15120 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

Drugs of this class used in obesity are commonly known as “anoreeties” or
“anorexigenics”, it has not been established, however, that tlie action of such
drugs in treating obesity is primarily one of appetite suppression, Other central
nervous system actions, or metabolie effects, may be involved, for example,

Adult olese subjects instructed in dietary management and treated with
“anorectic” drugs, lose more weight on the average than those treated with
placebo and dier, as determined in relatively short-term eiinieal trials.

_ T'he magrirude of increased weight loss of drug-treated patients over placeho-

treated patients is only a fraction of a pound a week, The rate of weight loss is
greatest in the first weeks of therapy for both drug and placebo subjects and
tends to decrease in suceeeding weeks. The possible origins of the inereased
weight loss due to the varivus drug effects are not establishied. The amount of
weight logs associated with the use of an “ancrectic” drig varies from trial to
trial, and the increased weight loss appears to be related in part to variables
other than the drug prexcribed, such as the physician-investigator, the population
treafed, and the diet prescribed. SBtudies do not permit conclusions as to the
relative importance of the drng and non-drug factors on weight loss,

The natural history of obesity is measured in years, whereas the studies cited
are restricted to a few weeks duration: thus, the total impact of drug-induced

weight lnss over that of diet alone must be considered elinically limited.

WARNINGS

Drug dependence: (Name of driug) is related chemically and pharmaeologically
to the amphetamines. Amphetamines and related stimulant drugs have been
extensively abmsed, and the possibility of abuse of (Bawe of drug) should be
Kept in mind when evaluating the desirability of including a drug as part of
a weight reduction program. Abuse of asmphetimines aud related drugs may he
associnfed with intense peyehological dependence and severe socinl dysfunction.
There are reports of patients who have increased the dosage to many times that
recommended. Abrupt cessation following prolonged high dosage administration
resuits in exfreme fatigie and mental depression: clianges are also noted on the
sleep EEG. Manifestations of ehronie intoxication with anoreectic drugs inelude
severe dermatoses, marked insomnta. irritability, hyperactivity, and personality
changez. The most severe manifestation of ehronic intoxieations is psyehosis,
often ¢linically indistinguiskahle from schizophrenia.

3. Marketing stafus. Marketing of such drags may he continued under the eon-
ditions deseribed in the notice entitled Conditions for Marketing New Thrugs
vahuated in Drug Efficacy Rtudy, published in the Federal Register July 14,
1570 (35 TR 11273). as follows ;

a. For holders of “deemed approved” new drug applieations (i.e.. nn applica-
tion which became effective on the hasis of snfety prior to October 10, 1962, the
sitbmission of a supplement for revised labeling and a supplement for updating
information, ineluding full mannfacturing information with respect to items 7
and 8 of Form FD=IG6H (§ 130.4(e) ), s dexeribed in paragraph (a) (1) (1)
and (iil) of the notice of July 14, 1970

b. For any person who does not hold an approved or effective new drug ap-
pHeatien, the submission of an abbreviated new drng application as deseribed
in paragraph (a) (3 (i) of that notice. except that full mannfacturing informa-
tion with resyiect to items 7 mud 8 of Form FD-3361 (§ 130.4(c)) is requirved.

¢. For any distributor of the (rug, the use of labeling in accord with this an-
nomncement for any such drag shipped within the jurisdiction of the Act as de-
seribed in paragraph (h) of that notice.

Each of the ahove-named holders of the new dntg applieations for these drugs
has been mailed a copy of the Academy's report. Communications forwarded in
response ta this announncement should be identified with 1he reference number
DERT 11673, directed to the attention of the following appropriate office. and ad-
dressed to the Food and Drug Administration, 5600 Fishers Tane. Rockville. MD
20852

Supplements (identify with NDA number) ; Office of Seientific Evalnation
{BD-100), Burean of Drugs,

Original abbreviated new drug applieatinns (identify as such) ; Drug Efficacy
Study Tmplementation Proiect (OMfice (BD-680), Bureai of NDrugs.,

Reguests for the Academy's report: Drug Efficney Study Implementation In-
formation Control { BD-66}. Bureau of Drugs,




