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When the BuMed was reorganized in 1966, the anorexiants were assigned to the
Dirision of Neuropharmacoelogic Drug Products (DND1*) and I was transferred
at my request to that Divison in oraer to continue working on the same types of
NDAg, e.g., anorexiants.

2. ABBREVIATED RESUME OF NDA 16-618, (FOR FULLER CHRONOLOGY, SEE S8ECTION 3)

Aareh 3, 1967, —XNDA 16-G18, I'onderex {Pondimin, fenfluramine) received by
FDA.

June 20, 1968.—BuMed issues an “inadequate” (not approvable} letter.

November 4, 1965.—14 more volumes added to NDA.,

May 6, 1969.—My Medical Officer Review (MOR} recommends nonapproval.

May 11, 1969.—8ponsor accuses me of bias.

Septcuber 8, 1969.—1 dracted a non-approval letter to Le sent to the sponsor,
Thiy rough draft listed a number ot serinus discrepaneies.

Ocinber 2, 1969.—NDA 16-618 was removed from my office without prior notifi-
cation or exjlanation and reassigned to a third Medical Officer (MQ).

Getober 23, 1949 —The third MO concludes that the NDA was not approvable.

Novenmber 23, 1969.—9 more volumes were submitted containing 9 additional
studies.

December 29, 1969 —The third MO concludes in his second MOR that the data
is adequate to support an appetite sappressant claim. He made no mention of the
amount of weight Jost. When I, belatedly, obtained a copy of the December 20,
1969, MOR, I advised the Division Director, and then the Bureau Director, of
my concern regarding the Iack of quantitative data in this MOR.

The “approvable” letter which had Leen drafted for signature by the Bureau
Director did not issue.

May 21, 1970.—1 found in the ivision files a revised MOR, also dated Decem-
ber 29, 1969, whieh had been altered to include a sentence to the effect that a
weight Joss of o 1hs, was considered satisfactory evidence of effectiveness.

June 24, 1970.—The Director of DNDT is replaced by a second Director who
reassigned the NIDA to a Fourth MO,

August 6, 1970.—MOR concludes that the November 25, 1969 studies are inade-
quate Individually and collectively to establish anorexigenic efficacy.

Reptember 11, 1970.—An “inadequate” letter issued by BuDrugs.

April §, 1971 —An Advisory I"anel took the position that a statistically signifi-
cant difference between placebo and drug was all that was necessary to justify
approval of an anorexiant, I objected to this.

August 31, 1971.—606 more volumes added to NDA.

September 13-14, 1571.—The Second Advisory Panel altered its previous posi-
tion ro statistical significance.

November 8, 1971.—1 was transferred on less than 24-hr. notice from the DNDP
to the Division of Oncology and Radiopharmaceuticals (DOR).

About this time, the BuDmigs arranged for n computer analysis of 206 studies,
all of which had heen eonducted on behalf of various drug firms over a period of
12 years, to be carried ont by the Statistical Division. “The statisticians advised
an interpretation of data. but did not make clinical recommendations,” After
considering this statistical analysis the Panel concluded, in 1972, that the amount
of weight Insxs induced by anorextants was “clinically trivial.” In spite of this,
the Bulrugs, in 1973, issued approval letters for several anorexiants. The pack-
age insert did not contain any tabulation of the amount of weight loss achieved,
but merely stated that weight loss wag “clinically limited.”

3. EXPANDED CHRONOLOGY OF NDA 16-618
{Volume 1.1

March 3, 1967 —A. H. Robins submits NDA 16-618, consisting of 22 volumes,
for fenfluramine. which was claimed to have a marked advantage over ampheta-
mine in that it was non-stimulating and therefore unlikely to cause abuse, The
NDA is assigned for review to a I'ublic Health intern (a)®*in DNDI.

July 28, 1967.—I write a memo to the Divigion Direetor, DNDI (5) recom-
mending revizion of the package ingert for “ancrexigenics.”

August 29, 1967 —MOR, written by a PHS Intern, states: “. .. the claim that
drug is an anorexic indicated an adjunctive therapy would appear to be sup-
ported.” (G6)

g ? Letters In parentheses refer to names of persons referred to In the text. See Key in
ection b,




