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Sertraline Depression IRD

The sertraline depression IRD, broadly filed internatienally
September 1988, has received an unfavorable review in a number of
countries. - The common key issue is that regqulators are not
convincaed of sertraline efficacy versus placeba. In the cage of
Sweden,, Norway and The Netherlands, Central Résearch Sandwich
prepared the bast posaible response based on available data,
includihg nav analyges of IRD data. In aach cage, the responaga
was found to be unconvincing and the dossier was withdrawn., A
gimilar! Pfizer response has been filed in Australia, New Zaealand
and Colbmbia and we are awaiting their reaction. In Prance,
requlators insisted that a placebo controlled,. clamipramine
comparative, inpatient study was required feor approval. The
dogsier| was withdrawn in France and the required study has baen
initiathd by Sandwich. In Denmark, regulators also require a
clomipramine comparative placebo-controlled study and
consequiently the Danish querias remains. unanswered. . This waak,

we received comments from Germany which are similar to those ot
other countries. : o
. © =

In conj&nction with Central Résearch Sandwich, strategies had
been deyeloped to address this situation. Thess ware highly
depandent on the availability of placebo controlled U.S. studies
initiatsd pogt-NDA. However, praliminary analyses of thesge

-gtudies! strongly indicata that they are not highly convincing of

sertraline efficacy versus placebo and will not provide the
strong databage required ko overcoma ragulatory obstacles. The
reason for this appears te be a high Placebo. response, "a problen
known td be plaguing companies performing U.S. CNS trials. In
the U.S., CNS studies are typically performed in centers devoted
to performing thase trials and which advertisa for patients in
print and TV media. Furopeans viaw this practice as leading to
the saléction of an unrepresentative sampla of '"symptomatic

‘U.S. sridies. Récently, dua to the increasing number of trials

being performed by the industry and the naed te racruit greatey
numbers! of patients for clinical trials, the placebo responge

.rate ceen in recently completed studies is even higher than the

alreadyghigh,leygls seen in the past (“placebo creep”). A high
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placebo response makes it difficult to establish statistical &
differences betwaen placebc and an effectiva active product. \fv*

AL the present time, thare arae ¢ studies which will be available yw;'%i
in the near term for a sacond IRD (IRD2). These are listed with';bti;};
comments in the attached Table. As the comients indicata, there ;' 4

is considerable concern that thesa studies will not ba convincing’ ¢”
enough te gain approval. From a commercial. point of. view, the .
mest critical countries are France and Germany. As shown in the
attached table, theme countries represent 25% and 13% of total
1980 International antidepregsant gales respectively. Lack of
approval in these countriez will have devastating consequences on -
the commercial potantial of sertraline internationally, - - o

acs i : , . )
At presdnt, there is only a modest chance that IRD2 as outlined
above will be suitabla given the regulatory .challenges we face.
A stronjly positive, placebo cgantrolled -study 18 needed to onsura .
Latdzy succass. : ieit;retsé:ron ecg] ) 2 . 5
Rlagebo ! gtudy be initiated ag soon ag. posgible.  To
enhance 1& . probability of success in a timely manner, we
recommend that the study: ) L 7 i

. lbe performed in Eurcpa whera “placabo creep" ig: /!uJ? niun@~£1

fnot an issue and where Europaan data is favored- [
[pe designad to enhance the probability of Success |’

drawing on the knowledge gained from past trials R

. ibe parformed by Sandwich aa a high priority to
jensure GCP standards -ang timely,ccmpletion.
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Studies~Ayai1ab1e for IRDZ

STUDY

Double-blind versus clomipramine
versus placebo (§ weeks)

Jouble=blind versus. fluoxetine

Double-bTind versys dothiepin
versus placebo

{6 weeks) in

primary care

CAR

‘ Dauble-blind versﬁs imipramine
{24 weeks) :
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COMMENTS

Outcome uncertain

because of {npatients
and short study

Expect equivalent
aefficacy, not placabo
controlled

Some differences from

placebo seen for STL,

but dothiepin equal to
placebo

Efficacy greater than

that of imipramine,
but high avaerage dose
of STL, not placebe
controlled ..
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