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- proposedrules

This section of the FEDERAL REGISTER contains notices _tci the public of the proposed Issuance of rules and regulations. The purposo of
these notices is to give interested persons an opportunity to participate in the rule making prior to the adoptlon of the final rules.

DEPARTMENT OF JUSTICE
Drug Enforcement Administration
[ 21 CFRPart 1308 ]

SCHEDULES OF CONTROLLED
SUBSTANCES

Proposed Placement of Chlordiazepoxide,
Diazepam, Oxazepam, Chlorazepate,
Fllmie‘a’zepam and Clonazepam in Sched-
ule )

On August 14, 1973, the Administrator
of the Drug Enforcement Administration
requested the Assistant Secretary for
Health of the Department of Health,
Education and Welfare to submit, in be-
half of the Secretary of Health, Educa-
tion and Welfare, a scientific and medi-
cal evaluation and recommendation that
clordiazepoxide (Librium®) and diaze-
pam(Valium®) be placed in Schedule
IV of the Controlled Substances Act.

By a letter dated November 25, 1974,
the Assistant Secretary for Health sub-
mitted the requested scientific and medi-
cal evaluation and recommendation con-
cerning chlordiazepoxide and diazepam,
and further submitted scientific and
medical evaluations and other recom-
mendations that * oxazepam(Serax®),
flurazepam (Dalmane®), and clonaze-
pam(Clonopin®), which are other mem-
bers of the benzodiazepine class of drugs,
be similarly placed in Schedule IV, -

In his November 25, 1974, letter, the
Assistant Secretary re-submitted an ear-
Her recommendation made by his office
that clorazepate(Tranxene®), another
member of the benzodiazepine class, be
placed in Schedule IV.

The recommendation -and evaluation,
and the supporting documentation con-
cerning chlorazepate were originally sub-
mitted on November 1, 1972, and Febru-
ary 7, 1973, respectively. However, con~
trol proceedings were not commenced at
that time by the Bureau of Narcotics and
Dangerous Drugs (BNDD, predecessor
agency to DEA), because of pending
proceedings involving Librium ® and
Valium @®. The Assistant Secrefary’s
letter of November 25, 1974, which re-
quests that proceedings be initiated to
control all the above-listed members of
the benzodiazepine class' of drugs, is set

out as follows: -
NovenBER 25, 1974,
JorN R. BARTELS, JI.,

Administrator,

Drug Enforcement Administration,
Washington, D.C. .

Dear Mr. BArRTELS: The Drug Enforcement
Administration recommended that’ chlprdi-

azepoxide (Librium) and diazepam(Valfum)-

be controlled in Schedule IV of the Public
Law 91-513 (the Controlled Substances Act)
and requested in August 1973, that the De-

.

partment of Health, Education, and Welfare
(DHEW) review the sclentific and medical
aspects of this proposal. This review was post-
poned pending the establishment of the FDA
Controlled Substances Advisory Committee
and a complete review of the benzodiazepine
class of drugs.

This recommendation has now been re-
viewed by the appropriate agencles within
DHEW, and the FDA Controlled Substances
Advisory Committee. We have concluded
that Schedule IV controls for chlordiazepox-
ide and diazepam are appropriate and jus-
tifiable under the provisions of the CSA.

As noted above, the review of chlordiaze-
poxide and diazepam was egpanded to in-
clude other members of the benzodiazepine
class of drugs. As a result of this evaluation
we also recommend that flurazepam (Dal-
mane) and oxazepam (Serax), both of which
are marketed drugs, be controlled in Sched-
ule IV and reaffirm our previously forwarded
recommendation for similar controls on
<hlorazepate (Tranxenel In addition, data
on clonazepam, an unmarketed investigative
drug, were evaluated. We recommend that,
should the New Drug Application for clonaze-
pam be approved, it be controlled in Schedule
IV at the time of marketing.

A summary of the basis for these recom-
mendations i3 enclosed. Briefly, exteusive
documentation of the medical and scientific
aspects of the dependence liabllity and po-
tential for abuse of chlordiazepoxide and
diazepam was developed during the several
years of hearings held on the-subject of
control. These documents and findings, al-
though developed under the criteria estab-
lished by the Drug Abuse Control Amend-
ments of 1965, constitute an ample basis for
support of Schedule IV controls under the
Controlled Substances Act of 1970. It is our
best judgment, based on analysls of pres-
ently avallable data, that none of the other
benzodiazepines (oxazepam, chlorazepate,
flurazepam and clonazepam) possess a po-
tential for abuse and a dependence Hability
which is significantly different from that of
chlordiazepoxide and dlazepam.

The quantum of evidence deliheating the
dependence liability or potential for abuse
(and the consequent risk to public health)
differs for each benzodiazepine. For example,
specific testing to determine these factors
has not, to our knowledge, been performed
with clonazepam.

Yet its pharmacological profile strongly
suggests that these factors would be the
same as those for benzodiazepines on which
testing and clinical experience have demon-
strated a potential for abuse and dependence.

Reasonable predictions of this type, al-
though they can never be made with absolute
certainly, are not unusual in making scien-
tific or medical judgment. This 1line of
thought has been the basls of our “class-
action” approach to the evaluation of drugs
for control. R

We have learned for example from experi-
ences with methaqualone and phenmetrazine,
that drugs have been marketed with a claim
that they were not abusable. Subsequently,
after marketing or after restrictions on simi-
lar drugs, such as the barbiturates and am-
phetamines, these become subject to serious

and significant abuse. In retrospcct wo ob«
served that the differences between thelr
pharmacological profiles and thosa of ro«
lated drugs were not as important ny the
similarities.

Appropriate members of FDA stoff w111 ho
avallable to assist the Drug Enforcement Ad=
ministration in evaluating aspests of thig
recommendation or will make avalloble rolo«
vant Information which you may nced for tho
operational procedures at DEA. In particulny,
the.Drug Abuse Staff of the Feod and Drug
Adminlstration is in possezaion of soveral
volumes of material which have been con«
sidered by the Controlled Substances Advi«
sory Commitice in making 1t3 cvaluation. In
order to facilitate this exchange of informo«
tion FDA staflf are suthorlzed to transmit
Telovant materlals dircetly to epproprinto
members of DEA Staff. Dr. Barrett Secovillo,
Director, Dlvision of Neurophormacological
Drug Products will oot a5 lialson for trang<
mittal of information.

Sincerely yours,

Crarrrs C, Epwanpsd, M.D,,
Assistant Secretary for Healtl.

Upon receipt of this letter, the Drug
Enforcement Administration undertook
a review of the following: (1) Materlialy
submitted to DEA by the Department of
Health, Education and Welfare with the
letter of November 25, 1974; (2) materialy
submitted to BNDD by the Departmeont
of Health, Education and Welfare on
February 17, 1973, in support of its lot-
ter of November 1, 1972; (3) materinls
on file with the Food and Drug Adminis-
tration, and the Drug Enforcement
Administration; (4) published eclen-
tific and medical literature from the
United States and other nations regard-
ing this drug; (5) selected Investigatory
files compiled for law enforceinent pur-
poses by the Drug Enforcement Admin«
istration; and (6) the legislative history
of the Controlled Substances Act,

Based upon the investigations and re-
view of the Drug Enforcement Adminis-
tration and upon the sclentific and medi-
cal evaluations and recommendations of
the Secretary of Health, Education, and
Welfare, received pursuant to sections
201(a) and 201(b) of the Comprehensive
Drug Abuse Prevention and Control Act
of 1970 (21 U.S.C. 811(a) and 811(h)),
the Administrator of the Drug Enforce«
ment Administration finds that:

1. Based on information now. avail«
able, chlordiazepoxide, dinzepam, oxoze«
pan, chlorazepate, flurazepam, and
clo(r)mzepam have o low potential for
abuse relative to the drupgs or other sub-
stances currently listed in Schedule III,

2. Chlordiazepoxide, diazepam, oxaze-
pam, chlorazepate, and flurazepam have
a8 currently accepted medical use in
treatment in the United States,
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3. Clonazepam will, upon the ap-
proval of New Drug Application by the

FDA, have a currently accepted medical"

use in treatment in the United States.
. 4. Abuse of chlordiazepoxide, diaze-
- pam, oxazepam, chlorazepate, and clon-
azepam may lead to limited physical de-

pendence or psychological dependence.

relative to the drugs or other substances
in Schedule TIT.

Therefore, under the authority vested
in the Attorney General by section 201(a)
of the Comprehensive Drug Abuse Pre-
" vention and Control Act of 1970 (21
U.S.C. 811(a)), and delegated to the
Administrator of the Drug Enforcement
Administration by § 0.100 of Title 28 of

‘the Code of Federal Regulations, the
Administrator proposes that, upon ap-
proval of the New Drug Application for
clonazepam by FDA, § 1308.14 of Title
21 of the Code of Federal Regulations
(CFR) be amended toread: -

§1308.14 Schedule XV.

£ x & L ] L d

(b) Depressants. Unless specifically
excepfed or unless listed in another
schedule, any material, compound, mix-
ture, or preparation which contains any
quantity of the following substances, in-
cluding its salts, isomers, and salts of
isomers whenever the existence of such
salts, isomers, and salts of isomer$ is
possible within the specific chemical
designation:
Barbital N

_ Chloral, betaine.
Chloral hydrate
Chlorazepate oo
Chlordiazepoxide ...

3145
2460
2465
2768

(10) "Flurazepam
(11) _Mebutamate
(12) hTeprobamate

-(13) Methohexital . ____._. 2264
(14) -Methlyphenobarbital -_...___.- 2260
(15) Oxazepam 2835
(16) Paraldehyde oo o 26856
(17) Petrichloral . ______________ 2591

______________ 2285

(18) Phenobarbital
To% *

All interested persons are Invited fo
submit their comments or objections in
writing regarding this proposal. The
comments or objections should state with
particularity the issues concerning which
the person desires to be heard. Com-
ments and objections should be submit-
ted in quintuplicate to the Hearing Clerk,
Office of the Administrative Law Judge,
Drug Enforcement Administration, De-
partment-of Justice, Room 1130, 1405 Eye
Street N.W., Washington, D.C. 20537,
and must be received no later than
March 28, 1975.

In the event that an -interested party
submits objections to this proposal which
present reasonable grounds for this rule
not to be finalized and requests a hear-
ing in -accordance with 21 CFR 1308.45,
the party will be notified by reg'lstered

.maﬂ that a hearing on these objections
will be held as soon as the matter may

be heard at the Driig Enforcement Ad-

ministration, 1405 Eye Street, NW.,

Washington, D.C. 20537. If objections

N ™~
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submitted do not present such reasonable
grounds, the party will be so advised
Dby registered mail.

If no objections presenting reasonable
grounds for a hearing on the proposal
are received within the time limitations,
and all interested parties walve or are
deemed to walve their opportunity for
the hearing or to participate In the hear-
ing, the Administritor may, without o
hearing, and, after giving consideration
to written comments, issue his final oxder
pursuant to 21 CFR 1308.48 without &
hearing.

Dated: January 22, 1975.

JoHN R. BARTELS, Jr.,
Administrator,
Drug Enforcement Administration.

[FR Doc.76-2363 Filed 1-24-75;8:45 am]

DEPARTMENT OF AGRICULTURE
Animal and Plant Health Inspection Service
[9CFRPart113]

VIRUSES, SERUMS, TOXINS, AND -
ANALOGOUS PRODUCTS

Notice of Proposed Rulemaking

Notice is hereby glven in accordance
with the provisions contained in section’
553 of Title 5, United States Code, that
it is proposed to amend certain of the
regulations relating to viruses, serums,
toxins, and analogous products in Part
113 of Title 9, Code of Federal Regula~
tions, issued pursuant to the provisions
of the Virus-Serum-Toxin Act of March
4, 1913 (21 U.8.C. 151-158).

These proposed amendments would
provide a new two stage potency test to
simultaneously evaluate the Eastern and
the Western fractions of Encephalomye-
litis Vaccine. This new test would replace
the two tests cwrrently being used for
-this 'product. This test has been devel-
oped as a cooperative endeavor between
the Veterinary Services Laboratories and
the biologics industry.

1t is proposed to revise § 113.127(b) to
read as follows:

§113.127 Enccphn!omyc]uu Vaceine,
Eastern gnd Western, Killed Virus.
*® - L ] . [ ]

. (b) Potency test. Bulk or final con-
tainer samples of completed product
from each serial shall be tested for po-
tency in accordance with the two stage
test provided in this paragarph. The sero-
logical interpretations required in this
test shall be made for the Eastern Type
fraction and the Western Type fraction
independent of each other except that a
serial or subserial found unsatisfactory
for either fraction shall not be released.

(1) For this test, & guinea plg dose
shall be one-hglf the amount recom-
mended on the label for a horse and
shall be administered as recommended
for a horse. Each of 10 heaithy guinea
pigs (vaccinates) shall be injected with
two guinea pig doses with an interval of
14 to 21 days between doses. Two addi-
tional guinea pigs from the same source
shall be held as controls.

(2) Fourteen to 21 days after the sec-
ond injection, serum samples from each

.

4017

vaccinate and each control shall be
tested by the plaque reduction serum
neutralization test.

(3) If the control serum samples show
a titer greater than 1:2 for either or
both fractions, the test is Inconclusive
for that fraction or fractions, as the case
may be, and may be repeated; Provided,
‘That, ifa or more of the vaccinate serum
samples show a titer of less than 1:4 for
the Eastern type fraction or less than
1:32 for the Western type fraction, the
serial or subserial is unsatisfactory with-
out further testing.

(4) I 2 or 3 of the vaccinate serum
samples show a titer of less than 1:4 for
the Eastern type fraction or less than
1:32 for the Western type fraction or

‘both, the second stage may be used; Pro-

vided, That, if 1 or less such samples
meet the titer requirements for one frac-
tion in the first stage, such fraction need
not be retested. Otherwise, the second
stage shall be conducted in a manner
identical to the first stage.

(5) If the second stage is used and 2
or more of the vaccinate serum samples
show a titer of less than 1:4 for the
Eastern type fraction or less than 1:32
for the Western type fraction, the serial
or subserial Is unsatisfactory.

(6) The results shall be evaluated ac-
sording to the following table:

Cumulatize tolals
Btcge Viacelnates . Falluresfor Faﬂmesrct
acceptanco refaction

10 100108eeneea.. 40rmoro.
20 301208 Do.

Interested parties are invited to submit
written data, views, or argumentsregard-
ing the proposed regulations to Depufy
Administrator, Veterinary Services, Ani-
mal and Plant Health Inspection Service,
U.8. Department of Agriculture, Room
828-A, Federal Building, Hyattsville,
Maryland 20782. All comments received
on or before February 28, 1975, will be
considered.

All written submlissions made pursuant’
to this notice will be made available for
public inspection at such times and places
and in 8 manner convenient to the pub-
lcbusiness. (7T CFR 1.27 (b)).

Done at Washington, D.C. this 22nd
day of January, 1975.
J.M.He31,

Deputy Adminisirator, Veteri-
nary Services, Animal and
Plant Heallh  Inspection
Service.

{FR D00.756-2303 Filed 1-24-76;8:45 am}

Commod}ty Exchange Authority
[17CFRPart150]
[Bearing Docket CE-P19]

LIVE SLAUGHTER CATTLE, LIVE HOGS,
AND FROZEN PORK BELLIES

Proposed Limits on Position and Daily
Trading
Section 4a of the Commodify BEx-
change Act (7 US.C. 63) directs that,
for the purpose of diminishing, elim-.
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