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study methodology; thus, while Dr. Miller was careful to conduct, fol}owup
weighings at the same time as the initinl weighings, neither Dr. Ncehein nor
Dr. Noble did so. Dr. Schein had all his subjects begin the study during the same
weel; it does not appear that either Dr. Nolile ur Dr. Miller tollowed this pro-
cedure. It is, therefore, hot at all clear that the daia frow the three studies are
suffictently homogeneous to warrant pooling.

With respect to the combined statistical analysis for all studies, the discrep-
ancies in the tablet studies are even more striking. In the Bowlan study, Lederle
reported only one side effect for the Bamadex group whereas the case reports
showed seven patients lLad side effects (No. 401—'nervous,” No. 419—"'no en-
ergy,” No. 427—dry wmoutly,” Ne. 4306—"irritable,” No. d42—"increased void-
ing,” No. d49—"emotionally upset,” and No. J48—"cvonstipated™). Similarly,
while Lederle included only 21 patients in the dextroamphetamine group and
20 patients in each of the Bamadex and placebo groups, FDA's chieck of the case
reports showed that the following patients returned for at least one visit after
the initial interview and should have been included in the caleulation; the
Bamadex group, 30 patients; the dextroamplietamine group, 28 patients ; and the
plicebo group, 28 patients. In studying side effects, it is essential to use afl data
available. To exclude patients who had enly one followup and/or who were
dropped from the study is to eliminate from consideration the very patients who
may have diseontinued because of side effects,

In the Trodella study, Lederle reported three, one and two sijde effects respec-
tively for the BDamadex, dextronmphenamine and placebs groups while the report
forins submitted by the Investigator showetl the Ramadex group had xeven side
effects {Nos. 208, 510, 522, and S38—*“fatigue,” No. S45—"irritable,” No. 65—
*“rash and swelling,” and No. 576—"marked increase i blood pressure and hend-
aches”) ; the dextroamphetamine group, four {Ne. 507—"constipation,” No, 21—
“swelling of feet.” No. 520—*"falls asleep.”’ No. 594—"trouble sleepiny if took all
three pills™; and the placebo, four (No. 525—"headaches,” No, 5i—"nhauseated
and upset,” No. 340-—"very tired,” and No. 540—"xleepy™).

Finally, in the DParsons study Lederle based its ealeulations on 26 patients in
the Bamadex and dextroamphetamine gorups and 25 patients in the placebo
group. A check of the patient report forms, however, shows that 27 patients
should have been evaluated in the Bamadex group (omly No. 610 failed to show
up after initial visit), 28 in the dextronmphetamine gronp (all patienfs evalu-
ated through at least first phase), and 28 in the placeln group {(only No. 648
failed to show up after initial visit).

Tsing Lederle’s interpretation in the patient report forms, the results for all
six stwdies show that the identical number of side effests (25) oceurred for both
the DBamadex and dextroamphetamine groups. There ix 1o basis for the oon-
tention that meprobamate signitieantly rednces the numhber of side effects asso-
ciated with dextroamphetinine. In addition, Lederle's statistieal annlysis of the
reduetion in the total number of side effects of Bamadex when compared to the
total mumber of side effects  for dextroamphetamine only “approached
significance.”

These «data provide no evidence that meprohamate contributex to the combi-
nation’s claimed effecf. Lederle has clearly failed to come forward with any
evidence derived from adequate atd well-controlled studicos showing that mepro-
bamsate reduces the number of side effects attribntable to dextroamphetamine
within the meaning of, and ax required by, 21 CFR 386y (1),

It is also important to note that with respeci to the claimed anorcectic effect,
the primary indieation for Bamadex. a1l individual studics failed to show that
the differences between the Bamadex and placebo groups for the D-weelk study
were statistically significant. Rimilarly, two of the three tablet studies also
failed to show that Bamadex was any hetter than a plaeebo.

Since, as shown ahove, the studies upon which both of the analyses are hased
are not adequate and wellcontrolled within the meaning of 21 CFR 314.111(a)
(5) (i), and since the analyses themselves ineorrectly and inacceurately report
results from the studies, any data from the combined statistical analyses wonld
be scientifically meaningless.

IV, Rummary

For the foregoing reasons, the medical evidence submitted by Lederle fails to
meet either the statntory standard, section 505 (d) of the aet (21 T.8.C. 855(d) ).
for “adequate and well-controlled jnvestications™ as zet forth by 21 CFR 314.111
(2) (5} (i) or the requirements established in 21 CFR 3.88 for a fixed combina-
tion preseription drug for human use.




