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o ofessor Rerrmann snd his co-worker familiar with 2luoxstine
data, 80 that he 43 in-a bsttar pomition o giva baxt advice a3 &
consultant t¢ the company in tha registration procsis of Zluoxstine.

. Data raviewady

1. original documentation nuba}ttad March Y, 34 ’

2. Analysis of pooled studies fluoxstina va, inipranin; vs. placebo
... \protocel no, 27), submittad Oct. 26, BA. -
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Profeascr Berrmann lefl an opinion of 21 tzpe-writ:ag_pngc:.
=ha sssantial pointa are summarizad az foliowst _




A. EFYICAC

Fluoxetinae's onset of actlion later than that of imipramine
initia) potency {nferior to that of imipranine

overall rasponne rats identical
d:og out vate becausa of lack ¢!
highsr than on imipramine

acy only al 1

‘= FLUOXITINY I8 AN ZFrECTIVI ARZIVERR] BEANT 1M $
.,SUTI‘ERI!G PRON PRIFIRADLY X - DEPRESEI
. 3. BATETY | | ' A\
= Initially only aligh ¢ incld ¢ alyYns of nutiﬁtion_
or no diffsrence , ia ) , -
-« Imipramine and { : zponwfits, activation

23 well as ind :
= initial seda ‘ ipramine . :
{this i us uticall » 4 diaadvantage on :
prolongsd gdriority =--~ later .
supearior

supstior to imipramine with A
dic mide-effacts '

. reg T ---'@ .
- ) ‘ frequ der imipnn!.nn-, but no mjor
~ early ¢ ations : . -
ludwdtine ruinvuntly smaller incidence of drop

- Ylue unequivo

~gf2acta

18 THZ TACT THAT BUICIDE ATTEMPTS MAVI BEZX
FREQUIRTLY ON FLUOXETINE A§ COWPARED TO INI-

b WAUSEA FLUGXZTINZ'S BIDE-EFFECT SPECTRUM I8 UNEQUIVOCALLY
AVOURABLE TRAN TUAT OF IMIPRANINZ, BDUT ACCORDING 70 THR A

heEAY'S KHOWLZDGE THIS I8 WEGATIVELY AFTECTED BY THE IRCRLASTID
SUICIDAL RIBK. :

C. BENEFIT/RISE RATIO

Hot unequivocally positivs. . '

THEREYORE IT I8 OF GREAT IMPORTARCE TO DETZRRINE CZRTAIN TYPE

or PATIEZRTS WHO WILL BRETTER REEPORD 70 PLUOKETINRE THAR TO
 IMIPRAMIRE, BO TEAT.EIGHER RISK.MIGHT BE ACCZPTABLE.. . . .
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‘D. PROBABILITY oY 8UCC288

whs today's knowledge of data does not justlly the

th
that thers is & high probablilley stting fgucxn
in Cerminy.
Reagonst o
- Benatit/risx ratio as dilé@%éii)ﬂbOVt -
- no studiss in Zurope e 4 _
‘- NO EVIDENCE OF B § RISK, THENT OF BOSPITALIIZD |
VATIEN S, WHICH AL INPORT R THE INDICATION
*ENDOCINOUS DI] 10 CONPANY MAR APPLIZD FOR
RTCISTRATION X PITALIXER RITE} .
¥, e linitsd indication, i..a.
to A plus pracautionary stata-
‘mant €O . ' o
13 1 _ 9 fpoidence a!-luiaidll/l;~lt§ﬁh§tl
2) T trial ‘
o 1) {atient type (“respondsr?®)
N NDATION WOULD BE 7TEE FOLLOWING NCM:
TNgtiok to an ‘of Mazch 26
.2) Do sdcumended by Profassocr Earrmann to sstablish
the succeagful outcons ‘

, sjsessment of probability of suscess at the time
new al tha Hippius Teport, other axpart opinions

was askad to go rhrough our raply to ths »aA
(g might probably change hia opinion.on tha one

! NPATI TN A, EVEN IF ALL OTHZR
"DATA Ry, IT 15 HERRMANN'@ OPINION THAT WE AT HZ3T
oen A LIMITED IRDICATIOR APPROVAL, 1. B, FOR HILD 10 AODERATE

DEPRESEION OWLY. '
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oo G AN D UH DEPARTMENT OF HEALTH AND HUMAN SERVICES
; PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE Dicember 8, 1987
FROH R H. Kapit :
cunnisT Lilly ‘¢ responsc re ihe BGA /Zé%ff/éf‘ R R
TC: Flfe, NDA 18-836.

Nn I zember 4, 1987, a letter from Dr. H. W. Tolbott relayed Dr. !

Wern =ke’'n rriponne to 8 teleconference with Dr. T. Laughren and this
revituer regarding corments made by the German regulatory authority (the
PMIAY on the safety of Prozac.

The =»tter nrn~rrted that the Cerman authorities never defined or documerited
the =hrasens “nevere organ damage” or “"unacceptible damaging effects”, which
urre nced ir thelr communications to the company. The letter deniee that any
ruch organ damage hae ever occurred in fluoxetine~treated patients.

Thna corpany asserte that all information made available to the BGA has been
madr available to the FDA, and to their knowledge, the FDA has used more
roph sticated analyses in reviewing the data.

Cone uslon: The BGA commentzs do not appear to reflect clinical eventus,
since no ruch =vents have been reported to the FDA, and according to the
company, we have received all)l informatian submitted to the BGA.

Reacennendation: The comments by the BGA ahould not affect FDA's conclunxon
thatv NCA 18- 936 is approvable.
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