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Yasterday we unofficially received a copy
of the medical comment on our Fluoxetine

. application. A tranalation is attached.

Kind regardas,
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' Comment on tha clinical documentation

" As the praparation in hand is intended for the coniﬁmer in

the Faderal Republic of Germany, the indications, which wera .
worked out according to the criteria effective in tha Unitad States,
hava to be adapted to the German criteria and to be worded undar-

standable, .

The indications suggested by the manufacturer "depressive dig-
order® ara worded unprecise and partially misleading, ‘Already
with consideration of the american critaria for asseassment of
the efiicacy of the praparation, it can be said, that the pra-
paration has not shown-the same efficacy in all depressive diz-

orders, v . '
In ths Faderal Republic of Garmany the hoaological‘claasification

of deaprassions, which 43 in accordancs with the WHO classification,
has establiashed itsself and proved usefull. From this clasalfi-

" cation the buaic‘thorapi,'the progress, ths prognoszis and the .
via

W

.that thesa atudies ara not completed, Rach double-blind atudy

indisation for a prophylactic longterm therapy can be diractly -
derivad, That the praparation may not be egually affective in
21l types of depresaion, can be predicted from ita mode of action;
antideprassants, who complemant deaficiencisa of transmittera
Zasp. companaata an unbalance of tranmmittars ars only effactive .
in endogenous and partially alsc in p cgfgenic depresasions.

- ' o S -1 r;%L ed -
For a promizaing therapy of deprsssion basides the nosological
alao the phenomenclogical aampects have to be .conaidered. Con- -
aidsring the criteria uased by the american investigatora thaae
aspacta can not be directly transferrad to the German conditions,

Purther condition for a promiaming therapy is the choica of an
antidapreasant with a profile of action, which ias right for the
c¢linical picture. On grounds, of the submitted atudiax the pPro-
£1le of action of the preparation is hardly idantifiahles; par=-
hapa it possezes a zlight anxiolytic activity. But thias would
hava to.be proved convincingly by additional clinical atudiss,

In the studies up to 17 criteria for exclusion wers stated,
0f the 46 attached atudy protocols in 2% the nota is to be fZound,
-a.praceded -by 2 one-week placebo wash out period. g statements

on the medicationa, which wers uszed in +he pretreatment of tha
deprazsion, aras misaing, the question pccurx, i1f firatly thia

éaSl:lgz Zd

- pariod waz not to short and on +tha other hand, 1?2 a carry-over-
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#izat examination before the beginning of the studies.

whe comparison studies with standard antidepreasants and with
placsbo gave most variabla resulta, In 3 studies the prepa-
Tation ashowed no afficacy, in othars it was equally sffectivas.
only in the imip:amin'study'thelprepa:ation-:hQWid itsnelf to
pe more effsctive in individual of the studied parameters,

Nearly all authors of the double~blind studiss point out, that
+he number of patierts was to small to detact differences in
the efficacy betwaen the comparisen drug and the study medi-

‘cation. ‘

Most self-rating methods, which ara decisive for the asseasa~-

ment of the sfficacy of the preparation indicate littles raap.

. no improvement in the clinical picture of the patients during
treatment with the praparation at hand, S

Most studias were conducted under ambulatory conditibnu. Héﬁca
it follows, that the investigators had not the poaaibility to

" observs the olinical picture continuously, which in deprassive

patients varies greatly during the day. Even on round of this
fact it can be said, that the submitted studies indicata. an
improvement of tha atudied parametsrs, but not of the iliness

itsgeali, .

mhe use of the same criteria for the assazamant of the efficacy
of the preparation independent from the age of the patient is
fvom a clinical atandpoint inadmissible. Tor deprasaiona ia
advanced aga the cerabro-organic factor play3 a very important

role. No paychometric method was applisd to aliminate this factoz.

Prom the 1427 patiantas treatad with the praparation a group of
38 patients was Zformed, in whom EEG examinaticnsg were done.
These sxaminations, which proved an aggravetion of tha £indinga
{rhythm ratardation, abnormal synchronisation) at continual
therapy, should have been done in =mall groups of patients in
sach staga of the clinical trials with variing doses of the pra-—

paration.

N¥o neuro-andoorinological axaminaticna wsIz doﬁ;} whiéﬁ afﬁ
necassary during the slinical trial of a new antidepresasant.
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The fragquency of side-effects was very high (partly mors than
504} and the side-sffacts resulted nearly in each study in drop-
outs. The frequency of side~effects depended on the dose, the-

age and the duration of therapy. Deceiding for the clinical sig-
ngficance of side-affacts is not only the frequency of their
ocourancs but alsoc their saverity.

The authora of-hcst-studiea~pointad out, that the praparation on
ground of its pharmacokinetic properties (low clearance, leng
half~lives) accumulates even when given onca daily, -

In the clinical trials pathological ophtalmonological and pule
monary conditions ars found almost regularly. It should be con-
sidered, if these are not illnesses, which wers observed in ani-
mala in an othear appearance in the same organs. During the
olinical trials unfortunataly no furthar axaminations wers dons
£0 clarify these aspasctas of alde~effacts. As long ax thera iz
- not gufficiant axpariencs with the preparxation, eys and lung
axaminations have to be arranged at ragular intarvals.

During the treatment with the preparation the laboratory chemical
and enzymatic examinations showsd deviationz from the normal
ranga, which partly indicate sevara damage of the corrssponding
crgan resp. system. The expeart has already pointed cut :ggiuA )

* deviations in his opinion and commantad on them accordingly, so

"~ that they need not be rapeated hera, R

In 1% = 20% of cases side-effects occur, which. involve the central
nervous system. As most of them resemble the clinical picturs -

of the underlying disease, aven from theooratical rsascnz one haa

to axpect an intensification and not .an improvement of aymptoma. ‘1

-‘ )

During the tresatment with the preparation 16 suizida attempts wers
mada, 2 of these with success. A3 patients with a riszsk of suizide
‘wera axcluded from the studies, it is probable that thia high pro=-
“portion can be attributed to an action of the preparation 'in-the

senca of an daterioration of the clinical condition, which zeached

dta lowest point.

o atudies wera done, from which the tolerance of 2 combination
tharapy with other antidepressants as well am neuroleptica can

be woncluded. ' : "
The resulta of the conducted studiaas do not allow any concluﬁionz a

. on, whether with long-term therapy with the preparation tha da=- -
~alopemant of depsndance and taleranca is to .be expeatad, o
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Summarizing opinion

1, The ¢laimad indication *depressive disordarz® can not
be accepted in thig form, The entira studiex have to be
Traworkad with conaideration of the critaria of the sciances
of deprassion effective in the Federal Republic of Gar= .
many a5 well as with refaranca to the WHO ‘criteria, zo
that thay are underztandable :orsthe,phyaician.and tha

patiant,

2. CSnnidaring,tha-bdnéfit and the ;iii;.wt-think éhiu pra- S
pParation totally unauitable for the. treatment of dapresaion, "
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