadal Gouvernement du Canada 

Denis ArsenaultlHC-SC/GC/CA 

2011-03-0211 :04 AM 

Denis 
ArsenaultlHC-SC/GC/CA To Parul Shah/HC-SC/GC/CA@HWC 

02/03/2011 10:25 AM 

Hi Parul, 

Thanks 

cc Jocelyn Kula/HC-SC/GC/CA@HWC, Nathan J 
Isotalo/HC-SC/GC/CA@HWC 

Subject 

or lllli1!' Inlilmrll1ll 
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, 
Notice of Compliance Information 

••• Heallh Sante 
Canada Canada 

Home> Drugs & Health Products> Drug Products> Notice of Compliance (NOC) Online Query 

Notice of Compliance (NOC) Online Query 

Notice of Compliance Information 

NOC Date: 
2010-12-02 

Manufacturer: 
JANSSEN INC 

Product Type: 
Prescription Pharmaceutical 

NOC with Conditions: 
No 

Submission Type: 
New Drug Submission (NDS) 

Submission Class: 
New Active Substance (NAS) 

Therapeutic Class: 
Opioid analgesic 

Brand 1 of 1 : 

UCYNTACR ' 

Product 1 of 5 : 

http://webprod3.hc-sc.gc.calnoc-ac/info.do?Iang=eng&no= 11897 

'111'" ,,,_~'n I '''''1 '""T 11"II]nl~lnlllmlll 
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, 
Notice of Compliance Information 

DIN: 02360373 
Dosage Form(s): Tablet (Extended-Release) 
Route(s) of Administration: Oral 

Medicinal Ingredients: 

Ingredient Strength 

TAPENTADOL HYDROCHLORIDE 

Product 2 of 5 : 

DIN: 02360381 
Dosage Form(s): Tablet (Extended-Release) 
Route(s} of Administration: Oral 

Medicinal Ingredients: 

Ingredient Strength 

TAPENTADOL HYDROCHLORIDE 100 MG/TAB 
<------- ------------------------------------------------ ----------------~-------~---------------, 

Product 3 of 5 : 

DIN: 02360403 
Dosage Form(s}: Tablet (Extended-Release) 
Route(s} of Administration: Oral 

Medicinal Ingredients: 

Ingredient ,- - " " r __ .. - -- -. Strength 

TAPENTADOL HYDROCHLORIDE 

Product 4 of 5 : 

DIN: 02360411 
Dosage Form(s}: Tablet (Extended-Release) 
Route(s} of Administration: Oral 

Medicinal Ingredients: 

Ingredient 'Strength 

TAPENTADOL HYDROCHLORIDE 

Product 5 of 5 : 

DIN: 02360438 
Dosage Form(s}: Tablet (Extended-Release) 
Route(s) of Administration: Oral 

Medicinal Ingredients: 

;200 MG/TAB -------

Ingredient Strength 

TAPENTADOL HYDROCHLORIDE __________________________ ________________________________________ k ________ .:.. _______________ ---' 

!\Jew_Search 

http://webprod3.hc-sc.gc.ca/noc-ac/info.do?lang=eng&no=11897 2011-03-02 
"W"""""I '-r-T '-;Tlllflli! ImnlllllllT1ll 
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No~ice of Compliance Information 

Date Modified: 2010-08-25 

http://webprod3.hc-sc.gc.calnoc-aclinfo.do?lang=eng&no=11897 2011-03-02 
'n"" "''''''1' 111~lIIfjrrnn1"lr1l1l111111' , 
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No~ice of Compliance Search Results 

1+1 Health Sante 
Canada Canada Canada 

Notice of Compliance (NOC) Online Query 

Date Modified: 2010-08-25 

http://webprod3.hc-sc.gc.calnoc-ac/search-recherche.do?lang=eng 2011-03-02 
'!\"' -'1" I ··1 r''I\IrnITl1'1I%ffilllll11l11 
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Return Receipt 

Your message: re: "N" on label 
was received by: Denis ArsenaultlHC-SC/GC/CA 
at: 2011-03-0211 :18:43 AM 
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II I, 

re: "N" on label IJl 
Denis Arsenault to: Nathan J Isotalo 

Excellent! Thanks. 

Denis 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division / 
Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances contr6lees, 
Health Canada / Sante Canada 
TellTel: (613) 957-6828 
Fax / Telecopieur: (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

Nathan J Isotalo Hi Denis, Dr. Cathy Peterson and Dr. Fuhu Won ... 

From: 
To: 
Date: 
Subject: 

Hi Denis, 

Nathan J Isotalo/HC-SC/GC/CA 
Denis ArsenaultlHC-SC/GC/CA@HWC 
2011-03-0211;14 AM 
re: uN" on label 

2011-03-0211 :19 AM 

5.19(1) 

2011-03-0211:14:30 AM 

Dr. Cathy Peterson and both communicated that the "N" designation for "narcotic" was' 
approved for inclusion on the label of controlled - release tapentadol tablets. 

The approved brand name was as on the product monograph: 
* NNUCYNTATM CR 

Nathan Isotalo. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 
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Hi Jocelyn, 

RE: Inclusion of "N" on label for NUCYNTA 
Denis Arsenault to: Jocelyn Kula 
Cc: Nathan J Isotalo 

FYI - See feedback below from HPFB. 

Denis 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques n3glementaires, 
Office of Controlled Substances I 
Bureau des substances controlees, 
Health Canada I Sante Canada 
Telrrel: (613) 957-6828 
Fax I Telecopieur: (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 
----- Forwarded by Denis ArsenauIUHC-SC/GC/CA on 2011-03-0211:19 AM--

From: 
To: 
Date: 
Subject: 

Hi Denis, 

Nathan J Isotalo/HC-SC/GC/CA 
Denis ArsenauIVHC-SC/GC/CA@HWC 
2011-03-02 11 :14 AM 
re: "N" on label 

2011-03-0211:21 AM 

._---,-- ,----_.---.-

Dr. Cathy Peterson and both communicated that the "N" designation for "narcotic" was 
approved for inclusion on the label of controlled - release tapentadol tablets. 

The approved brand name was as on the product monograph: 

Nathan Isotalo. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 

N * 
NUCYNTATM CR 

Office of Controlled Substances s.19( 1) 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 
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Denis Arsenault to: Jocelyn Kula 2011-03-0205:36 PM 
Cc: Nathan J Isotalo 

Hi Jocelyn, 

Denis 

Denis Arsenault, NManager / Gestionnaire pj. 
Regulatory Policy Division / 
Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances controlees, 
Health Canada / Sante Canada 
TelfTel: (613) 957-6828 
Fax / Telecopieur: (613) 946-4224 
E-MaiIiCourriel:denis_arsenault@hc-sc.gc.ca 
----- Forwarded by Denis ArsenaultlHC-SC/GC/CA on 2011-03-02 05:34 PM -----

From: Parul Shah/HC-SC/GC/CA 
To: 
Cc: 

Denis ArsenaultlHC-SC/GC/CA@HWC, Diane Labelle/HC-SC/GC/CA@HWC 
Jocelyn Kula/HC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC, Norma 
Won/HC-SC/GC/CA@HWC 

Date: 2011-03-02 05:20 PM 
Subject: 

Hi Denis, 

001802 



Please do not hesitate to contact me to discuss further. 

Regards, 

Parul 

Parul Shah 
Legal Counsell Avocate 
Department of Justice I Ministere de la Justice 
Health Canada Legal Services I SJM Sante Canada 
Tell Tel (613) 948-8555 
Fax/Tele (613) 954-9485 
parul.shah@hc-sc.gc.ca 
Government of Canadal Gouvernement du Canada 

Denis ArsenauIUHC-SC/GC/CA 

Denis 
ArsenauIUHC-SC/GC/CA To Parul Shah/HC-SC/GC/CA@HWC 
02/03/2011 12:44 PM 

Hi Parul, 

cc Nathan J Isotalo/HC-SC/GC/CA@HWC, Jocelyn 
Kula/HC-SC/GC/CA@HWC 

Subject 
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Denis 

Denis Arsenault, AlManager / Gestionnaire p.i. 
Regulatory Policy Division / 
Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances controlees, 
Health Canada / Sante Canada 
TelITel: (613) 957-6828 
Fax / Telecopieur : (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

5.23 

Parul Shah Hi Denis, 2011-03-02 12:32:30 PM 

From: 
To: 
Date: 
Subject: 

Hi Denis, 

Thanks, 

Parul 
Parul Shah 

Parul Shah/HC-SC/GC/CA 
Denis ArsenauItlHC-SC/GC/CA@HWC 
2011-03-02 12:32 PM 

Legal Counsell Avocate 
Department of Justice / Ministere de la Justice 
Health Canada Legal Services / SJM Sante Canada 
Tell Tel (613) 948-8555 
Fax! Tele (613) 954-9485 
parul.shah@hc-sc.gc.ca 
Government of Canada/ Gouvernement du Canada 

Denis ArsenaultlHC-SC/GC/CA 

Denis 
ArsenaultlHC-SC/GC/CA To Parul Shah/HC-SC/GC/CA@HWC 
02/03/2011 12: 19 PM cc Nathan J Isotalo/HC-SC/GC/CA@HWC, Jocelyn 

Kula/HC-SC/GC/CA@HWC 
Subject 
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Nathan J Isotalo to: Jocelyn Kula, Denis Arsenault 2011-03-03 08:55 AM 

Good morning, Jocelyn and Denis, 

fyi-
--------------------------------------------------------------------------

Nathan. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 
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re: N 
Nathan J Isatala to: Denis Arsenault 2011-03-0310:40 AM 

Good morning, Denis, ... 

I called Dr. Fuhu Wang HPFB this morning, and he is not at his desk this morning. 

In comparison, I checked tramadol's product monograph and it has a Pr in front of the Brand name 
VI/tram (tramadol was schedule F recommended but never placed on the schedule F and is available to 
be dispensed by the NAPRA policy). 
Oxycodone hydrochloride has the N designation for Oxycontin but oxycodone is already scheduled. 

It was mentioned, HPFB communicated that they always apply the N on the label for opioid medications. 

As the programme will be moving towards scheduling tapentadol, and that the sponsor Janssen-Ortho Inc. 
wishes its wholesalers to treat NVCYNTA TM' CR as a narcotic before coming into force of any scheduling of 
tapentadol under the CDSA and NCR, I recommend keeping the N designation. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 9464225 
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5.19(1) 

5.21(1)(b) 

Fw: Nucynta CR Launch - Tapentadol Scheduling Under CDSA 
Denis Arsenault to: Jocelyn Kula 2011-03-0301:05 PM 
Cc: Nathan J Isotalo 

Hi Jocelyn, 5.19(1) 

Below is the proposed response to 

As for the 'concerns raised by Parul regarding the inclusion of the "N" on the label, this conforms with 
HPFB standard practice as per Nathan's email earlier this morning. HPFB's recommendation to add the N 
designation to the NUCYNTA™ CR label and product monograph (notwithstanding the fact tapendatol is 
not scheduled at present under the CDSA and NCR) was largely based on the fact that in clinical studies 
tapentadol CR showed comparable potency to oxycodone which is listed under Schedule I to the CDSA. 

********************* 

Hi 

Attached are our proposed revisions to the third paragraph of the text you sent us on Tuesday. I should 
note that our 

~~~~~~~~~~~~~~~~~~~ 

Notwithstanding the suggested editorial revisions, I should emphasize for the sake of clarity that this in no 
way constitutes an HC approval to the text as it is company's communications document. 

I should also note that the recently published Notice to Interested Parties does not, technically, confirm 
that tapentadol will in fact be scheduled. This decision is made by the Governor in Council (GIG) - Health 
Canada can only make a recommendation to the GIC in this regard. This is a key point you may want to 
keep in mind when communicating with your suppliers. 

Edits to Second Response to J-Ortho (March 2).doc 

Sincerely, 

Jocelyn Kula 

****************** 

Denis 

Denis Arsenault, NManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances contr6lees, 
Health Canada I Sante Canada 
TelfTel: (613) 957-6828 
Fax / Telecopieur: (613) 946-4224 
E-MaiIiCourriel:denis_arsenault@hc-sc.gc.ca 
----- Forwarded by Denis ArsenaultlHC-SC/GC/CA on 2011-03-03 09:22 AM ----
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Fw: DGO Comms Approved: MLs - Tapentadol 
Christine Roush to: Nathan J Isotalo 
Cc: Denis Arsenault, Jocelyn Kula 

This message has been replied to and forwarded. 

s.20(1)(b) 

2011-03-03 03:48 PM 

Hi Nathan - the media lines went up to MO for approval, and they have requested a Q&A explaining what 
exactly tapendatol is and what HC is doing in the QA. Please let me know if you are OK with the 
following. thx. 

Q1. What is tapentadol? 

While its structure is similar to 
tramadol, tapentadol is thought to be comparable to hydrocodone and oxycodone for pain relief. 
Marketed internationally under the trade name of NUCYNT A ®, three formulations of 
tapentadol have been developed including an immediate release (IR) tablet for the relief of acute 
pain, . and an extended release (ER) 
fonnulation for the management of moderate to severe chronic pain in patients 18 years of age or 
older. 
The proposed scheduling of tapentadol under the CDSA and NCR is a proactive measure that 

will ensure its availability for legitimate therapeutic purposes (if approved for sale in Canada in 

the future) while mitigating the potential for diversion and abuse. 

~ 
HECS_ML_ Tapentadol_Mar3_15h41 (MOrev).doc 

Christine Roush 
Senior Communications Advisor/ 

From: Olivia Caron/HC-SC/GC/CA 
To: Christine Roush/HC-SC/GC/CA@HWC 
Cc: Dave Stephens/HC-SC/GC/CA@HWC, Alexis M Tervo/HC-SC/GC/CA@HWC, Nicole 

Prentice/HC-SC/GC/CA@HWC 
Date: 2011-03-0311 :40 AM 
Subject: Re: DGO Comms Approved: MLs - Tapentadol 

Hi Christine, 

MO would like both a key message, and QA explaining what exactly tapendatol is. Please include some 
message on what HC is doing in the QA. 

Thanks, 

Olivia Caron 
Research and Coordination Officer 

" ''lIm"TfnnnmrmH'' 
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Director General's Office 
Strategic Communications Directorate 
Health Canada 
olivia_caron@hc-sc.gc.ca 
613.948.3228 (tel.) 
613.957.1729 (fax) 

Christine Roush Blossom - some of the information I provided to ... 

From: Christine Roush/HC-SC/GC/CA 
To: Dave Stephens/HC-SC/GC/CA@HWC 

2011-02-2404:47:01 PM 

Cc: 

Date: 

Alexis M Tervo/HC-SC/GC/CA@HWC, Blossom Leung/HC-SC/GC/CA@HWC, Nicole 
Prentice/HC-SC/GC/CA@HWC, Olivia Caron/HC-SC/GC/CA@HWC 
2011-02-2404:47 PM 

Subject: Re: DGO Comms Approved: MLs - Tapentadol 

Blossom - some of the information I provided to you earlier today in answer to Ken's question was not 
suitable for inclusion in the background section of these MLs. I have deleted this information. Please use 
this version to share with Anne and DMO as an FYI only, after making the change requested by Dave 
below,. thx .. 

[attachment "HECS_ML_ TapentadoLFeb24_1435{revcr).doc" deleted by Olivia Caron/HC-SC/GC/CA] 

Christine Roush 
Senior Communications Advisorl 
Conseillere principale en communications 
Public Affairs, Consultation and Communications Branchl 
Direction generale des affaires publiques, 

de la consultation et des communications 
Health Canada/Sante Canada 
TellTel: (613) 954-0712/Cell: (613) 219-7194 
Fax/Facsimile: 948-8085 
E-mail/courriel:christine_roush@hc-sc.gc.ca 

Dave Stephens 
Olivia Caron 

Please mention that a Briefing Note from Progra ... 

----- Original Message ----
From: Olivia Caron 
Sent: 2011-02-24 04:34 PM EST 
To: Christine Roush 

2011-02-24 04:36:25 PM 

Cc: Alexis M Tervo; Blossom Leung; Dave Stephens; Nicole Prentice 
Subject: DGO Comms Approved: MLs - Tapentadol 

Hi Christine, 

Ken and Charles have approved the media lines with no further changes. I have added the messaging on 
opioids to the backgrounder, as directed by Dave. Please share with your ADM as FYI Only. I will share 
with Anne and DMO as FYI Only as well, and will submit for MO approval shortly after. 

Thanks, 

Olivia Caron 
Research and Coordination Officer 
Director General's Office 
Strategic Communications Directorate 
Health Canada 
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olivia_caron@hc-sc.gc.ca 
613.948.3228 (tel.) 
613.957.1729 (fax) 

[attachment "HECS_ML_ TapentadoLFeb24_1435.doc" deleted by Dave Stephens/HC-SC/GC/CA] 

Christine Rqush 
Olivia Caron 
Christine Roush 

Hi Olivia - I added a short description of Tapent... 
Hi Christine, Ken spoke with Dave about some .. . 
Olivia, A low-sens product - for DGO, Comms a .. . 

2011-02-24 11 :41 :48 AM 
2011-02-2410:15:29 AM 
2011-02-2303:32:3fpM 
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DRAFT 
21/02/2011 

Media lines 
Tapentadol 

A Notice to Interested Parties outlining Health Canada's proposal to add tapentadol, its 
salts and its related analogues to Schedule I to the Controlled Drugs and Substances Act 
and to the Schedule to the Narcotic Control Regulations (NCR), will be published in 
Canada Gazette, Part I, on Saturday, February 26,2011. 

Key Messages: 

• Health Canada is proposing to add tapentadol, its salts and its analogues, to 
Schedule I of the CDSA, and to the Schedule to the Narcotic Control Regulations 
(NCR). Tapentadol is an analgesic that can be used for the management of 
moderate and chronic pain. 

• The proposed inclusion of tapentadol to the Controlled Drugs and Substances Act 
and the Narcotic Control Regulations would prohibit its possession, production, 
distribution, importation, exportation, trafficking, and possession for the purposes 
of trafficking except as authorized under the Narcotic Control Regulations. 

• The proposed scheduling of tapentado1 would reduce the potential for the 
diversion, trafficking or abuse of this substance while continuing to ensure it is 
available for legitimate medical purposes. Its scheduling would also enable law 
enforcement to take action in instances of suspected illegal activities. 

• A Notice to Interested Parties, published in Part I of the Canada Gazette on 
February 26, 2011, gives Canadians 30 days'to comment on this proposal. 

Supplementary Messages: 

Ifpressed regarding the scheduling oftapentadol: 
• These proposed regulatory measures are being undertaken to safeguard Canadians 

and their families from drugs that have the potential for diversion andlor abuse. 

Questions and Answers 

01. What is tapentadol? 

""""""""""""" While its structure is similar to tramadol, tapelltadol is thought to be comparable to 

s.20(1)(b) 

, Deleted: M:ICMCDlCMCB
DGOICoordination TeamlMedia 

, Lines 2011102 - February 
; 2011IHECSITapentadoIIHECS_M 

:' L Tapentadol Feb24 1146,doc 

, Deleted: 2011-02-24 II :46:00 

" :' AM ~ ______________ -J 
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Created on 2011-03-03 3:41 :00 PM.hw_ hhWh W_hwh_ h hhW hww ____ __ w __ ___ h~~_s_l!\'~~.Il.:y_~_~Ji_stJ!l.~ _J3.~1I~~ __ / 
Created by Christine Roush 
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DRAFT 
21102/2011 

hydro cod one and oxycodone for pain relief. Marketed internationally under the trade 
name of NUCYNTA @, three formulations oftapentadol have been developed including 
an immediate release (lR) tablet for the relief of acute pain, : 

. . . and an extended release (ER.) lormulatton tor the 
management of moderate to severe chronic pain in patients 18 years of age or older. 

s.20(1)(b) 

~rllept()p~s(;!~_sc~(;!411Iin.g()ft(l:Pe.~!(l.d?I.~~e.!.t~~~GI?~~"~~~C::~.tsGlpr()llc.tiye.111ells.ure._ .' ___ ... { Formatted: Font: Not Italic 

that will ensure its availability for legitimate therapeutic purposes (irapp!()ye.clf~rsll!e)n_ Formatted: Font: Not Italic, 
Not Highlight 

Canada in the future) while mitigating the potential for diversion and abuse. 
Formatted: Font: Not Italic 

QJ.:-:-Wltlltisillyolye<lilltllt!s(:lt(!<llllillg~(!~p~llt~cJol.ll~ll~~Il~r()JI~<I~lll>..st~llc~ .................... {,-De_le_ted_: _1 _____ ~ 
under the Controlled Drugs and Substances Act (CDSA)? 

~ .. ~ .. Relllti1c::~acl<l<:()~sicl(;!rs s.e.y(;!~~ Ja~t()rs i~ . 4ete.~~illg'Yi1etl1e.r <l.~l1.I>.~t<l.Il~e.sh.0.111cl. .. . {~De_le_ted_: _I _____ _ 
be included in one of the Schedules to the Controlled Drugs and Substances Act (CDSA). 
These include: 

Risk to personal and public health and safety 
Chemical and/or pharmacological similarity to substances listed in the Schedules 
to the CDSA; 
Legitimate use of the substance (i.e., therapeutic, scientific, industrial or 
commercial uses); 
Potential for abuse and/or addiction liability of the substance; 
Extent of actual abuse of the substance in Canada and internationally; and 
International requirements and trends in international control. 

Health Canada has a preliminary assessment of tapentadol against these factors and 
proposes to include this substance in Schedule I to the CDSA and in the Schedule to the 
NCR. The first step in the process of scheduling oftapentadol under the CDSA and the 
NCR is the publication of a Notice to Interested Parties (NOI) in Canada Gazette, Part I, 
which will be published on February 26,2011 for a 30-day comment period. This notice 
provides interested stakeholders with the opportunity to provide comments on this 

proposa~.:'\J:ly ~~~e.ll~~. re.(;.e.!y~.cl. 'YH! .I>..e.. ~().I?-~~~e.re.cl. ~l:l!~I?-.s. !i1~.l're.R<l.1:~~j?~. ()f.~................ . {,-De_let:..:.ed.:.:..:..: _____ ~ 
subsequent regulatory proposal regarding tapentadol. 

A~l: .. Ti1e. proP()secliI?-<: ~ llsi()~ ()f. tal'e.llt~cl() l~() .th.e.. 9(jl1J1".() 11f!4 Pl"}!gs. .a.ncl§tl~:s.~a.'!c:~s..4c: ~ ..... . 
and the Narcotic Control Regulations (NCR) would prohibit its possession, production, 
distribution, importation, exportation, trafficking or possession for the purposes of 
trafficking except as authorized under the NCR. 

Once scheduled, only dealers licensed under the NCR and certain health professionals, 
e.g., practitioners and pharmacists, etc., will be authorized to carry out activities with 

... /( Deleted: 2 

f Deleted: M:ICMCDlCMCB
i DGOICoordination TeamlMedia 
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21102/2011 

tapentadol. The NCR will also impose specific record-keeping, reporting and security 
requirements on those involved in handling tapentadol. . 

s.20(1)(b) 

Q.1 ~ Ar~tllj;!sj;!~ !1.l>stall~ j;!s .. (!olltr() 11j;!c:lill(eTI!~t~() I!~HY? M ()\\' .. 1:l.r.e.(lle~e ~.IlI?~t.a.1! (!.e~ 
regulated in other countries? 

.... { Deleted: 3 

1\4.-: Alth()llgll tllpellta4()li~Ilot ~ll~t::t.l:tly jll~lll9.t::4it.l:aI1:Y()ft.1.1e Y.Ili.tt::4~1l~i()IIS clfllg .... . .... / _ ... -(~De_le_ted_:_3 _____ ~ 
control conventions. - . - - . , . 

In the United States, tapentadol is included 1ll Schedule 11 to the Controlled Substances 
Act. 

~ :-: .. IfphaI:!ll~cf!lIti~~lpr()~ lI~ts~c)lltaillillg(a.p~I!~I:l~()~. ~rf! I!()ty~~ ,()I!. t.hf! !lla.~I,<,f!t ~I! . -. (_De_leted __ : _4 _____ ~ 
Canada, why are you taking this action now? 

A2.~Inl)e(;eIl1~t::r20!Q,.I:I.~althC::~1l4l:l11Ppr()"t!4~:/'Ilyc::y~rrA.~~c::It,a(;()Iltr:()lle4 ..... ,.-(~De_le_ted_:_4 _____ -J 

release oral tablet formulation oftapentadol hydrochloride, 
Since the substance 

demonstrates abuse potential, Health Canada is taking action to schedule tapentadol 
under the CDSA and the NCR in order to reduce the potential for diversion and/or abuse. 

Background: 

It is currently included in 
Schedule II to the United States Controlled Substances Act. 

Classical opioids (i.e., those that contain thefJll~~~(;.()p!()~4.~!fll(;.t.ll!.e).~t::.~~gll!l:lt.e.4,l:l~ ______ , __ /--
f()I1tr()llt::ci~lll>st~ces~'vVi~l1 tht::t!)(;t!p!i()I.1:.()Ktr:ll~<l:ci()I!.'Yhich .. ~lasIl()tXt!tl>t!t::I1..scht::citl~t::~ .. 
Anything else referred to as "opioid" that contains any variant of the opioid structure is ','. 
not regulated under controlled substances. For example, the molecular structure of the 
drug Imodium, which is an anti-diarrheal agent, contains some parts of the opioid 
structure and has some of the effects of an opioid, i.e., it represses gut mobility, but is,u()L. 

Deleted: that 
i Deleted: a 

Deleted: as you know, we 
attempted to 

Deleted: in 2007 and are still in 
the process of getting ministerial 
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regulated as a controlled substance, . ""l Deleted: most definitely n 

A briefing note was developed and sent to DMO on February 21,2011. 

Prepared by: Christine Roush, Senior Communications Advisor, (assigned to HECS) 
Reviewed by: Nathan Isotalo, Senior Policy Analyst, Regulatory Policy Division, Controlled 

Substances and Tobacco Directorate 
Denis Arsenault, Acting Manager, Regulatory Policy Division, Controlled 
Substances and Tobacco Directorate 

· . · . 
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21/02/2011 

Approved by: 

Jocelyn Kula, AlDirector, Office of Controlled Substances, CSTD 
Brenda Paine, AlDG, CSTD, HECS 
Dave Stephens, Communications Executive, HECS 
Ken Polk, AlDirector, Public Affairs, PACCB 
Charles Mojsej, DG, PACCB (Pending) 
Hilary Geller, AlADM, HPFB (FYI only) 
Anne Lamar, ADM, PACCB (FYI only) 
DMO (FYI only) 
MO 
peo 
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History: 

Nathan 

Re: Fw: DGO Comms Approved: MLs - Tapentadol ~ 
Jocelyn Kula to: Nathan J Isotalo 
Cc: Denis Arsenault, Christine Roush 

This message has been replied to. 

2011-03-03 04:35 PM 

As a matter of process, pis provide your suggested revisions to Denis and once he is OK with them, you 
can respond directly to Christine. She will then forward them to me for approval. 

JK 

Jocelyn Kula 
Acting Director! Directrice par interim 
Office of Controlled Substances! Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch! Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada! Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

Nathan J Isotalo Hi Christine, short answer is NO. I will be forwar ... 

From: 
To: 

Nathan J Isotalo/HC-SC/GC/CA 
Christine Roush/HC-SC/GC/CA@HWC 

2011-03-0304:30:15 PM 

Cc: 
Date: 

Denis ArsenaultlHC-SC/GC/CA@HWC, Jocelyn Kula/HC-SC/GC/CA@HWC 
2011-03-0304:30 PM 

Subject: Re: Fw: DGO Comms Approved: MLs - Tapentadol 

Hi Christine, short answer is NO. I will be forwarding our suggested revisions via Denis and Jocelyn. 
Nathan. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

Christine Roush 

Christine Roush 
Dave Stephens 
Olivia Caron 

Hi Nathan - the media lines went up to MO for a ... 

Blossom - some of the information I provided to .. . 
Please mention that a Briefing Note fromProgra .. . 

----- Original Message ----
From: Olivia Caron 
Sent: 2011-02-24 04:34 PM EST 
To: Christine Roush 

'r'!"" '''''1M''''1 

2011-03-0303:48:08 PM 

2011-02-2404:47:01 PM 
2011-02-24·04:36:2SPM 
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••• Health 
Canada 

San .. 
Canada 

Subject/Sujet: 11-001586 - 44 for I pour: Action request 

11-001586 - 44 

HECSB-CSTD-OCS-RPD 

Isabel 
Shanahan/HC-SC/GC/CA 

Organizationl 
Organisme 
HECSB-CSTD-OCS-RPD 
Personl 
Personne 
Nathan J 
Isotalo/HC-SC/GC/CA 

Special Instructions I 
Instructions speciales: 
Document Status: 

Direct Reply 
Open/Ouvert 

Action I 
Intervention: Action request 

Comments I Commentaires: 

2011-03-03 

Nathan this docket has been assigned to you for a response. I will bring it over. ISabel 

Here is the link to document. / 
Voici Ie lien au document 
Gb 

Canadt! 

Due Date 
2011-03-15 
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Re: Fw: DGO Comms Approved: MLs - Tapentadol ~ 
Nathan J Isotalo to: Jocelyn Kula 2011-03-0304:47 PM 

Hi Jocelyn,- just wanted to make sure Christine was in the loop that there were changes coming. Denis 
has been forwarded the changes for his/your consideration. NI 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

Jocelyn Kula Nathan As a matter of process, pis provide your. .. 

From: Jocelyn Kula/HC-SC/GC/CA 
To: Nathan J Isotalo/HC-SC/GC/CA@HWC 

2011-03-()3 ()4:35:30 pM 

Cc: 
Date: 

Denis ArsenaultlHC-SC/GC/CA@HWC, Christine Roush/HC-SC/GC/CA@HWC 
2011-03-03 04:35 PM 

Subject: Re: Fw: DGO Comms Approved: MLs - Tapentadol 

Nathan 

As a matter of process, pis provide your suggested revisions to Denis and once he is OK with them, you 
can respond directly to Christine. She will then forward them to me for approval. 

JK 

Jocelyn Kula 
Acting Director! Directrice par interim 
Office of Controlled Substances! Bureau des substances contr61ees 
Healthy Environments and Consumer Safety Branch/ Direction genera Ie de la sante environnementale et 
de la securite des consommateurs 
Health Canada! Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

Nathan J Isotalo 
Christine Roush 

Christine Roush 
Dave Stephens 
Olivia Caron 

Hi Christine, short answer is NO. I will be forwar. .. 
Hi Nathan - the media lines went up to MO for a ... 

Blossom - some of the information I provided to .. . 
Please mention that a Briefing Note from Progra .. . 

----- Original Message ----
From: Olivia Caron 
Sent: 2011-02-24 04:34 PM EST 
To: Christine Roush 

2011-03-0304:30:15 PM 
2011-03-03 03:48:08 PM 

2()f1~62~24· 64:47:() if> M 

2011-02-24 04:36:25 PM 

Cc: Alexis M Tervo; Blossom Leung; Dave Stephens; Nicole Prentice 
Subject: DGO Comms Approved: MLs - Tapentadol 
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s.20(1)(b) 

Fw: DGO Comms Approved: MLs - Tapentadol 
Nathan J Isotalo to: Denis Arsenault 2011-03-0408:45 AM 

Hi Denis, 

fya- as these statements in our response to Q1 come from the abuse liability assessment, and 
Janssen-Ortho Inc. has "CONFIDENTIAL" on the cover page, OCS needs to seek and obtain permission 
from Janssen-Ortho Inc to disclose the following prior to any disclosure. Nathan. 

Nathan. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 
----- Forwarded by Nathan J Isotalo/HC-SC/GC/CA on 2011-03-04 08:42 AM -----

From: 
To: 
Cc: 
Date: 
Subject: 

Nathan J Isotalo/HC-SC/GC/CA 
Denis ArsenaultlHC-SC/GC/CA@HWC 
Jocelyn Kula/HC-SC/GC/CA@HWC 
2011-03-0304:41 PM 
Fw: DGO Comms Approved: MLs - Tapentadol 

Hi Denis, please see my edits below. Nathan. 

[attachment "HECS_ML_ Tapentadol_Mar3_15h41 (MOrev) OCS input Mar3 16h40.doc" deleted by 
Nathan J Isotalo/HC-SC/GC/CAJ 

Q1. What is tapentadol? 

be marketed by Janssen-Ortho Inc. in Canada, under the label name NNUCYNTATM CR for the 
management of _ moderate to moderately severe pain 
in adults who require continuous treatment for several days or more. \Vhile its struoture is 
somevihat similar to tramadol, 

The proposed scheduling of tapentadol would reduce the potential for the diversion, trafficking 
or abuse of this substance while continuing to ensure it is available for legitimate medical 

'1' ", ~~III'IIHlilfiIiIlTlIIJ[III 
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s.20(1)(b) 

purposes. Its scheduling would also enable law enforcement to take action in instances of 
suspected illegal activities. 
is thought to be comparable to hydroeodone and oxy€odone fer pain relief. Marketed 
internationally under the trade name of NUCYNTA ®, three fennulations of tapentadol have 
been developed including an immediate release (lR) tablet fur the reliefofacute pain, a 

. an extended release (ER) 
fOffi1ulation for the management ofrnoderate to severe chronic pain in patients 18 years of age OF 

older. 
The proposed scheduling of tapentadol under the CDSA and NCR is a proactive measure that 

wil1 ensure its availability for legitimate therapeutic purposes (if approved for sale in Canada in 

,the future) ' • ."hile mitigating the potential for diversion and abuse. 
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History: 

Hi, 

Fw: DGO Comms Approved: MLs - Tapentadol 
Denis Arsenault to: Nathan J Isotalo 

This message has been replied to. 

2011-03-0411 :12 AM 

Given the caveats your noted about getting J-O's approval, I suggest the wording below pulled from the 
Notice of Decision. Does not directly address the abuse angle, gives an overall idea as to what 
tapentadol is. Thoughts? 

Denis 

Denis Arsenault, NManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances contr6lees, 
Health Canada I Sante Canada 
TelfTel: (613) 957-6828 
Fax I Telecopieur: (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 
----- Forwarded by Denis ArsenaultlHC-SC/GC/CA on 2011-03-0410:54 AM ----

From: 
To: 
Cc: 
Date: 
Subject: 

Nathan J Isotalo/HC-SC/GC/CA 
Denis ArsenaultlHC-SC/GC/CA@HWC 
Jocelyn Kula/HC-SC/GC/CA@HWC 
2011-03-0304:41 PM 
Fw: DGO Comms Approved: MLs - Tapentadol 

Hi Denis, please see my edits below. Nathan. 

HECS_ML_TapentadoLMar3_15h41 (MOrev) OCS input Mar316h40.doc 

Q1. What is tapentadol? 

s.20(1)(b) 

be marketed by J anssen-Ortho Inc. in Canada, under the label name NNUCYNT A ™ CR 
(tapcntadol hydrochloride controlled release tablets) for the management of 

. '. moderate to moderately severe pain in adults who require 
continuous treatment for several days or more. \Vhile its structure is somey/hat similar to 

tramadol, The safety and efficacy of NNUCYNTA ™ CR have been demonstrated in two studies 
(one involving patients with low back pain and the other patients with osteoarthritis), while 
another clinical study has shown that it provides comparable pain relief with oxycodone 
controlled-release tablets at a dose ratio of 5: 1. Research also suggests, however, that tapentadol 
has potential for abuse. As a result, Health Canada is proposing to add tapentadol to Schedule I 
ofthe Controlled Drugs and Substances Act and to the Schedule ofthe Narcotic Control 

'r1~ , 'fl''fI'I'I' I I f"" ''" "'''rillnrnnrllrnnllllill 
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Regulations. Doing so would reduce the potential for the diversion, trafficking or abuse of this 
substance while continuing to ensure it is available for legitimate medical purposes. Its 
scheduling would also enable law enforcement to take action in instances of suspected illegal 
activities. 
is thought to be comparable to hydrocodone and oxycodone fur pain relief. Marketed 
internationally under the trade name ofNUCYNTA ®, three formulations oftapentadol have 
been developed including an immediate release OR) tablet for the relief of acute pain, a 

and an extended release (ER) 
fonnulation for the management of moderate to severe chronic pain in patients 18 years of age or 
older. 
The proposed scheduling oftapentadol under the CD8A and NCR is a proactive measure that 

"",ill ensure its availability for legitimate therapeutic purposes (if approved for sale in Canada in 

the future) ,<,.hile mitigating the potential for diversion and abuse. 

rr"1IT I " T : -lIIrn:rnFlII"1J lIlIIlll: 
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Re: Fw: DGO Comms Approved: MLs - Tapentadol ~ 
Nathan J Isotalo to: Denis Arsenault 2011-03-0401 :17 PM 

Hi Denis, ok with this. Please note; if there are changes to the below text, they also need to be 
made in the attachment. Nathan. 

Q 1 What is tapentadol? 
s.20(1)(b) 

AI. 

soon to be marketed by Janssen-Ortho Inc. 
in Canada, under the label name NNUCYNTATM CR (tapentadol hydrochloride controlled release 
tablets) for the management of moderate to moderately severe pain in adults who require 

continuous treatment for several days or more. The safety and efficacy of NNUCYNT A ™ CR 
have been demonstrated in two studies in patients with moderate to severe chronic pain (one 
involving patients with low back pain and one in patients with pain related to osteoarthritis). 
Another clinical study has shown that it provides comparable pain relief with oxycodone 
controlled-release tablets at a dose ratio of 5: 1. Research also suggests, however, that tapentadol 
has potential for abuse. As a result, Health Canada is proposing to add tapentadol to Schedule I 
of the Controlled Drugs and Substances Act and to the Schedule of the Narcotic Control 
Regulations . Doing so would reduce the potential for the diversion, trafficking or abuse of this 
substance while continuing to ensure it is available for legitimate medical purposes. Its 
scheduling would also enable law enforcement to take action in instances of suspected illegal 
activities. 

~ 
HECS_Tapentadol_Mar4_13h14 ocs input.doc 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

"'T 
I 
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DRAFT 
21102/2011 

Media lines 
Tapentadol 

A Notice to Interested Parties outlining Health Canada's proposal to add tapentadol, its 
salts and its related analogues to Schedule I to the Controlled Drugs and Substances Act 
and to the Schedule to the Narcotic Control Regulations (NCR), will be published in 
Canada Gazette. Part I, on Saturday, February 26,2011. 

Key Messages: 

• Health Canada is proposing to add tapentadol, its salts and its analogues, to 
Schedule I of the CDSA, and to the Schedule to the Narcotic Control Regulations 
(NCR). Tapentadol is an analgesic that can be used for the management of 
moderate and chronic pain. 

• The proposed inclusion of tapentadol to the Controlled Drugs and Substances Act 
and the Narcotic Control Regulations would prohibit its possession, production, 
distribution, importation, exportation, trafficking, and possession for the purposes 
of trafficking except as authorized under the Narcotic Control Regulations. 

• The proposed scheduling of tapentadol would reduce the potential for the 
diversion, trafficking or abuse of this substance while continuing to ensure it is 
available for legitimate medical purposes. Its scheduling would also enable law 
enforcement to take action in instances of suspected illegal activities. 

• A Notice to Interested Parties, published in Part I ofthe Canada Gazette on 
February 26, 2011, gives Canadians 30 days to comment on this proposal. 

Supplementary Messages: 

If pressed regarding the scheduling of tapentadol: 
• These proposed regulatory measures are being undertaken to safeguard Canadians 

and their families from drugs that have the potential for diversion and/or abuse. 

Questions and Answers 

01. What is tapentadol? 

soon to be marketed by Janssen
Ortho Inc. in Canada, under the label name NNUCYNT ATM CR (tapentadol 

s.20(1)(b) 

, Deleted: M:\CMCmCMCB-
, DGO\CoordinatioD Team\Media 

:' Lines 2011 \02 - February 
:' 201l\HECS\Tapentadol\HECS_M 
, L_Tapentadol]eb24_1146.doc 

, Deleted: 2011-02-24 11 :46:00 

" :' AM 

C:\Windows\Temp\notesOB88FB\HECS Tapentadol Mar4 13hl40CS input.do"'-.h.uh .... h .. h .. / / 

Created on 2011-03-034:41 :00 PM.. __ ... _.h. __ .. __ h .. _h. __ h .. _ ..... h._.h._.h .. _h .... !-:'!~ts.'!'!~~~Y.<::.~rts.tj!l.~.~s>.~~~ .. ,/ 
Created by Christine Roush 

Page 1 of4 
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.DRAFT 
21102/2011 

Mil, 1lllJ:llt!Iillll 1"1:>_ I 1111~~,j 1'1~1.jlli"M~JIMh-li~IIDIJIlUIIIII.I!~I:II·'j I 

hydrochloride controlled release tablets) for the management of moderate to moderately 
severe pain in adults who require continuous treatment for several days or more. The 
safety and efficacy of NNUCYNT A TM CR have been demonstrated in two studies in 
patients with moderate to severe chronic pain (one involving patients with low back pain 
and one in patients with pain related to osteoarthritis). Another clinical study has shown 
that it provides comparable pain relief with oxycodone controlled-release tablets at a dose 
ratio of 5: 1. Research also suggests, however, that tapentadol has potential for abuse. As 
a result, Health Canada is proposing to add tapentadol to Schedule I of the Controlled 
Drugs and Substances Act and to the Schedule of the Narcotic Control Regulations. 
Doing so would reduce the potential for the diversion, trafficking or abuse of this 
substance while continuing to ensure it is available for legitimate medical purposes. Its 
scheduling would also enable law enforcement to take action in instances of suspected 
illegal activities. 

Ql.~. "''.l1a ti~ i~volvl!lI. i~tlI~Scltetflllillg. ()ftllp~nta,d.()llls.~. (:()~tr.()'I~lI. SIlP~ta,n,(!~.... . .......... . 
under the Controlled Drugs and Substances Act (CDSA)? 

. { Deleted: 1 

~.-.R~~I!h.c;~~~<l:.~(}~~~~~~~.s.t?!:e.~~I.K~~~~~~j~.~t?~~~!~~n.8.~h~~~~.<l:.~~~.~!~~~ .. ~h~.l:lJ.4u ....... {~De_'eted __ : _I _____ -' 

be included in one of the Schedules to the Controlled Drugs and Substances Act (CDSA). 
These include: 

Risk to personal and public health and safety 
Chemical and/or pharmacological similaiity to substances listed in the Schedules 
to the CDSA; 
Legitimate use of the substance (i.e., therapeutic, scientific, industrial or 
commercial uses); 
Potential for abuse and/or addiction liability of the substance; 
Extent of actual abuse of the substance in Canada and internationally; and 
International requirements and trends in international control. 

Health Canada has a preliminary assessment of tapentadol against these factors and 
proposes to include this substance in Schedule I to the CDSA and in the Schedule to the 
NCR. The first step in the process of scheduling oftapentadol under the CDSA and the 
NCR is the publication of a Notice to Interested Parties (NO!) in Canada Gazette, Part I, 
which will be published on February 26,2011 for a 30-day comment period. This notice 
provides interested stakeholders with the opportunity to provide comments on this 
proposa~Anyc()mmt!fl~s.r~~ei"ed.~m.b.<?<:o.n.sid~~t!~Al:lr.ingthep~epa.r~~i(}~.()(a... ... / {~De_leted_: _____ ~ 
subsequent regulatory proposal regarding tapentadol. 

I Q1. Whatrest~~ctio~s ~o.ul~_ll~ pl~~.ell ()It ~apellta"o~ ifi~ i.s .sc.:lled~lellllllller t~.e. _ ... 
CDSA and NCR? 

AJ:.I~~.P~(}p~~~~.in.~I~~(}~.()rt::tp~n.~~~~!.t().~~~_~Q~~':Qll~tJ.l~1]!g~.q!':~§l!f:!~~q.'!!:e.s.A~~ ..... _ 
and the Narcotic Control Regulations (NCR) would prohibit its possession, production, 
distribution, importation, exportation, trafficking or possession for the purposes of 
trafficking except as authorized under the NCR. , , , , 

C:\WindowsITemp\notesOB88FB\HECS Tapentadol Mar4 13h14 OCS input.do~ .. m .... u .. _ ... u.j :/ 

Created on 2011-03-03 4:41 :00 Pl'v1,..n.m .. un ... n .. u .. n .. m_u ........ _n .. n .. n.n .. ~~~!.S_3;YI?.'!J!Y.9..~Ji~~i!1.~.J3.!l.u~h_./ 
Created by Christine Roush . 
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DRAFT 
21102/2011 s.20(1)(b) 

Once scheduled, only dealers licensed under the NCR and certain health professionals, 
e.g., practitioners and pharmacists, etc., will be authorized to carry out activities with 
tapentadol. The NCR will also impose specific record-keeping, reporting and security 
requirements on those involved in handling tapentadol. 

Q.d.~ .. i\t~tltt!st:slll>sta~.c~s~.ol1tr()~~~.(}.il1t~t:~Il~i()!lllnYI .. 1:I.(),!,.;)~~,.tlIe~e~1:I~.sta!l~e~ ..... . 
regulated in other countries? 

A,4~Alt.h()ll~.tapellt:i~()li~,~(}tc.llrr~~tlyillc.Il:1~.e~ .. il1~lly(}(tlIt:?,y.ll.itt:?41'i:i!i()~s .. ~rtlg ...... . 
control conventions, 

.............................................................................................................................................................................................................................................................................................................................................................................................................................................................................................................................................................................. 

In the United States, tapentadol is included in Schedule II to the Controlled Substances 
Act. 

, ,( Deleted: 3 

"'(Deleted: 3 

Q2~Jf phat:~llcl!llti~lllp.r()(}ul:ts l:olltll~llil1g~llpell~a.(}()IIl .. I!!l()tylPtollJl1e.~Il .. l<..e~J!l .,' ", (~De_'eted __ :_4 _____ ~ 
Canada, why are you taking this action now? 

~.~.IllI?~~~.lJ:11?~!_~9.1Q~.g~Il!~_~~_~411.~pp~()y.~4.~.~Y.~YN'I~~~~_~!.~.~()l1~()~~~~mn ..... _.. ,(~De_'e_ted_:_4 _____ ~ 
release oral tablet formulation oftapentadol hydrochloride, for use in the treatment of 

Since the substance 
demonstrates abuse potentIal, Health Canada is takIng action to schedule tapentadol 
under the CDSA and the NCR in order to reduce the potential for diversion and/or abuse. 

Background: 

It is currently included in 
Schedule 11 to the Umted :states Controlled Substances Act. ; 

--------------------

Classical opioids (i.e.~ those that contain theflas~i<::()pi()id.st!llc1:l1J:e)~~re~lllt.~4 as ..... . 
.c<:>lltr()II~<:lsu})~~Illlc;~~~\yit~ !~~t:?~ct:?p!i()t.1.'!f~,~Il~~J? 'Y1.tic;~ . h.a~t.1.ot. )'~t .~~~tl~<::J1~<:l,l:1~~~ 
Anything else referred to as "opioid" that contains any variant of the opioid structure is <'.-.-
not regulated under controlled substances. For example, the molecular structure of the 
drug Imodium~ which is an anti-diarrheal agent, contains some parts of the opioid 
structure and has some ofthe effects of an opioid, i.e., it represses gut mobility, but is..Q()t. 
regulated as a controlled substance, 

A briefing note was developed and sent to DMO on February 21, 2011. 

Prepared by: Christine Roush, Senior Communications Advisor, (assigned to HECS) 
Reviewed by: Nathan Isotalo, Senior Policy Analyst, Regulatory Policy Division, Controlled 

Substances and Tobacco Directorate , , , , , , 

C:IWindowsITemplnolesOB88FB\HECS Tapentadol Mar4 13h 14 DCS input.do~_h.h.hh. __ .. _n.j /' 

Created on 2011-03-034:41 :00 p~._ ... h.hm ... _h._m .. h.h .. _h ... h_m ......... h .. J:l!~Ls.l!'(~~~y.~~rt~tj!1.«:.~!l.l!~~_./ 
Created by Christine Roush 
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Approved by: 

Denis Arsenault, Acting Manager, Regulatory Policy Division, Controlled 
Substances and Tobacco Directorate 

Jocelyn Kula, A/Director, Office of Controlled Substances, CSTD 
Brenda Paine, NDG, CSTD, HECS 
Dave Stephens, Communications Executive, HECS 
Ken Polk, NDirector, Public Affairs, PACCB 
Charles Mojsej, DG, PACCB (Pending) 
Hilary Geller, NADM, HPFB (FYI only) 
Anne Lamar, ADM, PACCB (FYI only) 
DMO (FYI only) 
MO 
PCO 
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Re: Fw: DGO Comms Approved: Mls - Tapentadol ~ 
Jocelyn Kula to: Christine Roush 
Sent by: Lisa Marie NG 
Cc: Denis Arsenault, Nathan J Isotalo 

Jocelyn has approved the following: 

s.20(1)(b) 

2011-03-04 04:00 PM 

A 1 . soon to be marketed by Janssen-Ortho Inc. in 
Canada, under the label name NNUCYNTATM CR (tapentadol hydrochloride controlled release tablets) for 
the management of moderate to moderately severe pain in adults who require continuous treatment for 

several days or more. The safety and efficacy of NNUCYNTATM CR have been demonstrated in 
two studies in patients with moderate to severe chronic pain (one involving patients \'t'ith 10Vl 

back pain and one in patients 'lAth pain related to osteoarthritis). Another clinical study has 
shovlll that it provides comparable pain relief'lIith ox)'codone controlled release tablets at a dose 
ratio ofS:l. 

Research also suggests, however, that tapentadol has potential for abuse. As a result, Health Canada is 
proposing to add tapentadol to Schedule I of the Controlled Drugs and Substances Actand to the 
Schedule of the Narcotic Control Regulations. DOing so would reduce the potential for the diversion, 
trafficking or abuse of this substance while continuing to ensure it is available for legitimate medical 
purposes. Its scheduling 'llould also enable la'll enforcement to take action in instances of 
suspected illegal activities. 

Christine Roush Jocelyn - for your approval please. A new Q&A, ... 2011-03-0403:15:50 PM 

Fw: DGO Comms Approved: Mls - Tapentadol 

Christine Roush to: Jocelyn Kula 2011-03-0403:15 PM 

Cc:: Denis Arsenault, Nathan J Isotalo 

Jocelyn - for your approval please. A new Q&A, requested by MO, for inclusion in the MLs on Tapentadol. 

Q1. What Is tapentadol? 

A 1. soon to be marketed by Janssen-Ortho Inc. in 
Canada, under the label name "NUCYNTAThI CR (tapentadol hydrochloride controlled release tablets) for 
the management of moderate to moderately severe pain in adults who require continuous treatment for 
several days or more. The safety and efficacy of NNUCYNTA™ CR have been demonstrated in two 
studies in patients with moderate to severe chronic pain (one involving patients with low back pain and 
one in patients with pain related to osteoarthritis). Another clinical study has shown that it provides 
comparable pain relief with oxycodone controlled-release tablets at a dose ratio of 5: 1. 

Research also suggests, however, that tapentadol has potential for abuse. As a result, Health Canada is 
proposing to add tapentadol to Schedule I of the Controlled Drugs and Substances Actand to the 
Schedule of the Narcotic Control Regulations. Doing so would reduce the potential for the diversion, 
trafficking or abuse of this substance while continuing to ensure it is available for legitimate medical 

"1'1''' , '"'In''' I :~i\I!lll !n.llI11ll11f11', 
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purposes. Its scheduling would also enable law enforcement to take action in instances of suspected 
illegal activities. 

Christine Roush 
Senior Communications Advisorl 

From: Olivia Caron/HC-SC/GC/CA 
To: Christine Roush/HC-SC/GC/CA@HWC 
Cc: Dave Stephens/HC-SC/GC/CA@HWC, Alexis M Tervo/HC-SC/GC/CA@HWC, Nicole 

Prenti[attachment "HECS_ML_ TapentadoLMar3_15h41 (MOrev).doc" deleted by Lisa Marie 
NG/HC-SC/GC/CA] ce/HC-SC/GC/CA@HWC 

Date: 2011-03-0311 :40 AM 
Subject Re: DGO Comms Approved: MLs - Tapentadol 

Hi Christine, 

Christine Roush 
Senior Communications Advisorl 
Conseillere principale en communications 
Public Affairs, Consultation and Communications Branch/ 
Direction generale des affaires publiques, 

de la consultation et des communications 
Health Canada/Sante Canada 
TellTel: (613) 954-0712/Cell: (613) 219-7194 
Fax/Facsimile: 948-8085 
E-mail/courriel:christine_roush@hc-sc.gc.ca 

----- Forwarded by Christine Roush/HC-SC/GC/CA on 2011-03-04 03:10 PM -----

From: 
To: 
Cc: 
Date: 
Subject: 

Hi Christine, 

Denis ArsenaultlHC-SC/GC/CA 
Christine Roush/HC-SC/GC/CA@HWC 
Nathan J Isotalo/HC-SC/GC/CA@HWC 
2011-03-0401:55 PM 
Fw: DGO Comms Approved: MLs - Tapentadol 

Below for Jocelyn's approval is a revised response to 01. 

Denis 

Denis Arsenault, NManager / Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances contr6lees, 
Health Canada / Sante Canada 
TellTel: (613) 957-6828 
Fax I Telecopieur : (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 
----- Forwarded by Denis ArsenaultlHC-SC/GC/CA on 2011-03-04 01 :51 PM -----

From: 
To: 

Nathan J Isotalo/HC-SC/GC/CA 
Christine Roush/HC-SC/GC/CA@HWC 

Cc: Denis ArsenaultlHC-SC/GC/CA@HWC, Jocelyn Kula/HC-SC/GC/CA@HWC 

If """'1~1"1 "I"""'!fffi "ITlfll1IITHIIIlIIrTI I 
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PRAD Telephone Enquiry 
Date of Call: March 10,2011 
Subject: Is Tramadol to be considered an analogue of Tapentadol for the purpose of the 
Scheduling initiative to add Tapentadol, its Salts and Analogues onto Schedule I of the CDSA 
and the Schedule of the NCR? 
Language of Correspondence: English 

Caller Name: 
Caller Organization: National Association of Pharmaceutical Regulatory Authorities (NAPRA) 
Caller Telephone Number: ' 

CALL SUMMARY: 
Where is the caller from? 

National Association of Pharmaceutical Regulatory Authorities (NAPRA) 

What is their question/issue? 
Is Tramadol to be considered an analogue of Tapentadol for the purpose of the Scheduling 
initiative to add Tapentadol, its Salts and Analogues onto Schedule I ofthe CDSA and the 
Schedule of the NCR? 

What specific response is given to them 

Despite both tapentadol and tramadol sharing a common opioid pharmacophore, there are 
differences between the two drugs's structures. 
Analogue is defined under the CDSA but selection of an analogue also depends on other 
properties e.g. phys chern properties, behavior, metabolism .... 

As you are aware, the recently published NOI is to inform stakeholders of our intent to Schedule 
Tapentadol, its salts and analogues on Schedule I of the CDSA and the Schedule to the NCR. 

For these reasons, and because there formerly exists a separate policy direction and regulatory 
proposal to Schedule Tramadol under the CDSA and BOTSR, for the purpose of Tapentadol's 
scheduling initiative, anologue will not include Tramadol. The term analogue will apply to any 
new formulated drugs off of the Tapentadol structure. 

In this regard, I had raised verbally to my manager the possibility of Tramadol being perceived by 
others as an analogue under the Tapentadol regulatory proposal however, it was communicated 
that Tramadol would be considered separately and Scheduled under a separate regulatory 
proposal as had been formerly proposed. 

A brief history oftramadol file was also given and that we are currently progressing on updating 
a science summary to support the Scheduling oftramadol and approving a draft Triage for TBS. 

Resources that were recommended to them and why 

1lI I ,illil II Ilnfilll'TI m Ii 
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nla 
Any additional pertinent information 

Kathy communciated that HPFB has disclosed in the Drug Product Database that Tramadol is 
CDSA recommended. 

Mr. Nathan Isotalo 
Sr. Policy Analyst, Regulatory Affairs Division 
Office of Controlled Substances, Controlled Substances and Tobacco Directorate 
Healthy Environments and Consumer Safety Branch, Health Canada 
tel. 613-946-4225 

--I T 1--'lIII11 !111111111I1II1If11! 
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re: NAPRA 
Nathan J lsotalo to: Denis Arsenault 2011-03-1012:51 PM 

Hi Denis, 

please find attached a record of my phone conversation with NAPRA. 

As you were away from your desk, I responded to Kathy based on the former policy direction you had 
provided to me. 
Nathan. 

EI 
Mar 102011 NAPRA Telephone Conversation.wpd 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS.Health Canada 
Tel. (613) 946-4225 

1m ·llllflnnnlllflll 
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Hi Christine, 

Fw: DGO Comms Approved: MLs - Tapentadol 
Nathan J Isotalo to: Christine Roush 
Cc: Denis Arsenault 

s.20(1)(b) 

2011-03-1004:08 PM 

fyi- just a note for any future drafting of media linesl communications products related to Tapentadol.. .. it 
may be best to provide us with just the initial questions so that I may provide some core specific facts to 
facilitate your drafting of the media lines (I believe as was done for Spice I Illicit herbal incense file). I 
know we had sent the triage earlier however, to my knowledge, we did not have the questions yet. 

The main issue/concern was that I noticed in later draft response to Ql What is Tapentadol?was that 
some U.S. data (highlighted in pink below) had appeared in the prepared draft response that was not 
applicable to the Canadian picture. 

I hope this helps. Nathan. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances " 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel: (613) 946-4225 
----- Forwarded by Nathan J Isotalo/HC-SC/GC/CA on 2011-03-10 03:25 PM ----

From: 
To: 

Christine Roush/HC-SC/GC/CA 
Nathan J Isotalo/HC-SC/GC/CA@HWC 

Cc: 
Date: 

Denis ArsenaultlHC-SC/GC/CA@HWC, Jocelyn Kula/HC-SC/GC/CA@HWC 
2011-03-0303:48 PM 

Subject: Fw: DGO Comms Approved: MLs - Tapentadol 

Hi Nathan - the media lines went up to MO for approval, and they have requested a Q&A explaining what 
exactly tapendatol is and what HC is doing in the QA. Please let me know if you are OK with the 
following. thx. 

Q1. What is tapentadol? 

At. 

its structure is similar to - --
tramadol, tapentadol is thought to be comparable to hydrocodone and oxycodone for pain relief. 
Marketed internationally under the trade name ofNUCYNTA ®, three formulations of 
tapentadol have been developed including an iinmediaterelease (IR)tabletforthereliefofacute: 
pain, and an exterided·ielease (ERr 
formulation for the management of moderate to severe chronic pain in patients 18 years of age or 
older. 
The proposed scheduling oftapentadol under the CDSA and NCR is a proactive measure that 

will ensure its availability for legitimate therapeutic purposes (if approved for sale in Canada in 

", ''lIT'''' '""''111'1''''1''' , , 1"~"''''''1''''''! l"'rn''l1~~nr'II'~'ll'''ml'll' 'I, 
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Audit Trail 
Document Number: 11-105766 - 271 File Number: 

Name: 

From 
HECSB-CSTD-OCS 
Processing/Pour Traitement 

5.19(1) 

To Sent 
HECSB-CSTD-OCS-RPD 2011-03-1712:58 

BF Action 
For 

Comments: Docket was created and assigned to RPD for processing. I will bring the docket up to you shortly. Thanks! 
HECSB-CSTD-OCS-RPD HECS8-CSTD-OCS-RPD 2011-03-17 13: 13 Information 
Comments: Docket was submitted to Denis to be assigned to Officer. Isabel 

HECS8-CSTD-OCS-RPD HECSB-CSTD-OCS-RPD 2011-03-1713:15 Action request 
Comments: Nathan this docket was assigned to you for a response. I will bring it over. Isabel 

No Action Request. 
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, .. Health 
Canada 

San .. 
Canada 

SubjectJSujet: 11-105464 - 371 for I pour: Action request 

11-105464 - 371 

HECSB-CSTD-OCS-RPD 

Isabel 
ShanahanlHC-SC/GC/CA 

Organlsme 
HECSB-CSTD-OCS-RPD 
Personl 
Personne 
Nathan J 

Document Status: OpenJOuvert 
Action I 
Intervention: Action request 

Comments I Commentaires: 

2011-03-14 

Nathan this docket has been assigned to you for a response. I will bring it over to you. Isabel 

Here is the link to document. I 
Voici Ie lien au document 
i]J 

"CT' 11" J 

Canadlt 
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docket 
Nathan J Isotalo to: Denis Arsenault 2011-03-1510:59 AM 

,4 a;;, $AA£JJZ 4J 

Hi Denis, 

the attached draft docket response has been attached in MECS. As the response came to DG Office, the 
response should be sent out through Cathy's Office. Please have Jocelyn explain to Cathy why we used 
the wording we did. An explanation is given in the docket. 

Nathan. 

Et 
DG response 11-105464-371 v1 2011-03-15.wpd 

Nathan Isotalo. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

IlIIIllr lilflfllnrmll:: 
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Janssen-Phannaceutical Companies 
of Johnson & Johnson 
19 Green Belt Drive 
Toronto ON 
M3C lL9 

Dear 

11-105464-371 

Re: Canada Gazette Part I Notice to Interested Parties Tapentadol, its salts and analogues 
2011-02-26 

s.19(1) 

s.20(1)(b) 

Thank you, for your letter and comments of 2011-02-09 regarding the above mentioned 
published Canada Gazette Part I Notice- to Interested Parties regarding our proposal to add 
Tapentadol, its salts and analogues onto Schedule I of the Controlled Drogs and Substances Act 
(CDSA) and the Schedule ofthe Narcotic Control Regulations (NCR). 

Please find enclosed an explanation for the wording of the indication that was reported 
within the notice. It was reported as such represent conflicting indication content contained 
within the product monograph and the abuse liability assessment. 

In the Product Monograph for ~CYNTA ™ CR, the indication is reported differently 
throughout the document. 

Under "Indications for Clinical Use" the product monograph states "NUCYNTA ™ CR 
(tapentadol) is indicated for the management of moderate to moderately severe pain in 
adults who require continuous treatment for several days or more" whereas under "Use in 
Drog and Alchol Addiction" it states that "NUCYNT A ™ CR is an opioid with no 
approved use in the management of addictive disorders. Its approved usage in individuals 
with drug or alcohol dependence, either active or in remission is for the management of 
moderate to moderately severe chronic pain requiring continuous treatment with an 
opioid analgesic. " 

As stated in the product monograph under "pharmacology", "Tapentadol hydrochloride, 
the centrally-active analgesic (anti-nociceptive) agent has an apparent dual-mode of 
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s.20(1)(b) 

action." 

As stated in the product monograph under "tolerance", "In another clinical study in 
patients with neuropathic pain (safety data only), patients were allowed to titrate within 3 
weeks to optimal treatment dose followed by randomization to placebo or the same dose 
ofNUCYNTATM CR (100 to 250 mg) fixed for 12 weeks in the maintenance period. 
Stable analgesia was maintained; there was no evidence for tolerance to NUCYNT A TM 
CR, either over 15 weeks in fixed dosing, or over one year with flexible dosing." 

To cover all ofthe above, in the Notice to Interested Parties it was proposed and 
approved that, "NUCYNT A *CR ® has been approved for use in the treatment of moderate and 
chronic nociceptive and neuropathic pain." Following our recent teleconference with J anssen
Ortho, it was agreed that in future, the Office of Controlled Substances will report the indication 
as follows: 

"NNUCYNT A TM CR is indicated for the management of moderate to moderately severe 
pain in adults who require continuous treatment for several days or more." 

Also, you will be pleased that we are moving forward to expeditiously Schedule 
Tapentadol, its salts and analogues under the CDSA and are seeking an exemption from 
publication of the regulatory proposal in Canada Gazette Part I from Treasury Board Secretariat. 
In this regard, we will keep you posted on any future developments. 

Yours sincerely, 

Cathy Sabiston 
Director General 
Controlled Substances and Tobacco Directorate 
Health Canada 
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Health Santa. 
Canada Canada Protected - He only 

DocNumber: 11-105766 - 271 

e Do not attach Protected "C", Confidential, Secret or Top Secret documents in MECS. 
e Please Note: Documents over 5MB can be deleted without notice if attached in MECS. Scans 

should be in black and white only. 

11-105766-271- Incoming.pdf 

B~pIY[)_e>.~LJI'llEl_r:!1fEir:lc:lIlSilll1~<:lL ____________ . __ . _______ . ______ ... _._ .... _ .. _. ___ .... _._. __ .. _ ... _ .... ______ ._ .... _. __ ._._._. ___ . __ .. __ .... _______ . __ . ____ .. __ J 
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Health Sante 
Canada Canada Protected - He only 

DocNumber: 11-105766 - 271 

e Do not attach Protected "C", Confidential, Secret or Top Secret documents in MECS. 
e Please Note: Documents over 5MB can be deleted without notice if attached in MECS. Scans 

should be in black and white only. 

11-105766-271- Incoming.pdf 

Prepared by: Nathan Isotalo 

5.19(1) 

11-105766-271 QPIC 2011-03-16.wpd 

Reply Document (Final/Signed) 

IT -m I 'IIlllllllllllllllillffilllllll 
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5.19(1) 

Input for Response to Docket:# 11-105766-271 

Thank you, for your enquiry of20ll-03-16 on Health Canada's recently published 
Notice of Intent (NOI) to Interested Parties in The Canada Gazette, Part I on 2011-02-26 .. 

In this regard, Tapentadol, its salts and analogues have not yet been added to Schedule I of the 
Controlled Drugs and Substances Act (CDSA) nor to the Schedule to the Narcotic Control 
Regulations (NCR). This will occur on the, "Coming Into Force" date of the regulatory proposal 
once published in Canada Gazette, Part ll. 

In the interim, the sponsor has requested members of its supply chain to have them treat 
NNUCYNTA TM* CR, controlled-release tapentadol hydrochloride, like a narcotic. 
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5.19(1) 

Audit Trail 
Document Number: 11-105464 - 371 File Number: 

Name: 

From 
HECSB-CSTD-OCS-RPD 

To Sent 
HECSB-CSTD-OCS-RPD 2011-03-14 16: 11 

BF 

Comments: For Denis/Nathan: Please prepare a short acknowledgement for Jocelyn's signature. 

Action 
See Note 

HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS-RPD 2011-03-1416:29 Action request 
Comments: Nathan this docket has been assigned to you for a response. I will bring it over to you. Isabel 
HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS 2011-03-31 10:21 Action request 
Comments: Arafo I am bringing down this docket for Jocelyn's approval. Isabel 
HECSB-CSTD-OCS HECSB-CSTD-DGO 2011-04-1112:16 
Approval! Approbation 
Comments: Docket routed to DGO for approval. Thank you! 
HECSB-CSTD-DGO HECSB-CSTD-OCS 2011-04-1409:04 Revise/A 
reviser 

HECSB-CSTD-OCS-RPD 
Comments: Arafo/Lisa Marie: Version in MECS differs from hard copy approved by Cathy. Please retrieve docket and fix. 
Merci. Paula 
HECSB-CSTD-OCS HECSB-CSTD-DGO 2011-04-1410:44 Signature 
Comments: Fyi, the last version is now attached in MECS and I will bring a hard copy printed on letterhead for Cathy A. 
Sabiston signature. Thank you! 

HECSB-CSTD-OCS HECSB-CSTD-DGO 2011-04-1812:38 
Com ments/Com mentaires 
Comments: Fyi, Direct reply done. I mailed out the letter and I attached a scan copy in MECS. I will bring the physical docket 
up to you for your record Thanks! 

No Action Request. 

m I ..... '[ '''llnrTl"UlliIiIC II mllllill 
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I I Health Santa 
Canada Canada Protected· He only 

DocNumber: 11-105464 - 371 

• Do not attach Protected "C", Confidential, Secret or Top Secret documents in MECS. 
• Please Note: Documents over 5MB can be deleted without notice if attached in MECS. Scans 

should be in black and white only. 

~--"'""'---- _ ~____ ___ ~_ ........ ___ J 

Letter_from_Janssen_Received_March 14 2011.PDF 

Reply Document (braftymm- mmmmmm __ m _____ _ 
1 

l3~p!y_QQ~I:!r:!!~!:!L(i=J.!1_t'lI£§!g_n~QL __________ . ___ .. _____ .. ______ . __ ._ .. ____ ._._. ____ ._. ___ . __ ... __ . __ . __ ... ___ . __ . ___ ._._ ... _. _____ .. _ .. _. __ . __ ._. _______ . ___ . ___ J 

n: --m' I 
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Health Sante 
canada Canada Protected - He only 

DocNumber: 11-105464 - 371 

• Do not attach Protected "C", Confidential, Secret or Top Secret documents in MECS. 
• Please Note: Documents over 5MB can be deleted without notice if attached in MECS. Scans 

should be in black and white only. 

Letter_from_Janssen_Received_March 14 2011.PDF 

RepIYOClcLJmentIoraft)··· 

Prepared by: Nathan Isotalo revised by Denis Arsenault 

11-105464-371 ~3).wpd 5.19(1) 

Reply Document (Final/Signed) 

I~ I :1m II I,ll IlilFlIlIIIIfl Ii 
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Health Canada 
Sante Canada Approval Slip / Bordereau d' ~pprobation 

MECS/SGCHD 
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For Signature of For Departmental Secretariat use only I 
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...... Health 
...,.. Canada 

SubjectlSujet: 11-105766 - 271 for I pour: Action request 

11-105766 - 271 

HECSB-CSTD-OCS-RPD 

Isabel 
ShanahanlHC-SClGC/CA 

Organism. 
HECSB-CSTD-OCS-RPD 
Person! 
Personne 
Nathan J 
isotalo/HC-SC/GC/CA 

Document Status: Open/Ouvert 
Action I 
Intervention: Action request 

Comments I Commentaires: 

2011-03-17 

I Nathan this docket was assigned to you for a response. I will bring it over. Isabel 

Here is the link to document. I 
Void Ie lien au document 
[] 

-'1' I' 1l!iIIIIIlIHIFlllmrrll 
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Hi, 

Fw: Clarification re: status of tapentadol. 
Denis Arsenault to: Jocelyn Kula 
Cc: Nathan J Isotalo 

5.19(1) 

2011-03·17 03:44 PM 

FYI - Just received a call from yet another Licensed Dealer re: status status of tapentadol (this is now the 
third enquiry in the last two days). 

I am working on a draft response to the first enquiry 
Langlois tomorrow morning to discuss. Will send you a aran asap. 

Denis 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances controlees, 
Health Canada / Sante Canada 
TelfTel: (613) 957-6828 
Fax / Telecopieur : (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 
--- Forwarded by Denis ArsenauIUHC-SC/GC/CA on 2011-03-17 03:39 PM -

From: Denis ArsenaultlHC-SC/GC/CA 
To: Carol Langlois/HC-SC/GC/CA@HWC 

and will meet with Carol 

Cc: 
Date: 

Jocelyn KulalHC-SC/GC/CA@HWC, Nathan J Isotalo/HC-SC/GC/CA@HWC 
2011-03·17 01 :58 PM 

Subject: Clarification re: status of tapentadol. 

Hi Carol, 

FYI - Below is another enquiry related to issue I would like to speak to you about tomorrow morning. 

Jocelyn - FYI. 

Thanks 

Denis 

Denis Arsenault, AlManager / Gestionnaire p.i. 
Regulatory Policy Division / 
Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances controlees, 
Health Canada / Sante Canada 
TellTel: (613) 957-6828 
Fax I Telecopieur: (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 
----- Forwarded by Denis ArsenauIUHC-SC/GC/CA on 2011-03-17 01 :56 PM--

From: 

T"'-'," I 'II r-' 1-"I1II1Tlmlil,11l11l11lTl1\1 
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5.19(1) 

To: 
Date: 
Subject: 

Hi Denis 

"denis.arsenault@hc-sc.gc.ca" <denis.arsenault@hc-sc.gc.ca> 
2011-03-1701:47 PM 
clarification 

I need some clarification on the scheduling of Tapentadol. Janssen-Ortho would like us to start stocking 
Nucynta and they have advised us that eventually Tapentadol will be scheduled as a Schedule 1 narcotic 
under the CDSA. 
What I would like to know is what is the current scheduling of the drug? Do we store and handle as a 
pharmaceutical or a narcotic? 
OUf current establishment licence allows us to handle drugs scheduled in schedule G and F of the Food 
and Drug Regulations. 
Clarification on this issue would be much appreciated, as we do not want to distribute or store any drug 
that is not scheduled or not licenced for. 
Thank you for your help 

IJiII!i Please consider the environment before printing this e-mail 
The information contained in this email message is intended only for the personal and confidential use of the recipient(s) named above. This 
message is privileged and confidential. If the reader of this message is not the intended recipient you are hereby notified that you have received 
this document in error and that any review, dissemination, distribution, or copying of this message is strictly prohibited. If you have received this 
communication in error, please return it to the sender and delete the original message. 
L'information contenue dans ce message electronique est seulement pour I'usage personnelle et confidentielle du(des) destinataire(s) ci-dessus 
mentionne(s). Ce message est privilegie et confidentiel. Si Ie lecteur de ce message n'est pas Ie destinataire prevu, vous etes avise que vous avez 
reyu ce document par erreur et que la revue, dissemination, distribution ou copie de ce message est stricternent interdite. Si vous avez reyu celie 
correspondance par erreur, s'il vous plait la retourner a j'expediteur et effacer Ie massage original. 
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DRAFTING INSTRUCTIONS 

i 
I TITLE 

i i ~ Addition of Tapentadol, its salts and analogues 

i to Schedule I of the Controlled Drugs and 
i 

I Substances Act, and to the Schedule of the 

I Narcotic Control Regulations 
, 

March 22, 2011 

TITRE 

eAjout de Tapentadol, ses sels et analogues 

aux substances figurant dans I' Annexe I de la 

Loi reglementant certaines drogues et autres 

substances et dans l'annexe du Reglement sur 
I 

ies stupejiants i 

i TYPE OF REGULATIONS' 

; Schedule amendment. 

! STATUTORY AUTHORITIES 
, 

: Controlled Drugs and Substances Act, 
; 

I c. 19, subsection 55(1) 

TYPE DE REGLEMENTS; 

Modifactions aux annexes de la loi. 

FONDEMENT LEGISLATIF 

Loi regiementant certaines drogues et autres 

substances, ch. 19, paragraphe 55 (1) 

'f,n';I""~' r" 'I', Ililillll:IIWII'IIIIITTII 
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THE SCOPE OF THE REGULATIONS 

The purpose of this regulatory initiative is to add Tapentadol 

(phenol, 3-[(1 R,2R)-3-( dimethyl amino )-I-ethyl-2-methylpropylj-, 

its salts and its related analogues to Schedule I to the Controlled 
Drugs and Substances Act (CDSA) and to the schedule to the 

Narcotic Control Regulations (NCR). 

Tapentadol is a novel opioid analgesic for use in humans having a 

dual mode of action. This drug is marketed in Canada under the 

; trade name NNUCYNT A TM·CR. 

-2-

~~~~~~~~~~~~~~~~~~~~~ 

In December 20 I 0, Health Canada issued a notice of compliance 

for NNUCYNTAfM'CR, a new drug product containing tapentadol 

hydrochloride to be sold in Canada in controlled release tablet 

formulations of 50, 100, ISO, 200 and 250 mg. 

NNUCYNT A TM'CR is indicated for the management of moderate to 

moderately severe pain in adults who require continuous treatment 

for several days or more. 

I Based on a comprehensive abuse liability assessment for 

Tapentadol and concerns expressed by the sponsor, Health Canada 

is recommending that the controls under the CDSA and NCR be 

adopted for Tapentadol, its salts and related analogues. 

The addition of Tapentadol, its salts and related analogues to 

Schedule I of the CDSA and to the schedule of the NCR would 

! prohibit its sale, possession, traficking, possession for the purpose 

of trafficking, importation, exportation, possession for the purpose 

of exportation, and production except as authorized under the 

NCR. 

This scheduling initiative will mitigate any potential for their 

diversion, trafficking and abuse while not preventing availability 

for legitimate medical reasons. Scheduling will also enable law 

enforcement to take action in instances of suspected illegal 

activity. 

! INSTRUCTIONS 

s.20(1)(b) 

PORTEE DU REGLEMENT 

L'objectif de ce intiatif reglementaire consiste a ajouter Ie 

Tapentadol (phenol, 3-[(1 R,2R)-3-(dimethylamino)-I-ethyl-2-

methylpropyl]-), ses sels et ses analogues apparentes a l'annexe I 

de la Loi reglementant certaines drogues et aulres substances 
(LRCDAS) et a l'annexe du Reglement sur les stupejiants (RS). 

Le tapentadol est un analgesique opioYde nouveau pour usage 

humain avec un double mode d'action. Cette drogue est solde 

au Canada sous Ie nom de marque commercial 
NNUCYNTAMC·CR. 

En decembre 2010, Ie Sante Canada a delivre un avis de 

conformite du produit NNUCYNTAMc'CR, un nouveu 

medicament con tenant du tapentadol, en vue de sa 

commercialisation au Canada en cOmprlmeS a liberation 

controlee de 50,100, 150,200 et 250 mg. ~UCYNTAMC'CR 

est indique pour Ie soulagement de la douleur d'intensite 

moderee ou moderernent grave en adultes qui ont a besoin du 

traitement continuellement pour quelques ou plusieurs jours. 

Fonder sur une evaluation d'abus pour Tapentadol et les 

concernes communiquees par Ie sponsor, Sante Canada 

recommand que the controls de la LRCDAS et RS s'applique au 

Tapentadol, ses sels et ses analogues. 

L'ajout du Tapentadol, de ses sels et de ses analogues 

apparentes a l'annexe du RS en interdiraits Ie vente, la 

possession, Ie trafic, la possession en vue d'en faire Ie trafic, 

I'importation, I'exportation, la possession en vue de 

I'exportation, et la production de Tapentadol, sauf dans Ie cas 

autorises en vue du RS. 

L'ajout du Tapentadol aux annexes susmentionnees reduira Ie 

reisque de detournement, de trafic et d'abus de cette substance 

tout en en assurant la disponibilite pour des fins medicales. Cela 

permettra egalernent aux organisrnes charges de I'application de 

la loi de prendre des mesures en cas d'activite iIIegale 

soups:onnee. 

INSTRUCTIONS 
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: I. Amendment to the Controlled Drugs and 
I 

Substances Act 

1. Add the following substances to Schedule I 

of the CDSA as item 19. 

eTapentadol (phenol, 3-[(lR,2R)-3-

I (dimethylamino )-1-ethyl-2-methylpropyl]-, its 

I salts and its related analogues 

! II. Amendment to the Narcotic Control 

! Regulations 

1. Add the following substances to the 
Schedule of the NCR as item number 18. 

eTapentadol (phenol, 3-[(IR,2R)-3-

(dimethylamino )-1-ethyl-2-methylpropyl]-, its 

salts and its related analogues 

I. Modification de la Loi reglementant 

certaines drogues et autres substances 

1. Ajouter les substance suivantes a 
I'annexe III de la LRCDAS pour en fair Ie 
1ge article. 

eTapentadol (phenol, 3-[(1R,2R)-3-

(dimethyl amino )-1-ethyl-2-methylpropyl]-), 

ses sels et ses analogues 

II. Modification du Reglement sur les 

stupeftants (RS) 

1. Ajouter les substances suivantes a 
I I'annexe du RS pour en faire Ie 18e article 

eTapentadol (phenol, 3-[(lR,2R)-3-

(dimethylamino )-1-ethyl-2-methylpropyl]-), 

: ses sels et ses analogues 
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'1-' JIl'lll 'I 1_, 1 ___ IHI"I'~~11JlItJ]tjIilUlhUlYliblilllJlBlYlilM"'J~1 II 

re: tapentadol hard file 
Nathan J Isotalo to: Salha Jumbe 2011~03-22 01:27 PM 

Hi Salha, 

I merged some volumes this morning for tapentadol file. The file now goes from vol. 1-6 and I kept an 
empty volume 7 for any new material. 
Nathan. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

rlJllll'ilUmilllllll1 
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re: tapentadol hard file I) 
Nathan J Isotalo to: Salha Jumbe 

Thank you. Nathan. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

Salha Jumbe Okay I will update the inventory. Salha. 

From: 
To: 
Date: 
Subject: 

Salha Jumbe/HC-SC/GC/CA 
Nathan J Isotalo/HC-SC/GC/CA@HWC 
2011-03-2201 :30 PM 
re: tapentadol hard file 

Okay I will update the inventory. 

Salha. 

Nathan J Isotalo Hi Salha, 1 merged some volumes this morning ... 

( 

"r"""",' I 'I "III' '; II IlImllI'lnnUlllIlIfTll 

2011-03-22 01 :30 PM 

2011-03-2201:30:f7PM 

2011-03-2201:27:08 PM 
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DRAFTING INSTRUCTIONS 
March 22, 2011 

TITLE' 

-Addition ofTapentadol, its salts and analogues I-Ajout de Tapentadol, ses sels et analogues 

to Schedule I of the Controlled Drugs and : aux substances figurant dans I' Annexe I de la 

Substances Act, and to the Schedule ~ the I Loi reglementant certaines drogues et aulres 

Narcotic Control Regulations -to substances et dans I' annexe du Reglement sur 

les stupefiants 

i TYPEOFREGULATION$«" 

Schedule amendment. 

STATUTORY AUTHORITIES'~ .... 

Controlled Drugs and Substances Act, 

I c. 19, subsection 55(1) 

Modifactions aux annexes de la loi. 
" -'"'. , 

FONDEMENTLEGisl.ATm;,~ 

Loi reglementant certaines drogues et autres 

substances, ch. 19, paragraphe 55 (1) 

'~'" ""'1 I "11 'I 111IlII'IHnl~I'11111I11TII 
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THE SCOPEOP THE REGuLAnONgf{, 

I 
The pUl1lose of this regulatory initiative is to add fapentadol 

i (phenol, 3-[(1 R,2R)-3-( dimethylamino )-1-ethyl-2-methylpropyl]-, 

its salts and ....... analogues to Schedule I to the Controlled 

Drugs and Substances Act (CDSA) and to theS=hedule to the 

Narcotic Control Regulations (NCR). 

December 20 I 0, Health Canada issued a notice of compliance 

-2-

s.20(1)(b) 

L'objectif de ce intiatifreglementaire consiste a ajouter Ie 
Tapentadol (phenol, 3-[(1 R,2R)-3-( dimethylamino )-1-ethyl-2-

methylpropyl]-), ses sels et ses analogues apparentes a l'annexe I 
de la Loi reglementant certaines drogues et autres substances 

(LRCDAS) et a I'annexe du Reg/ement sur /es stupejiants (RS). 

Le tapentadol est un analgesique opioYde nouveau pour usage 

humain avec un double mode d'action. Cette drogue est solde 

au Canada sous Ie nom de marque connnercial 
~CYNTAMC·CR. 

for NNUCYNTAfM·CR, a new drug product containing tapentadol En decembre 2010, Ie Sante Canada a delivre un avis de 

i hydrochloride to be sold in Canada in controlled release tablet conformite du produit NNUCYNTAMC·CR, un nouveu 
formulations of 50, 100, ISO, 200 and 250 mg. medicament contenant du tapentadol, en vue de sa 
"NUCYNTA TM·CR is indicated for the management of moderate to commercialisation au Canada en comprimes a liberation 
moderately severe pain in adults who require continuous treatment contrOlee de 50, 100, ISO, 200 et 250 mg. ~UCYNT A MC·CR 

i for several days or more. est indique pour Ie soulagement de la douleur d'intensite 

~ moderee ou moderement grave en adultes qui ont a besoin du 
; Based on a comprehensive abuse liability assessment for traiternent continuellement pour quelques ou plusieurs jours. d 
l-rapentadol and concerns expressed by the sponsor, Health Cana·1<:f:---------------------..JhJ ___ _ 

is recommending that the controls under the CDSA and NCR be Fonder sur une evaluation d'abus pour Tapentadol et les C
U 
~ 

adopted for tapentadol, its salts and ... analogues. concernes communiquees par Ie sponsor, Sante Canada () 

.' ,recornmand que the controls de la LRCDAS et RS s'applique au 
The addition oftapentadol, its salts and relate ogues to Tapentadol, ses sels et ses analogues. 
Schedule I 0 SA and to the e ofthe NCR would 

tion, exportation, pos •••.• __ -.::: 

of exportati , and production except as authorized under the 

NCR. ~~ :\ ~. ~~.., 
\ C; JttIiJI,'I- Qo.: /",,:\ \\ or 

This scheduling initiative ".m . ·s It Illy potential for their ~ 
diversion, trafficking and abuse while not preventing availabili 
for legitimate medical reasons. Scheduling will also enable law 
enforcement to take action in instances of suspected illegal 
activity. 

INSTRUCTIONS 

L'ajout du Tapentadol, de ses sels et de ses analogues 
apparentes a I'annexe du RS en interdiraits Ie vente,la 

possession, Ie trafic, Ia possession en vue d'en faire Ie trafic, 
I'importation, I'exportation, la possession en vue de 

I'exportation, et la production de Tapentadol, sauf dans Ie cas 
autorises en vue du RS. 

L'ajout du Tapentadol aux annexes susmentionnees reduira Ie 
reisque de detournement, de trafic et d' abus de cette substance 

tout en en assurant la disponibilite pour des fins medicales. Cela ' 
permettra egalement aux organismes charges de I'application de 
la loi de prendre des mesures en cas d'activite ilIegale 
sou)'\':onnee. 

INSTRUCTIONSi' 
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1 I. Amendment to the Controlled Drugs and 

i Substances Act 

: 1. Add the following substances to Schedule I 

I of the CDSA as item 19. 
I 

I eTapentadol (phenol, 3-[(lR,2R)-3-

(dimethyl amino )-1-ethyl-2-methylpropyl]-, its 

salts and its ~ analogues 

! II. Amendment to the Narcotic Control 
I Regulations 
I 

1. Add the following substances to the 
Schedule of the NCR as item number 18. 

eTapentadol (phenol, 3-[(1R,2R)-3-

(dimethylamino )-1-ethyl-2-methylpropyl]-, its 

salts and its~ analogues 

I 

, I. Modification de la Loi reglementant 
I 

I certaines drogues et autres substances 
I 
I 

I 1. Ajouter les substance suivantes a 
! 

. rannexe m de la LRCDAS pour en fair Ie 
1ge article. 

eTapentadol (phenol, 3-[(lR,2R)-3-

(dimethylamino )-1-ethyl-2-methylpropyl]-), 

ses sels et ses analogues 

II. Modification du Reglement sur les 
stupejiants (RS) 

; 1. Ajouter les substances suivantes a 
i 

I'annexe du RS pour en Caire Ie 18e article 

eTapentadol (phenol, 3-[(1R,2R)-3-

(dimethylamino )-I-ethyl-2-methylpropyl]-), 

ses sels et ses analogues 

-"f I! -jilmililllmnrrnnn"1IflliI1111: 
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5.19(1) 

To: 
Cc: 
Bec: Denis ArsenaultlHC-SC/GC/CA, Nathan J Isotalo/HC-SC/GC/CA, 
Subject: Re: Nucynta scheduling 

Dear 

Thank you for your March 24, 2011 letter regarding the February 26, 2011 publication of a Notice to 
Interested Parties proposing to add tapentadol, its salts and analogues onto Schedule I to the Controlled 
Drugs and Substances Act (CDSA) and the Schedule to the Narcotic Control Regulations (NCR) in 
Canada Gazette, Part I . 

Please rest assured that the views of 1 regarding this proposal, 
including the suggestion that the scheduling of tapentadol under the CDSA and the NCR be expedited, will 
be taken into consideration as we progress through the federal regulatory process. 

Office of Controlled Substances/Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch 
Health Canada/Sante Environnementale et Securite des ConsommateursiSante Canada 

From: 
To: 
Date: 
Subject: 

Dear Ms. Sabiston, 

<ocs.policy.and.regulatory .affairs@hc-sc.gc.ca> 
2011-03-2412:16 PM 
Nucynta scheduling 

Dear Ms. Sabiston, 

2011-03-24 12: 16:06 PM 

On behalf of' we are writing to express our opinion 
regarding the importance of moving forward expeditiously to schedule tapentadol as a Schedule 1 
narcotic under the Controlled Drugs ond Substances Act (CDSA). There are 4.5 million people in Canada 
today who have some form of i While the severity of their symptoms and disability may vary the 
one common element they all share is pain and lots of it. 

While we freely acknowledge that this medication may not be needed by everyone, for those patients 
who suffer from both types of pain( neuropathic and nociceptive) the introduction of Nucynta as a 
treatment option is exciting news. 

We at would like to encourage the speedy execution 
of scheduling for this new treatment option. 

Best regards, 

1T .. · .. 1 I' '1I''I'''III'''"1IIITTTmOOIIIIIIIIllIII 
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5.19(1) 

Audit Trail 
Document Number: 11-106335 -747 File Number: 

Name: 

From 
HECSB-CSTO-OCS-RPD 

To ' Sent 
HECSB-CSTO-OCS-RPD 2011-03-25 10:33 

Comments: Docket has been submitted to Richard to assign to Nathan. ISabel 
HECSB-CSTO-OCS-RPD HECSB-CSTO-OCS-RPD 2011-04-14 14:54 

c; 
>-f1l-rA 1/1-P (( -0 l1-lo; 

BF Action 
Information 

Action request 
Comments: Nathan I am bringing over this docket for changes requested by Jocelyn. Isabel 

No Action Request. 

"I"'''''''''''' I' ; "'II"I"""II""111'1TT'lfllmrnOlll 
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Docket No. 11-106335-747 

5.19(1) 

Dear 

Thank you for your March 24, 2011 letter regarding the February 26,2011 publication of 
a Notice to Interested Parties proposing to add tapentadol, its salts and analogues onto Schedule I 
to the Controlled Drugs and Substances Act (CDSA) and the Schedule to the Narcotic Control 
Regulations (NCR) in Canada Gazette, Part I . 

Please rest assured that the views of' 
regarding this proposal, including the suggestion that the scheduling of tapentadol under the 
CDSA and the NCR be expedited, will be taken into consideration as we progress through the 
federal regulatory process. 

Yours sincerely, 

Denis Arsenault 
Acting Manager 
Regulatory Policy Division 
Office of Controlled Substances 

1r""'-~' , I " '''''II'!''''';l"'"II1rIl''imm:l'1rlllTTll 
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Docket no. 11-106335-747 
5.19(1) 

Dear 

Thank: you for your e-mail of March 24, 2011, in which you express 1 
support of the addition of Tapentadol, its salts and analogues to 

Schedule I of the Controlled Drugs and Substances Act (CDSA) and to the Schedule of the 
Narcotic Control Regulations. 

As you are aware a Notice to Interested parties (NOl) on our proposal was published in Canada 
Gazette Part I on 2011-02-26 

NNUCYNTA™*CR is indicated for the treatment of moderate to moderately severe pain for 
adults requiring continuous treatment. Scheduling of tapentadol, its salts and analogues will not 
restrict availability of this medication for legitimate medical reasQns while mitigating any 
potential for diversion, trafficking and abuse. 

Again, thank you for your comments and interest in this regulatory initiative. We are committed 
to moving forward with this proposal in a timely manner. 

Yours sincerely, 

Cathy Sabiston 
Director General 
Controlled Substances and Tobacco Directorate 
Health Canada 
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5.19(1) 

Audit Trail 
Document Number: 11-106500 - 208 File Number: 

Name: 

From 
HECSB-CSTD-OCS-RPD 

To Sent 
HECSB-CSTD-OCS-RPD 2011-03-2910:20 

BF 

Comments: I will bring down this docket Richard for you to assign it to Nathan for a response. Isabel 
HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS 2011-04-1310:18 
Comments:Arafo I am bringing down this docket for Jocelyn's approval Isabel 
HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS-RPD 2011-04-14 14:54 
Comments: Nathan I am bringing over this docket requested by Jocely. Isabel 

No Action Request. 

r --'11 'II 1I1lIrITIHlfllfllllllT111 
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5.19(1) 

Messaging to ControUed Substances and Tobacco Directorate (CSTO) 

Notice to Interested Parties 

March 25, 2011 

Dear Ms. Sablstoo, 

On behalf of myself I am writing to express my opinion regarding the Importance of 
moving forward expeditiously to schedule tapentadol as a Schedule 1 narcotic under 
the Controlled Drugs and Substances Act (CDSA). 

I believe that monitoring and controlling prescription grade drugs Is very 
Important to public safety. 

Pharmaceuticals that are opium based can be prone to diversion especially if they 
are easy to break down into a powder that is water soluble. Having remained very 
current on the trends of the street In this regard I note that NUCYNTA® (tapentadol) 
has not been subject to the diversion associated to other opium based 
pharmaceuticals. 

In the Interests of public safety producers of prescription drugs must consider the 
diVersion capabilities of their products. I believe in thIs case NUCYNTA and its ability 
to be misused has been seriously considered and should be scheduled Immediately. 

Regards, 
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To: "Steve Chapman" <steve@isomerdesign.com>, 
Cc: 
Bee: Denis ArsenaultlHC-SC/GC/CA, Nathan J Isotalo/HC-SC/GC/CA, 
Subject: Re: Attn: Nathan Isotalo Re: Tapentadol proposal 

Dear Mr. Chapman: 

Thank you for your email dated March 29, 2011 expressing your interest to be added to the list interested 
parties regarding Health Canada's proposal vis-a-vis tapentadol. 

As outlined in the Notice to Interested Parties (NOI) published in Canada Gazette, Part I on February 26, 
2011, Health Canada proposes to add tapentadol (phenol, 3-[(1 R, 
2R)-3-(dimenthylamino)-1-ethyl-2-methylproipyl]-, its salts and its related analogues to Schedule I to the 
Controlled Drugs and Substances Act (CDSA) and to the schedule to the Narcotic Control Regulations. 

Please note per Section 2 of the CDSA, the term "analogue" is defined as "a substance that, in relation to 
a controlled substance, has a substantially similar chemical structure." 

Yours sincerely, 

Office of Controlled Substances/Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch 
Health Canada/Sante Environnementale et Securite des Consommateurs/Sante Canada 

"Steve Chapman" . Hello Mr. Isotalo, 

From: 
To: 
Date: 
Subject: 

"Steve Chapman" <steve@isomerdesign.com> 
<QCS.Policy.and.Regulatory.Affairs@hc-sc.gc.ca> 
2011-03-2911 :17 PM 
Attn: Nathan Isotalo Re: Tapentadol proposal 

Hello Mr. Isotalo, 

I would like to be added to the list of interested parties regarding the Tapentadol proposal. I 
also note the proposal employs the novel and unique construction, "related analogues." I 

would like to know what that means, and if you are proposing to amend the CDSA to include 
said definition? 

Many thanks, 

Steve Chapman 

",r' "~."" I' "II "pWlrrlmIITlllITfll 
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Re: Tapentadol Next Steps - 2 
Denis Arsenault to: Jocelyn Kula 

"'''~,,~~''''"~~~,~'''''~'''''~~~. .~ .. ~""" .... , 

Hi Jocelyn, 

2011-03-27 12:22 PM 

No, J-O has not not seen the actual text (although I did describe it to them). I will forward to you the latest 
bilingual version of the text tomorrow morning. 

As my class is at 269 Laurier, I plan on coming to the office beforehand tomorrow morning. Perhaps we 
can touch base between 8:00 and 8:25 am (I should be at my desk). 

Denis 
Jocelyn Kula 

----- Original Message ----
From: Jocelyn Kula 
Sent: 2011-03-25 04:51 PM EDT 
To: Denis Arsenault 
Cc: Carol Langlois 
Subject: Re: Tapentadol Next Steps - 2 

I really can't believe this .... and I maintain that it is not our job to correct J-O's communication ineptitude. 

In this regard, Option 2 is not realistic (too far down the track to go back now). And given there is really 
not much difference between Option 1 and Option 3, I guess Option 1 is not that helpfuL .. 

That said, can you pis confirm that J-O has in fact seen the proposed text, as I am unclear that they are not 
just whining out of turn. 

Let me know. And if you get this after hours, how about I call you early on Monday morning (before your 
class) to discuss? 

JK 
Sent by blackberry 

Denis Arsenault 

----- Original Message ----
From: Denis Arsenault 
Sent: 2011-03-25 03:01 PM EDT 
To: Jocelyn Kula 
Cc: Carol Langlois 
Subject: Tapentadol Next Steps - 2 

Hi Jocelyn, 

Would greatly appreciate your feedback and direction on what follows ... 

5.19(1) 

Further our previous e-mail exchanges, I had a teleconference this morning with and J-O to 
discuss the handling of Nucynta by Licensed Dealers (LD). Eva Roig and Wissam Sader from LPD were 
also with me on the call. I was hoping that this call would help put this issue to bed, but alas ... 

Although we have allayed the concerns of J-O around messaging to LD regarding the "stop sale" issue 
and the ability of LD to distribute and sell this product, the issue of the use of "narcotics processes" in 
handling Nucynta remains. 

While I explained that we are not in a position to infer any allusion in our communications that the NCR 
currently apply to this drug product, J-O remain quite insistent on asking to LD and others to handle 

1l I II 11m III IlmlITlIllTT II 
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Nucynta as an narcotic even though it is not currently regulated as such. 

From what tells me, LDs had indicated to J-O in previous discussions that they were more than 
willing to "go above and beyond" and voluntarily handle this product as a narcotic even though it is not 
currently required by regulation (this would include the use of vault storage, signature chains, etc). Given 
these previous discussions, it appears J-O were taken a bit by surprise by the recent questions/concerns 
raised by Licensed Dealers (which were perhaps raised by QPICs and other working level staff?). In any 
case, according to J-O, LDs are still willing to handle Nucynta as a narcotic, they just want an assurance 
from HC that they are not endangering their licenses in doing so. 

While I reiterated our current position that we would not infer any allusion in our communications that the 
NCR apply to Nucynta, I indicated that I would nevertheless take this information back to management 
(i.e. yourself) for further consideration of this matter. 

As I see it, we have three options: 

1) Status Quo - maintain our current messaging 
2) Clearly indicate that Nucynta is not currently considered a controlled substance and should thus 
NOT be handled according to the requirements of the NCR; or 
3) Indicate that HC has no objections to LD and others voluntarily handling Nucynta as a narcotic, as 
requested by J-O, while emphasizing that it is NOT a requirement. 

Any views on these options? 

Please note that, as I am on training next week from Monday to Thursday (inclusively), I suspect and 
J-O may contact you directly on this issue. Perhaps we can discuss by phone early next week during my 
health breaks? Alternatively, I could come into the office after my training on Monday or Tuesday to 
discuss. You may also want to discuss directly with Carol during my absence. 

In any case, I have left the latest draft messaging for both Licensed Dealers and Inspectors in the common 
drive at L:\OCS\RPD\Regulatory\Projects\Scheduling\T APENT ADOL \COMM UNCIATIONS 

That's it for now. 

Denis 

Denis Arsenault, NManager / Gestionnaire p.i. 
Regulatory Policy Division / 
Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances contr6lees, 
Health Canada / Sante Canada 
TellTel: (613) 957-6828 
Fax / Telecopieur : (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 
----- Forwarded by Denis ArsenaultlHC-SC/GC/CA on 2011-03-25 01 :29 PM -----

From: Denis ArsenaultlHC-SC/GC/CA 
To: . [JOICA]" 
Date: 2011-03-2409:27 AM 
Subject: RE: Tapentadol scheduling and Stop Sale Provisos 

Hi 

Just a quick e-mail to let you know we are currently revising the wording of our messaging to Licensed 
Dealers to further clarify that they can indeed stock/distribute/sell this product. 
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Apologies for the delay in replying. 

Denis 

Denis Arsenault, NManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances contr6lees, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax I Telecopieur : (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

:JOICA]" Dear Denis, I have copied Jocelyn on this ... 

From: [JOICAl" • 
To: "Denis Arsenault" <denis.arsenault@hc-sc.gc.ca> 

s.20(1)(b) 

2011-03-2312:11 :55 PM 

Cc: '_ POICAl" "Jocelyn Kula" <jocelyn.kula@hc-sc.gc.ca> 
Date: 2011-03-2312:11 PM 
Subject: RE: Tapentadol scheduling and Stop Sale Provisos 

.----------~----------~----~--------------------------------------------~ 

Dear Denis, 
I have copied Jocelyn on this email as 

We would like clarity from the Des on the following: 
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Sincerely, 

JANSSEN INC. 
19 Green Belt Drive, Toronto, Ontario, canada 
M3C 1L9 
Tel: 
Fax: 
e-mail: 
Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged information and is intended only for 
the individual or entity named in the e-mail address. Any disclosure, copying, distribution, or reliance upon the contents of this 
e-mail not otherwise authorized by the sender is strictly prohibited. If you have received this e-mail transmission in error, please 
immediately reply to the sender, so that proper delivery of the e-mail can be effected, and then please delete the message from 
your Inbox. Thank you. 
Avis de confidentialite : Ce courriel peut contenir des renseignements confidentiels qui ne s'adressent qu'a la personne ou a 
I'entite nommee dans I'adresse. Si vous n'etes pas Ie destinataire vise, nous vous informons par la presente qu'il est interdit de 
divulguer, reproduire, distribuer ou utiliser Ie contenu de ce courriel. Si vous avez rec;:u ce courriel par erreur, veuillez en aviser 
I'expediteur pour que I'on puisse I'envoyer a la bonne adresse, puis veuillez supprimer Ie message. Merci. 

From: (JOICA] 
Sent: Wednesday, March 23, 2011 10:25 AM 
To: Denis Arsenault 
Subject: 

Dear Denis, Thank you very much, we are grateful for your guidance on this matter. I thought I'd give 
you 

Denis, would it be possible to clarify in your response that 
............................................................................................................................................................. 
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Best regards 

~ 

JANSSEN INC. 
19 Green Belt Drive, Toronto, Ontario, Canada 
M3C 1L9 
Tel: 
Fax: 
e-mail: 

s.20(1)(b) 

Confidentiality Notice: I his e-mail transmission may contain confidential or legally privileged information and is intended only for 
the individual or entity named in the e-mail address. Any disclosure, copying, distribution, or reliance upon the contents of this 
e-mail not otherwise authorized by the sender is strictly prohibited. If you have received this e-mail transmission in error, please 
immediately reply to the sender, so that proper delivery of the e-mail can be effected, and then please delete the message from 
your Inbox. Thank you. 
Avis de confidentialite : Ce courriel peut contenir des renseignements confidentiels qui ne s'adressent qu'a la personne ou a 
I'entite nommee dans I'adresse. Si vous n'etes pas Ie destinataire vise, nous vous informons par la presente qu'iI est interdit de 
divulguer, reproduire, distribuer ou utiliser Ie contenu de ce courriel. Si vous avez re9u ce courriel par erreur, veuillez en aviser 
I'expediteur pour que I'on puisse I'envoyer a la bonne adresse, puis veuillez supprimer Ie message. Merci. 

From: Denis Arsenault [mailto:denis.arsenault@hc-sc.gc.ca] 
Sent: Wednesday, March 23, 2011 9:53 AM 
To: [JOICA] 
Subject: 

Hi 

Denis 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances contr6h~es, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax I Telecopieur: (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

From: [JOICA]" 
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To: "Denis Arsenault" <denis.arsenault@hc-sc.gc.ca> 

Dale: 2011-03-22 02:08 PM 

Subject: 

Dear Denis, 

I can only imagine how busy things are at the OCS .. No need for apologies. 
Thank you very much for the response below. 

Denis, if I may ask, what will the timeframe be for this to happen. 

Best regards 

JANSSEN INC. 
19 Green Belt Drive, Toronto, Ontario, Canada 
M3C 1L9 
Tel: 
Fax: 
e-mail: 

s.20(1)(b) 

Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged information and is intended only for 
the individual or entity named in the e-mail address. Any disclosure, copying, distribution, or reliance upon the contents of this 
e-mail not otherwise authorized by the sender is strictly prohibited. If you have received this e-mail transmission in error, please 
immediately reply to the sender, so that proper delivery of the e-mail can be effected, and then please delete the message from 

your Inbox. Thank you. 
Avis de confidentialite : Ce courriel peut contenir des renseignements confidentiels qui ne s'adressent qu'a la personne ou a 
I'entite nommee dans I'adresse. Si vous n'etes pas Ie destinataire vise, nous vous informons par la presente qu'il est interdit de 
divulguer, reproduire, distribuer ou utiliser Ie contenu de ce courriel. Si vous avez reyu ce courriel par erreur, veuillez en aviser 

I'expediteur pour que I'on puisse I'envoyer a la bonne adresse, puis veuillez supprimer Ie message. Merci. 

From: Denis Arsenault [mailto:denis,arsenault@hc-sc.gc.ca] 
Sent: Monday, March 21, 2011 12: 10 PM 
To: [JOICA] 
Subject: 

Hi 

I received your messages, and apologies for not getting back to you earlier (things are pretty busy here). 

Denis 
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Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances contr6lees, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax I Telecopieur: (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

From: :JOICA]" • 

To: <denis.arsenault@hc-sc.gc.ca> 

Cc: JOICA]" 

Date: 2011-03-1812:01 PM 

Subject: 

Dear Denis, 

Sorry to inundate you with emails, but regarding the message I left you yesterday, 
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I am also attaching Mr Semail's coordinates in case you wish to speak to him: 

Denis Semail 
Inspector/Regional Compliance Officer 
Health Canada 
CONTROLLED SUBSTANCES PROGRAM 
400 - 4595 Canada Way 
Burnaby, British Columbia V5G 1 J9 Canada 
Telephone: 604-666-1344 

We would be very grateful for your assistance, intervention and guidance in this matter. 

Sincerely, 

JANSSEN INC. 
19 Green Belt Drive, Toronto, Ontariol Canada 
M3C 1L9 
Tel: 
Fax 
e-mail: 

s.20(1)(b) 

Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged information and is intended only for 
the individual or entity named in the e-mail address. Any disclosure, copying, distribution, or reliance upon the contents of this 
e-mail not otherwise authorized by the sender is strictly prohibited. If you have received this e-mail transmission in error, please 
immediately reply to the sender, so that proper delivery of the e-mail can be effected, and then please delete the message from 

your Inbox. Thank you. 
Avis de confidentialite : Ce courriel peut contenir des renseignements confidentiels qui ne s'adressent qu'a la personne ou a 
I'entite nommee dans I'adresse. Si vous n'etes pas Ie destinataire vise, nous vous informons par la presente qu'il est interdit de 
divulguer, reproduire, distribuer ou utiliser Ie contenu de ce courriel. Si vous avez rec;u ce courriel par erreur, veuillez en aviser 

I'expediteur pour que I'on puisse I'envoyer a la bonne adresse, puis veuillez supprimer Ie message. Merci. 

From: [JOICA] 
Sent: ThursdaYI March 171 2011 10:50 AM 
To: 'denis.arsenault@hc-sc.gc.ca' 
Subject: 

Dear Denis, 

Further to our telephone discussion, we have received 
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Best regards 

JANSSEN INC. 
19 Green Belt Drive, Toronto, Ontario, Canada 
M3C 1L9 
Tel: 
Fax: 
e-mail: 
Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged information and is intended only for 
the individual or entity named in the e-mail address. Any disclosure, copying, distribution, or reliance upon the contents of this 
e-mail not otherwise authorized by the sender is strictly prohibited. If you have received this e-mail transmission in error, please 
immediately reply to the sender, so that proper delivery of the e-mail can be effected, and then please delete the message from 

your Inbox. Thank you. 
Avis de confidentialite : Ce courriel peut contenir des renseignements confidentiels qui ne s'adressent qu'a la personne ou a 
I'entite nommee dans I'adresse. Si vous n'etes pas Ie destinataire vise, nous vous informons par la presente qu'il est interdit de 
divulguer, reproduire, distribuer ou utiliser Ie contenu de ce courriel. Si vous avez rec;:u ce courriel par erreur, veuillez en aviser 

I'expediteur pour que I'on puisse I'envoyer a la bonne adresse, puis veuillez supprimer Ie message. Merci. 
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Denis Arsenault 
to: 
jocelyn.kula 
2011-03~28 10:24 AM 
Show Details 

FYI-

Denis 

From: :JOICA]" I 
Sent: 2011-03-25 04:41 PM AST 
To: Denis Arsenault 
Cc: [JOICA]" 

-~~~~~ 

Subject: 

Dear Denis, 
I am listing below highlights of our discussion this morning. 

[JOICA]" 

We also appreciate an opportunity to follow up with you on Monday regarding 

oes attendees: 
Denis Arsenault (Head, Policy Section, Regulatory Policy Division) 
Francoise Gagnon (License & Permits Officer, Ontario) 
There was another gentleman present but we weren't able to catch his name. 

file://C:\WINDOWS\Temp\notes14529C\~web3904.htm 
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Best regards 

JANSSEN INC. 
19 Green Belt Drive, Toronto, Ontario, Canada 
M3C 1L9 
Tel: 
Fax: 
e-mail: 

s.19(1) 

s.20(1)(b) 

Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged information and is intended only for the 
individual or entity named in the e-mail address. Any disclosure, copying, distribution, or reliance upon the contents of this e-mail not otherwise 
authorized by the sender is strictly prohibited. If you have received this e-mail transmission in error, please immediately reply to the sender, so 
that proper delivery of the e-mail can be effected, and then please delete the message from your Inbox. Thank you. 
Avis de confidentialite : Ce courriel peut contenir des renseignements confidentiels qui ne s'adressent qu'a la personne ou a I'entite nommee 
dans I'adresse. Si vous n'etes pas Ie destinataire vise, nous vous informons par la presente qu'il est interdit de divulguer, reproduire, distribuer 
ou utiliser Ie contenu de ce courriel. Si vous avez rec;;u ce courriel par erreur, veuillez en aviser I'expedileur pour que I'on puisse I'envoyer a la 
bonne adresse, puis veuillez supprimer Ie message. Merci. 

file:/ IC:\ WINDOWS\ Temp\notes 14529C\~web3904.htm 2011-05-27 
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Status of Tapentadol - Revised and Updated Messag to Inspectors 
Denis Arsenault to: Carol Anne Chenard 2011-03-2806:13 PM 
Cc: Carol Langlois, Tang, Jocelyn Kula 

Hi Carol Anne, 

Attached is a revised and updated version of the message to our inspectors regarding the status of 
tapentadol. This updated version mirrors the message which will soon be sent to a number of Licensed 
Dealers who have enquired regarding the status of tapentadol. 

In order to ensure consistent communications, could you send it to our inspectors as soon as possible? 
Thanks. 

Revised Communciations to Inspectors.doc 

Denis 

Denis Arsenault, NManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances contr6lees, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax I Telecopieur : (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 
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Subject: Status of Tapentadol 

A message to all OCS inspectors: 

The Office of Controlled Substances (OCS) has received a number of enquiries from 
licensed dealers in recent weeks regarding the status of tapentadol under the CDSA. 
The present message is to provide clarification and guidance to inspectors should they 
receive enquiries regarding tapentadol. 

On December 2, 2010, Health Canada issued a Notice of Compliance to Janssen-Ortho 
Inc. for the drug product NNUCYNTA™CR (tapentadol hydrochloride controlled release), 
thus authorizing its sale in Canada. Licensed dealers are therefore free to 
stock/distribute/sell this product. 

Tapentadol is not yet, however, included in any of the Schedules to the Controlled Drugs 
and Substances Act (CDSA) and its Regulations, and thus, any products containing this 
substance, including NNUCYNTA™CR, are not considered controlled substances at this 
time. As such, none of the regulations under the CDSA, including the Narcotic Control 
Regulations, currently apply to tapentadol, and thus licensed dealers are therefore not, 
at present, required to comply with any of these regulations vis-a-vis drug products 
containing tapentadol. 

Nevertheless, in light of the fact that Health Canada has published a Notice to Interested 
Parties (NOI) on February 26, 2011 that proposes to include tapentadol, its salts and 
related analogues in Schedule I to the CDSA and in the Schedule to the Narcotic Control 
Regulations, the OCS has no objection in the specific case of NNUCYNTA™CR, to 
licensed dealers storing this product in their vaults along with other narcotics. Licensed 
dealers are entitled, however, to make their own decision in this regard. 

It should also be noted that the NOI is only an indication of Health Canada's proposal to 
schedule tapentadol under the CDSA, and that it is only if a regulatory proposal on this 
matter proceeds to publication in Canada Gazette, Part II, that licensed dealers will be 
required to update their licenses, and then handle NNUCYNTA™CR in accordance with 
the Narcotic Control Regulations. I would like to further emphasize that should Health 
Canada be in the position of preparing a final regulation on tapentadol, it will, in keeping 
with past practice, work with affected stakeholders to determine an appropriate coming 
into force date, so that there is sufficient time for them to come into compliance, e.g., 
update their licences, etc., before the final regulation is in force. 

Should you have any further questions on this matter, please feel free to contact Denis 
Arsenault (Tel: 613-957-6828; Email: denis.arsenault@hc-sc.gc.ca) with the Regulatory 
Policy Division of the OCS. 
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Objet: Situation relative au tapentadol 

Un message a tous les inspecteurs du Bureau des substances contr61ees : 

Au cours des derniers jours, Ie Bureau des substances contr61ees (BSC) a re<;u un 
certain nombre de demandes de renseignements de distributeurs autorises sur la 
situation relative au tapentadol en vertu de la Loi f(3glementant certaines drogues et 
autres substances. Le present message vise a fournir des precisions et des lignes 
directrices aux inspecteurs s'ils re<;oivent des demandes de renseignements au sujet du 
tapentadol. 

Le 2 decembre 2010, Sante Canada a em is un avis de conformite a Janssen-Ortho Inc. 
pour Ie produit pharmaceutique NNUCYNTA™CR (chlorhydrate de tapentadol a 
liberation contr6Iee), ce qui en autorise la vente au Canada. Par consequent, les 
distributeurs autorises sont libres d'entreposer, de distribuer ou de vendre Ie produit. 

Cependant, Ie tapentadol ne figure pas encore dans I'une des annexes de la Loi 
reglementant certaines drogues et autres substances et de ses reglements d'application. 
Par consequent, les produits contenant cette substance, dont Ie NNUCYNTA™CR, ne 
sont pas consideres comme des substances contr61ees pour I'instant. Ainsi, aucun 
reglement en vertu de la Loi, y compris Ie Reglement sur les stupefiants, ne s'applique 
actuellement au tapentadol. Par consequent, pour I'instant, les distributeurs autorises 
n'ont pas a se conformer aces reglements pour ce qui est de produits pharmaceutiques 
contenant Ie tapentadol. 

Neanmoins, compte tenu du fait que Sante Canada a publie un Avis aux interesses Ie 26 
fevrier 2011 proposant d'inclure Ie tapentadol, ses sels et ses analogues a I'annexe I de 
la Loi et a I'annexe du Reglement sur les stupetiants, Ie Bureau des substances 
contr61ees n'a aucune objection dans Ie cas precis du NNUCYNTA™CR a ce que les 
distributeurs autorises entreposent Ie produits dans leur chambre forte avec d'autres 
stupefiants. Les distributeurs autorises peuvent, cependant, prendre leur propre decision 
ace sujet. 

II est a noter que I'avis aux interesses ne sert qu'a indiquer que Sante Canada propose 
d'ajouter Ie tapentadol a une annexe de la Loi et que, c'est seulement si une proposition 
reglementaire a cet egard est publiee dans la Partie II de la Gazette du Canada, que les 
distributeurs autorises devront mettre a jour leurs licences et manipuler Ie 
NNUCYNTA™CR conformement au Reglement sur les stupetiants. Je tiens a insister sur 
Ie fait que si Sante Canada est en position de preparer une proposition reglementaire 
definitive sur Ie tapentadol, il travaillera, comme par Ie passe, avec les intervenants 
vises pour determiner une date appropriee d'entree en vigueur, afin de leur accorder 
suffisamment de temps pour se conformer, p. ex. mettre a jour leurs licences, etc., avant 
I'entree en vigueur de la proposition reglementaire definitive. 

Si vous avez des questions supplementaires a ce sujet, n'hesitez pas a communiquer 
avec Denis Arsenault (Tel: 613-957-6828; Courriel : denis.arsenault@hc-sc.gc.ca) de la 
Division des politiques reglementaires du BSC. 
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Audit Trail 
Document Number: 11-106512 - 343 File Number: 

Name: 

From 
HECSB-CSTD-OCS-RPD 

To Sent 
HECSB-CSTD-OCS-RPD 2011-03-29 10:35 

Comments: Richard I will bring this docket over for a respone. ISabel 
HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS 2011-04-1309:47 
Comments: Arafo I am bringing down this docket for Jocelyn's approval. ISabel 
HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS-RPD 2011-04-1414:53 

BF 

Comments: Nathan I am bringing over this docket for changes requested by Jocelyn. Isabel 

No Action Request. 
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Action request 

Action request 

Action request 
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From Jovey Consulting Inc to 1-613-946-4224 at 

March 28, 2011 

Cathy Sabiston, Director General 
Controlled Substances and Tobacco Directorate (CSTD) 
35030,123 Slater Street, 
Ottawa, Ontario, Canada K1A 01<9 

Dear Ms. Sabiston: 

RE: Proposal to Schedule Tapentadol (NUCYNTA'" CR) 

The undersigned Canadian pain and addiction cliniCians would like to comment on the Notice to 
Interested Porties related to the new approved pain molecule, tapentadol, published in Canada Gazette 
Part 1 on Saturday. February 26. 2011. 

There remains a huge burden of illness of inadequately treated chronic pain in Canada generating 

enormous costs to the economy. The availability of a new analgesic medication, such as tapentadol, 

provides another therapeutic option for patients with moderate to severe chronic pain. Therefore we 

are pleased that tapentadol has received a Notice of Compliance from Health Canada and see it as an 

important addition to the chronic pain treatment armamentarium. Part of its mechanism of action 

involves a potent opioid effect comparable to morphine or oxycodone. 

As Canadian professionals practicing in the area of pain and/or addiction medicine. we are also very 

much aware of the harms associated with the increasing misuse and diversion of prescription opioid 

analgesics. Any new analgesic with misuse potential must have an appropriate set of safeguards to 

reduce inappropriate use. As you are aware. the purpose of scheduling a narcotic is primarily related to 

law enforcement and sentencing in the judicial system In the event of unlawful procurement, 

importation and trafficking of narcotic and/or controlled medications. This Is one important deterrent 

to those who would consider diverting this medication. 

It is therefore our opinion that since tapentadol already has Notice of Compliance, it should be listed as 

a Schedule I Narcotic under the Controlled Drug Substances Act (CDSA) as quickly as possible. The fact 

that this product has been scheduled in a number of other countries where it has been or soon will be 

launched including the United States, Germany. Uthuania. France. Ireland and Chile is certainly strong 

rationale to schedule it as such here in Canada. Although approved by Health Canada as an opioid 

analgesic and designated with the fiN"' narcotic symbollt is very important the medication also be 

scheduled through the legislative scheduling process under the CDSA. 

Thank you for the opportunity to comment on the scheduling of this new analgesic. 

Yours trulv. 

CPM Centres for Pain Management 
6400 Millcreek Drive, Unit 9, Mississauga. ON L5N 3E7 
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From Consulting Ina to 1-613-946-4224 

......•.• ':: ....... . 
~ ., ..... ,. ... "" ............ ; .;: 

Addictions and Concurrent Disorders Centre 
Mississauga, ON 
P: 905-858-1368 x 1042 
F: 905-858-2144 
Email: drjovey@bell.net 

The following have read and have provided email endorsement for the above letter. 

Toronto, ON 

North End Community Health Centre 
Halifax, NS 

lIfemark Health Institute 
Edmonton, AB 

Saskatoon Chronic Pain Center 
Saskatoon, SK 

University of British Columbia 
Vancouver, BC 

CPM Centres for Pain Management 

5.19(1) 
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Hello 

Fw: Nucynta 
Denis Arsenault to: 
Bee: Jocelyn Kula, Carol Langlois 

"~,,~_~""~~'"·.n~~'·~, 

5.19(1) 2011-03-29 06:49 PM 

Further to my previous email, and in response to your enquiry, please note that Health Canada issued a 
N TM 

Notice of Compliance to Janssen-Ortho Inc. for the drug product NUCYNTA CR (tapentadol 
hydrochloride controlled release) on December 2,2010, thus authorizing its sale in Canada. Licensed 
dealers are therefore free to stock/distribute/sell this product. 

Tapentadol is not yet, however, included in any of the Schedules to the Control/ed Drugs and Substances 
Act(CDSA) and its Regulations, and thus, any products containing this substance, including NNUCYNTA™ 
CR, are not considered controlled substances at this time. As such, none of the regulations under the 
CDSA, including the Narcotic Control Regulations, currently apply to tapentadol, and thus licensed 
dealers are therefore not, at present, required to comply with any of these regulations vis-a-vis drug 
products containing tapentadol. 

Nevertheless, in light of the fact that Health Canada has published a Notice to Interested Parties (NOI) on 
February 26, 2011 that proposes to include tapentadol, its salts and related analogues in Schedule I to the 
CDSA and in the Schedule to the Narcotic Control Regu/ations, the OCS has no objection in the specific 
case of !iNUCYNTAIMCR, to licensed dealers storing this product in their vaults along with other narcotics. 
Licensed dealers are entitled, however, to make their own decision in this regard. 

It should also be noted that the NOI is only an indication of Health Canada's proposal to schedule 
tapentadol under the CDSA, and that it is only if a regulatory proposal on this matter proceeds to 
publication in Canada Gazette, Part II, that licensed dealers will be required to update their licenses, and 
then handle NNUCYNTA™CR in accordance with the Narcotic Control Regulations. I would like to further 
emphasize that should Health Canada be in the position of preparing a final regulation on tapentadol, it 
will, in keeping with past practice, work with affected stakeholders to determine an appropriate coming 
into force date, so that there is sufficient time for them to come into compliance, e.g., update their 
licences, etc., before the final regulation is in force. 

Should you have any further questions on this matter, please feel free to contact me. 

Denis Arsenault, AlManager / Gestionnaire p.i. 
Regulatory Policy Division / 
Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances controlees, 
Health Canada / Sante Canada 
TellTel: (613) 957-6828 
Fax / Telecopieur: (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 
----- Forwarded by Denis ArsenauIUHC-SC/GC/CA on 2011-03-28 06: 15 PM -----

From: Denis ArsenauIUHC-SC/GC/CA 
To: 
Date: 2011-03-21 10:32 AM 

Re: 

Good morning I 

My office is reviewing your query and we will provide you with a written response as soon as possible. 

:'1' .. ''''1 I II, II '~Im II r IH'l[TTrIIllfT II 
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Thank you. 

Denis 

Denis Arsenault, NManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances contr6lees, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax I Telecopieur : (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 

From: 
To: 
Date: 
Subject: 

Mr. Arsenault, 

Mr. Arsenault, 

<denis.arsenault@hc-sc.gc.ca> 
2011-03-21 10:18 AM 
Nucynta 

5.19(1)··· 2011-03-21 10:18:29 AM 

Good morning, my name is and I work at a pharmaceutical 
wholesaler. I have a question regarding Nucynta, active ingredient is tapentadol. Johnson 
and Johnson have labelled this product as a narcotic but I understand that it has not yet 
been scheduled by Health Canada. Therefore I have 2 questions. 

1) Am I compromising my company's narcotic compliance status by distributing this 
product which is intended to be listed as Schedule 1 to the CDSA and labelled as a 
narcotic but is not yet listed on my company's narcotic license? 
2) Or should this product be treated as a normal pharmaceutical, upon which sales 
much cease once the product becomes scheduled while our narcotic license are 
amended to list tapentadol? However, the product's labelling identifies it as a 
narcotic. 

I understand that from J&J has also been in contact with you regarding this 
product. On behalf of the wholesalers in Canada, we appreciate any feedback and guidance 
you may provide us. Thank you and have a great day. 

Kind regards, 

********************************************************************* 

rr 1 I I I II lIIfll1f,1 nilmnlITTI I 
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This message (including attachments, if any) is confidential, may be privileged and is 
intended for the above-named recipient(s) only. If you have received this message in error, 
please notify me by return email and delete this message from your system. Any 
unauthorized use or disclosure of this message is strictly prohibited. 
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Docket no. # 11-106687-906 

Dear Mr. Chapman. Thank you, for your e-mail enquiry of2011-03-29 expressing your interest 
to be added to the list of interested parties regarding the Tapentadol proposal. 

As per Health Canada's recently published Notice of Intent (NOl) to Interested Parties 
prepublished in The Canada Gazette, Part I on 2011-02-26, the purpose ofthis regulatory 
initiative is to add Tapentadol (phenol, 3-[(1R,2R)-3-(dimethylamino)-1-ethyl-2-methylpropyl]-, 
its salts and its related analogues to Schedule I to the Controlled Drugs and Substances Act 
(CDSA) and to the schedule to the Narcotic Control Regulations (NCR). 

This notice may be accessed on the website ofthe Canada Gazette. 

http://canadagazette.gc.calsearch-recherche-eng.html 

"Analogue" is defined under the CDSA as a substance that, in relation to a controlled substance, 
has a substantially similar chemical structure. For the purposes of the Tapentadol regulatory 
proposal, "analogue" will not include the opioid "Tramadol". 

II I T 1l'·111rrnnrrrnllllllll 
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5.19(1) 

Docket no. 11-106500-208 

Dear Thank you, for your e-mail of March 25,2011, in which you express your 
opinion regarding your support of the expeditious addition of Tapentadol, its salts and analogues 
to Schedule I of the Controlled Drugs and Substances Act (CDSA) and to the Schedule of the 
Narcotic Control Regulations and your past experiences as a municipal police officer. 

We agree with you that the monitoring and controlling of prescription grade drugs is very 
important to public safety. 

This scheduling initiative will mitigate any potential for diversion, trafficking and abuse of 
Tapentadol, its salts and analogues while not preventing availability for legitimate medical 
reasons. Scheduling will also enable law enforcement to take action in instances of suspected 
illegal activity. 

In this regard, thank you for your comments and interest in this regulatory initiative. 

~ I II 11111 I,:! IllfInTl rnmll 
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Bonjour 

Re: RE Tapentadol 
Denis Arsenault to: 
Bee: Jocelyn Kula, Carol Langlois 

-"~--~%_-----

5.19(1) 

2011-03-30 06:52 PM 

Oui, votre interpretation est tout a fait juste. Une fois que la proposition rE3glementaire definitive est 
publie dans la partie II de la Gazette du Canada, les intervenants seront accorder une periode de temps 
pour mettre a jour leurs licences avant I'entree en vigueur de la proposition reglementaire definitive. 

Denis Arsenault, NManager / Gestionnaire p.i. 
Regulatory Policy Division / 
Division des politiques reglementaires, 
Office of Controlled Substances / 
Bureau des substances contr6lees, 
Health Canada / Sante Canada 
TellTel: (613) 957-6828 
Fax / Telecopieur : (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 

From: 
To: 
Date: 
Subject: 

Merci beaucoup M. Arseneault, Dois Je compre ... 

lJenis Arsenault <denis.arsenault@hc-sc.gc.ca> 
2011-03-30 04:59 PM 
RE Tapentadol 

Merci beaucoup M. Arseneault, 

Dois je comprendre que la phrase suivante 

2011-03-3004:59:21 PM 

Je tiens a insister sur Ie fait que si Sante Canada est en position de preparer une proposition 
reglementaire definitive sur Ie tapentadol, il travaillera, comme par Ie passe, avec les intervenants vises 
pour determiner une date appropriee d'entree en vigueur, afin de leur accorder suffisamment de temps 
pour se conformer, p. ex. mettre a jour leurs licences, etc., avant I'entree en vigueur de la proposition 
reglementaire definitive. 

nous informe que Sante Canada travail sur une fac;:on que no us n'aurions pas a interrompre les ventes en 
attendant I'amendement de la licence? 

Merci de me Ie confirmer. 
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Denis Arsenault <denis.arsenault@hc-sc.gc.ca> 

Bonjour 

Denis Arsenault 
<denis.arsenault@hc-sc.gc.ca> 

2011-03-3016:53 

5.19(1) 

A 

cc 

Objet Tapentadol 

Suite a mon courriel precedent, et en reponse a votre courriel, veuillez noter que Sante Canada a em is un 
avis de conformite a Janssen-Ortho Inc. pour Ie produit pharmaceutique NNUCYNTA™CR (chlorhydrate de 
tapentadol a liberation controlee) Ie 2 decembre 2010, ce qui en autorise la vente au Canada. Par 
consequent, les distributeurs autorises sont libres d'entreposer, de distribuer ou de vendre Ie produit. 

Cependant, Ie tapentadol ne figure pas encore dans I'une des annexes de la Loi reglementant certaines 
drogues et autres substances et de ses reglements d'application. Par consequent, les produits contenant 
cette substance, dont Ie NNUCYNTA™CR, ne sont pas consideres comme des substances controlees pour 
I'instant. Ainsi, aucun reglement en vertu de la Lo;, y compris Ie Reglement sur /es stupefiants, ne 
s'applique actuellement au tapentadol. Par consequent, pour I'instant, les distributeurs autorises n'ont pas 
a se conformer aces reglements pour ce qui est de medicaments contenant Ie tapentadol. 

Neanmoins, compte tenu du fait que Sante Canada a publie un Avis aux interesses Ie 26 fevrier 2011 
proposant d'inclure Ie tapentadol, ses sels et ses analogues a I'annexe I de la Loi et a I'annexe du 
Reg/ement sur /es stupefiants, Ie Bureau des substances controlees n'a aucune objection dans Ie cas 
precis du !~NUCYNTAIMCR a ce que les distributeurs autorises entreposent Ie produits dans leur chambre 
forte avec d'autres stupefiants. Les distributeurs autorises peuvent, cependant, prendre leur propre 
decision a ce sujet. 

II est a noter que I'avis aux interesses ne sert qu'a indiquer que Sante Canada propose d'ajouter Ie 
tapentadol a une annexe de la Loi et que, c'est seulement si une proposition reglementaire a cet egard est 
publiee dans la Partie II de la Gazette du Canada, que les distributeurs autorises devront mettre a jour 
leurs licences et manipuler Ie NNUCYNTA™CR conformement au Reg/ement sur /es stupefiants. Je tiens a 
insister sur Ie fait que si Sante Canada est en position de preparer une proposition reglementaire 
definitive sur Ie tapentadol, il travaillera, comme par Ie passe, avec les intervenants vises pour determiner 
une date appropriee d'entree en vigueur, afin de leur accorder suffisamment de temps pour se conformer, 
p. ex. mettre a jour leurs licences, etc., avant I'entree en vigueur de la proposition reglementaire definitive. 

Si vous avez des questions supplementaires a ce sujet, n'hesitez pas a communiquer avec moi. 

Denis Arsenault, A1Manager I Gestionnaire p.i. 
Regulatory Policy Division I 

lIIiIfllllllllllillllllf1ll 
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Division des politiques n§glementaires, 
Office of Controlled Substances I 
Bureau des substances controlees, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax I T elecopieu r : (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

----- Forwarded by Denis ArsenaultlHC-SC/GC/CA on 2011-03-28 06:30 PM -----

From: Denis ArsenaultlHC-SC/GC/CA 

To: 

Date: 2011-03-22 11 :59 AM 

Subject: Re: 

Bonjour 

5.19(1) 

Suite a votre demande, mon bureau passe en revue votre question. Nous vous donnerons une reponse 
par ecrit aussi tot que possible. 

Merci 

Denis Arsenault, NManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances controlees, 
Health Canada I Sante Canada 
TellTel: (613) 957-6828 
Fax I Telecopieur : (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

From: ' 

To: denis.arsenault@hc-sc.gc.ca 

Date: 2011-03-18 10:30 AM 

Subject: 

Bonjour M. Arsenault 

Ceci fait suite a mon appel telephonique de Nathan Isotalo du 15 mars dernier. Je sais que plusieurs 
personnes vous on pose la meme question et cette question etait I'essence de mon appel telephonique a 
Nathan. Pouvons nous oui ou non vendre ce produit en toute lE~galite? 

Je vais tenter de faire d'une histoire longue courte. Je sais que vous connaissez Ie dossier. Nous sommes 
pressEl par Janssen Ortho de mettre sur Ie marche cette drogue. Cette drogue a obtenue son NOC mais 
n'est pas encore inscrite a I'annexe 1 (Schedule 1), je crois. 

m· ·'''·'r~ 1 II 11111ill. III 11'111111111111111 
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5.19(1) 
Techniquement nous pourrions Ie mettre en vente et c'est ce que Janssen essayait de no us convaincre de 
faire. Cependant n'est pas d'accord a mettre ce produit en marche puisque nos 
licences n'ont pas I'ingredient actif d'inscrit. I a donc mis en quarantaine les produits 
expedie dans nos centres de distribution. II y a plusieurs autres grossites qui ont fait de meme.Sommes 
toutes nous attendons une communication de la part de Sante Canada qui nous autoriserait a mettre 
Nucynta sure Ie marche. 

Serait iI possible d'avoir une confirmation de la position de Sante Canada sur ce produit? Aussi une date a 
laquelle I'ingredient actif sera mis sur Ie "Schedule 1 "? 

Merci 

Sa I utations. 

NOTICE: This e-mail contains information that may be confidential. If you are not the intended recipient, any disclosure or other 
use of this e-mail or the information contained herein or attached hereto may be unlawful and is strictly prohibited. If you have 
received this e-mail in error, please notify the sender immediately and delete this e-mail withoutreading.printing. copying or 

forwarding it to anyone. Thank you for your kind collaboration. 

AVIS: Ce courriel contient des renseignements qui peuvent etre confidentiels. Si vous n'etes pas Ie veritable destinataire, la 
diffusion ou /'usage de ce courriel, des renseignements qu'iI contient ou des documents qui lui sont joints pourrait etre illegal. II est 
donc strictement interdit de les diffuser ou de les utiliser. Si vous avez requ ce courriel par erreur, veuillez en aviser /'expediteur 

immediatement et veuillez Ie supprimer sans Ie lire, l'imprimer, Ie sauvegarder ou Ie diffuser. Merci de votre aimable collaboration. 

NOTICE: This e-mail contains information that may be confidential. If you are not the intended recipient, any disclosure or other 
use of this e-mail or the information contained herein or attached hereto may be unlawful and is strictly prohibited. If you have 
received this e-mail in error, please notify the sender immediately and delete this e-mail withoutreading.printing. copying or 
forwarding it to anyone. Thank you for your kind collaboration. 

AVIS: Ce courriel contient des renseignements qui peuvent etre confidentiels. Si vous n'etes pas Ie veritable destinataire, la 
diffusion ou /'usage de ce courriel, des renseignements qu'iI contient ou des documents qui lui sont joints pourrait etre illegal. /I est 
donc strictement interdit de les diffuser ou de les utiliser. Si vous avez requ ce courriel par erreur, veuillez en aviser /'expediteur 
immediatement et veuillez Ie supprimer sans Ie lire, l'imprimer, Ie sauvegarder ou Ie diffuser. Merci de votre aimable 
collaboration.[attachment "pic 14428. gif' deleted by Denis ArsenaultIHC-SCIGCICAJ 
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RE: Your Telephone Enquiry 
Denis Arsenault to: 
Bee: Jocelyn Kula, Carol Langlois 

Good afternoon 

5.19(1) 
2011-03-29 06:52 PM 

Further to my previous e-mail, and in response to your enquiry, please note that Health Canada issued a 
Notice of Compliance to Janssen-Ortho Inc. for the drug product NNUCYNTA™CR (tapentadol 
hydrochloride controlled release) on December 2,2010, thus authorizing its sale in Canada. Licensed 
dealers are therefore free to stock/distribute/sell this product. 

Tapentadol is not yet, however, included in any of the Schedules to the Controlled Drugs and Substances 
Act(CDSA) and its Regulations, and thus, any products containing this substance, including NNUCYNTA™ 
CR, are not considered controlled substances at this time. As such, none of the regulations under the 
CDSA, including the Narcotic Control Regulations, currently apply to tapentadol, and thus licensed 
dealers are therefore not, at present, required to comply with any of these regulations vis-a-vis drug 
products containing tapentadol. 

Nevertheless, in light of the fact that Health Canada has published a Notice to Interested Parties (NOI) on 
February 26, 2011 that propo.ses to include tapentadol, its salts and related analogues in Schedule I to the 
CDSA and in the Schedule to the Narcotic Control Regulations, the OCS has no objection in the specific 
case of tiNUCYNTAIMCR, to licensed dealers storing this product in their vaults along with other narcotics. 
Licensed dealers are entitled, however, to make their own decision in this regard. 

It should also be noted that the NOI is only an indication of Health Canada's proposal to schedule 
tapentadol under the CDSA, and that it is only if a regulatory proposal on this matter proceeds to 
publication in Canada Gazette, Part II, that licensed dealers will be required to update their licenses, and 
then handle NNUCYNTA™CR in accordance with the Narcotic Control Regulations. I would like to further 
emphasize that should Health Canada be in the position of preparing a final regulation on tapentadol, it 
will, in keeping with past practice, work with affected stakeholders to determine an appropriate coming 
into force date, so that there is sufficient time for them to come into compliance, e.g., update their 
licences, etc., before the final regulation is in force. 

Should you have any further questions on this matter, please feel free to contact me. 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques n§glementaires, 
Office of Controlled Substances / 
Bureau des substances contr6h§es, 
Health Canada / Sante Canada 
TellTel: (613) 957-6828 
Fax / Telecopieur : (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

----- FOlWarded by Denis Arsenault/HC-SC/GC/CA on 2011-03-28 06:34 PM -----

From: Denis ArsenauIUHC-SC/GC/CA 
To: 
Date: £U11-U3-££ l£:m~ PM 
Subject: RE: Your Telephone Enquiry 

Good morning 

n; .~ I II lIf'llnnnnrmlllT1 II 
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I am writing to you today in response to the telephone message you left me. My office is reviewing the 
N 

issue of the status of Nucynta CR and will provide you with a written response to provide clarification as 
soon as possible. 

Thank you. 

Denis 

Denis Arsenault, AlManager / Gestionnaire p.i. 
Regulatory Policy Division / 
Division des politiques n3glementaires, 
Office of Controlled Substances / 
Bureau des substances controh3es, 
Health Canada / Sante Canada 
TellTel: (613) 957-6828 
Fax / Telecopieur : (613) 946-4224 
E-MaiIlCourriel:denis_arsenault@hc-sc.gc.ca 

.~ I II, lIIf'nm'lflrrrmnrr II' 

001899 



11-106512-343 

Roman D. Jovey, M.D. 
Medical Director, CPM Centres for Pain Management 
Physician Director, Credit Valley Hospital 
Addictions and Concurrent Disorders Centre 
Mississauga, ON 

Dear Mr. Jovey 

Re: Canada Gazette Part I Notice to Interested Parties Tapentadol, its salts and analogues 
2011-02-26 

Thank you, for your letter and comments of2011-03-28 regarding the above mentioned 
published Canada Gazette Part I Notice to Interested Parties regarding our proposal to add 
Tapentadol, its salts and analogues onto Schedule I of the Controlled Drugs and Substances Act 
(CDSA) and the Schedule of the Narcotic Control Regulations (NCR). 

As you are aware, NNUCYNTATM CR is indicated for the management of moderate to 
moderately severe pain in adults who require continuous treatment for several days or more. 
Since NNUCYNT A ™ CR or tapentadol hydrochloride is a drug that falls in the opioid class, it 
thus has inherent potential for abuse, diversion and misuse. 

This scheduling initiative will mitigate any potential for diversion, trafficking and abuse of 
Tapentadol, its salts and analogues while not preventing availability for legitimate medical 
reasons. Scheduling will also enable law enforcement to take action in instances of suspected 
illegal activity. 

You will be pleased that we are moving forward to expeditiously Schedule Tapentadol, its salts 
and analogues under the CDSA and are seeking an exemption from publication of the regulatory 
proposal in Canada Gazette Part I from Treasury Board Secretariat. 

In this regard, thank you for your comments and interest in this regulatory initiative. 

rr 11 I 

Yours sincerely, 

Cathy Sabiston 
Director General 
Controlled Substances and Tobacco Directorate 
Health Canada 

II 11111'1 ,IIii' Hili' IImlnflll 
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Janssen-Pharmaceutical Companies 
of Johnson & Johnson 
19 Green Belt Drive 
Toronto ON 
M3C lL9 

Dear 

11-105464-371 

5.19(1) 

Thank you for your March 9, 20111etter regarding the February 26,2011 pUblication of a 
Notice to Interested Parties (NOl) proposing to add tapentadol, its salts and analogues onto 
Schedule I to the Controlled Drugs and Substances Act and the Schedule to the Narcotic Control 
Regulations in Canada Gazette, Part I . 

Your comments and recommendation regarding the exemption of this proposal from 
pre-publication in Canada Gazette, Part I will be taken into consideration as we progress 
through the federal regulatory process. 

TI" . , .. '"~ I 

Yours sincerely, 

Cathy Sabiston 
Director General 
Controlled Substances and Tobacco Directorate 

1111111 i I illll! ~ 11111111111111111 

001901 



Docket No. 11-106335-747 
5.19(1) 

Dear] 

Thank you for your March 24, 2011 letter regarding the February 26,2011 publication of 
a Notice to Interested Parties proposing to add tapentadol, its salts and analogues onto Schedule I 
to the Controlled Drugs and Substances Act (CDSA) and the Schedule to the Narcotic Control 
Regulations (NCR) in Canada Gazette, Part I . 

Please rest assured that the views of the 
regarding this proposal, including the suggestion that the scheduling of tapentadol under the 
CDSA and the NCR be expedited, will be taken into consideration as we progress through the 
federal regulatory process. 

Yours sincerely, 

Denis Arsenault 
Acting Manager 
Regulatory Policy Division 
Office of Controlled Substances 

II lilm !LII IlT Hm- II mmrT 11 
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5.19(1) 

Docket No. 11-106500-208 

Dear 

Thank: you for your March 25,2011 letter regarding the February 26,2011 publication of 
a Notice to Interested Parties proposing to add tapentadol, its salts and analogues onto Schedule I 
to the Controlled Drugs and Substances Act (CDSA) and the Schedule to the Narcotic Control 
Regulations (NCR) in Canada Gazette, Part I . 

Please rest assured that your comments regarding this proposal, including your 
recommendation that the scheduling of tapentadol under the CDSA and the NCR be expedited, 
will be taken into consideration as we progress through the federal regulatory process. 

Yours sincerely, 

Denis Arsenault 
Acting Manager 
Regulatory Policy Division 
Office of Controlled Substances 

1IIIInllI,:lmlllnlllllfTll 
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Roman D. lovey, M.D. 
Medical Director, CPM Centres for Pain Management 
Physician Director, Credit Valley Hospital 
Addictions and Concurrent Disorders Centre 
Mississauga, ON 

Dear Mr. Jovey: 

11-106512-343 

Thank you for your March 28, 2011 letter regarding the February 26,2011 publication of 
a Notice to Interested Parties proposing to add tapentadol, its salts and analogues onto Schedule I 
to the Controlled Drugs and Substances Act (CDSA) and the Schedule to the Narcotic Control 
Regulations (NCR) in Canada Gazette, Part I . 

I would like to take this opportunity to acknowledge your comments as well as your 
recommendation that the scheduling of tap enatdo I under the CDSA and the NCR be expedited as 
quickly as possible. Please rest assured your views on this matter will be taken into 
consideration as we progress this proposal through the federal regulatory process. 

Yours sincerely, 

Cathy Sabiston 
Director General 
Controlled Substances and Tobacco Directorate 
Health Canada 

" -,rrnnnnnrrFTI nmlrr II 
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Docket No: 11-106687-906 

Dear Mr. Chapman: 

Thank you for your email dated March 29,2011 expressing your interest to be added to 
the list interested parties regarding Health Canada's proposal vis-a-vis tapentadol. 

As outlined in the Notice to Interested Parties (NOI) published in Canada Gazette, Part I 
on February 26,2011, Health Canada proposes to add tapentadol (phenol, 3-[(lR, 
2R)-3-( dimenthylamino )-1-ethyl-2-methylproipyl]-, its salts and its related analogues to Schedule 
I to the Controlled Drugs and Substances Act (CDSA) and to the schedule to the Narcotic 
Control Regulations. 

Please note per Section 2 of the CDSA, the term "analogue" is defined as "a substance 
that, in relation to a controlled substance, has a substantially similar chemical structure." 

Yours sincerely, 

Denis Arsenault 
Acting Manager 
Regulatory Policy Division 
Office of Controlled Substances 
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Audit Trail 
Document Number: 11-108057 - 480 File Number: 

Name: Steve Chapman 

From 
HECSB-CSTD-OCS-RPD 

To Sent 
HECSB-CSTD-OCS-RPD 2011-04-2010:23 

Comments: Docket has been submitted to Denis to be assigned to Officer. ISabel 
HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS-RPD 2011-04-20 11 :01 

SF 

Comments: Nathan this docket has been assigned to you for a response. I will bring it over. ISabel 
HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS-RPD 2011-04-27 11 :35 
Comments: Nathan prepared a response for Denis' approval ISabel 
HECSB-CSTD-OCS-RPD HPFB-TPD-BPSIP-PD 2011-05-1914:53 
Comments: Denis prepared a response for Jocelyn's approval ISabel 
HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS-RPD 2011-05-2410:11 
Comments: Nathan I am bringing over this docket for revisions. Isabel 
HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS-RPD 2011-05-2511 :49 
Comments: Nathan made revisions - submitted to Jocelyn for approval ISabel 
HECSB-CSTD-OCS-RPD HECSB-CSTD-OCS 2011-05-2615:39 
Comments: Arafo I am bringing down this docket for Johanne's approval Isabel 

No Action Request. 

1 I II IliillllilfilmrlnllllTTll 
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Action 
Information 

Action request 

Information 

Information 

Action request 

Information 

Action request 



Docket No: 11-108057-480 

Dear Mr. Chapman: 

Thank you for your email dated April 19, 2011 requesting written confirmation of your inclusion 
in the group of interested parties for the tapentadol regulatory proposal and your enquiries related 
to the use of the term "related analogues" in the Notice to Interested Parties (NOI) published in 
February 26,2011 regarding the proposed sheduling oftapentadol under the Controlled Drugs 
and Substances Act (CDSA). 

Please note that as requested, your name has been included in the list of interested parties to be 
notified of any future announcement regarding this regulatory proposal. 

Secondly, with regard to the use ofthe term "related" before the word "analogue" in our NOI, this 
qualifier was included in order to underscore that substances that have a substantially similar 
chemical structure to tapentadol may also be controlled. In this regard, Health Canada does not 
intend to amend the CDSA definition ofthe term "analogue" nor to include a new definition for 
the term "related analogue" at this point in time. 

Yours sincerely, 

1 I " II-llmll IWIITlTllllTTII 
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RE: Attn: Nathan Isotalo Re: Tapentadol proposal 
Steve Chapman 
to: 
'OCS Policy and Regulatory Affairs' 
2011-04-1904:01 PM 
Show Details 

Dear nameless one, 

Thank you for responding to my e-mail of three weeks ago in which I made one request 
and posed two questions. For clarity, let's review them: 

1) "I would like to be added to the list of interested parties regarding the 
Tapentadol proposal" 

You have graciously thankect-me for "expressing your interest to be added to the list 
interested parties regarding Health Canada's proposal vis-a-vis tapentadol." What 
remains unclear is whether or not I have, in fact, been added to the august list of 
interested parties, vis-a-vis Tapentadol? 

Please confirm my inclusion 1n the group of interested parties, 1n writing. 

2) "I also note the proposal employs the novel and unique construction, "related 
analogues." I would like to know what that means •.. n 

You have defined "analogue" correctly, as per the CDSA. However, on closer examination 
you will note my question concerned the novel and unique construction, "related 
analogues/J not simply "analogue." My feeling is that "analogue" is completely 
subjective and hence essentially meaningless. The OCS proposes to further obfuscate 
even this woolly-headed definition by adding the undefined qualifier "related." I would 
like to know what that "related analogues" means, in writing please. 

3) ..... are you proposing to amend the CDSA to include said definition [i.e. 
"related analogues."]? 

Perhaps I was unclear. What I am asking is, are you proposing to amend the CDSA to 
include a definition for "related analogues?" In writing please. 

Yours sincerely, 

Steve Chapman 

Every CQI,adiall citizell has a rig/It to alld sllall, Oil reqllest, be givell access to allY record UI,der t/.e 
COlllro/ of a govemlllelll illstitlltioll. 

-----Original Message-----
From: OCS Policy and Regulatory Affairs [mailto:ocs.policy.and.regulatory.affairs@hc
sc.gc.ca] 
Sent: April-19-11 2:03 PM 
To: Steve Chapman 
Subject: Re: Attn: Nathan Isotalo Re: Tapentadol proposal 

fi le:IIC:\ WINDOWS\ Temp\notes68489D\-web0799.htm 
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Dear Mr. Chapman: 

Thank you for your email dated March 29, 2011 expressing your interest to 
be added to the list interested parties regarding Health Canada's proposal 
vis-a-vis tapentadol. 

As outlined in the Notice to Interested Parties (NOI) published in Canada 
Gazette, Part I on February 26, 2011, Health Canada proposes to add 
tapentadol (phenol, 3-[(lRJ 
2R)-3-(dimenthylamino)-1-ethyl-2-methylproipyl]-, its salts and its 
related analogues to Schedule I to the Controlled Drugs and Substances Act 
(COSA) and to the schedule to the Narcotic Control Regulations. 

Please note per Section 2 of the CDSA., the term "analogue" is defined as 
(fa substance that, in relation to a controlled substance, has a 
substantially similar chemical structure." 

Yours sincerely, 

Office of Controlled Substances/Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch 
Health Canada/Sante Environnementale et Securite des Consommateurs/Sante 
Canada 

From: "steve Chapman" <steve@isomerdesign.com> 
To: <OCS.Policy,and,Regulatory.Affairs@hc-sc.gc,ca> 
Date: 2011-03-29 11:17 PM 
Subject: Attn: Nathan Isotalo Re: Tapentadol proposal 

Hello Mr. Isotalo, 
I would like to be added to the list of interested parties regarding the 
Tapentadol proposal. I also note the proposal employs the novel and unique 
construction, "related analogues." I would like to know what that means, 
and if you are proposing to amend the COSA to include said definition? 
Many thanks, 
Steve Chapman 

fiIC:IIC;\WlNDOWS\Temp\notes68489D\_web0799.htm 
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re: addition of Mr. Chapman to the SIMS list for tapentadol regulatory 
proposal 
Nathan J Isotalo to: Denis Ars.enault 2011-04-20 11 :23 AM 

Good morning, Denis, 

fya- please request Lisa Marie Ng to please add Mr. Steve Chapman to the stakeholder SIMS list of 
interested and affected stakeholders for the tapentadol regulatory proposal. If Lisa Marie could please 
confirm that Mr. Steve Chapman has been added to the SIMS list that would be greatly appreciated. 

Mr. Chapman's email addressisasfollows:steve@isomerdesign.com 

Thank you. Nathan. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 

"!IT:' "'''n'' I ' "'"'''11 ' ''1'''''''' II ""lmrmmrTIl ffillirTll 
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s.19(1) 

Notice to Interested Parties 
OCS Policy and Regulatory Affairs to: 2011-04-20 11 :26 AM 
Bee: Denis Arsenault, Nathan J 150talo 

Dear 

Thank you for your March 25, 2011 letter (received by fax) regarding the February 26, 2011 publication of , 
a Notice to Interested Parties proposing to add tapentadol, its salts and analogues onto Schedule I to the 
Controlled Drugs and Substances Act (CDSA) and the Schedule to the Narcotic Control Regulations 
(NCR) in Canada Gazette, Part I . 

Please rest assured that your comments regarding this proposal, including your recommendation that the 
scheduling of tapentadol under the CDSA and the NCR be expedited, will be taken into consideration as 
we progress through the federal regulatory process. 

Yours sincerely, 

Office of Controlled SubstanceslBureau des substances contrOlees 
Healthy Environments and Consumer Safety Branch 
Health Canada/Sante Environnementale et Securite des Consommateurs/Sante Canada 

iT .. ~ I l' r 11"'lIIInnIT1TIIli'II Rllm III 
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Docket No: 11-108057-480 

Dear Mr. Chapman: 

Thank you for your email dated April 19, 2011 requesting written confirmation of your 
inclusion in the group of interested parties for the tapentadol regulatory proposal and your 
enquiries related to the novel and unique construction "related analogues" and interest in 
knowing whether or not it is our intention to define "related analogues" under the Controlled 
Drugs and Substances Act (CDSA). 

In regards to your addition to the list of interested parties vis a vis tapentadol, I have yet 
to receive written internal confirmation myself that you have been added to our stakeholder 
information management system (SIMS) list. Upon receipt, the Office of Controlled Substances 
will send you this confirmation as soon as it is available. 

In regards to the unique construction of "related analogues", included within the "related" 
definition meaning ofthe Canadian Oxford dictionary is "associated or connected" and "of the 
same type, in the same group, category etc ... ". In conjuction with analogue, we are proposing to 
Schedule tapentadol, its salts, and related analogues i.e. those substances that have substantially 
similar chemical structure to tapentadol including its isomers, esters, ethers, salts and salts of 
isomers, esters and ethers whenever the existence of such isomers, esters, ethers and salts is 
possible. 

In regards to your belief that use ofthe term "analogUe" is completely subjective and 
hence essentially meaningless, the term "analogue" has a history of use in the scientific domain 
and appears throughout the Schedules to both the CDSA and the Narcotic Control Regulations 
(NCR). 

In this regard, the Office of Controlled Substances is proposing to remove the qualifying 
term "related" and amend the Schedules to stipulate tapentadol, its salts and its analogues. 
Consequently, "related analogues" will not be defined under the CDSA. 

We regret the time it has taken to respond to your enquiries however, there have been 
some technical difficulties at our end preventing receipt of all your emails. 

Thank you for your patience. 

II 1 

Yours sincerely, 

Denis Arsenault 
Acting Manager 
Regulatory Policy Division 
Office of Controlled Substances 

I"" P111T1mnfllrl'lfmlf" 
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Docket No: 11-108057-480 I(~~o A. - ;fA 
-" 

Dear Mr. Chapman: 

Thank: you for your email dated April 19, 2011 requesting written confirmation of your 
inclusion in the group of interested parties for the tapentadol regulatory proposal and your 
enquiries related to the novel and unique construction "related analogues" and interest in 
knowing whether or not it is our intention to define "related analogues" under the Controlled 
Drugs and Substances Act (CDSA). 

In regards to your addition to the list of interested parties vis a vis tapentadol, I have yet 
to receive written internal confirmation myself that you have been added to our stakeholder 
information management system (SIM:S) list. Upon receipt, the Office of Controlled Substances 
will send you this confirmation as soon as it is available. 

In regards to the unique construction of "related analogues", included within the "related" 
definition meaning of the Canadian Oxford dictionary is "associated or connected" and "ofthe 
same type, in the same group, category etc ... ". In conjuction with analogue, we are proposing to 
Schedule tapentadol, its salts, and related analogues i.e. those substances that have substantially 
similar chemical structure to tapentadol including its isomers, esters, ethers, salts and salts of 
isomers, esters and ethers whenever the existence of such isomers, esters, ethers and salts is 
possible. 

In regards to your belief that use of the term "analogue" is completely subjective and 
hence essentially meaningless, the term "analogue" has a history of use in the scientific domain 
and appears throughout the Schedules to both the CDS A and the Narcotic Control Regulations 
(NCR). 

In this regard, the Office of Controlled Substances is proposing to remove the qualifying 
tenn "related" and amend the Schedules to stipulate tapentadol, its salts and its analogues. 
Consequently, "related analogues" will not be defmed under the CDSA. 

We regret the time it has taken to respond to your enquiries however, there have been 
some technical difficulties at our end preventing receipt of all your emails. 

Thank: you for your patience. 

Yours sincerely, 

Denis Arsenault 
Acting Manager 
Regulatory Policy Division 
Office of Controlled Substances 
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Fw: Meeting with in Ottawa today 
Jocelyn Kula to: Nathan J Isotalo 
Cc: Denis Arsenault 

for the file pis 
no response required 

Jocelyn Kula 
Acting Directorl Directrice par interim 

s.19(1) 

s.20(1)(b) 

Office of Controlled Substances! Bureau des substances contrOlees 

2011-04-26 10:50 AM 

Healthy Environments and Consumer Safety Branchl Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canadal Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 
--- Forwarded by Jocelyn KulalHC-SC/GC/CA on 2011-04-2610:50 AM-

From: (OBICA]" 
To: <cathy-a_sabiston@hc-sc.gc.ca>, <jocelyn.kula@hc-sc.gc.ca> 
Cc: 
Date: 2011-04-2105:43 PM 
Subject: Meeting with in Ottawa today 

Jocelyn and Cathy, 

Thanks for meeting with today-

I was unable to be in Ottawa today for various reasons and am disappointed we could not get together 
when I was there last week. 
The next time I am in I will try to drop by for a few minutes recognizing how busy you are these days 
given all the uncertainties at play in Ottawa. 

In the interim, I would be happy to help if you needed to contact me directly. 
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Janssen T 

19 Greenbelt Drive 
North York., Ontario 
M3C 1L9 
Phone: 
Fax: 
Cell: 
E-mail: 

PH .... II&CIUIT1CAL eaMPaJIIleS 

OF 9~'ialm.1M 

NOTE new email address above 
Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged information that is intended only for the 
individual or entity named in the e-mail address. If you are not the intended recipient, you are hereby notified that any disclosure, 
copying, distribution, or reliance upon the contents of this e-mail is strictly prohibited. If you have received this e-mail transmission 
in error, please reply to the sender, so that Johnson & Johnson can arrange for proper delivery, and then please delete the 
message from your inbox. Thank you. 
Avis de confidentialite: Ce courriel paut contenir des renseignements confidentiels qui ne s'adressent qu'A la personne ou A I'enlite 
nommee dans I'adresse. 5i vous n'etes pas Ie destinataire vise, nous vous informons par la presente qu'iI est interdit de divulguer, 
reproduire, distribuer ou utillser Ie contenu de ce courriel. 51 vous avez re<;u ce courriel par erreur, veuillez en aviser "expediteur 
pour que Johnson & Johnson puisse I'envoyer A Is bonne adresse, puis veuillez supprimer Ie message. Merci. 

"'W' """""'1" 'I "'jl"!""'l"I!"'1i1111'11TIIlfTlJiTlimTII 
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Jocelyn Kula to: Nathan J Isotalo 2011-04-2602:47 PM 

for the file pis 

Jocelyn Kula 
Acting Directorl Directrice par interim 
Office of Controlled Substances! Bureau des substances contrOlees 
Healthy Environments and Consumer Safety Branchl Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 
--- Forwarded by Jocelyn Kula/HC-SC/GCICA on 2011-04-26 02:47 PM-

From: Cathy A SabistonlHC-SC/GCICA 
To: 
Cc: 
Date: 

"jocelyn.kula@hc-sc.gc.ca" <jocelyn.kula@hc-sc.gc.ca>, SoniaH Lindblad1/HC-SC/GCICA@HWC 
2011-04-0704:22 PM 

Subject: 

I am not available Friday. I am on leave. That said, we do need to 
connect as 

Cathy Sabiston 
Director General / Directrice generale 
Controlled Substances & Tobacco Directorate (CSTD) 
Direction des substances controlees et de la lutte au tabagisme (DSCLT) 
Health Canada / Sante Canada 
Tel: (613) 941-1977 Fax: (613) 954-2288 
E-mail/courriel:cathy.a.sabiston@hc-sc.gc.ca 
Website/Site web: www.hc-sc.gc.ca 

From: 
To: Cathy A Sabiston <cathy.a.sabiston@hc-sc.gc.ca> 
Cc: "jocelyn.kula@hc-sc.gc.ca" <jocelyn.kula@hc-sc.gc.ca> 
Date: 2011-04-07 03:29 PM 
Subject: 

will give you a buzz Friday to discuss: 

Thks -

o~'" " ... ~"" I ' ",',,, ""'I! ""~. '" " II ""lrn'ITITrrnrrn mllII1ll 
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Page(s) 001919 to\a 001923 

Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



re: Drafting Instruction for Tapentadol 
Nathan J Isotalo to: Isabel Shanahan, lisa Marie NG 
Cc: Denis Arsenault 

Good morning, Isabel and Lisa-Marie; 

2011-05-02 10:26 AM 

Isabel, if you could please send to translation and legal services that would be greatly appreciated. 

Tapentadol Drafting Instructions May 2 2011.wpd 

Lisa-Marie, at Denis' request, if you could please provide to Jocelyn so that she may send to Cathy 
that would also be greatly appreciated. 

Thank you. 

Mr. Nathan Isotalo 
Sr. Policy Analyst 
Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances Tobacco Directorate 
HECS Health Canada 
Tel. (613) 946-4225 
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Hi Hanan, 

Re: Tapentadol Abuse Liability Assessment G!l 
Denis Arsenault to: Hanan Abramovici 
Cc: Erin Rutherford, Suzanne Desjardins, Nathan J Isotalo 

We'll be in touch if we have any questions. 

Thanks for all of your help on this - greatly appreciated! :-) 

Denis 

Denis Arsenault, NManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires, 
Office of Controlled Substances I 
Bureau des substances controlees, 
Health Canada I Sante Canada 
Telffel: (613) 957-6828 
Fax I Telecopieur : (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 

Hanan Abramovici Hi Denis, We've received the abuse liability ass ... 

From: 
To: 

Hanan Abramovici/HC-SC/GC/CA 
Denis ArsenaultlHC-SC/GC/CA@HWC 

2011-05-0602:24 PM 

2011-05-06 02: 11 :22 PM 

Cc: 
Date: 

Erin Rutherford/HC-SC/GC/CA@HWC, Suzanne Desjardins/HC-SC/GC/CA@HWC 
2011-05-0602:11 PM 

Subject: Tapentadol Abuse Liability Assessment 

Hi Denis, 

We've received the abuse liability assessment re: Tapentadol from our contractor and are forwarding you 
the final report. 

Please let me know if you have any questions or concerns. 

Thanks. 
Hanan 

~ 
Tapentadol Abuse Liability Final Report.doc 

- 1: II :lImll'lllf'IfllI!'lI-n11111111 
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Assessment of Tapentadol Abuse Liability 

Prepared by: Vlad Kushnir, M.Sc. 

Date Completed: May 5, 2011 

001926 



s.20(1)(b) Tapentadol Abuse Liability Assessment 

Executive Summary 

Tapentadol is a new chemical compound developed by lanssen-Ortho 
This assessment of Tapentadol abuse liability evaluated preclinical and 

clinical research conducted by lanssen-Ortho to dete.rmine..ifthe.data presented is in accordan~e.with 
the gtlidelines set out in Health Canada's Guidance Document on the Clinical Assessment of Abuse 
LiabilityfoI Drugs wIth Central Nervous ,System (CNS) Activity~'WQ. ~hether indeed Tapentadol has 
the potential for abuse. 

~ Overall, the preclinical and clinical research investigating Tapentadol abuse liability has ...... :Id <- \ j 

taken significant measure~ to incorporate many considerations outlined in Health Canada's 
guidance document on abuse liability assessment of dru2s with eNS activity. 

~~~~~~~ 
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Tapentadol Abuse Liability Assessment 

Assessment of Tapentadol Abuse Liability 

Tapentadol is a new molecular entity developed and manufactured by Janssen-Ortho to be used for 
analgesic purposes, in a mrumercomparabletoother opioid analg~sic¥T..h~~IE.~~e of this~§"'ITI.~nt 
is to e~~.ll!Clt~_~\lJ!th~Lbas~~tQtl the data provided by J anssen-Ortho and following the guidelines set out 
i~Heidth C~IlJia~s Guidance Document on the Clinical Ass~ssrne:nt oLAl?!l_~~.Liab!lityJQ.r.DJ1li.S-with 
C~ntral Nervous SYs-t~J.i~i!yrfy.~faperitad.()lhas the potentiaLfor abuse. V .. 

N on-cli~ical~h3J"macology 
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Hi Diane. 

Drafting Instructions for Legal Review 
Denis Arsenault to: Diane Labelle 
c,c: Nathan J 150talo 

2011-05-1709:18 AM 

Attached for review by the Legal Services Unit are the drafting instructions for the scheduling of 
tapentadoJ under the CDSA and the Narcotic Control Regulations. 

Tapentadol Drafting Instructions May 2 2011. wpd 

Denis 

Denis Arsenault, AlManager I Gestionnaire p.i. 
Regulatory Policy Division I 
Division des politiques reglementaires. 
Office of Controlled Substances I 
Bureau des substances contrOh~es, 
Health Canada I Sante Canada 
Telffel: (613) 957-6828 
Fax I Telecopieur: (613) 946-4224 
E-Mail/Courriel:denis_arsenault@hc-sc.gc.ca 
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5.19(1) 

Response to docket no. 11-109694-596 

Dear: 

Thank: you, for your request of 2011-05-12 for a list of opioid drugs that are not currently 
listed in the Controlled Drugs and Substances Act (CDSA). In this regard, the two(2) 
examples you refer to in your correspondence namely, tramadol and tapentadol (Nucynta 
CR) are the only opioids yet to be added to the Schedules to the CDSA. 

We appreciate you informing the Office of Controlled Substances of the Ontario Ministry 
of Health and Long Term Care's program to promote appropriate use of prescription 
narcotics and controlled substances. 

Yours Sincerely, 
lohanne Beaulieu 
Director 
Office of Controlled Substances 
Controlled Substances and Tobacco Directorate 
Healthy Environments and Consumer Safety Branch 
Health Canada 

'ml "'~ "'1 11
' Illffill'llllmnnrmn 
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Dear Denis, 

Regarding Tapentadol
JOICA] 

to: 
Denis Arsenault 
2011-05-2404:38 PM 
Cc: 
"Nathan J Isotalo", "Jocelyn Kula" 
Show Details 

J!;'"!fr\rr>"\13C7;hi~"! 1 f 1 
!jjlftnnlpli5 e: 0 

s.19(1) 

s.20(1)(b) 

In previous discussions with the oes, we were advised that an oes contact will be provided to discuss the 

We would very much appreciate to hear from the oes regarding this matter. 

Sincerely, 

JANSSEN INC. 
19 Green Belt Drive, Toronto, Ontario, Canada 
M3C lL9 
Tel: . 
Fax: 
e-mail: 
Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged information and is intended only for the 
individual or entity nafJ1ed in the e-mail address. Any disclosure, copying, distribution, or reliance upon the contents of this e-mail not otherwise 
authorized by the sender is strictly prohibited. If you have received this e-mail transmission in error, please immediately reply to the sender, so 
that proper delivery of the e-mail can be effected, and then please delete the message from your Inbox. Thank you. 
Avis de confidentialite : Ce courriel peut contenir des renseignements confidentiels qui ne s'adressent qu'iJ la personne ou a I'entits nommee 
dans I'adresse. Si vous n'etes pas Ie destinataire vise, nous vous informons par la presente qu'il est interdit de divulguer, reproduire, distribuer 
au utiliser Ie contenu de ce courriel. 5i vous avez reyu ce courriel par erreur, veuillez en aviser I'expediteur pour que I'on puisse "envoyer iJ la 
bonne adresse, puis veuillez supprimer Ie message. Merci. 

fil~·/;r:\ WTNnOWS\Temn\notesORRRFR\~wehO'i91"htm 1011-0'i-24 
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Docket No: 11-108057-480 

Dear Mr. Chapman: 

Thank you for your email dated April 19, 2011 requesting written confirmation of your 
inclusion in the group of interested parties for the tapentadol regulatory proposal and your 
enquiries related to the use ofthe term "related analogues" in the Notice to Interested Parties 
(NOl) published in February 26,2011 regarding the proposed sheduling oftapentadol under the 
Controlled Drugs and Substances Act (CDSA). 

Please note that as requested, your name has been included in the list of interested parties 
to be notified of any future announcement regarding this regulatory proposal. 

Secondly, with regard to the use of the term "related" before the word "analogue" in our 
NOl, this qualifier was included in order to underscore that substances that have a substantially 
similar chemical structure to tapentadol may also be controlled. In this regard, Health Canada 
does not intend to amend the CDSA definition of the term "analogue" nor to include a new 
definition for the term "related analogue" at this point in time. 

Yours sincerely, 

Regulatory Policy Division 
Office of Controlled Substances 

'r ~ .... ~ I ' "11"1" ,,, 1I"'1mrnTTIlfTIffTllmrlll 

) 
/ 
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Issue Analysis Summary 

Scheduling Tapentadol (and its analogues of similar abuse potential) under the 
CDS A 

Regulatory Policy Division 
Office of Controlled Substances 
Controlled Substances and Tobacco Directorate 

CONTENTS 

1. APPROVALS 
2. ISSUE 
3. PURPOSE 
4. CONTEXT 
5. ASSESSMENT OF RISKS AND BENEFITS 
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8. CONSIDERA TIONS 
9. RECOMMENDATION 
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1. APPROV ALS 

This Issue Analysis Summary is considered approved. 

Jocelyn Kula, AJ Director 
Office of Controlled Substances 
Controlled Substances and Tobacco Directorate 

[DDIMMIYYYY] 

November 26,2010 
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IJ) ( in order to mitigate future post-market approval risks posed to 
\.,~ Canadian public health and safety from any diversion, trafficking and abuse of any market 

I )' approved tapentadol (and its analogues having similar abuse potential). Currently, tapentadol is 
\ not yet marketed in Canada as a Notice of Compliance for NUCYNT A *CR, a new drug 
, submission of Janssen-Ortho Inc. 's, has yet to be issued subject to review findings of the 

\ Therapeutic Products Directorate of the Health Products and Food Branch, Health Canada. 

,/ To ensure that ad e controls are in place to pr~cking, diversion and abuse post-
market approval, this prop al will introduce ~ing controls applied to controlled substances 
and narcotics on tapentadol an 'ts analo~ by scheduling tapentadol and its analogues as 
controlled substances and narcotic n tl(e Schedules of the Controlled Drugs and Substances 
Act and the Narcotic Control Regul io respectively. These controls govern the production, 
importation, exportation, sale, VISIon, po sion, transportation and disposal of tapentadol 
containing medications and III reduce opportum for abuse, diversion and trafficking for 
illicit purposes. 

3. PURPOSE 

To assess tapentadol against the criteria for the addition of a substance to one of the Schedules to 
the CDSA, and to determine whether this substance should be regulated as a controlled substance 
in Canada. 

4. CONTEXT 

2 
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(

Recent therapeutic drug design has focused on "novel" drugs having two mechanisms of 
analgesia. The first attempt was tramadol which acts as a weak opioid with effects on the uptake 
of norepinephrine and serotonin. Concerns with this drug include its dependence on the P450 
cytochrome system and CYP 2D6 enzyme metabolism which may lead to increased risk of drug 'I 

(

interaction and the potential for seratonin syndrome. Recent research has recognized the \ )..1'\-:", y) 
importance of norepinephrine blockade for more effective pain management. This led to the .,1( -,.,l .. i-' 

development of tapentadol ~ \ ~ ~. 
(. \t' 
~i \p /.. . 

../7 IJO e 

Marketed 
internationally under the trade name ofNUCYNTA®, two formulations oftapentadol have been 
developed including an immediate release (IR) tablet for the relief of acute pain and 

- - _0......... • • 

111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111I 

pending( 
issuance ofa Notice ofCompliance(NOC) upon a successful review. There is a possibility tha \ '",} 
such a NOC may be issued as early as December 2, 2010. 1 . "-
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",'I f 
Jv- ~ Tapentadol is a novel centrally active analgesic ag; I t8 8e marketed by lanssen-Ortho Inc . 

. ~.~ in Canada, under the label name NNUCYNTA ™ CR (tapentadol hydrochloride controlled <..y' release tablets) for the management of moderate to moderately severe pain in adults who require 
./",.., \... continuous treatment for several days or more. 

J 1/" ---i' ' f1 "rf.l' {1'\ 
v.( 

Health Canada's objective is to ensure that tapentadol and any related analogues having possible 
abuse potential are added to Schedule I of the CDSA and to section 2(1) of the Schedule of the 
Narcotic Control Regulations (NCR). This will restrict the availability oftapentadol opioid 
related controlled substances to persons authorized to do so under the CDSA and NCR assuming 
market authorization for sales in Canada in the future. This objective aligns with the Office of 
Controlled Substances' ongoing activities to safeguard the public from drugs that may be 
potentially trafficked, diverted or abused. 

Various scheduling activities have been performed in other countries and are discussed below 
under international requirements and trends in control and/or scheduling. 

4.1 Legislative Frameworks 

4.1.1 Food and Drugs Regulations (under the Food and Drugs Act) 

The Food and Drugs tions (FDR) serve to ensure the safety, efficacy and quality of health 
products offered for sale in Ca , including drugs and medical devices. Prior to being given 

~;"i market authorization, a manufacture ust present substantive scientific evidence that their 
:;::s -./'';::. \ product is safe, efficacious and of high q 'ty, For drugs, Health Canada reviews this 
, ~ (-'r;-::...~~ ; information carefully and, if the review is sab ctory, a Notice of Compliance (NOC) is issued 

~ X \ \". 'y and an appropriate Drug Identification Number (D is assigned. 
\~<"'r- ~.' 

4 

001940 



<DRAFT> PROTECTED B 
Contains CHI 

" . s defined under the FDR as any substance or mixture of substances manufactured, sold 

( a) the diagnosIs, atment, mitigation or prevention of a disease, disorder or abnormal 
physical state, or its s toms, in human beings or animals 

(b) the restoration, correction or m . cation of organic functions in human beings or 
animals, or 

( c) the disinfection in premises in which food is manu 

As tapentadol is not yet market approved in Canada, it is currently illegal to 
a drug in Canada. 

When a substance is being considered to be added to a schedule under the CDSA or its 
regulations by the Office of Controlled Substances, Controlled Substances and Tobacco 
Directorate, Healthy Environments and Consumer Safety Branch, Health Canada, several 
factors2 are assessed. They are as follows: 

International requirements and trends in control and/or scheduling; 
• Chemical and/or pharmacological similarity to substances listed in the Schedules to the 

CDSA; 
• Legitimate use of the substance, including therapeutic, scientific, industrial and 

commercial uses; 
• Potential for abuse and/or addiction liability; 
• Evidence of extent of actual abuse in Canada and internationally; and, 
• Risk to personal and public health and safety. 

4.1.2 Controlled Drugs and Substances Act and its Regulations 
:/ i ~\IC.5 

The Controlled Drugs and Substance1 ~t (CDSA) provides a legislative framework for the 
control of substances that can alter mental processes and may produce harm to the health of an 
individual or to society when diverted or misused. Except as authorized under regulation, 
activities such as possession, trafficking, importation, exportation, possession for the purpose of 
trafficking/importation/exportation and the production of controlled substances are prohibited 
under the CDSA. 

2 Controlled Substance Scheduling Working Group, Controlled Substances and Tobacco Directorate, 
Health Canada, draft document, "Factors Considered When Assessing a Substance To Determine Whether To 
Schedule It Under the CDSA", 16 April 2010. 

001941 
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The CDSA and its regulations seek to support access to controlled substances for medical and 
scientific purposes while minimizing their diversion for illicit purposes. Controlled substances 
are captured under Schedule I to V of the CDSA. 
Drug offence contraventions under the CDSA carry penalties of varying severity described in 
Part I of the CD SA. Offences associated with Schedule IV are similar to those associated with 
substances in Schedule I, II and III except that there is no offence for simple possession. 

~ 
4.2 Assessment of Tapentadol (and its analogues of similar abuse potential) for '()) . 1< 

Scheduling Purposes ~ \v-" 
~ I "J- v.iL 

4.2.1 International Requirements and Trends in Control and/or Scheduling //-'~ 
.0" ,/ /0J.. 

Moreover, the United Nations (U.N.) is performing sched~activities to have tapentadol 
included in Schedule I of the U.N. ListffNarc.otic Drugs. Consequently, as Canada is a 
signatory member country to the U.N. urug ~ontrol <:9nventions, -tif.lAIl!ftdiy Canada would be 

,.. ..... ~ required to control tapentadol as a narcotic once it is scheduled by the U.N .... 
S c r~ (~elow is an overview of control measures for tapentadol undertaken internationally. 
II (1C 0 • 
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;v-"y ... ,- - '\1. d /'· L\'-- C,' J' \iQ ' \ . /').J' r v-

" // '/ \~~ 

~'\-\ 

\ 
l-l~ 1\ t: United States of America . y: 'Jr-:~ ~ 

j;Yll"¥V) J 
-).l,b, -...'7 Tapentadol IR for the relief of acute fain was approved by th~ for marketing in the U.S. as 
(\ &.~ .,.'1 Ii- a prescription drug on November 20t 

, 2008. 
(1 '1 \-' £ 0..b """"""""""""""""""""""""""""""""""""""""""""""""""""""""""'" 
.1' lX'\ 
U' ." f , )1/ 

v 

/11111111111111111111111111111111111111111111111111111111111111111111,11111111111111111111111111111111111111111111111111111111111111 .~~t..1'~'.' , ,.tiI?/ 
. pentad. is 1 ayte in the U.S. 1 nn ati9.~, 75 and lq,u • j' l( 

mg'i!' e United Stat, onD~b;/, 200?/J &}. . submi~fts NewD~~-/ '/1 r\eV'~v'-
Appl . lO~JNnA) t ~. g .. ~i~60¥nd Drtlg' A~mmls~on for ?Jfentadol ext~ded. . / ~ ~ \,\ S .. 
relt; cXERyor ~t~~et~}~'r the ~aha~men~ofmode~ to severe9llfomc. pam lli }> . .)'1 \ 

asl(dts." TlJ.rER fo 1atj6~ylgned t9'yrovlde Ithigher ~'gfee ofme(;hamcal reslstan,ee such sc<-.\.-< .\' 
as tEJ crushing anrllchewi . / / / / ' ;" . "'-"--"1 \ ~ ~ '1" , .. /...,/ If'" IJ. \. 

Fu~hennore, o/k.~/~or a proIOng¢,,:elease (Pi6/fo~:tion Ofvt6~CYNTA® ui'let was c,~lu::t.:. 
{/ also recently submitted for appr7~J to the Food and Drug Administration. / 

4.2.2 Chemical and/or Phannacological Similarity to Substances Listed in the Schedules to the 
CDSA 
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A recent novel unified theorY on the structure activity relationship of opioids and opioid 
peptides did not examine tapentadol. As reported by the author, the theory had limitations as it 
does not consider energy minimization, molecular or quantum mechanics. In addition, it is also 
simplistic and not representative of mainstream investigations in medicinal chemistry. 

The log P value is 2.87 
indicating low solubility in water. The pKa 4values are 9.34 and 10.45. 

t 5 
\ \0 
~ !(ol 

• -tI" 
0'-'\ )( 

\r. ... 

Here is a description of the pharmacological aspects oftapentadol. As for pharmacokinetic d 
interactions, tapentadol has a low potential as it does not undergo metabolism by cytochrome 
450. Tapentadol may inhibit CYP2D6 enzyme to a very limited extent and not to any c1inica 
significant level. 

(1'-' e"'" \ 
g S~-{t'" V~ 
- '::f'.Q-I 

Y "'\~ J1 
"'"~ ~ \-

I (It \,,.. 
\... • .,j".,}.. \ 

e'\\Jo"~ IJ "' (\" 

~ L,t ,," ~.)\ 
• 'C\ (T~ 
\~ 

~.r 
Pharmacodynamic opioid receptor-binding studies and recombinant receptor studies indicate that -5 x5 \Oo"..\It, 

tapentadol is a strong opioid
5

. • e. f 

Other pharmacology, bioavailability and metabolism data for tapentadol include, tapentadol's 
rapid absorption and attainment of maximum serum concentrations rapidly6 (Cmax in 1.25-1.5 

3 Goldberg 1.S., 2010. Hypothesis- Stereochemical Basis for a Unified Structure Activity Theory of 
Aromatic and Heterocyclic Rings in Selected Opioids and Opioid Peptides. Perspectives in Medicinal Chemistry, 
2010(4):1-10. 

4 Ortho-McNeil- Janssen-Pharmaceuticals Inc. 2009. Nucynta ® (tapentadol) tablets. Medication guide 
approved by the US FDA. Revised June 2010. 

5 Prommer E., 2010. Tapentadol: An Initial Analysis. Journal ofOpioid Management, 6(3): 223-226. 
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hrs) and excreted via the renal system (99%) as inactive metabolites (69% conjugates; 27% as 
other metabolites; 2% as unchanged drug). Linear pharmacokinetics were observed as dose
proportional increases in the Cmax and area-under-the curve (AUC) values oftapentadol have 
been observed above the 50 to 150 mg dose range. Tapentadol's AUC and Cmax increased by 
25% and 16% following a high-calorie meal. Mean absolute bioavailability is 32% after a single 
dose as a result oftapentadol's extensive first-pass metabolism. It is widely distributed 
throughout the body with a distribution volume of 540 L with low plasma binding of 20%. 

The apparent half-life (tll2) oftapentadol post-oral administration is 3.93 hrs and over 95% is 
excreted within 24 hrs of dosing. Clearance is 1530+1-177 mllmin .. 

Tapentadol's pharmacokinetic properties7 are not impeded by renal impairment. Moderate 
hepatic impairment decreases its metabolism leading to higher exposures and serum levels. 

4.2.3 Legitimate Use, Including Therapeutic, Scientific, Industrial and Commercial Uses 

As formerly reported, tapentadol IR (NUCYNTA®) is currently marketed in the United States as 

Currently, there is no legal approved use of tapentadol yet in Canada . 
. -_ .. ,---:--------

(4<1:4 potentia1~1lll~-3II~~~~~~ m\5 seA',-1 .\., ~\\\e> 
/' Pain is a symptom of many medical conditions and can significantly interfere with a person's VI) .2V/' 1 

I quality of life and general functioning. Opioids are safe and effective in some patients however, () f ~~ 

~
/ they can cause dependence, abuse and addiction. All patients treated with opioids need to be )) "", 

carefully monitored by their health care professional for signs of abuse and addiction and; to 9 '( y) i 
determine when such medications are no longer necessary. . L 

. if _ )~J 

:~/\ (~~~ 
'\" \ (I" 

" I ~/) 
({J'L.- I -1- \ \SO 
~~I - ~~ 
~ ~-~ 

-) ~ 

6 Fidman 8., Nogid A.. 2010. Role ofTapentadol lnunediate Release (Nucynta) in the Management of 
Moderate to Severe Pain, Drug Forecast P&T. 35 (6):330-357. 

7Fidman 8., Nogid A .. 2010. Role of Tapentadol Inunediate Release (Nucynta) in the Management of 
Moderate to Severe Pain. Drug Forecast P&T. 35 (6): 330-357. 
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Physical dependence is defined by the American Pain Societl as, "a state of adaptation that is 
manifested by a drug class-specific withdrawal syndrome that can be produced by abrupt 
cessation, rapid dose reduction, decreasing blood level of the drug and / or administration of an 
antagonist." It is an expected outcome oflong-term opioid treatment that may also occur with 
short-term use. 9 Physical dependence should not interfere with prescribing these drugs. It does 
not always correlate with tolerance and develops with other classes of drugs (e. g. some 
antidepressants, antihypertensives) and not just opioids 10 II. Patients with physical dependence 
to opioids can have withdrawal symptoms without being addicted, but they do not exhibit 
compulsive drug-seeking benaviour associated with addiction. 

, Q/ I' tf: In order to avoid opioid withdrR\yal symptoms when discontinuing opioid therapy, the opioid 
\ V, ~ I dose should be tapere~ and. not aBruptly stopped. ~hysical ~ependence and t~ler~ce are 

l~ ~ ex?e~ted natural phYSIOlOgIcal consequences ofusmg certam classes of medIcatIons such as 
~ \. \ 0pIOlds.' 

! 

,'Tolerance is defined as, "a state of adaptation in which exposure to a drug induces changes that 
f result in a diminution of one or more ofthedrug's effects over time" or simply, when more drug 

is required to achieve the same effect. ' 

Distinct from tolerance and physical dependence is.addiction. Addiction is "a primary, chronic, 
neurobiological disease with genetic, psychosocial attd environmental factors influencing its 
development and manifestations ... characterized by be~viors that include one or more ofthe 
following: impaired control over drug use, compUlsive use, continued use despite harm, and 
craving." Addiction results from intrinsic reinforcing pro~ies of opioids combined with 
predisposing social, psychologic, physiologic and genetic triggers. 12 13 

\ 

8 American Pain Society. 2008. Defmitions related to the use of opioids for the treatment of pain. 
http .. llwww.painpolicy.wisc.eduidomestic/states/KY/kymbguid.htm as cited in Kleber et al. 2009 

9 Adriaensen R., Vissers K. Noorduin R. Meert T. 2003. Opioid tolerance and dependence: an inevitable 
consequence of treatment? Acta Anaesth Belg. 54:37-47 as cited in Kleber et al. 2009. 

IONicholson B. 2003. Responsible prescribing of opioids for the management of chronic pain. Drugs. 
63(1):17-32 as cited in Kleber et al. 2009. 

1 I Savage S.R. 2002. Assessment for addiction in pain-treatment settings. Clin. 1. Pain. 18:S28-S38 as cited 
in Kleber et al. 2009, 

12Ballantyne le., LaForge K.S. 2007. Opioid dependence and addiction during opioid treatment of chronic 
pain. Pain. 129:235-255 as cited in Kleber et al. 2009. 

13 Adriaensen R., Vissers K. Noorduin R. Meert T. 2003. Opioid tolerance and dependence: an inevitable 
consequence of treatment? Acta Anaesth Belg. 54:37-47 as cited in Kleber et al. 2009. 
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To complement these studies, other Phase II and III studies 14
,15,16 have been conducted for 

tapentadol IR in the past. 

14 Daniels S., Casson E., Stegmann J.U. et al.. 2009. A randomized, double-blind, phase III study 
comparing multiple doses oftapentadol IR, oxycodone JR, and placebo for postoperative (bunionectomy) pain. Curro 
Med. Res. Opin .. 25(3):765-77. 

11 
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Similar findings of infrequent opioid withdrawal and limited intensity were observed with 
tapentadol IR when compared with oxycodone-IR in a 90-day, double-blind, randomized (4:1) 
study comparing flexible dosing of tapentadol IR 50 or 100 mg with oxycodone IR 10 or 15 mg 
every 4 to 6 hours in 849 patients which chronic tt?w back or osteoarthritis pain of the hip or 
knee. 17 

Tapentadol has the potential to induce physical/psychological dependence' 
as demonstrated in animal and human models. 18 

15 Daniels S., Casson E., Stegmann J.U. et al.. 2009. A randomized, double blind, placebo-controlled phase 
III study of the relative efficacy and tolerability oftapentadol IR and oxycodone IR for acute pain. Curro Med. Res. 
Opin .. 25(6):1551-1561. 

16 Stegmann J.U., Weber H., Steup A. et aI., 2008. The Efficacy and Tolerability of Multiple-dose 
Tapentadol Immediate Release for the Relief of Acute Pain Following Orthopedic (bunionectomy) Surgery. Curro 
Med. Res. Opin. 24(11):3185-3196. 

17Upmalis D., Okamoto A., OhC., Buzoianu M., Stegmann J-U., Hale M. 2008. Symptoms ofopioid 
withdrawal after discontinuation of tapentadol immediate release, an analgesic with mu-opioid receptor agonism. 
Presented at : 27th Annual Scientific Meeting of the American Pain Society; Tampa FL: May 8-10 2008 as cited in 
Kleber et al. 2009. 

18Guay Dr. 2009. Is tapentadol an advance on tramadol? Consult Pharm. 24(11):833-40 as cited in Kleber 
et al. 2009. 
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As the diversion and abuse of prescription drugs is of increasing concern (with a majority of drug 
users in ma11¥..large urban centers in Canada being non-medicinal users of prescription opioids), 
government in~ention is required given that the abuse potential is significantly enhanced when 
tapentadol or any ~~ues thereof, are not scheduled. s.20(1)(b) 

Currently, tapentadol is ~:~a~Jable to Canadians from any diverted or trafficked tapentadol 
medications that may be trafficked'into Canada. Once approvals to market the CR formulation 
in Canada have been given, tapentado~ecome accessible to patients via prescription and the 

potential for abuse will rise. . .. ~ 

Lack oftapentadol precursors as a commodity item .. . ______ , _________ ~ ________ ili~ ____ ~ 

"""""""""""""""""""""""""""""""""""""""""""""""""""'" No precursors of tapentadol are listed on the Schedules of the CDSA. 

4.2.5 Evidence of Actual Abuse ofthe Substance in Canada and Internationally 
.--/1,.'P') jV-)~ ~?'Ul .+., he. 

Currently, there are no reported cases oC.talientadol related abuse or fatalities in Canada. This is 
primarily due to the fact that it ~t marketed in Canada andJ that is has only been available 
in the United States since June of 2009. Nev~l1aeless, the I'eteHtial:fur abuse still exists ffem 
diversion aRe traffieking &eftl tke UfHtee StMeB. No border seizures have been reported by the r 
Canadian Border Services Agency..~Health Canada's Drug Analysis Service (DAS) has not .,,)' 
identified tapentadol in any sample seized by law enforcement. HPFB Inspectorate identified no/ {JY" \V1 
incidents however, there exists a p ssibility that tapentadol may still be being brought into \~~f17 """) 
Canada.).. r ~\ ~ " 

'tv\.C -\- lA' ')-1 

We are not currently aware of any foreign abuse data for tapentadol;)~~J.rotlnuegh(.iiery f" 
9~lsimple nte e" . 

.... ", Some,generic smvey findin~n opioid. use in C~a.da--iQclude findin~ CADUMS . 
surve~ for)009 ~d 2o.~ a 20'Q.LB.GMP repo , n' s of an O~~CA~/eohort ~~.antt-/ 
mpr1:ality-irends relafoo to prescription opioid analgesics in North Ainenca. 

Recently released CADUMS 2009 survey results 19 indicated that over the past year, 
pharmaceutical use and abuse has remained comparable to that of 2008 (Health Canada, 2009). 
Twenty-five percent (25%) of responders (vs. 28.4% in 2008) indicated that they had used a 

'{'1~ \""')< '. psychoactive pharmaceutical drug in the past-year. 2.3% vs. 0.6% in 2008 reported using such a 
J-'\ . ~ L ~ drug to get high. Like in 2008, opioid pain relievers were the most commonly used category of 
( \~':}">/ pharmaceuticals used to get high when compared with tranquilizers and sedatives. Among users 

''{2f'':;')~~,f'' 19 Health Canada. 2009. Canadian Alcohol and Drug Use Monitoring Survey. Available at: http://www.hc-

}r..f" '\ ~ / sc.gc.c~§=ps'erugs-drogues/statl_2009/summary-sonunaire-eng.php (site accessed on June 24, 2010). 
,) . ',1"- l'I . .., ~ I. 

\ " v.....,\ '~{. v J 
.' \ ,." ,'I T '--I., 
f)-/ 'f.:.,'r '1 . "':---~ 

('- V, ;' L ,'\ r 6 
1 I'\'C \i.~ --i i J 
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of pain relievers such as Percodan®, Demeral®, and OxyContin®, 2.3% (vs. 1.5% for 2008) 
corresponding to 0.4% (vs. 0.3% for 2008) of the total population, reported using them to get 
high. Prevalence of abuse was about six times greater in youth aged 15-24 years of age (8.5% of 

I users or 1.2% of the population vs. adults 25 years of age or 1.4% of users or 0.3% of the 
\ population). In 2008, provinces with the highest levels of abuse of opioid prescription drugs were 
\\ Alberta and British Columbia. 

'\ 

Furthermore, Dhalla et aI., 200920 reported increased trends in mortality related to prescription 
opioid analgesics in Canada. Opioid-related deaths doubled, from 13.7 per million in 1991 to 
27.2 per million in 2004. This increase corresponded with increased prescribing of opioid 
analgesics21

• A comparison of the rate of overdose related to prescription opioid use in Ontario 
and the United States in 2002 showed a similarity between the overall adjusted death rates to the 
rates of per capita prescription-opioid use in these jurisdictions. This further demonstrates the 
need to implement controls on novel opioid analgesics entering the Canadian marketplace such 
as tapentadol especially when North America has the world's highest consumption of medical 

, 

i 

prescription opioids. 

Prell 
ahos 
fates 

data fr.9{ll RAD~S® ~y.sCe\n indi,cafi}hat prescrtption drUgptbuseis-~urring 
.s. a ihcre~d f~rapid~tweeri--2'002 and ;Wo5. Recem reports syggest high 

opi . preschbH(g may result in illicit use and deaths from overdose.222324 

Other survey findings indentified the growing potential for trafficking, diversion and abuse of 
prescription opioids. 

A key finding of the RCMP's 2007 report25 states that traffickers continue to practice diversion 
from domestic sources and international trafficking to acquire black-market pharmaceutical 

20 Dhalla I.A, Mamdani M.M., Sivilotti M.L.A., Kopp A, Qureshi 0., Juurlink D.N. 2009. Prescribing of 
Opioid Analgesics and Related Mortality Before and After the Introduction of Long-Acting Oxycodone. Canadian 
Medical Association Journal (CMAJ). 181 (12): 891-896. 

21 Fischer B., Rehm 1.. 2009. Deaths Related to the Use of Prescription Opioids. Canadian Medical 
Association Journal (CMAJ). 181 (12): 887-882. 

22 Cicero T.J. Dart R.C. Inciardi I.A. Woody G.E. Schnoll S. Munoz A 2007. The development ofa 
comprehensive risk-management program for prescription opioid analgesics: Researched Abuse, Diversion and 
Addiction-Related Surveillance (RADARS®). Pain Med. 8(2): 157-170 as cited in Kleber et al. 2009. 

23Hall A.J. Logan I.E., Toblin R.L. et a1..2008. Patterns of abuse among unintentional pharmaceutical 
overdose fatalities. JAMA 300: 2613-2620 as cited in Kleber et al. 2009. 

24McLellan AT., Turner B. 2008. Prescription opioids, overdose deaths, and physician responsibility. 
JAMA 300:2672-2673. 

25 RCMP,2007. Drug Situation in Canada 2007. Criminal Intelligence. ISBN: 978-1-100-12436-0. 
A vailab1e at: http://www.rcmp-grc.gc.caldrugs-drogues/pd£. drug -drogue-situation-2007 -eng. pdf (site accessed on 
June 15,2010) 
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/' products. In 2007, synthetic opiate prescription drugs continued to be readily available and 
~ sought after on the illicit market. 

(Previously, the OPICAN cohort26 of2001 had formerly identified the problem of illicitly 
\ obtained medicinal prescription opioids. 

4.2.6 Risk to Personal and Public Health and Safety 

Adverse effects are primarily related to the CNS and 
GI tract and have been reported to occur less frequently than in patients treated with other opioid 
medications e.g. oxycodone. 27 For this reason, clinical studies have demonstrated tapentadol's 
effectiveness in patients with chronic pain with an improved tolerability.28 29 

26 Fischer B., Rehm 1 .. 2009. Deaths Related to the Use of Prescription Opioids. Canadian Medical 
Association Journal (CMAJ). 181 (12) pp. 887-882. 

27Upmalis D., Okamoto A., Oh c., Buzoianu M., Stegmann I-U., Hale M. 2008. Symptoms of opioid 
withdrawal after discontinuation oftapentadol innnediate release, an analgesic with mu-opioid receptor agonism. 
Presented at: 27th Annual Scientific Meeting of the American Pain Society; Tampa FL: May 8-10 2008 as cited in 
Kleber et al. 2009. 

28 Afilalo M., Oh c., Okamoto A., Van Hove I., Stegmann I., Upmalis D .. 2008. Tapentadol innnediate 
release compared with oxycodone innnediate release for the relief of moderate to severe pain in patients with end
stage joint disease. Presented at: 27th Annual Scientific Meeting of the American Pain Society; Tampa, FL: May 8-
10, 2008 as cited in Kleber et al. 2009. 

29 Oh C., Uprnalis D., Okamoto A., Buzoianu M., Stegmann J., Gimbel I. Tapentadol innnediate release is 
associated with improved gastrointestinal tolerability compared with oxycodone innnediate release over 90 days in 
patients with lower back or osteoarthritis pain. Presented at the 27th Annual Scientific Meeting of the American 
Pain Society: Tampa, FL: May 8-10, 2008 as cited in Kleber et al. 20009. 
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The co-administration of tapentadol with30 opioid analgesics, general anesthetics, 
phenothiazineg-, other.tranquilizers, sedatives, hypnotics 0{ other eNS depres~ants may result in 
additive eNS depression. Furthermore, the administration oftapentadol with serotogenic drugs 
e.g. selectiv~ serotonin reuptake-lnhit:>itors (SRRIs)~ selectiwe norepinephrinqreuptake inhibitors 
(SNRIs),~ricYcli~ antidepr~5S3nts (TCAs); MAO inhibitors and triptans may resultj.lJ..serotonin 
syndron;re. Taperlt{t~lS'contraindicated in patients having impaired pulm~function, 
parlyti¢ ileus. This medication should not b~used in com~ination with monoamine oxidase 
(MAO) inhibitors or withiri 14 days of discontinuation of MAO inhibitors. 

! , 

Furthermore, tapentadol should be used with caution in patients with asthma, chronic obstructive 
pulmon~ )1.' s.ease, co BId onale, se,,:~~~besity, s. ~ e apnea, ~Y1e~e a, k.yphoscoliosis, eNS .' 
depressIon, ~elzures or com . Tapen,tado~IS not re.to ended II)"patIen w ev--
hepa~ic }mpajrment an,d sho ld be t;Sed wi\h caut,ibn in p tien "ith moderate hepatic 
imp~lent. \Tapentjldol rna c e spasm ~ sphincter of Oddi and should be used with 
cautIon31 in p~ with bilary tract disease, including acute pancreatitis. 

As the. re ar~ no, 11 cond. ed studi . ftapentadOl i pregnant;wom n, tapentad~hOU~9--0:\1 
be us if nng pre ancY/lf he po ntIa benefi~butwe s the/lsk to the fetus, i~is\:;; 
recOIpmen ed r se in wo en 'ng d iII)rilediatel prio to labor. d deJ.ivery. Neonates 
whole mot er hav b en t . tapenta hould be m !tored for res 'r 6ry depression. "-.--
TaIjntadol s ould not be taken during breast feeding.32 

'. Tapentadol sh?~ld noc~Oe-. pati~~!~_~ith ~~Cl:gjnjWYUfJ~d jntrae~ 
pre~id 3lrl1rgesl . raIse rebrospma~§sm'e as a r~ofrespiffltOry 
d~i~ with carbon dioxide ntion. 

The u.s. FDA reports potential signals of serious risks / new safety information identified by the 
Adverse Events Reporting System (AERS) from April to June 2010 include convulsions, 
hallucinations and serotonin syndrome. The U.S. FDA is continuing to evaluate these issues to 
determine the need for any regulatory action.33 

-_.-.. . -'-'--.'- .... 

, :, 

I)u.. l' \ ') 

30 Fidman B., Nogid A .. 2010. Role ofTapentadol Immediate Release (Nucynta) in the Management of 
Moderate to Severe Pain. Drug Forecast P&T. 35 (6):330-357. 

31 Ortho-McNeil- Janssen-Pharmaceuticals Inc. 2010. Nucynta® Basic product information. 
http://www.nucynta.com. 

32 Ortho-McNeil- Janssen-Pharmaceuticals Inc. 2010. Nucynta® Basic product information. 
http://www.nucynta.com. 

33u.S. FDA. 2010. Adverse-Event Reporting System(AERS). http://www.fda.gov/Drugs/ 
GuidanceComplianceRegulatorylnformationiSurveillance/AdverseDrugEffects/ucrn223734.htm 
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Despite tapentadol overcoming some of the liabilities oftramadol, it has the potential to also \<.~ 
contribute to anticholinergic/ 5-HT3 antagonist effects .34 vi"' 

~q ~ntadol, ay be abu~d b~Eshi~ che~'~g, snorting, injectip&, the p~uct ~ 5 rLY'Q1oV 
51 1 1 ant f1 ks t he ab~ t at c,iuI'\.B9fen ally s n 0 er se a\W..d"eath\]xpenence 0 <-

it ta ad overoose is ve ·mited. . 

~) ~ Should tapentadol not be scheduled under the CDSA, the risk to public health and safety is 
~,' 'L~~~ . <' significant as it may easily become a preferred drug of abuse, one that may be diverted from its 
, . l, ~"t ~ intended uses and trafficked into Canada due to its opioid like properties. 

\~\.."'" "'I" 
\. ...~. )'~) 
'ot- ,'-><.'"'- 5. ASSESSMENT OF RISKS AND BENEFITS .. 

~/\j-' ~ ,~t 
'<;' 'oL The adverse effects oftapentadol are less severe than those of other similar opioid medications \ sv\r,; ~'1 

and are more tolerable on the gastro-intestinal tract. \ \ _ e)'.J 
\ :" 

Tapentadol may be abused by crushing, chewing, snorting, or injecting the product and pose ) C;1Y P: 
significant risks to the abuser that could potentially result in overdose and death. Experience "u..\ '{1~ 
with tapentadol overdose is very limited. / .' \ ~ 

\ 

,,'x;?Yl, ". 
:, ~~ 

'/ 

.
\. ",,",,! . 

Risks of product misuse may exist with the potential for diversion and trafficking to illicit ') 
markets including improper administration leading to potential harm and illness. \ ':yo ....-.."_,, 

\ ( f 
)N)~ 

The benefits of the availability and use of controlled tapentadol medications affords patients / 
access to; 

avaIlable whIle mmimIzmg the nsks of 
trafficking, diversion and abuse due to its opioid nature. 

6. IDENTIFICATION AND ANALYSIS OF OPTIONS 
./c..y~ \ \s .... ,,;,.. (? ) 

Further to the asse~sment previously described, the following options for the control of 
tapentadol ~d its -analogues o! SI,' I?ilar~, buse p,otent,ial have, ,been ident~fied. Sch~lirrB 1u¢e, ~ 
t~ a thre&'step p~e" m;w:at~ub~cea ~ firs~sessed as to Wh~IIid,<srI~? 
s, '" ,l).iaoo under)r'Scfiedt:l:1y'iO the C:DS,¥ Slto,9ki ~hedulmg be de~d aptJfo~te, It 
is the ~. t~~9.whielf Schedule(s) is/are-most suitable. Then, depending on whether the 

34 
Guay Dr. 2009, Is tapentadol an advance on tramadol? Consult Pharrn. 24(11):833-40 
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Option 1: Status Quo - No Action. Tapentadol and its analogues of similar abuse potential 
remain as uncontrolled substances. 

PROS: 
a. NONE 

CONS: 
a. Potential for illicit trafficking, diversion, abuse, use, possession 

\ b. Should no action be taken on tapentadol and its analogues of similar abuse potential, as 
''?/ \ the sponsor is currently seeking market approval for this drug in Canada, serious risks to 

>:; \PUbliC health and safety would exist if no controls are implemented to safeguard the 
0~\/ public. 

Option 2: Non-regulatory or voluntary options. 

PROS: 
a. NONE 

CONS: 
a. Non-regulatory options are not feasible given the hazards and risks associated with 
tapentadol's potential for abuse..,&hL J' J .~ 

~ ~ VI J. "~I\" Pv<; 1',;,1 • 

Option 3: Schedule tapentadol and its analogues of similar abuse potential under the CDSA and 
NCR -;> 5j-0~1/ ,-,,-< + 

PROS: LL- )'-L J r a-IB orJL :io effectively mitigate the risks posed by tapentadol and its analogues of 
( similar abuse-pot~ntial. ~~aMta~~_the-Sc~l~q:Hru:._ .. ;..· 
\ ' Wadable~,~ <' ' 

) t;J1.-( J--C l (..I. I r t ~1 1 5:"Oncc flNliUitt ed, OB-l¥ licensed dealers oftapentadol or its analogues ,yill hI a81e to 
. carry out the specific activities in their dealer's license for the specified tapentadol or 

analogue. 

c. Only those licensed dealers having the necessary permits to import and/or export 
tapentadol and its analogues of similar abuse potential may do so. 

, . ;(,,0 /'\j d. Handling by pharmacists and practitioners wjlt be restricted to conditions specified 
,.:- ;-" under the CDSA and NCR. ~'v l" t 

') I 'lJ \- J.. -

• _- v-. \'1.' 0\") 
!)'- .:.' \1 ....... 

x:. ,,,1,,,, 18 . , 
>' ' ~ ,"'",.' '.J ..., 
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\' iJ 

iJ {'S-(. e. Patient accessibility to tapentadol related medications will only be allowed through a 
) -J , doctor's prescription. 
--1'\. " . .(\ . \ ~ ....... 

r ,-,J .,"'i, 

~v VV CONS: 
....... \J a. Minor cost burden associated with relabeling however, the sponsor is aware of and 

willing to incur these minor costs. 

7. CONSULTATION 

This regulatory proposal has undergone direct consultations with the sponsor upon publication in 
the Canada Gazette ........................................................................................................... 

_ Any comment period(s) afforded by the Federal 
Regulatory Process will provide an opportunity to address any stakeholder comments on this 
scheduling regulatory proposal. 

CONSIDERATIONS 

~ 
~~,.Io\,-ii&ll(.l,....J.4~~4CiriiQMn, to effectively mitigate the potential future risks of trafficking, 
diversion and abus~tapentadol needs to be added to the Schedules of the CDSA and the NCR 
and no consideration can be attributed to voluntary or non-regulatory mechanisms of control as 
they would not adequately safeguard public health and safety. 

Prescribing or dispensing tapentadol in situations where the practitioner or pharmacist may be 
concerned about an increased risk of misuse or abuse, require caution, control and attention on 
the part of the practitioner and pharmacist. 

~ oJ':s'l~ !P 
.vP'~~ 

$e.t~£ /~ 
II' ~ J\ 

9v-O~ o~ ~ I 

\(.~ K \o)~W 
~~~ ~ ~~ 
l~" ,,-

iJtI' , 
y(",O ~~~ 
~ ¥"'\

.... ~Q 

C ). \\s" -,-1)~ 
/ 

9. RECOMMENDATION 

The Office of Controlled Substances recommends the addi~ion of tapentadol and its..Jili; FfiI 
analoguesJthese ba"ing si",jlnr ;!otentiflJ is, ttbttse) to the jchedules of the CDSA and the NCR. 

'~J.tci..e v...~kl '\ ~ 
·Iv\. 0((,'·)1 

10. IMPLEMENTATION AND EVALUATION 

A regulatory package will be prepared and implemented aeeelrding ttY Treasury Board 
Secretariat's,.cabinet Directive on Streamlining Regulation ami f:~ at RiB"!:""~ ViQ~ , 

~ r <: r ~ )r¥",-!l'''~ ~) J n.d ~ ~ ; VlJ t~ 
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An exemption from. pre-publication in Canada Gazette Part I may be requested of Treasury 
Board. >(,,('ve~',,).. . 

This regulatory proposal will come into force on the day it is published in Canada Gazette Part 
II Any evaluation will be conducted post- scheduling of tapentadol on the schedules of the 
CDSA and the NCR. 
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RE: Attn: Nathan Isotalo Re: Tapentadol proposal 
oes Policy and Regulatory Affairs to: Steve Chapman 
Bee: Nathan J 150talo 

Dear Mr. Chapman: 

2011-05-2704:16 PM 

Thank you for your email dated April 19, 2011 requesting written confirmation of your inclusion in the 
group of interested parties for the tapentadol regulatory proposal and your enquiries related to the use of 
the term "related analogues" in the Notice to Interested Parties (NOI) published in February 26, 2011 
regarding the proposed scheduling of tapentadol under the Controlled Drugs and Substances Act (CDSA). 

Please note that as requested, your name has been included in the list of interested parties to be notified 
of any future announcement regarding this regulatory proposal. 

Secondly, with regard to the use of the term "related" before the word "analogue" in our NOI, this qualifier 
was included in order to underscore that substances that have a substantially similar chemical structure to 
tapentadol may also be controlled. In this regard, Health Canada does not intend to amend the CDSA 
definition of the term "analogue" nor to include a new definition for the term "related analogue" at this point 
in time. 

Yours sincerely, 

Office of Controlled SubstanceslBureau des substances contr61ees 
Healthy Environments and Consumer Safety Branch 
Health Canada/Sante Environnementale et Securite des Consommateurs/Sante Canada 

"Steve Chapman" Dear nameless one, 2011-04-1904:01:12 PM 

From: "Steve Chapman" <steve@isomerdesign.com> 
To: mocs Policy and Regulatory Affairs'" <oc5.policy.and.regulatory.affairs@hc-sc.gc.ca> 
Date: 2011-04-19 04:01 PM 
~_t~~ _____ R_E_:_A_tt_n_:N_a_t_ha_n_'_s_ot_a_'o_R_e_:_T_ap~e_n_ta_d_o~lp~r_o~po_s_a_' __________ ~ 

Dear nameless one J 

Thank you for responding to my e-mail of three weeks ago in which I made one 
request and posed two questions. For claritYJ let's review them: 

1) "I would like to be added to the list of interested parties 
regarding the Tapentadol proposal" 

You have graciously thanked me for "expressing your interest to be added to 
the list interested parties regarding Health CanadaJs proposal vis-a-vis 
tapentadol." What remains unclear is whether or not I have J in fact J been 
added to the august list of interested parties J vis-a-vis Tapentadol? 

Please confirm my inclusion in the group of interested parties J in writing. 

2) "I also note the proposal employs the novel and unique 
construction J "related analogues.» I would like to know what that 

1:/I1TTllnllll"1I111111111 
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means ... " 

You have defined "analogue" correctly~ as per the CDSA. However~ on closer 
examination you will note my question concerned the novel and unique 
construction~ «related analogues~" not simply "analogue." My feeling is that 
"analogue" is completely subjective and hence essentially meaningless. The 
OCS proposes to further obfuscate even this woolly-headed definition by 
adding the undefined qualifier "related." I would like to know what that 
«related analogues" means~ in writing please. 

3) " ... are you proposing to amend the CDSA to include said 
definition [i.e. «related analogues."]? 

Perhaps I was unclear. What I am asking is~ are you proposing to amend the 
CDSA to include a definition for "related analogues?" In writing please. 

Yours sincerely~ 

Steve Chapman 

Every Canadian citizen has a right to and shall, on request, be given access to any record 
under the control of a government institution. 

-----Original Message-----
From: OCS Policy and Regulatory Affairs [ 
mailto:ocs.policy.and.regulatory.affairs@hc-sc.gc.ca] 
Sent: April-19-11 2:03 PM 
To: Steve Chapman 
Subject: Re: Attn: Nathan Isotalo Re: Tapentadol proposal 

Dear Mr. Chapman: 

Thank you for your email dated March 29~ 2011 expressing your interest to 
be added to the list interested parties regarding Health Canada~s proposal 
vis-a-vis tapentadol. 

As outlined in the Notice to Interested Parties (NOI) published in Canada 
Gazette~ Part I on February 26~ 2011~ Health Canada proposes to add 
tapentadol (phenol~ 3-[(lR~ 
2R)-3-(dimenthylamino)-1-ethyl-2-methylproipyl]-~ its salts and its 
related analogues to Schedule I to the Controlled Drugs and Substances Act 
(CDSA) and to the schedule to the Narcotic Control Regulations. 

Please note per Section 2 of the CDSA~ the term «analogue~ is defined as 
«a sUbstance that~ in relation to a controlled substance~ has a 
substantially similar chemical structure.» 

Yours sincerely~ 

'1ll'I' """'11'1 '.' T li:DlIIf'r!!llITrIrrr 1""111 
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Office of Controlled Substances/Bureau des substances contr6lees 
Healthy Environments and Consumer Safety Branch 
Health Canada/Sante Environnementale et Securite des Consommateurs/Sante 
Canada 

From: 
To: 
Date: 

"Steve Chapman" <steve@isomerdesign.com> 
<OCS.Policy.and.Regulatory.Affairs@hc-sc.gc.ca> 
2011-03-29 11:17 PM 

Subject: Attn: Nathan Isotalo Re: Tapentadol proposal 

Hello Mr. Isotalo~ 

I would like to be added to the list of interested parties regarding the 
Tapentadol proposal. I also note the proposal employs the novel and unique 
construction~ "related analogues.» I would like to know what that means~ 
and if you are proposing to amend the CDSA to include said definition? 
Many thanks~ 
Steve Chapman 

11 I Til '--;]Iinllllll ~III; 1IIIIlm r II 
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Page(s) 001963 to\a 001964 

Is(Are) exempted pursuant to section(s) 

est(sont) exemptee(s) en vertu de(s)(I')article(s) 

20(1 )(b) 

of the Access to Information Act 

de la Loi sur I'acces a I'information 



Re: Fw: Record of Contact - Nucynta CR 
Kimby Barton to: Jocelyn Kula 
Cc: Tanja Kalajdzic 

2011-01-2512:55 PM 

• Response to MHPD's comments on the tapentadol RMP colour be submitted prior 
to product launch. 

My only other comments are: 

Kimby N. Barton, Interim Director, BCANS and that Tanja's last name is Kalajdzic. 

Thanks! 

Kimby 

Kimby N. Barton 
Interim Director!Directrice Interimaire 
Bureau of Cardiology, Allergy and Neurological Sciences/ Bureau de la cardiologie, des allergies et des 
sciences neurologiques 
Therapeutic Products Directorate!Direction des Produits Therapeutiques 
Tel. 613-954-6498 

Jocelyn Kula H guys, We would like to suggest a few edits to ... 

From: Jocelyn Kula!HC-SC/GC/CA 

2011-01-19 08:00:40 AM 

To: 
Cc: 

Kimby Barton/HC-SC/GC/CA@HWC, Tanja Kalajdzic/HC-SC/GC/CA@HWC 
Carmen Berube/HC-SC/GC/CA@HWC 

Date: 2011-01-1908:00 AM 
Fw: Record of Contact - CR 

Hi guys, 

We would like to suggest a few edits to the record of contact from our call with J-O on Jan 5, but wanted to 
run them by you for concurrence! to see if we have missed anything. Would really like to send back to J-O 
today, so if you can review quickly and get back to me, it would be much appreciated. 

Thanks in advance 
Jocelyn 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch! Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 
----- Forwarded by Jocelyn Kula/HC-SC/GC/CA on 2011-01-19 07:59 AM -----

From: Carmen Berube/HC-SC/GC/CA 
To: Jocelyn Kula/HC-SC/GC/CA@HWC 
Date: 2011-01-1812:22 PM 

Record of Contact - CR 

Here are the revisions in blue font. 
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[attachment "RECORD OF CONTACT launch of Nucynta CR 11Jan18.doc:" deleted by Kimby 
Barton/HC-SC/GC/CAj 

Carmen Berube 
Assistant to the Director I Adjointe a la Directrice 
Office of Controlled Substances I Bureau des substances contr61ees 
Controlled Substances and Tobacco Directorate (CSTD) I Direction des substances contr61ees et de la 
lutte au tabagisme (DSCL T) 
Health Canada I Sante Canada 
Tel.:lTel.: 613-952-2131 I FaxlTelec.: 613-946-4224 
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Re: Fw: Tapentadol Scheduling Under CDSA 
Jocelyn Kula to: Kimby Barton 2011-01-0603:17 PM 

, ,-------------------------------------------History: This message has been replied to. 

no, no, you can call in. I don't want to make you run around unnecessarily ..... it is just that sometimes it is 
helpful to have everyone in the same room. why don't you play it by ear and see how things go, ie." if 
your 1-2 ends on time, you can come here, or if not, you can call in? 

just send me an email tomorrow PM and let me know either way 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances contr61ees 
Healthy Environments and Consumer Safety Branch/ Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

KimbyBarton Question for you: I have meeting from 1 to 2 on ... 

From: 
To: 

Kimby Barton/HC-SC/GC/CA 
Jocelyn Kula/HC-SC/GC/CA@HWC 

2011-01-06 02:50:01 PM 

Cc: Lucye Galand/HC-SC/GC/CA@HWC, Denis ArsenauIVHC-SC/GC/CA@HWC, Nathan J 
Isotalo/HC-SC/GC/CA@HWC, Tanja Kalajdzic/HC-SC/GC/CA@HWC 

Date: 2011-01-06 02:50 PM 
Subject: Re: Fw: Tapentadol Scheduling Under CDSA 

Question for you: 

I have meeting from 1 to 2 on Tunney's Pasture that may well run slightly late. Do you prefer that I 1) 
come to you but am potentially slightly late or 2) call in? 

Please advise. 

Kimby 

Kimby N. Barton 
Interim Director/Directrice Interimaire 
Bureau of Cardiology, Allergy and Neurological Sciences/ Bureau de la cardiologie, des allergies et des 
sciences neurologiques 
Therapeutic Products Directorate/Direction des Produits Therapeutiques 
Tel. 613-954-6498 

Jocelyn Kula . great thanks. see you on Friday (well only Kimb ... 2011-01-0602:36:04 PM 

From: 
To: 
Cc: 

Date: 
Subject: 

Jocelyn Kula/HC-SC/GC/CA 
Lucye Galand/HC-SC/GC/CA@HWC 
Kimby Barton/HC-SC/GC/CA@HWC, Denis ArsenauIVHC-SC/GC/CA@HWC, Nathan J 
Isotalo/HC-SC/GC/CA@HWC, Tanja Kalajdzic/HC-SC/GC/CA@HWC 
2011-01-0602:36 PM 
Re: Fw: Tapentadol Scheduling Under CDSA ----

great thanks. see you on Friday (well only Kimby, I know Tanja will be on the phone) 
Tanja, please use the dial-in information below as Janssen-Ortho has set up the call ..... 

11 1 
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Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch/ Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

agree with Kimby on both points... Lucye Galand 2011-01-0601 :24:24 PM 

From: Lucye Galand/HC-SC/GC/CA 
To: Kimby Barton/HC-SC/GC/CA@HWC 
Cc: Jocelyn Kula/HC-SC/GC/CA@HWC, Denis ArsenaultlHC-SC/GC/CA@HWC, Nathan J 

Isotalo/HC-SC/GC/CA@HWC, Tanja Kalajdzic/HC-SC/GC/CA@HWC 
Date: 2011-01-06 01 :24 PM 
Subject: Re: Fw: Tapentadol Scheduling Under CDSA 
------,~~. ~"""""""""~,.'"., .... """"'''..,-.--""""''''''. 

I agree with Kimby on both pOints ... 

Lucye Galand 
Manager/Gestionnaire 
Scientific Assessment Unit # 1/Section scientifique 1 
Marketed Pharmaceuticals and Medical Devices Bureau/Bureau des produits pharmaceutiques et 
materiels medicaux commercialises 
Marketed Health Products Directorate/Direction des produits de sante commercialises 
TellTel: 613-946-1139 
FaxITelecopieur: 613-952-6011 
Internet address/Courriel: Lucye_Galand@hc-sc.gc.ca 

Kimby Barton If we think there is a chance it won't be schedule ... 

From: 
To: 

Kimby Barton/HC-SC/GC/CA 
Jocelyn Kula/HC-SC/GC/CA@HWC 

2011-01-0601:21:12 PM 

Cc: Denis ArsenaultlHC-SC/GC/CA@HWC, Lucye Galand/HC-SC/GC/CA@HWC, Nathan J 
Isotalo/HC-SC/GC/CA@HWC, Tanja Kalajdzic/HC-SC/GC/CA@HWC 

Date: 2011-01-0601 :21 PM 
Subject: Re: Fw: Tapentadol Scheduling Under CDSA 

------~----"--~--~------~------.--------------~ 

If we think there is a chance it won't be scheduled until the end of the year, I think we should ask them if 
they have plans for increased surveillance at least during the interim. Can also do the FYI point that 
MHPD will be in touch re: the RMP. 

Thanks! 

Kimby 

Kimby N. Barton 
Interim Director/Directrice Interimaire 
Bureau of Cardiology, Allergy and Neurological Sciencesl Bureau de la cardiologie, des allergies et des 
sciences neurologiques 
Therapeutic Products Directorate/Direction des Produits TMrapeutiques 
Tel. 613-954-6498 

~I i ~ I r-lIIIlnnf'f'1I'I1III1II' 
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Jocelyn Kula FYI Impact in terms of recommended approach f... 2011-01-06 10:22:25 AM 

mn I 
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Information Update - Description has changed: Tapentadol- Next 
Steps 
2011-01-05 Wed 3:30 PM - 4:30 
PM 
Attendance is required for Kimby Barton 

Chair: Jocelyn Kula/HC-SC/GC/CA 
Sent By: Carmen Berube/HC-SC/GC/CA 
Location: 123 Slater Street, 3rd Floor, A-305 

Jocelyi'l Kula has sent updated information; descriptioh'haschanged 
6 Kimby, I have added the teleconf. info into the invite. Carmen 

.. ,.,\ .. .. 

Required: 
Kimby Barton/HC-SC/GC/CA@HWC, Denis ArsenaultlHC-SC/GC/CA@HWC, Lucye 
Galand/HC-SC/GC/CA@HWC, Tanja Kalajdzic/HC-SC/GC/CA@HWC, Nathan J 
Isotalo/HC-SC/GC/CA@HWC, Cathy Petersen/HC-SC/GC/CA@HWC 

Optional: 
Carmen Berube/HC-SC/GC/CA@HWC, Annette AlvarezlHC-SC/GC/CA@HWC, Eleanor 
Paquette/HC-SC/GC/CA@HWC 

r:5'~¢rl~ti~nj 
Local Dial in number / Numero de tel. local: 
Toll free Dial in number / Numero de tel. sans frais: 
Enter the conference no.: / Entrer no. de conference: 

du:# 

Hi all, 

The purpose of this meeting is three-fold: 

followed by: / suivit 

-to update HPFB colleagues re our timeline for scheduling tapentadol under the CDSA; 
-to get an update from MHPD re their review of the risk management plan for tapentadol, and 
-to discuss "other measures" Janssen-Ortho/ Health Canada could take to reduce the potential for abuse 
of tapentadol between product approval! launch and when CDSA scheduling takes effect. .... in fact, 
Janssen Ortho has already asked for a teleconference about this on January 7, and so you will all be 
receiving a 2nd invite for the purposes of participating in that call. 

Carmen will be booking a meeting room here at 123 Slater, but we can also arrange a dial in number as 
needed. 

Please let me know if there are other topics you would like to discuss. More formal agenda to follow. 

Jocelyn 

001970 
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Re: Tapentadol- Next Steps 
Jocelyn Kula to: Tanja Kalajdzic 

Cathy Petersen, Denis Arsenault, Kimby Barton, Lucye Galand, 
Cc: Nathan J Isotalo, Annette Alvarez, Carmen Berube, Eleanor 

Paquette 

2011-01-0510:27 AM 

Thanks Tanja, and I think we can make do without your presence today. Will let you know if we have any 
questions about the RMP assessment. 
Jocelyn 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances controlees 
Healthy Environments and Consumer Safety Branch/ Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 

Tanja Kalajdzic Hi Jocelyn, Unfortunately, I will not be able toatL 

From: 
To: 

Tanja Kalajdzic/HC-SC/GC/CA 
Jocelyn Kula/HC-SC/GC/CA@HWC 

2011-01-0409:10:23 PM 

Cc: Cathy Petersen/HC-SC/GC/CA@HWC, Denis ArsenaultlHC-SC/GC/CA@HWC, Kimby 
Barton/HC-SC/GC/CA@HWC, Lucye Galand/HC-SC/GC/CA@HWC, Nathan J 
Isotalo/HC-SC/GC/CA@HWC, Annette Alvarez/HC-SC/GC/CA@HWC, Carmen 
Berube/HC-SC/GC/CA@HWC, Eleanor Paquette/HC-SC/GC/CA@HWC 

Date: 2011-01-0409:10 PM 
Subject: Re: Tapentadol- Next Steps 
-...;....------~---. 

Hi Jocelyn, 

Unfortunately, I will not be able to attend this meeting. I am off tomorrow 

Lucye may not be able to attend either 
The RMP for tampentadol has been finalised and no major deficiencies have been identified. The memo 
with major findings has been sent to TPD on Dec 07,2010, so I am hoping they can speak more to it. 
For your convenience, I have attached below both the approved RMP review and the memo sent to TPD. 

[attachment "Memo app.Dec 07.wpd.wpd" deleted by Jocelyn Kula/HC-SC/GC/CA] [attachment "Nucynta_ 
RMP _app 201 0-11-26.wpd" deleted by Jocelyn Kula/HC-SC/GC/CA] 

I hope this helps. My apology for the inconvenience. 

PS:I should be fine for the Friday meeting (as long as I can attend via phone as earlier noted). 

Tanja Kalajdzic 
Scientific Evaluator 
Scientific section 1 
Marketed Pharmaceuticals and Medical Devices Bureau 
Marketed Health Products Directorate 
Health Canada 
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J()(;elyn Kula Hi all, In preparation for our ITleeting tomorrow, ... 2011-61~64 06:20:18 PM 

From: Jocelyn Kula/HC-SC/GC/CA 
To: Cathy Petersen/HC-SC/GC/CA@HWC, Denis ArsenaultlHC-SC/GC/CA@HWC, Kimby 

Barton/HC-SC/GC/CA@HWC, Lucye Galand/HC-SC/GC/CA@HWC, Nathan J 
Isotalo/HC-SC/GC/CA@HWC, Tanja Kalajdzic/HC-SC/GC/CA@HWC 

Cc: Annette AlvarezlHC-SC/GC/CA@HWC, Carmen Berube/HC-SC/GC/CA@HWC, Eleanor 
Paquette/HC-SC/GC/CA@HWC 

Date: 2011-01-0406:20 PM 
Subject: Tapentadol- Next Steps --"------
Hi all, 

In preparation for our meeting tomorrow, here is where I am at in terms of a proposed agenda: 

1. Intelligence on Product Launch Date (Kimby) 
2. Status of Review of Post-Market Risk Management Strategy (Lucye/ Tanja) 
3. Status of Scheduling Assessment! Reg Process to Schedule (Jocelyn) 
4. Discussion on Other Measures to Prevent Abuse/ Diversion, e.g., notification to PIT Colleges of 
Pharmacy/ Medicine, additional information for consumers, others?? 
5. Approach for Call with Janssen-Ortho (Friday Jan 7) 

If there are items you would like to discuss, please feel free to raise at the beginning of the meeting. 

Also, please advise Carmen Berube if you will be calling in, so that we can circulate appropriate dial-in 
information. 

Lastly, Kimby, can you please share a copy of the approved PM for NuCynta? 

Thanks 
Jocelyn 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances contr61ees 
Healthy Environments and Consumer Safety Branch/ Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 
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Re: Tapentadol- Next Steps 
Jocelyn Kula to: Kimby Barton 

'~'~'~~'~~'-'~"~"~-"~~'-"~--"'~~-""'~',"~,~,~~~ 

No worries Kimby. We all have our moments trust me! 

Thx for this, will share with my team .. 

Teleconf info to follow. 

Jk 
Sent by blackberry 

Jocelyn Kula 
AI Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances contr611ees 

Kimby Barton 

----- Original Message ----
From: Kimby Barton 
Sent: 2011-01-05 09:10 AM EST 
To: Jocelyn Kula 
Subject: Re: Tapentadol- Next Steps 

2011-01-0509:11 AM 

In an attempt to redeem myself in your eyes, please find attached the electronic version of the finalized 
Product Monograph for Nucynta. Sorry again that I'm such an idiot! 

Kimby 

[attachment "Nucynta CR.apm.doc" deleted by Jocelyn Kula/HC-SC/GC/CA] 

Kimby N. Barton 
Interim Director/Directrice Interimaire 
Bureau of Cardiology, Allergy and Neurological Sciences/ Bureau de la cardiologie, des allergies et des 
sciences neurologiques 
Therapeutic Products Directorate/Direction des Produits Therapeutiques 
Tel. 613-954-6498 
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Re: Tapentadol- Next Steps 
Jocelyn Kula to: Kimby Barton 2011-01-0508:54 AM 

History: message has been replied to. 

So just resent invite; I think confusion may be because we ha difficulty locking in time for Friday and so 
maybe your assistant accepted but it didn't get in calendar?? 

Let me know if it is easier to call in. 

JK 
Sent by blackberry 

Jocelyn Kula 
N Director/ Directrice par interim 
Office of Controlled Substances/ Bureau des substances controllees 

Kimby Barton 

----- Original Message ----
From: Kimby Barton 
Sent: 2011-01-05 08:48 AM EST 
To: Jocelyn Kula 
Subject: Re: Tapentadol- Next Steps 

I definitely don't have an email from you for yesterday. What time is meeting? My schedule isn't that bad 
so I can probably make it. Just let me know when and where or dial in number. 

Thanks! 

Kimby 

P.S. I'll also ask Cathy for intelligence on launch date, as I have no idea! 

Kimby N. Barton 
Interim DirectorfDirectrice Interimaire 
Bureau of Cardiology, Allergy and Neurological Sciences/ Bureau de la cardiologie, des allergies et des 
sciences neurologiques 
Therapeutic Products Directorate/Direction des Produits Therapeutiques 
Tel. 613-954-6498 

Jocelyn Kula Crap- my email yesterday was sent to all invitee ... 

From: Jocelyn Kula/HC-SC/GC/CA 
To: Kimby Barton/HC-SC/GC/CA@HWC 
Date: 2011-01-0508:27 AM 
Subject: Re: Tapentadol- Next Steps 
--~-----------

2011-01-0508:27:20 AM 

Crap- my email yesterday was sent to all invitees so you are definitely on the list. Can you dial in? Just 
that I think we really need a prep before the call with J-O as I can't carry this alone. 

JK 
Sent by blackberry 

Jocelyn Kula 
N Director/ Directrice par interim 

"I!I'f" , ''''''''"'''1"'' ""'~'~""""'rT"'U'lr'nlr"lrlIITll' 
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Office of Controlled Substances/ Bureau des substances contr611ees 

Kimby Barton 

----- Original Message ----
From: Kimby Barton 
Sent: 2011-01-05 08:12 AM EST 
To: Jocelyn Kula 
Subject: Re: Tapentadol- Next Steps 

Jocelyn, 
I don't have tomorrow's meeting in my calendar. I have friday's meeting only. Did I get an invite and maybe 
I was away and didn't accept? Kimby 

Jocelyn Kula 

----- Original Message ----
From: Jocelyn Kula 
Sent: 2011-01-04 06:20 PM EST 
To: Cathy Peterseni Denis Arsenaulti Kimby Bartoni Lucye Galandi Nathan J 

Isotaloi Tanja Kalajdzic 
Cc: Annette Alvarezi Carmen Berubei Eleanor Paquette 
Subject: Tapentadol- Next Steps 

Hi all, 

In preparation for our meeting tomorrow, here is where I am at in terms of a proposed agenda: 

1. Intelligence on Product Launch Date (Kimby) 
2. Status of Review of Post-Market Risk Management Strategy (Lucye! Tanja) 
3. Status of Scheduling Assessment! Reg Process to Schedule (Jocelyn) 
4. Discussion on Other Measures to Prevent Abuse/ Diversion, e.g., notification to PIT Colleges of 
Pharmacy! Medicine, additional information for consumers, others?? 
5. Approach for Call with Janssen-Ortho (Friday Jan 7) 

If there are items you would like to discuss, please feel free to raise at the beginning of the meeting. 

Also, please advise Carmen Berube if you will be calling in, so that we can circulate appropriate dial-in 
information. 

Lastly, Kimby, can you please share a copy of the approved PM for NuCynta? 

Thanks 
Jocelyn 

Jocelyn Kula 
Acting Director/ Directrice par interim 
Office of Controlled Substances! Bureau des substances contr61ees 
Healthy Environments and Consumer Safety Branch/ Direction generale de la sante environnementale et 
de la securite des consommateurs 
Health Canada/ Sante Canada 
Tel: (613) 952-2177 Fax: (613) 946-4224 
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Information Update - Location has changed: Tapentadol- Next Steps 
2011-01-05 Wed 3:30 PM - 4:30 
PM 
Attendance is required for Kimby Barton 

Chair: Jocelyn Kula/HC-SC/GC/CA 
Sent By: Carmen Berube/HC-SC/GC/CA 
Location: 123 Slater Street, 3rd Floor, A-305 

Joce~n Kula has sent updated information; location has changed 

Required: 

Optional: 

Hi all, 

Cathy Petersen/HC-SC/GC/CA@HWC, Denis ArsenaultlHC-SC/GC/CA@HWC, Kimby 
Barton/HC-SC/GC/CA@HWC, Lucye Galand/HC-SC/GC/CA@HWC, Nathan J 
Isotalo/HC-SC/GC/CA@HWC, Tanja Kalajdzic/HC-SC/GC/CA@HWC 

Annette AlvarezlHC-SC/GC/CA@HWC, Carmen Berube/HC-SC/GC/CA@HWC, Eleanor 
Paquette/HC-SC/GC/CA@HWC 

The purpose of this meeting is three-fold: 
-to update HPFB colleagues re our timeline for scheduling tapentadol under the CDSA; 
-to get an update from MHPD re their review of the risk management plan for tapentadol, and 
-to discuss "other measures" Janssen-Orthol Health Canada could take to reduce the potential for abuse of 
tapentadol between product approval/launch and when CDSA scheduling takes effect... . .in fact, Janssen Ortho 
has already asked for a teleconference about this on January 7, and so you will all be receiving a 2nd invite for the 
purposes of participating in that call. 

Carmen will be booking a meeting room here at 123 Slater, but we can also arrange a dial in number as needed. 

Please let me know if there are other topics you would like to discuss. More formal agenda to follow. 

Jocelyn 
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i JANSSEN-ORTHO 

VIA COURIER 

March 17,2010 

Ms. Cathy A Sabiston 
Director General, 
Controlled Substances and Tobacco Directorate 
HECSB, Health Canada 

123 Slater Street 
Ottawa, Ontario KIA OK9 

Ms. Diane Allan 

Director, Office of Controlled Substances 

Controlled Substances and Tobacco Directorate 

HECSB, Health Canada 

123 Slater Street 

Ottawa, Ontario KIA OK9 

Subject: 

Dear Ms. Sabiston and Ms. Allan: 
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JANSSEN-ORTHO INC. 

B 19 GREEN BELT DRIVE 
TORONTO, ONTARIO. 

CANADA M3C 1L9 

00 www.janssen-ortho.com 

g;t 416.449-9444 
~ 416.449-7092 
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iI. ,rts, exports, engages in research or 
conducts instructional activities with 
lacosamide, or who desires to 
manufacture, distribute, dispense, 
import, export, engage in instructional 
activities or conduct research with 
lacosamide, must be registered to 
conduct such activities in accordance 
with Part 1301 of Title 21 of the Code 
of Federal Regulations (CFR). Any 
person who is currently engaged in any 
of the above activities and is not 
registered with DEA must submit an 
application for registration on or before 
JUne 22, 2009 and may continue their 
activities until the DEA has approved or 
denied the application. 

Security. Lacosamide is subject to 
schedule III-V security requirements 
and must be manufactured, distributed, 
and stored in accordance with 
§§ 1301.71, 1301.72(b), (c), and (d), 
1301.73,1301.74, 1301.75(b) and (c), 
1301.76, and 1301.77 of Title 21 of the 
CFR on and after June 22, 2009. 

Labeling and Packaging. All labels 
and labeling for commercial containers 
of lacosamide which are distributed on 
or after June 22, 2009 must comply with 
requirements of §§ 1302.03-1302.07 of 
Title 21 of the Code of Federal 
Regulations. 

Inventory. Every registrant required to 
keep records and who possesses any 
quantity of lacosamide must keep an 
inventory of all stocks oflacosamide on 
hand pursuant to §§ 1304.03, 1304.04 
and 1304.11 of Title 21 of the CFR on 
or after June 22, 2009. Every registrant 
who desires registration in schedule V 
. for lacosamide must conduct an 
inventory of all stocks of the substance 
on hand at the time of registration. 

Records. All registrants must keep 
records pursuant to §§ 1304.03, 1304.04, 
1304.21,1304.22, and 1304.23 of Title 
21 of the Code of Federal Regulations on 
or after June 22, 2009. 

Prescriptions. All prescriptions for 
lacosamide pharmaceutical products 
must be issued pursuant to 21 CFR 
1306.03-1306.06 and 1306.21,1306.23-
1306.27 on or after June 22, 2009. 

Importation and Exportation. All 
importation' and exportation of 
lacosamide must be in compliance with 
part 1312 of Title 21 of the CFR on Or 
after June 22, 2009. 

Criminal Liability. Any activity with 
lacosamide not authorized by, or in 
violation of, the CSA or the Controlled 
Substances Import and Export Act 
occurring on or after June 22, 2009 shall 
be unlawful. 

Regulatory Certifications 

Executive Order 12866 
In accordance with the provisions of 

the CSA (21 U.S.C. 811(a)), this action 

is a formal rulemaking "on the record 
after opportunity for a hearing." Such 
proceedings are conducted pursuant to 
the provisions of 5 U.S.C. 556 and 557 
and, as such, are exempt from review by 
the Office of Management and Budget 
pursuant to Executive Order 12866, 
§ 3(d)(1). 

Regulatory Flexibility Act 

The Deputy Administrator, in 
accordance. with the Regulatory 
Flexibility Act (5 U.S.C. 601-612), has 
reviewed this final rule and by 
approving it certifies that it will not 
have a significant economiC impact on 
a substantial number of small entities. 
Lacosamide pharmaceutical products 
will be prescription drugs used for the 
treatment of partial-onset seizures. 
Handlers of lacosamide often handle 
other controlled substances used in the 
treatment of central nervous system 
disorders which are already subject to 
the regulatory requirements of the CSA. 

ExecutiVe Order 12988 

This regulation meets the applicable 
standards set forth in §§ 3(a) and 3(b)(2) 
of Executive Order 12988, Civil Justice 
Reform. 

Executive Order 13132 

This rulemaking does not preempt or 
modify any provision of State law; nor 
does it impose enforcement 
responsibilities on any state; nor does it 
diminish the power of any state to 
enforce its own laws. Accordingly, this 
rulemaking does not have federalism 
implications warranting the application, 
of Executive Order 13132. 

Unfunded Mandates Reform Act of 1995 

This rule will not result in the 
expenditure by state, local and tribal 
governments, in the aggregate, or by the 
private sector, of $120,000,000 or more 
(adjusted for inflation) in anyone year, 
and will not significantly or uniquely 
affect small governments. Therefore, no 
actions were deemed necessary under 
provisions of the Unfunded Mandates 
Reform Act of 1995. 

Congressional Review Act 

This rule is not a major rule as 
defined by § 804 of the Small Business 
Regulatory Enforcement Fairness Act of 
1996 (Congressional Review Act). This 
rule will not result in an annual effect 
on the economy of $100,000,000 or 
more; a major increase in costs or prices: 
or significant adverse effects on 
competition, employment, investment, 
productivity, innovation, or on the 
ability of United States-based 
companies to compete with foreign 

based companies in domestic and 
export markets. 

List of Subtects in 21 CFR Part 1308 

Administrative practice and 
procedure, Drug traffic control, 
Narcotics, Prescription drugs. 
• Under the authority vested in the 
'Attorney General by section 201(a) of 
the CSA (21 U.S.C. 8I1(a)), and 
delegated to the Administrator of DEA 
by Department of Justice regulations (28 
CFR 0.100), and redelegated to the 
Deputy Administrator pursuant to Title 
28, Part 0, Appendix to Subpart R, 
Section 12, the Deputy Administrator 
hereby amends 21 CFR part 1308 as 
follows: 

PART 130B-SCHEDULES OF 
CONTROLLED SUBSTANCES 

.1. The authority citation for 21 CFR 
part 1308 co:ntinues to read as follows: 

Authority: 21 U.S.C. 811, 812, 871(b) 
unless otherwise noted. 

• 2. Section 1308.15 is amended by 
revising paragraph (e)(l) and adding a 
new paragraph (e)(2) to read as follows: 

§1308.15 ScheduleV. 

* * * * * 
(e) * '!' * 
(1) Lacosamide [(R)-2-acetoamido-N

benzyl-3-methoxy-propionamidel-2 746 
(2) Pregabalin [(S):3-(aminomethyl)-5-

methylhexanoic acidl-2782 
Dated: May 12, 2009. 

Michele M. Leonhart, 
Deputy Administrator. 
[FR Doc. E9-11927 Filed 5-20-09; 8:45 am] 
BILLING CODE 4410-o9-P 

. DEPARTMENT OF JUSTICE 

Drug Enforcement Administration 

21 CFR Part 1308 

,[Docket No. DEA-319F] 

Schedules of Controlled Substances: 
Placement of Tapentadol Into Schedule 

" AGENCY: Drug Enforcement 
Administration, Department of Justice. 
ACTION: Final rule. 

SUMMARY: With the issuance of this final 
rule, the Deputy Administrator of the 
Drug Enforcement Administration 
(DEA) places the substance tapentadol, 
including its isomers, esters, ethers, 
salts and salts of isomers, esters and 
ethers whenever the existence of such 
isomers, esters, ethers, and salts is 
possible, into schedule II of the 
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C :oUed Substances Act (CSA). As a 
result ofthis rule, the regulatory 
controls and criminal sanctions of 
schedule II will be applicable to the 
manufacture, distribution, dispensing, 
importation, and exportation of 
tapentadol and products containing 
tapentadol. 
DATES: Effective Date: June 22, 2009. 
FOR FURTHER INFORMATION CONTACT: 
Christine A. Sannerud, PhD, Chief, D:mg 
and Chemical Evaluation Section, Office 
of Diversion Control, Drug Enforcement 
Administration, 8701 Morrissette Drive, 
Springfield, Virginia 22152, Telephone: 
(202) 307-7183. 
SUPPLEMENTARY INFORMATION: 

Background 
On November 20, 2008, the Food and 

Drug Administration (FDA) approved 
tapentadol for marketing in the United 
States as a prescription drug product for 
the treatment of moderate-to-severe 
acute pain. Tapentadol is a new 
molecular entity with centrally-acting 
analgesic properties. 

Tapentadol has dual modes of action, 
namely mu ().l) opiflid receptor agonistic 
action and inhibition of reuptake of 
norepinephrine at the norepinephrine 
transporter. The chemical name of its 
monohydrochloride salt form is 3-
[(1R,2R)-3-(dimethylamino)-1-ethyl-2-
methylpropylJphenol hydrochloride. 
Tapentadol shares substantial . 
pharmacological effects and abuse 
potential with other schedule II opioid 
analgesics, e.g., morphine, oxycodone, 
and hydromorphone. . 

Since tapentadol is a new molecular 
entity, there has been no evidence of 
diversion, abuse, or law enforcement 
encounters involving the drug. 

On November 13, 2008, the Assistant 
Secretary for Health, Department of 
Health and Human Services (DHHS), 
sent the Deputy Administrator of DEA a 
scientific and medical evaluation and a 
letter recommending that tapentadol be 
placed into schedule II of the CSA. 
Enclosed with the November 13,2008, 
letter was a document prepared by the 
Food and Drug Administration (FDA) 
entitled, "Basis for the Recommendation 
for Control of Tapentadol in Schedule II 
of the Controlled Substances Act." The 
document contained a review of the 
factors which the CSA requires the 
Secretary to consider (21 U.S.C. 811(b)). 

After a review of the available data, 
including the scientific and medical 
evaluation and the scheduling 
recommendation from DHHS, the 
Deputy Administrator of the DEA 
published a Notice of Proposed 
Rulemaking entitled "Schedules of 
Controlled Substances: Placement of 

Tapentadol into Schedule II" on 
February 17,2009 (74 FR 7386), which 
proposed placement of tapentadol into 
schedule II of the CSA. The proposed 
rule provided an opportunity for all 
interested persons to submit their 
written comments on or before March 
19,2009. 

Comments Received 
The DEA received three comments in 

response to the Notice of Proposed 
Rulemaking. One comment was from a 
consulting firm, one comment was from 
a concerned citizen, and the last 
comment was from a company which 
does research and development on 
pharmaceutical drugs. 

The first commenter recommended 
that the DEA expedite the issuance and 
effective date of the Final Rule placing 
tapentadol in schedule II. The 
commenter stated that tapentadol will 
provide a safe and effective substitute 
for other schedule II analgesics and that 
the conditions of public health 
necessitate and justify this request. In 
response, DEA believes that providing 
30 days for this rule to become effective 
is both expeditious and sufficient to 
allow handlers to apply for registration 
with DEA and to comply with the 
regulatory requirements for handling 
schedule II controlled substances. 

A second commenter stated that since 
tapentadol induces effects similar to 
oxycodone and morphine, both 
schedule II substances, then it should be 
placed in schedule II of the Controlled 
Substances Act based on tapimtadol's 
abuse potential. Thus, the commenter 
agreed with DHHS' recommendation 
and the action proposed by DEA. No 
response from DEA is necessary to this 
comment because it is consistent with 
the DEA's final action. 

The third commenter had four 
questions/comments regarding the 
implementation of this Final Rule. Each 
question/comment is addressed below. 

The commenter requested that DEA 
registrants be allowed enough time to 
make the changes needed to carry out 
handling tapentadol as a schedule II 
substance, as dictated in 21 CFR 
1301.51, 1301.71, and 1304.04. In 
response to this comment, the effective 
date of the Final Rule placing 
tapentadol in schedule II of the 
Controlled Substances Act will be thirty 
(30) days from the date of publication of 
the Final Rule, thus allowing ample 
time for those that wish to handle 
tapentadol to meet DEA regulatory 
requirements for handling schedule II 
substances. It has been DEA's 
experience that this is sufficient time to 
meet the regulatory requirements 
provided below. 

The commenter asked if quantities of 
tapentadol held by a DEA registrant 
would have to be reported once the 
scheduling of tapentadol as a schedule 
II substance was finalized. In response, 
the reporting and recordkeeping 
requirements for handling schedule II 
substances can be found in 21 CFR part 
1304. Specifically, 21 CFR 1304.11(b) 
states that "Every person required to 
keep records shall take an inventory of 
all stocks of controlled substances on 
hand on the date he/she first engages in 
the manufacture, distribution, or 
dispensing ofcontiolled substances 
* * *" In order for a manufacturer to 
handle a schedule II substance, a 
manufacturing or procurement quota 
has to be requested in accordance with 
the requirements of 21 U.S.C. 826(c) and 
21 CFR part 1303. The manufacturer's 
inventory of the substance is used, in 
part, to determine the manufacturer's 
quota. 

The commenter asked about the 
process for adding the· CSA drug code 
for tapentadol to their registration. In 
response, the regulatory process 
required to obtain a DEA registration is 
outlined generally in 21 CFR 1301.11 
through 1301.19, and the process 
required to modify an existing DEA 
registration is outlined in 21 CFR 
1301.51. Information relating to 
registration may be found on the 
Internet, http:// 
www.DEAdiversion.usdoj.gov, or by 
contacting DEA's Registration Call 
Center, toll free at 1-800-882-9539. 

Finally, the commenter inquired 
about the process for establishing an 
NDC number for tapentadol with the 
Automation of Reports and 
Consolidated Orders System (ARCOS). 
National Drug Code (NDC) numbers are 
assigned by the Food. and Drug 
Administration (FDA) in conjunction 
with registration and drug listing 
requirements of the Federal Food, Drug, 
and Cosmetic Act. Accordingly, a 
person manufacturing a product 
containing tapentadol must obtain an 
NDC number from FDA in accordance 
with 21 CFR 207.35. Once the drug code 
for tapentadol is added to an existing 
manufacturer's registration or a new 
registration is issued to an applicant, 
then that DEA-registered manufacturer 
must provide the DEA's ARCOS Unit 
with its established NDC number for 
their product containing tapentadol. 
Once that information is obtained, it can 
be used to report ARCOS reportable 
transactions pursuant to 21 CFR 
1304.33. 

Scheduling of Tapentadol 
Based on the recommendation of the 

Assistant Secretary for Health, received 
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h .::ordance with § 201(b) of the Act 
(21 U.S.C. 811(b)), and the independent 
review of the available data by DEA, and 
after a review of the comments received 
in response to the Notice of Proposed 
Rulemaking, the Deputy Administrator 
of DEA, pursuant to §§ 201(a) and 201(b) 
of the Act (21 U.S.C. 811(a) and 811(b)), 
finds that: 

(1) Tapentadol has a high potential for 
abuse; 

(2) Tapentadol has a currently· 
accepted medical use in treatment in the 
United States; and 

(3) Abuse of tapentadol may lead to 
severe psychological or physical 
dependence. 

Based on these findings, the Deputy 
Administrator of DEA concludes that 
tapentadol, including its isomers, esters, 
ethers, salts and salts of isomers, esters 
and ethers whenever the existence of 
such isomers, esters, ethers, and salts is 
possible, warrants control in schedule II 
of the CSA (21 U.S.c. 812(b)(2)). 

Requirements for Handling Tapentadol 
Registration. Any person who 

manufactures, distributes, dispenses, 
imports, exports, engages in research or 
conducts instructional activities with 
tapentadol, or who desires to 
manufacture, distribute, dispense, 
import, export, engage in instructional 
activities or conduct research with 
tapentadol, must be registered to 
conduct such activities in accordance 
with part 1301 of Title 21 of the Code 
of Federal Regulations. Any person who 
is currently engaged in any of the above 
activities and is not registered with DEA 
must submit an application for 
registration on or before June 22, 2009 
and may q::mtinue their activities until 
DEA has approved or denied·that 
application. 

Security. Tapentadol is subject to 
schedule II security requirements and 
must be manufactured, distributed, and 
stored in accordance with §§ 1301.71, 
1301.72(a), (c), and (d), 1301.73, 
1301.74, 1301.75(b) and (c), 1301.76 and 
1301.77 of Title 21 of the Code of 
Federal Regulations on or after June 22, 
2009. 

Labeling and Packaging. All labels 
and labeling for commercial containers 
of tapentadol must comply with 

. requirements of §§ 1302.03 through 
1302.07 of Title 21'ofthe Code of 
Federal Regulations on or after June 22, 
2009. 

Quotas. Quotas for tapentadol must be 
established pursuant to part 1303 of 
Title 21 of the Code of Federal 
Regulations. 

Inventory. Every registrant required to 
keep records and who possesses any 
quantity of tapentadol must keep an 

inventory of all stocks of tapentadol on 
hand pursuant to §§ 1304.03,1304.04 
and 1304.11 of Title 21 of the Code of· 
Federal Regulations on or after June 22, 
2009. Every registrant who desires 
registration in schedule II for tapentadol 
must conduct an inventory of all stocks 
of fue substance on hand at the time of 
registration. 

Records. All registrants must keep 
records pursuant to §§ 1304.03, 1304.04, 
1304.21,1304.22, and 1304.23 of Title 
21 of the Code of Federal Regulations on 
or after June 22, 2009. 

Reports. All registrants required to 
submit reports to the Automation of 
Reports and Consolidated Order System 
(ARCOS) in accordance with § 1304.33 
of Title 21 of the Code of Federal 
Regulations must do so for tapentadol. 

Orders for Tapentadol. All registrants 
involved in the distribution of 
tapentadol must comply with the order 
form requirements of part 1305 of Title 
21 ofthe Code of Federal Regulations on 
or after June 22, 2009. . 

Prescriptions. All prescriptions for 
tapentadol or prescriptions for products 
containing tapentadol must be issued 
pursuant to §§ 1306.03 through 1306.06 
and 1306.11 through 1306.15 of Title 21 
of the Code of Federal Regulations on 
and after June 22, 2009. 

Importation and Exportation. All 
importation and exportation of 
tapentadol must be in compliance with 
part 1312 of Title 21 of the Code of 
Federal Regulations on or after June 22, 
2009. . 

Criminal Liability. Any activity with 
tapentadol not authorized by, or in 
violation of, the CSA or the Controlled 
Substances Import and Export Act shall 
be unlawful on or after June 22, 2009. 

Regulatory Certifications 

Executive Order 12866 

In accordance with the provisions of 
the CSA (21 U.S.C. 811(a)), this action 
is a formal rulemaking "on the record 
after opportunity for a hearing." Such 
proceedings are conducted pursuant to 
the provisions of 5 U.S.C. 556 and 557 
and, as such, are exempt from review by 
the Office of Management and Budget 
pursuant to Executive Order 12866, 
section 3(d)(1). 

Regulatory Flexibility Act 

The Deputy Administrator, in 
accordance with the Regulatory 
Flexibility Act (5 U.S.c. 601-612), has 
reviewed this final rule and by 
approving it certifies that it will not 
have a significant economic impact on 
a substantial number of small entities. 
Tapentadol products will be 
prescription drugs used for the 

treatment of moderate-to-severe acute 
pain. Handlers of tapentadol also handle 
other controlled substances used to treat 
pain which are already subject to the 
regulatory requirements of the CSA. 

Executive Order 12988 

This regulation meets the applicable 
standards set forth in Sections 3(a) and 
3(b)(2) of Executive Order 12988 Civil 
Justice Reform. 

Executive Order 13132 

This rulemaking does not preempt or 
modify any provision of State law; nor 
does it impose enforcement 
responsibilities on any State; nor does it 
diminish the power of any State to 
enforce its own laws. Accordingly, this 
rulemaking does not have federalism 
implications warranting the application 
of Executive Order 13132. 

Unfunded Mandates Reform Act of 1995 

This rule will not result in the 
expenditure by State, local and Tribal 
governments, in the aggregate, or by the 
private sector, of $120,000,000 or more 
(adjusted for inflation) in anyone year, 
and will not significantly or uniquely 
affect small governments. Therefore, no 
actions were deemed necessary under 
provisions of the Unfunded Mandates 
Reform Act of 1995. 

Congressional Review Act 

This rule is not a major rule as 
defined by section 804 of the Small 
Business Regulatory Enforcement 
Fairness Act of 1996 (Congressional 
Review Act). This rule will not result in 
an annual effect on the economy of 
$100,000,000 or more; a major increase 
in costs or prices; or significant adverse 
effects on competition, employment, 
investment, productivity, innovation, or 
on the ability of United States-based 
companies to compete with foreign 
based companies in domestic and 
export markets. 

List of Subjects in 21 CFR Part 1308 

Administrative practice and 
procedure, Drug traffic control, 
Narcotics, Prescription drugs. 

• Under the authority vested in the 
Attorney General by section 201(a) of 
the CSA (21 U.S.C. 811(a)), and 
delegated to the Administrator of DEA 
by Department of Justice regulations (28 
CFR 0.100), and redelegated to the 
Deputy Administrator pursuant to Title 
28, Part 0, Appendix to Subpart R, 
Section 12, the Deputy Administrator 
hereby amends 21 CFR part 1308 as 
follows: 

002010 



Federal Register/Vol. 74, No. 97/Thursday, May 21, 2009/Rules and Regulations 23793 

1 .r 1308-SCHEDULES OF 
CONTROLLED SUBSTANCES 

• 1. The authority citation for part 1308 
continues to read as follows: 

Authority: 21 U.S.C. 811, 812, 871(b), 
unless otherwise noted. 

• 2. Section 1308.12 is amended in the 
table by adding a new paragraph (c)(28) 
to read as follows: 

§130S.12 Schedule II. 

* * * * * 

Floor, Room W12-140, 1200 New Jersey 
Avenue, SE., Washington, DC 20590, 
between 9 a.m. and 5 p.m., Monday 
through Friday, except Federal holidays. 
FOR FURTHER INFORMATION CONTACT: If 
you have questions on this rule, call or 
e-mail CDR Joseph Snowden, 
Prevention Department, Sector Detroit, 
Coast Guard; telephone (313) 568-9580, 
e-mail Joseph.H.Snowden@uscg.mil. If 
you have questions on viewing the 
docket, call Renee V. Wright, Program 
Manager, Docket Operations, telephone 
202-366-9826. (c) * * * 

(28) Tapentadol 9780 SUPPLEMENTARY INFORMATION: 

* * * * 
Dated: May 15, 2009. 

Michele M. Leonhart, 
Deputy Administrator. 

* 

[FR Doc. E9-11933 Filed 5-20-09; 8:45 amI 
BILUNG CODe 4410-{)~P 

DEPARTMENT OF HOMELAND 
SECURITY 

Coast Guard 

33 CFR Part 165 

[Docket No. USCG-2009-0089] 

RIN 1625-AAOO 

Safety Zone; Red Bull Air Race, Detroit 
'River, Detroit, MI 

AGENCY: Coast Guard, DRS. 
ACTION: Temporary final rule. 

SUMMARY: The Coast Guard is 
establishing a temporary safety zone on 
the Detroit River, Detroit, Michigan. 
This zone will restrict vessels from 
portions of the Detroit River during the 
Red Bull Air Race. This temporary 
safety zone is necessary to protect 
spectators and vessels from the hazards 
associated with air races. 
DATES: This rule is effective from 9 a.m. 
on June 11, 2009 through 6:30 p.m. on 
June 14, 2009. . 

. ADDRESSES: Comments and material 
received from the public, as well as 
documents mentioned in this preamble 
as being available in the docket, are part 
of docket USCG-2009-0089 and are 
available online by going to http:// 
www.regulations.gov, selecting the 
Advanced Docket Search option on the 
right side of the screen, inserting USCG-
2009-0089 in the Docket ill box, 
pressing Enter, and then clicking on the 
item in the Docket ill column. This 
material is also available for inspection 
or copying at the Docket Management 
Facility (M-30), U.S. Department of 
Transportation, West Building Ground 

Regulatory Information 
On April 16, 2009, we published a 

notice of proposed rulemaking (NPRM) 
entitled Safety Zone; Red Bull Air Race, 
Detroit River, Detroit, MI in the Federal 
Register (74 FR 17627). We received one 
comment on the proposed rule: No 
public meeting was requested, and none 
was held. 

Under 5 U.S.C. 553(d)(3), the Coast 
Guard finds that good cause exists for 
making this rule effective less than 30 
days after publication in the Federal 
Register. Delaying this rule would be 
contrary to the public interest of 
ensuring, to the extent practicable, the 
safety and security of the spectators and 
participants during this event and 
immediate action is necessary to 
prevent possible injury, loss of life, or 
property. 

Background and Purpose 
This temporary safety zone is 

necessary to ensure, to the extent 
practicable, the safety of vessels and 
spectators from hazards associated with 
an air race. The Captain of the Port 
Detroit has determined air races in close 
proximity to watercraft and 
infrastructure pose significant risk to 
public safety arid property. The likely 
combination of large numbers of 
recreation vessels, possible alcohol use, 
airplanes traveling at high speeds and 
performing aerial acrobatics, and large 
numbers of spectators in close 
proximity to the water could easily 
result in serious injuries or fatalities. 
Establishing a safety zone around the 
location of the race course will help 
ensure the safety of persons and 
property at these events and help 
minimize the associated risks. 

Discussion of Comments and Changes 
We received one letter, containing 

several comments on this rulemaking. 
First, the commenter stated that closure 
of the Detroit River for these air races 
violates the Boundary Waters Treaty of 
1909. The Coast Guard disagrees that 
the Coast Guard's action or the action by 

Canada violates this treaty. The 
Boundary Waters Treaty does guarantee 
that "navigation of all navigable 
boundary waters" shall be "free and 
open" to "inhabitants * * * ships, 
vessels, and boats" of both the United 
States and Canada, "subject, however, to 
any laws and regulations of either 
country." Both th.eUnited States and 
Canada have determined, pursuant to 
each country's laws and regulations, 
that brief closures of the Detroit River 
are reasonably necessary to protect 
spectators and vessels from hazards 
associated with these air races. 
Moreover, under fundamental 
principles of international law, only the 
States that are a party to an international 
agreement are generally entitled to 
allege a breach of the terms of the 
agreement by the other. For this event, 
Canada has also agreed that a closure of 
a small portion of the river for a short 
period of time is a reasonable and 
necessary measure. 

Second, the commenter stated that the 
proposed rule constituted a "public 
taking" in contravention of the Fifth 
Amendment to the United States 
Constitution; in that vessel owners will 
experience delays that will result in lost 
profits. This commenter did not put 
forward any specific company or vessel 
that would be so affected. The Coast. 
Guard disagrees with this comment. In 
general, a "taking" occurs when a 
governmental entity uses its powers to 
permanently deprive a person or entity 
of property. The Captain of the Port has 
considered the needs of port 
stakeholders and the maritime 
community and has determined that 
this safety zone is necessary to protect 
the public and maintain safety of 
navigation. Further, the rule is only 
temporary in nature, not permanent, 
and in the event that this temporary 
safety zone affects shipping, commercial 
vessels may request permission from the 
Captain of the Port Detroit to transit 
through the safety zone. Moreover, the 
safety zone will only be enforced for a 
short period of time on the enforcement 
dates. Lastly, the Coast Guard believes 
vessel owners have had sufficient 
advance notice of this safety zone, such 
that they should be able to work vessel 
schedules around the enforcement 
periods of the proposed safety zone to· 
minimize or avoid lost profits. 

Third, the commenter stated that the 
race sponsor must be required to agree 
in advance to reasonably compensate 
vessel owners for losses incurred by 
delays and post a bond sufficient to 
cover anticipated vessel losses. 
Otherwise, this commenter stated, there 
is no incentive for race organizers to 
work collaboratively with vessel 
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&I JANSSEN-ORTHO 

VIA COURIER 

June 22, 2010 

Dr. Cathy Petersen 
Manager, Central Nervous System Division 
Bureau of Cardiology, Allergy and Neurological Sciences 
c/o Submission and Information Policy Division 
Therapeutic Products Directorate 
Tunney's Pasture, 0202Al 
Ottawa, Ontario KlA 1B6 

Dear Dr. Petersen: 

Subject: 

Enclosed is a copy of 

File Number: 

s.20(1)(b) 

Regulatory Affairs 

J~NSSEN-ORTHO INC; 

B 19 GREEN BELT DRIVE 
TORONTO, ONTARIO 
CANADA M3C lL9 

-Go ww'w.jansscn-ortho.com 

2 ·416.449-9444 
,@,. 416,449-7092 

Control Number: 

------------------------------------------

Should you have any questions or comments, please can 
...................................................................................................................................... 

me~.~ __ ~_~_~_~_= 

technical questions relating to the eCTD, please contact 

Sincerely, 

End. 
• All trademark used under license 

The material and information provided in this submission; which JANSSEN-ORTHO, Inc. has not made public; consists of trade 
secrets, financial. coll1IIlCrcial. scientific or technical information tJlat is confidential and is on loan to the Government of Canada on a 
confidential basis for the purposes of evaluation under the Food and Drugs Act and Regulations. The disclosure of this information 
must be refused pursuant to Section 20 of the Access. To Information Act. 

~ I 
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Paul LitowitzlHC-SC/GC/CA To Janet Kramer/HC-SC/GC/CA@HWC 

2010-06-21 05:09 PM 
cc 

bcc 

Subject 

Hi, i think we sent you this heads up, but just in case, fyi, thanks 

----- Forwarded by Paul LitowitzlHC-SC/GC/CA on 2010-06-2105:08 PM -----

201.0-06-1503:56 PM 

To "Paul Litowitz" <paul.litowitz@hc-sc.gc.ca>, 
[JOICA]" 

cc "Cathy Petersen" <Cathy.Petersen@hc-sc.gc.ca> 

Subject 

Hi Paul, 

Thanks, 

From: Paul Litowitz [mailto:paul.litowitz@hc-sc.gc.ca] 
Sent: Saturday, May 15, 2010 3:37 PM 
To: [JOICA] 

Cc: Cathy Petersen; .......................................................................... JJOlCA] 
Subject 

Hi 

Thanks, 

Paul 

Paul Litowitz 
Regulatory Project Manager 
Central Nervous System Division, BCANS 
Therapeutic Products Directorate, Health Canada 
Tel: 613-941-0937 Fax: 613-941-1668 

[JOICA]" 
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2010-06-15 03:30 PM 

TO"Paul Litowitz" <paul.litowitz@hc-sc.gc.ca> 
cc"Cathy Petersen" <Cathy.Petersen@hc-sc.gc.ca>, ' [JOICAj .• f 

SubjeRE: Office of Controlled Substances Review of Tapentadol Abuse Liability Data 
ct 

Dear Paul, 

Thank you, we will submit the summary as a new sequence. 

Best regards 

From: Paul Litowitz [mailto:paul.litowitz@hc-sc.gc.ca] 
Sent: Tuesday, June 15, 2010 2:01 PM . 
To: [JOlCA] 
Cc: Cathy Petersen; [JOlCA]; [JOlCA] 
Subject: RE: Office of Controlled Substances Review of Tapentadol Abuse Liability Data 

Hi 

Please feel free to submit your Summary of Tapentadol Abuse potential to the NDS as a new 
sequence. 

Thank you, 

Paul 

Paul Litowitz 
Regulatory Project Manager 
Central Nervous System Division, BCANS 
Therapeutic Products Directorate, Health Canada 
Tel: 613-941-0937 Fax: 613-941-1668 

2010-06-1011 :26 AM 

TO"Cathy Petersen" <Cathy.Petersen@hc-sc.gc.ca> 
cc"Paul Litowitz" <paul.litowitz@hc-sc.gc.ca>, [JOICA]" 

[JOICA], 
SubjRE: Office of Controlled Substances Review ofTapentadol Abuse Liability Data 

ect 
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