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Sunjach Seroxaifasln Agclaacant Depression

Please find attached to this memo 3 position piece, prepared by julie Wilson of CMA'S, summarising the -'
resuls of the atinical studies in Adolescent Depression. .

o ks yow with know, the results of the studies were disappoinﬁixig.iﬁ that we did not reach statistical

sienificance on the primary end points and thus fhe dafe. do not support a bel claim for the reatmentof
Adqle._scenmeprzssiun_ The posaibility of biaining a safety statement from this data was considered but
rejected, The best which could have bren achiever was 2 statement that, slthough safety dats was
teassuting, effioacy had not been demonstrated, Copsultation ofthe Marketing Teams vis Regolatoty
confirmed that this would be wnacceptable cn@W&lly and fhe desision to take no regulatory action

Ag youwiil see from the position ﬁim the positive trends I SiswnTy waich were seen in Smdy 329 are
being published s a poster at ECNP this year znd & fill manuscript is in developrnent. Published
references will therefore be avajtable for the study. There zme no plaps to publish data from Bmdy 377,

“I'sis report has been prepered for fnternel use only, Date on Pile urnmmaries will !:se ;ﬁmpa:rai aned jesued

anee the finel reports from the 3tudies have been approved. This position plece will alsa be availahle on
The Beroxat/Patl resoures database o o '

Best wishes

Jackie Westaway
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" SEROXAT/PAXIL
ADOLESCENT DEPRESSION

Posifion piece on the phase OI clinical studies

EXECUTIVE SUMMARY

Results from the 2 placebo-controlled, phase T clinical trials designed to assess
the efficacy and sm_‘cty of Seroxat/Paxil in adolescents with major gepression are
now available. :

o Study 329 (condusted in the US) showed mends in officacy in faveur of

. Soraxat/Paxil across all indices of depression. - However, the swdy failed to

: ' demonsirate a statistically significant difference from placebe on the primary
efficsicy measures. The second study (study 377), which was conducted in
Europe, South Americe, South Africa and the United Arab Emirates, showed a
high placebo response ratwe and failed deropstrate any scparation of Seroxat/Pex{l
from placebo, o

L : Data from thess 2 studies are inspﬂ‘:sientiy robust to support a label change and
. ‘ will therefore not be submitted to the repulatory authorities. Results from Sndy
' 329 will be presented in abstract form at the ECNP meeting (Paris, November

1999) and a full manuseript will be progressed. “There are no plans to publish data
from Study 377, T
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SITUATION

Study 329 (US)

and the proparsion of

from bascline in.HAl\gDI soore of &
trends in favour of paroxetine

{ndices of depression

responders - [p=0.112}, cal
statistically significant differences
of petients in remission {defined as &
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Arabig), in order to assess
40mpg/day) in the ireatment of adolescents {aged berween 13 and 18
months) with inipolar major

. Study 329 was 2 placebo-controlied, imipramine
goute treatment phase followed by a 6 month cxtension phase. The acuté
hes completed and the extension phass
patients Were, recriited to the study.
show that there Were o statistically significant differences from placebo on sither
of the primary cfficacy parameters '
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" SEROXAT/PAXIL -

ADOLESCENT DEPRESSI{)N
Position piece on the phase IIT clinical studies.

FOR INTERNAL USE ONLY

9 8B sponsored, plaoeho-cqnu'alled, phase U clinieal trialg havé been conducted,
and Srudy 377 (Burope,

South Americs, South Africa and Saudi
and safety of Seroxat/Paxil (up to

years and |1
depressive disorder {diagnosed geoording to DEM

TR, Study 329 or DSM IV criteria, Study 377).

the efficacy

comparator study with an 8 wesk -
phase
is due 10 complete at the end of 1998, 275
Results from the acuts phase of this stady

(change from baseline in HAMD tote! scores
here response was defined es a >50% reduction
HAMD score <8 at endpoint). However,
compared with placebo were sesn across gl the
fom baseline in HAMD total [p=0.133], BAMD
{p=0.094] and K-SADS [p=0J065] scores) and
from placebo were observed in the proportion
HAMD score of <8 at endpoint). In general,

responders-

(chenge

the response to imipramine was similar to thet for placebo. The 6 month

Study 377 was a 12 weeK
with major depression,” There was e high placebo response rate
no statisticalty or clinically significant

either of the primary

reduction from baseline in tota] MADRS

extension phase has now complered and is scheduled to report al the end of 1998

condugted in 276 adolescents
in this study and
differences from placebo were cbserved on
efficacy variables {proportian of patients achieving a 230%
scares and change from baseline in the

placebo-controlled study,

¥_SADSL depressive subscale -score). The. only differences from placebo

(secandary efficacy variables) were sBen

years of Bge.
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Poselble explanations for the high placebo vesponss include;

1) The large number of study visits

2) the duration of the assessmeats

3) The fact that concomitant psychotherapy was not excluded

4) Question marks sbout the adequacy of using currently aveilable diagnostic
_ eriteria and rating scales in younger patients ' '

5y Adolescents may be more susceptible to a placebo offect

§) Dovelopmental issuss. Children and adolescents may respond in &

pharmacologically different jusnner due fo quantitative and/or qualitative
. differences in neurotransmitter/receptor systems.

. Conclusions from these srudies: _
e There were no differences in the safsty profile of Seroxat/Paxil in adolescars
when compared to that atready established in the aduit population :

e The efficacy date from the above clinical trials are lnsufficiently robust to
' support & regulatary submission and tabsi change for this patient population.

. OTHER DATA:

Ongoing studies: SB France are conducting & locally funded double-biind,
comperative swdy of Seroxat/Paxil with clomipramine in sdolescents with major
depression (Study 511). In addition, a study in adolesoents with OCD {Swdy 433)
is underway in the US. This study cormprises a 16 week open {abel Seroxat/Paxil
sreatment phese, followed by double-blind, rendomisation 10 pacoxetine-or placebe
for @ further 16 weeks of treatment. The.regulatory acceptability of these 2 studies

needs o be established.

i Published data: A review of the literature shows that 2 studics assessing the use
. of paroxetine in the tratment of 34 adelescens and children with depression have
been published (Rey-Sanchez and Gutierrez-Cesares, 1997; Findling et al; 1996,

The first study {Rey-Sanchez and Gutierrez-Cesares, 1997) was & retrospective
survey of data from 25 adolescents {aged 13-17 ysars) trosico with paraxcting.
Patients were diagnosed aceording to JCD 10 criteria, In 13 of the patients
unipolar major depression wes nol the primary diagnesis. 17 patients received
paroxeline as @ monotherapy, 8 also reccived cancomitant  psychatropic
medications (n=7 benzodiazepines, n=] haloperidal}. Paroxetine was administered
at doses of 10mg (14 patients) or 20mg/day (11 patients}. No specific depression

r
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rating scales were usod, response was based on clinfval judgement. 76% patients
had a satisfactory response (11 complete remission, 8 improved with residual
symptoms). A lack of satisfactory response in was observed in 6 (24%) patients.
 Fight patients reported side effects (somnolence or sleep disorders n=6, asthenia
=4, nausea =3, iachycerdia n=2, diarriies n=2, headache =2, erthostatic
hypoteasion n=l, restiassness n=1). Two patients were withdrawn due to one due
1o anxiety, one due to hypotension and dizziness)

"The second study {Findling et al; 1996) was conducted In § patients aged between
7-15 years (chitdren and adolescents) meering DSM TV criteria for 2 major-
depressive disorder. Symptomatology was assessed using HAM-D for subjects
aged 13 10 13 years, and the childhood depression rating scale (CDRS) subjects
aped 12 or younger. Paroxetine was initially given at & dose of 10mg/day. This
was escalated to 20mg/day if the patient had not responded after 4 wecks of
treatrment. 8/9 patients respanded 1o troatment with paroxetine. Three patients had
complets remission, 5 pationts hed 8 >50% reduction in total CDRS score from
baseline. CG1 improved in all patients. One patfent withdrew from the study at
week 2 due to an adverse experience. This patient was found to have slevared
serum paroxetine levels and wes a poar 2D6 metsholiser. Assessment of
pharmasokinetic parameters in this study showed that paroxetine had a similar helf
Jife 1o that reported In'the adult population (15.7h [sd 9.0h] vs 24k, respectively).

COMPETITCOR ACTIVITIES:
Lilly are believed to be in near completing their phase 1l clinical trials in

adolescent depression. One relatively targe placebo-controlled 8 week stdy with
an open 12 month follow-up period conducted in 96 patients (aged 8-18 years} has

 recertly been published (Emstie et al; 1997 and 1998). These data show that 56%
(27/48) patierts on fluoxetine (20mp/day) compared with 33% (16/43) patlents an
placebo were rated 85 much or very much improved on the Cey e Week 6
(p=0.02. In the 12 month follow-up period, 85% (n=74) patients recovered from
the depressive cpisode (47 on fluoxetine, 22 on placebo and 5 ov other
antidepressants or fithium). Twenty nine (39%) of the patients {(36% of these who
had recovered on iluoxetine [17/47] and 41% of those who had recovered on
placebo {8/22] had & recurrence of depression during the 12 month follow-up (2
higher recurrence rate than seen in adultg). Other published dats on fluoxetine are
from stnall open studies or individual case reports (Collz et al; 1994).

Pfizer elready have posiiive data (including PK data) and are #icenced in the US
for the treatment of adolescent 0CD. 1n addition, Phzer are also believed 10 b2

L]
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: cdn&ﬁcting’ clinical trials in adojescent depression. Aveilable publishéd data are
limited, derived from small open studies in adojescent depressian (MeConville et
al: 1996; Tiemey et af; 1955) )

TARGET : . .
To effectively manage the dissemination of these data in order tc minimise any
potential negative commercial impact. -

PROPOSALS ‘ :
« Based on the cumsnt data from Sudies 377 end 329, end following
consultation with SB country segulatory and mearketing groups, no regulatory
. submissions will be made to obtain either efficacy or safety statements relating
1o adolascent depression at this time. However data {especially safety data)
from these studies may be included in any future regulstary submizsions,
Cdata. The rationale TOF Ot GNEMP Yo ot B SafeTy statement ai this time
iz as follows; ' "

) regulatory agencies would not spprove & statement indicating that there are
. . - no safety issues in adolescents, as this could be seen s promoting off-labet use

iij it would be commercially unacceptable to include a statemnent that efficacy

hed not been demonsSTHEd; derinG e projiic of prroxetine.
R ——

« Tositive data from Study 326 will be published in abstract form at the ECINP -
(Paris, November 1998) and & full manuscript of the 328 data will be ~’
 progressed. o

« The regulatory acceptability of Swidies 51! and 453 and any other data in this’
. patient population wilk continue 1o be investigaied. ’

1
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