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Proposed Rules

This section of the FEDERAL REGISTER contalns notices to the public of the proposed issuance of rules and rezulations. The purpose of
these notices is to give interested persons an opportunity ta participate in the rutemaking pricr to the adoption of the final rules.

-~

DEPARTMENT OF JUSTICE
Bureau of Narcotics and Dangerous Drugs
[ 21 CFR Part308

SCHEDULES OF CONTROLLED
SUBSTANCES

Proposed Placement of Benzphetamine in
Schedule It

On February 15, 1973, the Acting Assis~
tant Secretary for Health, on behalf of
the Secretary of Health, Education, and
‘Welfare, sent the following letter to the
Director of the Bureau of Narcotics and
Dangerous Drugs:

DEPARTMENT OF HEALTH, EDUCATION,.
AND WELFARE

OFFICE OF THE SECRETARY
‘Washington, D.C. 20201

FEBRUARY 15, 1973.

JoHN E. INGERSOLL,

Director, Bureau of Narcotics and Dangerous
Drugs, Department of Justice, 1405 I
Street NW., Washington, D.C. 20537

Dear Mg. INGERSOLL: ‘The Food and Drug
Administration has recently completed a re-
view of all drugs currently marketed or pro-
posed for marketing in the United States for
the treatment of obesity. The marketed
drugs include three substances already con-
trolled under schedule IT of the Controlled
Substances Act, amphetamine, methamphet-
amine, and phenmetrazine. The review also
included drugs currently not controlled
under any schedule, the marketed drugs, di-
ethylpropion, benzphetamine, phendimetra-
Zine, phentermine, and chlorphentermine,
and the investigational substances, clorter-
mine, mazindol, and fenfluramine. New drug
applications have been submitted to the
Food and Drug Administration for the latter
three drugs, and approval is pending.

Review of data reveals that these drugs
produce approximately the same degree of
therapeutic effects in man as currently sched~
uled anorectics, as adjuncts in weight reduc-
tion in the cobese. The review indicated that
the drugs are also comparable in other ways
to scheduled anorectics:

a. They are all closely related chemically,
with the exception of mazindol.

b. Their pharmacological profiles are
closely similar, except for certain aspects ot
the profile of fenfluramine.

¢. Documentation of actual abuse or pro-
duction of dependence in humans is frregu-
lar, but does exist for certain of the une.
scheduled anorectics. The skimpy documens-
tation of abuse of these drugs appears due to
the fortuitous nature of reports as currently
obtained and to the past easy avallability of
cheaper and more potent stimulants, rather
than to intrinsic lack of abuse potential.

d. We note the conclusions and recom-
mendations of the WHO Expert Committee
on Drug Dependence that these drugs elther
be subject to control or by analogy are simi-
lar to drugs recommended for control.

e. Certain specialized testing of fenfiura-
mine suggests that the abuse potential of
fenfluramine Is of a lower order of magnitude

than that of the other drugc under consid-
eration.

‘We, therefore, conclude that all the above«
named drugs peccess abuse potential and po-
tentinl for producing drug dependence, cnd
are so informing you o5 rcquired under the
provisions of scction 201(f) of the Controlled
Substances Act. As provided for by coction
201(a), we further request that the Attomey
General fssue rules adding the atove drugs
to the schedules of the Centrolicd Substances
Act, and recommend that the cchedule for
all drugs but fenfluramine Le cchedule I,
fenfluramine sppearing more sppropriately
controlled under the provislens of cched-

ule IV.

We attach review matcrinl gccembled by
reviewing pharmacolegists within the Feod
and Drug Administration for its pozible
utility to you, and as g bacls for further dis-
cussion after your celentists have rxeview
our recommendations and request.

Sincerely,
Rricaarp L. Srcooy,
Acting Assistant Sceretery
for Hcalth,

Upon receipt of this letter, the Bureau
undertook o review of the following: (1)
Materials submitted to BNDD by the
Department of Health, Education, and
‘Welfare with the letter of February 15,
1973; (2) materials submitted to the
Food and Drug Administration in con-
nection with new drug applications on
these drugs; (3) published sclentific and
medical literature from the United States
and other nations regarding these drugs;
(4) selected investizatory files compiled
for law enforcement purposes by the
Bureau and another law enforcement
agency; and (5) the legislative history
of the Controlled Substances Act,

The results of this review con be sum-
marized as follows:

(1) Benzphetamine is chemically sim-
flar to and related to the other anorectic
drugs being proposed for control, and to
amphetamine, methamphetamine, and
bhenmetrazine, substances currently
listed in schedule IT.

(2) Benzphetamine hos o pharmaco-
logical profile which is similar to the
other anorectic drugs being proposed for
control and to amphetamine, metham-
phetamine, and phenmetrazine. This
general similarity suggests that oll of
these druss may be reasonably substi-
tuted for each other for therapeutic or
abuse purposes,

(3) Benzphetamine is covered by a
new drug application approved by the
Food and Drus Administration for use
_In treatment of obesity.

(4) Praducts contaluleg bensphet-
amine, chlorphentermine, diethyloro-
pion, phendimetrazine, or phentermine
have been marketed in the United States
for several years, In the last 6 months,

of theze preducts have been re-
ported as the subject of thefts, diversion,

inieit sales, and cbuse. Quantifafively,
this data does not susrest o widespread
problem at the present time; qualifa-
tively, the data indicates 2 trend fo sub-
stitute these products for amphefamins
and methamphetamine preparations in
abuse eircles. This reinforces tha belief
that abuse of the pharmacolozically sim-
ilar drugs will increzse as the amphet-
amines and methomphetamine become
less and less aveilable,

(5) The lezislative history of the Con-~
trolled Substances Act makes clear that
the Bureau is to schedule drucs beszd
upon their potentizl for abuse, and
“should not ke required fo wait until a
number of lves have been desfroyed or
substantial problems have arisen hefore
desicnating o drug as subject to con-
trols.” (Comprehensive Drus Abuse Pre-
vention and Control Act of 1870, Housz
Report 91-1444 (part 1), p. 35, S=pt. 10,
1970) Discuscing factors used to measure
potential for abuse, the report quotes
from the rezmloHons issued under the
Drug Abuze Control Amendments of 1955
(id.atp.34):

“The Director may determine that o sub-
stance has o potentinl for abuse becouse of
it3 deprezcant or stimulant effect on the
central nervous syctem o i bellucinesenic
effect if: -

“(1) There IS evidence that ndividuals are
taking the drug or drugs containing such
o substance in amounts suficlent to create
8 hooord to thelr heolth or to the safety of
olher individucls or of the community; or

*(2) Toere Is oimmificont diversion of the
drug cr druzs cantalning such o substonce
from legitinte draz chonnesls: o=

“(3) Indieiduals are taking the drug cr
drugs ¢ 3 cuck o substance on their
own initintive rothor than on the bosis of
medical advice from o practitioner licensed
by 1o to cdmintster such druzs In the course
of his profeccisnal proctice’”

The Houze Report goes on to soy (4. at
p. 35):

“In cpealing of ‘substontisl” pofential ffor
obuse] the term ‘substontial® meons more
than a mere cointilla of fzolafed abuse, but
lezs thon o preponderance, Therefore, dec-
umentation that, coy, ceveral hundred thonu-
coand docoge units of o druz hove heen”
dizerted would he ‘cubstontial® evidenca of
abusa desplte the foct that tens of millions
of docage units of that drug cre legitimotely
uced in the cama time perfad™

The Director has conclnded from this
review of the current situation that con-
trol of all anorectic druss is desirahls af
this time to insure that they will not ha-
come widely abused. This seheduling will
fulfill the conmressionzl mandatzs to ack
before substantial problems have arissn.

Baced upon the investisntions and re-
view of the Bureau of Narcolies and
Dangercus Drugs 2nd upen the scienfific
and medical evaluation and recommen-
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dation of the Secretary of Health, Edu-
cation, and Welfare, received pursuant to
sections 201(a) and (b) of the Compre-
hensive Drug Abuse Prevention and Con-
trol Act of 1970 (21 U.S.C. 811(a), (b)),
the Director of the Bureau of Narcotics
and Dangerous Drugs finds that: -

1. Based on information now available,
benzphetamine has a potential for abuse
less than the drugs or other substances
currently listed in schedule II. Although
chemically and pharmacologically this
drug is closely related to the other ano-
rectic drugs being proposed for control
and to the stimulants now listed in
schedule II, present data regarding ex-
cessive usage, diversion, illicit sales, and
abuse of benzphetamine is not substan-
tial enough to warrant a finding that'it
has a potential for abuse equal to the
stimulants in schedule II.

2. Benzphetamine has a currently ac-
cepted medical use in treatment in the
United States.

3. Abuse of benzphetamine may lead

to high psychological dependence.

Therefore, under the authority vested
in the Attorney General by section 201
(a) of the Comprehensive Drug Abuse
Prevention and Control Act of 1970 (21
U.S.C. 811(a)), and delegated to the Di-
rector of the Bureau of Narcotics and
Dangerous Drugs by § 0.100 of title 28 of
the Code of Federal Regulations, the Di-
‘rector proposes that § 308.13 of title 21
of the Code of Federal Regulations be
amended to read:

§ 308.13 Schedule III.

* * & * *

(b) Stimulants.— Unless specifically
excepted or unless listed in another
schedule, any material, compound, mix-
ture, or preparation which contains any
quantity of the following substances hav-
ing a stimulant effect on the central
nervous system, including its salts, iso-
mers (whether optical, position, or geo-
metrie), and salts of such isomers, when-
ever the existence of such salts, isomers,
and salts of isomers is possible within
the specific chemical designation:
(1) Those compounds, mixtures, or

preparations in dosage unit form

containing any stimulant substances
listed in schedule II which com-
pounds, mixtures, or preparations
were listed on August 25, 1971, as ex~

cepted compounds under § 308.32,

and any other drug of the quantita-

tive compostition shown in that list
for those drugs or which is the same
except that 1t contains a Ilesser
quantity of controlled substances...
(2) Benzphetamine
* * * * *

Conferences have been held between
the Bureau and Upjohn Co., the only
manufacturer of benzphetamine in bulk
or dosage form in the United States. The
Upjohn Co. has fully cooperated with
the Bureau and has consented to the
placement of benzphetamine in schedule
I to insure that it does not become
subject to abuse in the future.

All other interested persons are in-
vited to submit their comments or ob-
jections In writing regarding this pro-
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posal. These comments or objections
should state with particularity the issues
concerning which the person desires to be
heard. Comments and objections should
be sumitted in guintuplicate to the
Hearing Clerk, Office of Chief Counsel,
Bureau of Narcotics and Dangerous
Drugs, Department of Justice, room 611,
1405 Eye Street NW., Washington, D.C.
20537, and must be received no later than
June 7, 1973.

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 hearing
in accordance with 21 CFR 308.45, the
party will be notified by registered mail
that a hearing on these objections will be
held at 10 a.m. on June 11, 1973, in room
1210, 1405 Eye Street NW., Washington,
D.C. 20537. If objections submitted do not
present such_reasonable grounds, the
party will be so advised by registered
mail. -

If no objections presenting reasofiable
grounds for a hearing on the proposal
are received within the time limitations,
and all interested parties waive or are
deemed to waive their opportunity for
the hearing or to participate in the hear-
ing the Director may cancel the hearing
and after giving consideration to written
comments, issue his fingl order pursu-
ant to 21 CFR § 308.48 without a hearing,

Dated May 1, 1973.

JOEN E. INGERSOLL,
Director, Bureau of Narcotics
and Dangerous Drugs.

[FR Doc.73-9066 Filed 5-8-73;8:45 am]

[ 21 CFRPart308 ]

SCHEDULES OF CONTROLLED
SUBSTANCES

Prbposed Placement of Chlorphentermine
. in Schedule 111

On February 15, 1973, the Acting As-
sistant Secretary for Health, on behalf
of the Secretary of Health, Education,
and Welfare, sent the following letter to
the Director of the Bureau of Narcotics
and Dangerous Drugs:

DEPARTMENT OF HEALTH, EDUCATION, AND

‘WELFARE

OFFICE OF THE SECRETARY
Washington, D.C. 20201

FEBRUARY 15, 1873,

Joun E. INGERSOLL,

Director, Bureau of Narcotics and Dangerous
Drugs, Department of Justice, 1405 Eye
Street NW., Washington, D.C, 20537

Dear MR, INGERSOLL: The Food and Drug

Administration has recently completed a re-

_view of all drugs currently marketed or pro-

posed for marketing in the United States for
the treatment of obesity. The marketed drugs
include three substances already controlled
under Schedule IT of the Controlled Sub-
stances Act, amphetamine, methampheta-
mine, and phenmetrazine. The review also
included drugs currently not controlled un-
der any schedule, the marketed drugs, dieth=
ylpropion, benzphetamine, phendimetrazine,
phentermine, and chlorphentermine, and the
investigational substances, clortermine, ma-
zindol, and fenfluramine. New drug applica~

hY

Hei nOnli ne --

tions have been submitted to the Food and
Drug Administration for the latter three
drugs, and approval is pending.

Review of data revesls that these drugs
produce approximately the same degree of
therapeutic effects in man as ourrontly
scheduled anorectics, as adjuncts in weight
reduction in the obese. The reviow indicated
that the drugs are also comparable in other
ways to scheduled anorectics:

a. They are all closely related chemlically,
with the exception of mazindol,

b. Thelr pharmacological profiles are
closely similar, except for certaln aspeots of
the profile of fenfluramine,

c. Documentation of actiual abugoe or pro-
duction of dependence in humang i frregu-
lar, but does exist for certain of tho un«
scheduled anorectics. The skimpy documeons
tation of abuse of these drugs appears due to
the fortuitous nature of reports as currently
obtalned and to the past easy avallabllity of
cheaper and more potent stimulants, rather
than to intrinsic lack of abuse potontial.

d. We note the conclusions and recoms
mendations of the WHO Expert Committeo
on Drug Dependence that these drugs elther
be subject to control or by analogy are simi«
1ar to drugs recommended for control.

e. Certain specialized testing of fonflura-
mine suggests that the abuse potential of
fenfluramine is of a lower order of magni«
tude than that of the other drugs under
consideration.

We, therefore, conclude ¢hat all tho above
named drugs possess abuse potential and po«
tential for producing drug dependence, and
are so informing you as required undor the
provisions of section 201(f) of the Controllod
Substances Act. As provided for by seotion
201(a), we further request thot the Attornoy
General issue rules adding the above drups
to the schedules of the Controlled Substances
Act, and recommond that ‘the schedule for
all drugs but fenfluramine be schedule IIT,
fenfluramine appearing more eppropriately
controlled under the provisions of schedule
IV.

. We attach review matoriel assombled by
reviewing pharmacologists within the Food
and Drug Administration for its possible

utility to you, and a8 a basls dor further dis- -

cussion after your sclentists have reviewed
our recommendations and request,
Sincerely,
R1cHARD Li. SEGOEL,
Acting Assistant Secretary
for Health,

Tpon recelpt of this letter, the Bureau
undertook a review of the following: (1)
Materials submitted to BNDD by the De-
partment of Health, Education, and Wel-
fare with the letter of February 15, 1973;
(2) materials submitted to the Food and
Drug Administration in connection with
new drug applications on these drugs;
(3) published scientific and medical 1ft-
erature from the United States and other
nations regarding these drugs; (4) se-
lected investigatory files compiled for law
enforcement purposes by the Bureau and
another law enforcement agency; and
(5) the legislative history of the Con-
trolled Substances Act.

The results of this review can be sum-
marized as follows:

(1) Chlorphentermine is chemically
similar to and related to the other ano-
rectic drugs being proposed for control,
and to amphetamine, methamphetamina
and phenmetrazine, substances currently
listed in schedule II.

-
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