drug of the quantitative composition shown
in that list for those drugs or which is the
same except that it contains a lesser quan-
tity of controlled substances, 1405.

(2) Clortermine, 1647.

* * * * -

Conferences have been held between
the Bureau and the USV Pharmaceutical
Corp., the only firm intending to marke}
clortermine in the United States. The
USV Pharmaceutical Corp. has fully co-
operated with the Bureau. Upon the con-
ditions set forth in a letter to the
Bureau from counsel for USV Pharma-
ceutical Corp., dated April 20, 1973, the
manufacturer has consented to the
placement of clortermine in schedule TIX
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 objec-
tions in writing regarding this proposal.
These comments or objections should
state with particularity the issues con-
cerning which the person desires to be
heard. Comments and objections should
be submitted in quintuplicate to the
Hearing Clerk, Office of Chief Counsel,

-Bureaun of Narcofics 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 hear-
ing 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., Wash-
ington, D.C. 20537. If objections submit-
ted do not present such reasonable
grounds, the party will be so advised by
registered mail.

If no objections presenting reasonable
grounds for g 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 writ-
ten comments, issue his final order pur-
suant to 21 CFR 308.48 without a
. hearing. *
Dated May 3, 1973.
JorN E. INGERSOLL,
Director, Bureau of Narcotics
and Dangerous Drugs.
[FR D0c.73-9071 Filed 5-8-73;8:45 am]

[ 21 CFR Part 308 ]

SCHEDULES OF CONTROLLED
SUBSTANCES

Proposed Placement of Fenfluramine in
Schedule IV

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:

: FEDERAL

PROPOSED RULES

DEPARTIENT OF HEALTH, LOUCATION, AZID
WELFARE
OFFICE OF THE SECRETARY
Washington, D.C. 20201
Fronuany 15, 1973.

JoHN E. INGERSOLL,

Director,«Bureau of Narcotics and Dangcrous
Drugs, Department of Justice, 1405 Eje
Street NW., Washington, D.C. 20537

Dear Mn. Incrnsonn: The Food and Drug
Administration has recently completed o re-
view of all drugs currently marketed ¢r pro-
posed for marketing in the United States for
the treatment of obesity. The marieted drugs
include three substances already controlled
under schedule XII of the Controlled Sub-
stances Act, aomphetamine, methampheta-
mine, and phcnmetracine. The roview alco
included drugs currently not controlled under
any schedule, tho marketed drugs, diethyl-
propion, benzphetamine, phendimetrezine,
phentermine, and chlorphentermine, and the
investigational gubstances,  clorterminoe,
mazindol, and fenfluramine. New drug sppll-
cations have been submitted to the Food and
Drug Administration for the latter threo
drugs, and approval is pending.

Review of data reveals that thece drugs
produce approximately the come degree of
thernpeutic effects {n man as cwrrenily
scheduled anorecties, as edjuncts In welght
reduction in the obese. The review indicated
that the drugs are alco comparable in other
ways to scheduled anorectics:

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

b. Thelr pharmocolegical profiles are clozely
similar, escept for ceortaln aspects of the
profile of fenfiurnmine,

¢. Documentation of actunl abuce or pro-
duction of dependence in humans is ir-
regular, but does exist for certain of the un-
scheduled anorectics. The ckimpy decumen-
tation of abuss of these drupgs appears due
to the fortuitous nature of reports as cur-
rently obtained and to the past easy avell-
ability of cheaper and more potent ctimu-
lants, rather than to intrinsic lack of abuce
potential,

d. We note the concluslons and recommen-
dations of the YTHO Expert Committce on
Drug Dependence that thece drugs elther Lo
subject to control or by analegy arc cimilar
to drugs recommendcd for contrel.

e. Certain speclalized testing of fenfiura-
amine suggests that the abuco potential of
fenfluramine is of o lower order of magni-
tude than that of the other drugs under
conslderation.

e, therefore, conclude that all the above
named drugs poscess abuce potential and
potential for producing drug dependence,
and are £o Informing you as required under
the provisions of cection 201(f) of the Con-
trolled Substances Act. Asc provided for by
section 201(a), we further request that the
Attorney General issue rules adding the
above drugs to the cchedules of the Cen-
trolled Substances Act, and rccommend that
the schedule for all drugs but fonfluramine
be schedule T, fenfluramine appearing more
approprintely controlled under the provi-
slons of schedule IV,

We attach roview materinl accombled by
reviewing pharmacologists within the Focd
and Drug Administration for its pocciblo
utility to you, and a5 g basis for furthor dice
cusston after your cclentists have reviewed
our recommendations and request.

Sincerely,
RicHAnD L. Srseroy,
Acting Assistant Secratary
Jor Hcaltl,

12123

Upon receipt of this letter, the Bureau
undertoolz 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 ard
Drug Administration in connection with
the new druz applications on these
drugs; (3) published sclentific and medi-
cal literature from the United States and
other nations regarding these drugs; (4)
selected investigatory files compiled for
law enforcement purposes by the Bureau
and another law enforcement agency:;
and (5) the legislafive history of the
Controlled Substances Act.

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

(1) Fenfluramine is chemically similar
to and related to the other anorectic
drugs being proposzd for control, and to
amphetamine, methamphetamine, and
phenmetrazine, substances currently
listed in schedule IT.

(2) Fenfluramine has a pharmacologi-
cal profile which is similar to the other-
anorectic drugs being proposed for con-
trol and to amphetamine, methampheta-~
mine, and phenmetrazine. Although cer-
tain aspacts of the fenfluramine profile
are unique, this general similarity sug-
gests that all of these drugs may be
reasonably substituted for each othep
for therapeutic or abuse purposes.

(3) Fenfluramine is covered by 2 new
drug application filed and pending with
the Foad and Drug Administration for
use in treatment of obesify. The FDA
has informed the Burezu that epproval
of this new drug applcation is pending
completion of certain administrafive
matters.

(4) Products containing benzpheta-
mine, chlorphentermine, dicthylpropion,
phendimetrazine, or phentermine have
been marketed in the United States for
several years. In the last 6 months, cer-
tain of these producis have bzen re-
ported as the subject of thefts, diversion,
illicit sales, and sbuse. Quantitatively,
this data does not suggest a widespread
problem at the present time; qualita-
tively, the data indicates a trend to sub-
stitute theze products for amphetamine
and methamphetamine preparations in
abuse circles. This reinforces the belief
that abuse of the pharmacologically simi-
lar drugs will increase as the ampheta-
mines and methamphetamines bescome
less and less available.

(5) Fenfluramine has not been mar-
Lketed in the United States but has been
continuously marketed in various Euro-
pean and other countries over the last
10 years. Evidence concerning possible
abuse of fenfiuramine in South Africa
has recently been brought to the atten-
tion of the Bureau but has not yet been
evaluated by the Bureau; the material
has been referred to the Department of
Health, Education, and Weliare for ifs
evaluation as well.

(6) The House Report on the Con-
trolled Substances Act discuses the prob-
lem of determining the abuse potential
of a drug which has not been marketed,
by quoting from regulations promulgated
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under the Drug Abuse Control Amend-
ments of 1967 (Comprehensive Drug
Abuse Prevention and Control Act of
1970, H. Rept. 91-144 (part 1), p. 34,
Sept. 10, 1970):

The Director may determine that a sub-
stance has a potential for abuse because of
its depressant or stimulant effect on the
central nervous system or its hallucinogenic
effect if:

» b * L *

(4) The drug or drugs containing such a
substance are new drugs so related in their
action to a drug or drugs already listed as
having a potential for abuse to make it
likely that the drug will have the same po-
tentiality for dbuse ag such drugs, thus mak-
ing it reasonable to assume that there may be
significant diversions from legitimate chan-
nels, slgnificant use contrary to or without
medical advice, or that it has & substantial
capability of creating hazards to the health of
the user or to the safety of the community.

* ® - - *

The Director has concluded from this
review of the current situation that con-
trol of all anorectic drugs is at this time
to prevent their becoming widely abused.
This scheduling will fulfill the congres-
sional mandate to act before substantial
problems have arisen.

Because of the chemical and pharma-
¢ological similarities between fenflura-
mine and the other anorectic drugs being
proposed for control, the Bureau is pro-
posing placement of fenfluramine in
schedule- IV. The Bureau will monitor
the manufacture, distribution, and use of
fenfluramine in the United States, pay-
ing special attention to indicators of di-
version (such as shortages in account-
ability audits of distributors and dispens-
ers, thefts from handlers, and availabil-
ity on the illicit market) and to other
indicators which indicate that fenflura-
mine is actually being abused (such as
excessive prescribing and dispensing, re-
ports of adverse reactions and overdoses,
and other medical experiences) . The Bu-
reau will also consider, if available, clin-
ical and other research in abusability,
dependence-creating, and dependence-
sustaining characteristics of fenflura-
mine. If, after 18 months during which
the drug is marketed, experience suggests
that fenfluramine has not been subject
to significant diversion or abuse, the Di-
rector will review the necessity and de-
sirability of maintaining fenfluramine in
schedule IV and will request from the
Secretary of Health, Education, and Wel-
fare a new scientific and medical evalua~
tion, and his recommendation, as to
whether fenfluramine should be so con-
trolled or removed as a controlled sub-
stance. Any interested person may peti-
tion the Bureau to decontrol fenflura-
mine at any time.

Based upon the investigations and re-
view of the Bureau of Narcotics and Dan-
gefous Drugs and upon the scientific and
medical evaluation and recommendation
of the Secretary of Health, Education,
and Welfare, received pursuant to sec-
tions 201 (a) and (b) of the Compre-
hensive Drug Abuse Prevention and Con-
trol Act of 1970 (21 U.S.C. 811(a), (M),
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the Director of the Bureau of Narcotics
and Dangerous Drugs finds that:

1. Based on information evaluated up
to this time, fenfluramine has a low po-
tential for abuse relative to the drugs or
other substances currently listed in
schedule III, based on information now
available. Although chemically and/or
pharmacologically this drug is related to
the other anorectic drugs being proposed
for control and to the stimulants now
listed in schedule II, present data re-
garding excessive usage, diversion, illicit
sales, and abuse in other countries is nof
substantial enough to warrant a finding
that fenfluramine has a potential for
abuse equal to the stimulants in schedule
IT or to the seven drugs listed above. In
addition, certain tests cited in the letter
from the Department of Health, Educa-
tion, and Welfare suggest a lower abuse
potential for fenfiuramine.

2. Fenfluramine will upon the approval
of a'new drug application by the FDA,
have a currently accepted medical use in
treatment in the United States.

3. Abuse of fenfluramine may lead to
limited physical dependence relative to
the drugs or other substances in schedule
I

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 § 308.14(b) of title
21 of the Code of Federal Regulatlons be
amended toread:

§ 308.14 SchedulelV.

® * * * *

(¢) Fenfluramine. Any material, com-
pound, mixture, or preparation which
contains any quantity of the following
substances, including its salts, isomers
(whether optieal, position, or geometric),
and salts of such isomers, whenever the
existence of such salts, isomers, and salts
of isomers is possible:

(1) Fenfluramine, 1670.
® * & +’ * -

Conferences have been held between
the Bureau and the A, H. Robins Co., the
only firm intending to market fenflur-
amine in the United States. The A. H.
Robins Co. has fully cooperated with the
Bureau and has consented to the place-
ment of fenfluramine in schedule IV to
insure that it does not become subject to
abuse in the future.

All other interested persons are invited
to submit their comments or objections
in writing regarding this proposal. These
comments or objections should state
with particularity the issues concerning
which the person desires to be heard.
Comments and objections should be sub-
mitted in quintuplicate to the Hearing
Clerk, Office of Chief Counsel, Bureau of
Narcotics and Dangerous Drugs, Depart-
ment of Justice, room 611, 1405 Eye
Street NW., Washington, D. C 205317, and
legrlzszt be received no later than June 7,

v
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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 o hearing
in accordance with 21 CFR 30845, 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 I Street NW. Washington,
D.C. 20537, If objections submitted do
not present such reasonable grounds, the
party will be so advised by reglstered
mail,

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

Dated May 3, 1973.

. JorN E, INGERSOLL,
Director, Bureatt of Narcotics
. and Dangerous Drugs,

[FR Doc.73-9072 Flled 5-8-73;8:45 am]

[21 CFRPart308]

SCHEDULES OF CONTROLLED
SUBSTANCES

Proposed Placement of Mazindol in
Schedule 11

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 Buresu of Narcotics
and Dangerous Drugs:

DEPARTMENT OF HEALTH, EDUCATION, AND
‘WELFARE

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

FeBRUARY 15, 1073,

JoHN E, INGERSOLL,

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

Dear Mn. INGERsSoLL: The Food and Drug
Administration bhas recently comploted a
review of all drugs currently marketed or
:proposed for marketing in the United States
for the treatment of obesity. The marketed
drugs include three substances already cone
trolled under schedule II of the Controlled
Substances Act, amphetamine, methamphot-
amine, and phenmetrazine. The rovioew also
included drugs currently not controlled un-
der any schedule, the marketed drugs, i
ethylproplon, benzphetamino, phondimotra«
zine, phentermine, and chlorphentermine,
and the investigational substances, chlortor«
mine, mazindol, and fenfluramine. New drug
applications have been submitted to the Food
and Drug Administration for the lattor three
drugs, and approval is pending.

Review of data reveals that these drugs
produce approximately the same degreo of
therapeutic effects in man a3 currently
scheduled anorectics, as adjuncts in welght
reduction in the obese, The roviow indicated
that the drugs are also comparable {n other
ways to scheduled anorectics:

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

9, 1973
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