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March 23, 1970: Representatives of the Company met with Drs. Gibson,
D’'Aguannn and Moser of the FDA to dizcuss the format and presentation of in-
formation in the package insert. Additional matters concerning the pharmacology
were discussed by phone on March 24.

Mareh 25, 1970: The Company submitted revized draft labeling eontaining all
the information and changes agreed upon in the conferences with FDA. A new
tradename, Pondimin, was used thronghout the labeling.

April 27, 1970 : Dr. Moser of the FDA called Dr, Ident to request minor ehanges
in the lakeling submitted on March 25. The next day Dr. Moser was notifled by
rhone that the Company agreed to make the requested labeling changes.

May 20, 1970: Dr. Moser called Dr, Dent to inquire about the prevalence of
depression among patients taking fenfluramine. ¥e reported that Dr. Stanley
Yolles, then Director of the National Institute of Mental Health (one of the
NIH), had written an unsalicited letter to the Commissioner of Food and Drugs
in which he reported that large numbers of patients in the UK lhad developed
dopression while taking fenfluramine,

June 9, 1970 : In response fo Dr. Yolles’ charge eoncerning depression, the Com-
pany submitted a computer print-out of adverse reactions that had been reported
fo the Bunlop Commnittee in the UK (The Committee on the Safety of Drugs).
This print-out was submitted to the FDA in triplicate and a fourth copy was
delivered directly to Dr. Moser, According to the Dunlop Committee only 13 cases
of depression hiad been reported from January 31964 through April 1970, We
later learned that the Dunlop Committee had also sent 'a copy of the print-out
directly to the Commissioner. Dir. Yolles, meanwhile, had heen relieved of his
position at the National Institute of Mental TTealth.

June 24, 197¢: Mr. Habhenieht learned that the NDA for Pondimin had been
assigned to Dr, Dorothy Daobbs on June 23 for further review and that I'r. Dobbs
hag extimated a review of «ix weeks. Dr. Dobbs is the Director of the FDA's Di-
vision of Neuropsychiatric Drugs in the Office of New Drugs. (Now the Office of
Scientific Evaluation).

July 6, 1970 The NDA is now in process 383 days since the clock started run-
ning after we withdrew the application and re-submitted on June 18, 196D (see
page G).

MruvorANDUM

Foop anDp DRUG ADMINISTRATION,
Anrg. 6, 1470,
To: Dorothy 8. Dobby, M. D,, Director, DD 120
From: Martha M. Freeman, M.D., Division of Neuropharmaecological Drug Prod-
ucts, BD 120

Requested evaluation of 6 double blind placebo efficacy studies for Fondimine
table 20 mg—--fenfluramine hydrochloride.

1- Reginsky #2050-13—compared fenfluramine 20, 30, 40 mg b.id. (capsule
formulation) vs. placebo in 83 patients on 1000 cal. diet x 12 weeks,

8ince capsules rather than tablets were used, the data are not applicable to
establish efficacy for the table formulation proposed for marketing. Additionally,
deficiencies in study design (lack of detail regarding methods used) preclude
scientific evaluation of possible drug effects.

2-6 These § investigations were conducted under Master Protocol #25. Four
additional studies in this “block” were previously judged by another reviewer
to he inadequate to establish efficacy, and have not been included in thix review,

The protocel provided for 32 subjects per study subdivided into 4 treatment
“gells” of 8§ subjects each (“high” and “low” drug—40-60 mg t.i.d. and 20 mig
t.1.d.; and “high” and “low' placeebo).

Further suhbdivision within each “cell” specified 2 male and 2 female subjects
per “high” and “low” overwelght category (30-75 Ibs., and 15-30 1bs., respec-
tively)—-thereby providing for 16 sub-groups in ench 32 patient study. IPrecau-
tions to limit non-drug variables included such measures as weight determing-
tions at the same time of day, on the same scale, by the same observer, and
similar amount of elothing at each weighing,

Dietary restrictions were purposely omitted in order to demonstrate appetite
suppression of sufficient magnitude to result in weight loss from voluntary reduc-
tion In calerie intake,



