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under conditions of marketing described herein may lead the Comissioner to
tuke further steps to restrict the use of these drugs.

No data have been received providing sobstantial evidence of effectiveness of
levamfetamine and its salts, Accordingly these preparations continue to be re-
garded as new drugs requiring approved full new drug applications.

On September 3, 1971, a Drug Etficacy Study Implementation notice was pub-
lished in the Federal Register (35 FIX 1766Y) stating that methamphetamine
hydrochloride injection (intended for other than anoretie indications) was re-
garded as effective for some indications and less than effective for others. The
Commissioner lias new fully reviewed the evidence on the safety and effective-
ness of this drug, and has concluded that the well-documented history of abuse
of parenteral methamphetamine, together with the severe risk of dependence and
tlie availability of safer and equally effective alternative drugs, creates an on-
favorable balance of risk to beunefit. A proposal to withdraw approval of those
new drug applications as lacking evidence of safety is published elsewhere in
this issue of the Federal Register. The Commissioner also concludes that, for
the same reasons, parenteral preparations containing amplhetamine, dextroam-
phetamine, or levamnfetamine or their salts are lacking evidence of safety.

On August 8, 1070, a Drug Efficecy Study Implementation notice was published
in the Federal Register (35 FR 1207%) stating that various combinafion drugs
containing an anorectic drug were regarded as possibly effective for their
claimed aneorectic effects and lacking substantiul evidence of effectiveness for
their other indications. Idata were received concerning those drugs and also
combination drugs which were subjects of new drug applications submitted as re-
quired by §130.46. The combinations consisted of anoretie agents associated
with, for example, sedatives, tranquilizers, rauwolfia derivatives, or vitamins.
The data were reviewed and found not to fulfill the c¢riteria set forth in the
Statement of General Policy or Interpretation § 3.86 Fixed-combination pre-
sceription drugs for hwumans, published in the Federal Register of October 15,
1971 (36 FR 20037). Further, in view of the lack of substantial evidence of
effectiveness of the drugs as fixed combinations, the recornized potential for
abuse of the amphetamine dextroamphetamine, methamphetamine, and phen-
metrazine components, and the availability of alternative therapeutic measures
which are safer and effective, combinations containing snch components, also
lack proof of safety. Proceedings to withdraw approeval of such applieations are
being initiated. and an appropriate notice is published elsewhere in this issue
of the Federal Register,

In a fortheoming issue of the Federal Register, the Commissioner will set forth
his poliey with respect to anorectic agents in general,

On the basis of all of the data and information subnitted pursuant to § 130,46
pursuant to provisions of the Federal Food, Drug, and Cosmetie Act (gee, 502
{f£), (3}, 303, 701 (a), 52 Stat, 105153 ; ax amended, 1055 21 1L.8.C. 33208, (]),
305, 371(a) ), and under the authority delegated fo him (21 CFR 2.120), the
Commissioner of Food and Drugs hereby revises § 130.46 of I’art 130, Subpart A
to read as follows:

§130.46 Amphetamines (amphetamine, dextroamphetamine, and their salts and
levamfetamine and its salts) for human use.

(a) Amphetamine and dextroamphetamine and their salts, (1) Pursnant to
the drug eflicacy requirements of the Federal Food, Drog. and Cosmetie Act, the
Naticnal Academy of Sciences-National Research Council, Drog Effieacy Study
Group, has evaluated certain dosage forms of amphetamines and other sym-
pathomimetie stimulant drugs intended for use in the treatinent of ohesity and
for other uses, The Academy found thaf such drues as a elass have been shown
to have a generally short-term anorectic action. They further commented that
clinieal opinion on the contribution of the sympathomimetic stimulants in a
weight reduction program varies widely, the anorectic effect of these drugs often
plateaus or diminishes after a few weeks, most studies of them are for short
periods, ne available evidence shows that use of anorectic alters the natural
history of obesity, some evidence indicates that anorectic effects may be strongly
influenced by the suggestibility of the patient, and reservations exist about the
adequacy of the controls in some of the clinieal studies, Their significant potential
for drug abuse was also cited.

(2) In addition to those dosage forms that were reviewed for efficacy by the
Academy. other dosage forms of amphetamine drugs are on the market that were




