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ing data in the NDAs revealed such a limited degree of efficacy, Although we
customarily de not inelude such information in package iuserts, the ampheta-
mines constitute a special ease and must be dealt with accordingly.

2. T urge that the labeling of these compotds be revised to include, in each
case, a factual tabulation of the aetual amounts of weight loss which have been
reported by the various investigators, to include the duration of therapy, so that
the physiclan will be in a botter position to deeide as to whether ar not use of
a syinpthomimetic amine is warranted. T'he common practice of exprossing re-
sults in terms of rate of weight loss rer week is particularly objectionable and
should be discontinned.

3. The duration of therapy to be recommended in the package insert is very
important. Various recommendations have been made, e, :

a. Use short-term therapy as initial treatment aonly, with the purpose of re-
educating the patient’s eating habits, ete.

b. Use long-term therapy in spite of the faet that folerance iz known to
develop to the sympathomimetic amines,

¢. Use intermittent therapy so as to allow the patient an opportunity to
regain sensitivity to the drug.

Only limited results have been demonstrated with the first two methods, and
the third method is merely a variation of the second. I suggest that unless leng-
term therapy can be demonstrated in controtled trials to be significantly effective,
only short-term therapy be allowed. The development of tolerance figures
prominently in this decision.

4. NDDAs which are now under review in the OND pertaining to antiobesity
drugs shonld not be approved unless ;

{1) a clinically significant amount of weight 1oss is shown by controlled
trials, and
(2) the package insert conforms to the above suggestions.

MEeEMORANDUM

Aprirn 8, 1970,

To: John J. Jernings, M.D., Acting Director, Bureau of Drugs,

From : Robert O. Knox, M.D.

Subject: A suggested tabulation of therapeutie results to be incorporated into
the package insert of a sympathomimetric amine.

1. In accordance with your request of March 24, 1870, for an example of a
tabulation that eonld be incorporated into the package insert of a sympatho-
mimetic amine in order to present the physieian with some gquantitative results
which had been demonstrated by the investigators. the nttached model is snb-
mitted for preliminary consideration.

2. Bome of the points shown by this tabulation are :

{2) the almost total lack of a dose-response relationship.

(b) the fact that most of the studies reveal less fhan 5 lbs, of total net
weight loss,

(¢) Dr, Hollingsworth reports greater weight loss following plicebo than
most of the other investigators reported with fenfluramine—even using the
high dose of 120 mg, per day. Flix results Inrgely depended on whether fen-
Aluramine or placebe was given first.

3. Some relevant excerpts from “Drugs of Cheice”™ by Walter Modell, ALT.,
The OV, Moshy Co., 1970, are appended :

“The long-term resnlts of anorexiant therapy are very poor at present. . . . an
anorectic agent i= likely to have as Jittle effeet on the averall problem of ohesity
as disalfiram (Antabuse) has had on the overall control of aleoholism, . . . none
of the anorexiants are effective unless food intake is controlled as well; hence,
it fs ohvious they really are not very effective against this force.”

¥ .. even wien the double-hbliud technique iz nxed to start, after 30 minufes
some patients know which is medieition and whieh i placeba, and only the
physician remains blind. All the psychic impact of the knowledge that an effective
drug is being taken is thus exerted in favor of the drug heing tested. From this
point of view, therefore, a difference between the effects of the placebo and the
drug in these studies may well resnlt from the detection of this difference iy
the patient as well as from the action of the drug jtself”

*. . . it is by no means definite that these drugs have any primary effect on
appetite at all.”




