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forms =0 that the analysis is based on unreliable data. FD.A's interpretation and-
statistical analysis of the patient report forms shows there was no statistieally
sipnificant reduction in side effects with Bamadex. It shonld e emphasized,
however, that FIXA does not rely on its analysix for it< action hut rather on the
failure of Lederle's data to meet the statutory and regulatory criteria for ade-
quitte and well-controlted studies (section 5053(a) of the act (21 U.R.C 355(d))
and (21 CFR 314211 (a) (5) (ii) ) ).

Finully, even if all these discrepineies are ignored, Tederle’s statistical analy-
sis based ol Lederle’s interpretiation of the patient report forms fails, with equal
conclusiveness, to demonstrate any signiticant redunetion in =ide effects for Bama-
dex. This judgment holds true whether the three seguel studies are judged in-
dividually or collectively, whether the three tablet studies are judged individoaally
or eotlectively, and whether all six studies are combined. It is obvious that the
uiinalyzed list of side effects, by itgelf, is of no evidentinry value, Siuce this
data ig incorporated into Lederle’s combined statistieal analxsis, itx significance
stunds or falls with the evaluation of that report,

With respect to the interpretation of the patient report forms, Lederle con-
tends that FDA incorreetly characterized the incidence of side effects. This is
simply not the case. Lederle’s carelessness in tabulating its own data is clearly
evideneed by two instances: 1) Lederle’s table, which summarizes the combined
number of side effects (and upon which Lederle bases its overall statistical
analysis), does not even square with its own' earlier reported findings for each
individual study; Loederle lists three side effects in its summary table for the
Bamadex group in the Miller study, and Dr. Miller’s summary lists four side
effeets s and (2) in the Parson tablet stidy, no side effect was recorded hy Lederle
fur patient No. 632 despite the investigator’s comment, “Didn't ind medication
very helpful, Too much of a trannuilizer—a hindrance in hisx work. Didn’t atter
appetite. Also geemed to eiuse impatence (no previous trouble).”

There were many similar instances throughout the studies where the investi-
gator's comment regarding adverse reactions went unnoticed by Lederle, The
issne of correctness of interpretation of patient report forms need never he
reached since Lederle’s own analysis fails to demonstrate any statistically sig-
nificant reduction of side effects for Bamadex compared to dextroanmphetamine,

IL.ederle also contends that sinee meprobamate has been found effective for the
relief of anxiety and tension and in the treatment of disesses in which anxiety
and tension are manifest, and xince dextroamphetamine haxs been found effective
in the management of weight reduction, that Bamadex Sequels, which contains
both of these ingredients, must be recognized as etfective for its claimed effect:
the management of obesity with minimal overstimulation of the central nervous
sysfem,

This reasoning is fallacious because (1) that meprobamate is effective for
anxiety and tension or in the treatment of diseases aceompinied by anxiety and
tenxion is irrelevant to the issue of its effectiveness, or lack thereof, for its
claimed effect in Bamadex since there ig no proof that eentral nervous system side
effects are related to the conditions of anxiety and tengion; and (2) Lederle's
argument i, as a matter of law, insufiicient xince although each of the com-
ponents of a drug may be safe and effective, it does not necessarily follow that
a cambination of the =ame ingredients will be effective. (See 21 CFR 310.3(h) ;
United States v. An article of drug * * * Ferestrol, 204 T, Supp. 1307 (N.D. Ga,,
1968), aff'd 415 1. 2d 300 (C.A. 5. 10969) 5 United States v. 41 Caseg * = * 420 F.
24 1126 (C.A. 5, 1970y ; United States v, * * * YXerac Aleokol Acne Gel, CCII
F.D. Cosm. 1. Rep. 940,836 (N.D. 111, 1971) ; United States v, An article of drug
= x % Datrol (. Mediented, 362 F. Supp. 421 (8.1, Cal,, 1973): T'aited Stafes v,
An article of drag * * * “Aylkocert”, 345 F. Supp. 571 (N.D. 111, 1972} ; United
Stafes v. ¥ * * “Agper Sleep™, CCH F.D. Cosm. I. Rep. T40.832 ¢N.D. IlL, 1971).
The reasoning behind these cases is partienlarly cogent where, as liere, one of
the ingredients, meprohamate, i recommended by the labeling for the combina-
tion for a use different from that for which it has been found effective. In such
a case, there can be no basis for a claim that the effeetiveness of meprobamate is
established for its role in the ¢combination. Thusg, the clinical evidence must be
the determinant of whether meprobamate contributes to the effect of Bamadex
or makes the priucipal ingredient satfer. However, as showu above, the ¢linieal
evidence snbmitted by Lederle not only fails to demonstrate that meprohamate
makes a contribution to the clnimed effect, but suggests that it reduces the ef-
fectiveness of the principai ingredient, dextronmphetamine.

Lederle next argues that Bamadex Sequels must be found safe because the
product was approved on the basis of safety in 1960, and there has been no clini-




