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4. That single-entity nral “anorectie” preparations including the amplietamines
be permitted to he Tabeled for restrieted use in obesity provided that they are
used In assopciation with a specific weight reduction program and that the clini-
cally trivial contribution of these drugs to the overall weight reduction is properly

~emphasized. To earry out the latter recommendation a statement such as that
made in the ¢onclusions drawn from this review must be included in all Iabeling
and promotional prodnets. This statement should inclnde the following points

Rtndies of the effect of “anorectic” drugs in the treatment of obesity when
compared with the effects on patients freated in n similar manner without the
1se of the drngs demonstrate that the magntinde of weight loss of drug treated
patients over non-drug treated patients was only a fraction of a pound a week.
The rate of weight loss was greatest in the first weeks of study for both the drug
and the non-drug treated subjects and tended to deecrease in sicceeding weeks,
The natural history of obesity is measared in yeary whereas the studies offered
for review are restricted to a few weeks duration. Thus, the total impact of
"drug induced” weight loss over that of diet alone must he considered elinically
trivinl, The limited usefnlness of these agents must be measured against any
possible risk factors surh as nervousness, inkomnia and drug habituation that
might be inherent in thefr use. Moreover, these agents ean only be recommended
for use in the treatment of obesity in a carefully monitored and specified weight
reduction program under the care of a physician.

H. That future approval of all “anoreetic” drugs prepared for future use be
based on demnonstration of efficacy us wmeasured by statistical superiority of the
drug over placebo in trial using FDA recommended protocols. These protocels
should lnclude provisions, among others, for the testing of n specifie target popu-
lation, specification of a minimum duration trial to assure clinical relevance of
the study and give consideration to the handling of patient drop-out,

4. Further, that appropriate summary data derived from efficacy studies be
presented in labeling and in all promofional material to indicate the degree of
weight loss that was found. For this purpese the gnidelines noted in {4) above
should be supplemented by the adifion of the specific facts found for the specific
drug nnder consideration,

May 6, 1076.

Since the Panel disenssions on January 18 1976 and March 16, 1976 reveal that
the Panel members were not fully conversant with the manuer in which the
computer analysis of the 206G anorectic studies wax carried out, and siunce the
remarks of the Executive Secretary and the Chairman (sce transeripts of Jan-
nary 18, 1976, pages 138-153, and March 16, 1976, pages 13-15) may have given
the 'anel members a very erroncous impression of the nature of this computer
analysis and of how it was snbsequently used by the outside consultants, I would
like to draw the Panel’s attention to the following : "

1. An undated Action Memorandum,' eoncerning the FDA's posture on the
anorectics, from Idr. Crout to Dr. Simmons, contains, as Attachment A, an FDA
Dirug Bulletin draft which states on page 2:

‘e x * After initial sereening and review by six physician-medical officers
records of 200 drug trials were fonnd adeguate for in-depth analysis.”

These six physicians were agked to give their opinions as to whether each of
the studies they reviewed was adequate to permit valid conelusions. {One of the
Study Description sheets Is attached.) Of the 204 studies reviewed, 122 were
contained in just fhree NDAs. Ax can be seen from the following fabulation
derived from data accumulated by FDA statisticians, the reviewing physicians
deemed less than half of the 122 fo be adequate to permit valid conclusions:

Does stody permit valid conclusions?

NDA No.: Name of drug Reviewing physician No  Uncertain

T Which was followed by nn Action Memorandum, dated October €, 1072, from Trr, ‘Bim-
mons to then Commlissioner Edwards.
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