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evidence suggests that Damadex is no belter than a plaeebo with respect to the
claimed anorectic effect, While the statistienl analysis of mean weight losses
hased on averaging total weight loss over all subjects shows that the difference -
between DBamadex and placebo was statistically signifieant, this result is at
odds with the investigators cvaluation of the overall clinical response hased
on number of subjecis who lost weight and, in any event, 1s rendered scientifi-
cially unreliable by the study's failure to meet the regulatory criteria for an
adequate and well-eontrolled clinieal investigation (21 CFR 314111 (a) (3 (ii}).

Lederle’s own investigations and analyses of the Bamadex Sequels studies not
only fail to substantinte itz raticnale for fhe combination, but affirmatively
demonstrate that meprobamate does not reduce the ineidence of side effects
attributahble to the principal ingredient, dextromwmphetamine. Moreover, nsing
the clinieal response data, only one study (Xehein) shows that the difference
in anorectic effect hetween Bamadex and placebe was statistieally significant,
and in that case the investigator was forced to lower his initial eriterion of
“satisfactory” to find a statistieally significant difference.

B. Bumader Tablets sfudies—Il.ederie alse conducted three elinical studies
with Bamadex Tablets (5 mg dextroamphetamine and 400 mg meprobamate).
Since both Bamadex Tallets and Bamadex Sequels eontain the same active
ingredients and are recommended by their respective lalels for the same Indi-
cation, i.e., ax a short term adjunct in the treatment of exogenous obesity, and
since Lederle in its request for hearing dated Mareh 9, 1973, relied upon n list-
ing of side effects and a combined statistical analysis of data from the three
Bamadex Bequels studies and three studies of Bamadex Tablets, the three
Bamadex Tablets studies are relevant to Lederle’s request for a hearing, With
the exception of the dosage schedule (one tablet three times daily), these stud-
ies followed the protocol used in the Bamadex Sequels studies, The results are
summarized ax follows

1. Parsons, W, I, “Comparative Effiecacy ¢f Bamadex Tablets (400 meg
meprobamate and 5 mg dextronmphetamine), Bamadex Minus Meprobamate,
and 1'laeebo in the Control of Obesity and Measurement of Side Effects,” unpub-
lished study, 1971, This study iz not adequate and well-controlled within the
meaning of 21 CFR 314.111(a) (5} (i1) (@) {2) {iii) in that it failed to assure
that the fest and control groups were ecomparable with respect to the use of
drags cther than the test drug, Heventeen of U8 putients in the Bamadex gronp,
18 of 27 patients in the dextronmphetamine group, and 15 of 29 patients in the
placelwy group were concurrently uxing drugs other than the test drug. Concur-
rent mediecation included diuretics and transquilizers which could affect the
results of a study designed to measure the anorectic effect and the incidence of
adverse reactions related to the central nervons systen.

The investigators failed to explain the methods of observation and recording
of results with respcet to side effects (21 CIFR 314.111(a) (5) (ii) (#)(3)). No
details are given gs to whether subjects were questioned, as to whether they
experienced side effects, or whether only the investigators’ observations were
counted.

This study also fails to provide any statistieal analysis of the anorectic data
and thus doed not comply with 21 CFR 314.111(a) (5) (ii) (a) (5).

dvenn if the defects above, which render the study not adequate and well-
controtled within the meaning of 21 CEFR 314.111(a) (3) (ii}, are ignored, the
results do not support Lederle’s contention that the addition of meprebamate
to the combination decrenses the incidence or severity of side effects associnted
with the primary ingredient, dextronmphetanine sulfate,

The results of this study showed a markedly higher oreurrence of side effects
with Damadex than with either dextroamphetamine alone or placebo, Of the
patients who teok Bamadex Tablets, 10 reported side effects while only one in
the dextroomplietamine and 4 in the placebo group shewed adverse reactions,
Bince the Bamadex Tablets contain more meprobamate and less dextroampheta-
mine than the Bamadex Sequels (300 mg meprobamate and 135 mg dextroam-
phetamine), thege results directly contradict Lederle’s rationale for the inchi-
gion of meprobamate with dextroamphetamine. ¥f, as the sponsor eclaims,
meprobanmte decrenses the Incidence of adverve effects associated with dex-
troamphetamine, this decrease should be more evident in the tablet Tormulation
which utilizes a higher ration of meprolmmate to dextroamphetamine, As shown
above, howerver, this was not the case. Since there were 10 times as many side
efferts associated with the wvse of Bamadex, there is no support whatever for




