
MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICES 

FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

3BP \ 1 1990 
DATE: 

FROM: Chie f , Epidemiology Branch, HFD-733 

SUBJECT: - Meetings on experience from fluoxetine s u r v e i l l a n c e : 
..September 18 (in-house) and September 25 (with firm) 

THROUGH: Acting Direc tor , CA. <*\"\io 
Office of Epidemiology and B i o s t a t i s t i c s , HFD-701 

TO: Director, 
Division of Neuropharmacology Drug Products, HFD-120 

Attached are three documents which have been prepared by Epidemiology 
Branch staff as background for the subject meetings: 

1. A memorandum to you from Dr. David Graham, which reviews the sponsor's 
July 17, 1990 submission entitled "Summary of Post Marketing Safety 
Experience." 

2. A report by Drs. Franz Rosa and Carlene Baum of findings from 
in-house analysis of Ohio Medicaid data, entitled "Medicaid Diagnoses 
Before and After Starting Fluoxetine." 

3. An update by Dr. Robert Wise on "Fluoxetine Increased Frequency 
Report Submissions." 

I wish to expand here on the last paragraph of page four of Dr. Graham's 
memorandum, which refers to the sponsor's exclusion of 76 cases from the 
suicidality analyses presented in the July 17, 1990 submission in 
Table VIII.2. (page 42276) and Table VIII.4. (page 42278): 

In the analyses of suicidality, 76 of the total of 97 cases were 
excluded because they occurred in compassionate use studies or other 
studies which did not have controls. It is Inappropriate in a safety 
analysis to exclude such a large proportion of cases. A fluoxetine 
suicidality rate should be computed for the uncontrolled studies and 
compared to the rate for the controlled studies, which is 21 cases/3333 
users, or about 0.6 percent (representing 9 cases/1741 users in the 
depression studies and 12 cases/1592 users in the non-depression 
studies, p- 0.39, two-sided test for equality of rates). If the 
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suicidality rates do not differ significantly betveen the uncontrolled 
studies and the controlled studies, an overall rate should be used in 
the comparisons with other drugs (and in the estimation of sample size 
requirements for future research.) If the rates do differ significantly, 
the groups of fluoxetine users upon which they are based should be 
studied further in a effort to identify pre-treatment risk factors 
for the emergence of suicidality during fluoxetine use. Finally, 
I recommend that suicidality case-control analyses nested in these 
and other cohorts of fluoxetine users be performed for investigation 
of pre-treatment risk factors. 

Bruce V. Stadel, MD, MPH 

HFD-120/Laughren/Brecher 
HFD-700/Anello 
HFD-733/Stadel/Graham/Rosa/Bauin/Vise 
HFD-735/Barash 
NDA 0 18,936 
DRU 1.7 f luoxet ine 
Chron 
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 

FOOD AND DRUC ADMINISTRATION 
CENTER FOR DRUC EVALUATION AND RESEARCH 

DATE : 

H98 
orrn 1990 

TO: D i r e c t o r , D i v i s i o n of Neuropharmaco logy Drug P roduc t s (HFD-120) 

THROUGH: A c t i n g D i r e c t o r , Of f i c e of Epidemiology and B i o s t a t i s t i c s (HFD-700) Cft-M^l'? [ 

SUBJECT: S p o n s o r ' s ADR s u b m i s s i o n on f l u o x e t i n e d a t e d J u l y 17, 1990 [ 

r 
FROM: . Section Chief, Epidemiology Branch (HFD-733) I 

The sponsor was asked by the reviewing division to analyze and discuss 
postmarketing data on fluoxetine for its first two years of marketing relating 
to several different potential reactions. The report submitted by the firm 
addressed eight reaction entitles and included a review of both IND clinical 
trial experience and domestic spontaneous adverse reaction reporting. 

Eos inophllla. Eosinophilia was noted In 19 fluoxetine and 14 placebo patients 
during IND studies. Two fluoxetine and one placebo patient developed rash in 
association with eosinophilia, and one other fluoxetine patient developed 
associated fever. The study group sizes were 2044 fluoxetine and 1397 placebo 
patients. 

From postmarketing data, there were 17 reports of eosinophilia. Eight had 
eosinophilia-myalgia syndrome or someching resembling It. Three of these eight 
had coTicomitant L-tryptophan and the remaining five did not. The firm concluded 
that there was no pattern suggestive of eosinophilia-myalgia syndrome in this 
data. While it is true that CDC has epidemiologically linked eosinophilia-
myalgia syndrome to a single Japanese manufacturer of L-tryptophan and has 
postulated that the syndrome may be due to a contaminant, this does not explain 
the five cases reported with eosinophilia and arthralgia or myalgia, with or 
without fever occurring In the absenc : of L-tryptophan. 

Culllaln Barre Syndrome CGBS). In its introduction to this section, the sponsor 
noted that zimelidine, a serotonin uptake inhibitor, was associated with GBS and 
this led to its withdrawal. Because fluoxetine is also a serotonin uptake 
inhibitor,, the firm was interested in pursuing this. The firm reported seven 
cases, of which they consider three to be probable or definite, two unlikely and 
two uncertain because of Incomplete follow-up or data. In reviewing the 
material submitted, one of the cases labeled unlikely by the sponsor may be a 
true case. Case 6 is compatible with the diagnosis of GBS in that rapidly 
progressive exteraity weakness was associated with a demyellnative EMG/NCV. 
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