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Position pie<~ on lb~ pba~~ III dinical sludies

EXECLn"IVESUMMARY

RosJI" fi'om ,lit 2 plKdxH:ontrnlled. plwt III clinical ,rial> design«! '0 mess
,lit effi<:acy &nd sarOly of Se<onl1Paxil in .doles<:enl. with mojo< dep<asion lI~

now .vailable.

S'udy 329 (oondueted in the US) $hOwfxl ttencI. in effi<:acy in f.V\lUl of
s.ro.ltIl'axil Kt<lSS &II incIka of dopftsaion, Ho_. ,he ..udy flilOll '0
dernon5I""e I ,,"ti.!lieally signi!iCltll dilf.."""" from placebo 0<1 the prim&')'
effieKy~ The seooncl S111dy (S1ue1y 377~ "ilidI "'*' concI""'ed in Europe.
Sou,h An>eriea, Sou,h AfriGa ancI ,lit Uniled ...... EnUro.... showed • high
placebo rdpOnse tlte &nd failed~e lIlY separation or s.ro..tIl'.,.il from,....
Dati from these 2 studi...... insufficien'ly robull to !lU9pot1 • libel~ &nd
will therefOre not be submined to I,," r<guII<O/)' IUtIloritie&. R....I" from S'udy
l29 will be pr..."ted in lbsll'OCI fonn at ,lie ECNP ;"lI (pari>, Novent>er-
1999) &nd. full nIlIlU$Cripl will be progressed. 1'ber no piIM. to publish data
from Study 377

Jim
Highlight



SO COSIIlDF.NTLl.I.- FOR '''TEIll'iAI. USEONI.Y
0«..... 1""

SEROXATIPAXIL
ADOLESCENT DEPRESSION

PO'I;tion piNe (10 Ibe pbase III cJioi(al studies
FOR 1i''TERNAL USE ONLY

SITUATION
2 SB~, pla«t>o-<:omrolled, p/'w< III clinical trials ha.... been oo<Iducted.
Study 329 (US) and Study 317 (Europe. StMJth Amtrica. South AJii<:a and Sweli

Arabia). in ord« 10-.. ,he efIicac}o and safely of SemxaliPaxil (up to
40ms1day) in the t...llnCfll ofa<loles<en" (aged bel....." 13 and 18 years and 11
mofIthsj with unipolar major dopreosi.e disorder (diognooe<l occonling to OSM
llJR. Sludy 329 01 OSM IV en,"';.. S,udy 371).

Study J2~ was. pbceW-eonIrotled, i",;pramine comparatOl otlIdy with .. 8 k
acule trwmtnt pMse followed by • ~ month oxtens>on p/IoIe. The acute p/'w< ....
<:<>mpleled and the oxtension phase i. due '0 complel< 11 the end of 1m 275
p1l;e",1 w~e re<:nliled to the Oludy. Resub. from the "",'e p/'w< of !hi••tudy
show thaI ,he«,...,.. no ..otiotic>lly oigtlifieanl diff......,.. from plocebo or> e;t!>er
of the primary effieaey paramel.... (cl>ange from bueli.. in HAMD '0141 otoreo

and the proponion ofreoponden-where fe$poll$O was defined ... 1:SO% rtduction
from b....i.. in HAMO """". Of " ""'MO """" sa It endpoint) Howev~,

trend. in fa.o,1t of paro><eIine cornp1led with placebo ,...,.. seen loro.. all the
ind""" of depreMion (ohange lTom \>ooeIine in HAMO total (p-<lIJ3), HAMD
reopondef. (p-Ol12). CGI (p-0094) and K-SADS [p-O,06') 5<OIeS) "nd
....i$li<:ally oigni6unl diff.,._ from plwebo =r< observ<od in the I"oponion of
p1l;e",1 in 'emiosion (<leIined IS a IiMID ocot. ofsa "endpoinl) In gene.... the
tespD to imiptami.. was oimil&t t<:> tha' for placebo. The ~ month ."enaion
p/'llse now completed and is seheduled to repoo " ,he end of 1m,

Study 317 was' 12 ""'"" p~foliedstudy. <OfldocIed in 27~ Idol.."."..
with mojo, depression. There was " high plo<ebo~ ra,e in !hi. S1udy 'nd
no ....iS1i<a1ly or clini<alIy oignifkanl differences from placebo ....... ob...-ved or>

e;t"'" of the primary efficacy ...ariobl.. (ptoportion of patienl$ achieving " .<:5W.
t«luction from bueline in 10lil MADRS ocoteS and clIan3e from budine in the ".
SADS·!.. dep......... subs<aJe SCOfe). The only dilR,"",,"" from pla<d>o (00<0f'Idaty
offi<a<y vlriabie» """" seen in" oubsroup of",,;..,.. who _~ ",16 yeatl of 'So.
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1) The large number of study visits

2) the duration of the assessments
3) The fact that concomitant psychotherapy was not excluded
4) Question marks about the adequacy of using currently available diagnostic
criteria and rating scales in younger patients
5) Adolescents may be more susceptible to a placebo effect

6) Developmental issues. Children and adolescents may respond in a
pharmacologically different manner due to qua~titative and/or qualitative
differences in neurotransmitter/receptor systems.

Conclusions from these studies:
• There were no differences in the safety profile of SeroxatIPaxil in adolescents

when compared to that already established in the adult population

• The efficacy data from the above clinical trials are insufficiently robust to
support a regulatory submission and label change for this patient population.

OTHER DATA:
Ongoing studies: SB France are conducting a locally funded double·blind,
comparative study of Seroxat/Paxil with clomipramine in adolescents with major
depression (Study 511). In addition, a study in adolescents with OCD (Study 453)
is underway in the US. This study comprises a 16 week open label SeroxatlPaxil
treatment phase, followed by double-blind, randomisation to paroxetine or placebo
for a further 16 weeks of treatment. The regulatory acceptability of these 2 studies
needs to be established.

Published data: A review of the literature shows that 2 studies assessing the use
of paroxetine in the treatment of 34 adolescents and children with depression have
been published (Rey-Sanchez and Gutierrez-Cesares, 1997; Findling et a1; 1996).

The first study (Rey·Sanchez and Gutierrez-Cesares, 1997) was a retrospective
survey of data from 25 adolescents (aged 13-17 years) treated with paroxetine.
Patients were diagnosed according to leD 10 criteria. In 13 of the patients
unipolar major depression was not the primary diagnosis. 17 patients received
paroxetine as a monotherapy, 8 also received concomitant psychotropic
medications (n=7 benzodiazepines, n=1 haloperidol). Paroxetine was administered
at doses of lOmg (14 patients) or 20mg/day (11 patients). No specific depression
rating scales were used, response was based on clinical judgement. 76% patients
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hod • ..u>JaclCKy re$pO"'" (11 """'plele remission, 8 iIIlpr<lved with ..-w
'ymplOmS) A lack of ..,l.factory reopono. in~ oboorved in 6 {24%);Woenu

Eiatn pall..... 'tpOf1M <ide e!fe<:!' (oomnolence Of <leq> dll<lrden fI""6. f4l/leni•
...... ,,"uou n-l. lachyanlia 11"'2. di.mhea fl'"2, headodle 11"'2. onhool.,ic
hyporemi"" 0-1. reoU-. n_l) Two pal,""l'~ withel"'''''' d1J. 10 nne due
'0 .nxiely. one d.... 10 hwotemiofl and~)

The oe<:ond l1udy (Fir>dlina eI 01. 1996)~ <XlI'Idu<:red in 9 ;Wie<n••ged bel_
1_1S )UI'S (children and odoloocenu) meeting I)SM IV <riteri. fOf a maj",
dep<",,""" ¢i$<)nIer Syrnp'"","lol<>gy ~ ustSS«l "';118 HAM·I) fur .00;""'.
aged 1J 10 IS year.. and ll1e childhood depra50n mina ocal. (CDRS) suij«:l.

'ltd 12 Of youngot Paro_eli...~ ifIitiolly given ., • dote of 1000d.oy. Thio ""'.
<scalored 10 WmgId.oy If the pa,;ent hod nol responded afI<r 4 ..uk. of"""""",,,
8J9 pati..,,, responded to Ifun".", wi'h puo_eline. Throe palieolO hod complele

rerni";,,n, S pall..,u hod • >SO% reduct;,.. in lolal CDRS """" iTom ......1"".
CGI m.pr<>ved in oil pati..,,,, On< patient witbcI,.... iTom the $hIdy ., week 2 due

10 an od"""" experience. Th. pati<nl ~ fOund to ha"" e1.....,<:d ......m
paro_etine levels and w" •poor 206 me<abo!;"".~ ofplurmac<>kineric
""""",,,e<' in thi. Oludy showed t!l&1 paroxetine had •~ half ~f. 10 lhot

rq>Oo1ed In lhe adull populall"" (IS 7h (od 9 Oh) '" 24"- reop<cll'dy)

COMPI:TITOR ACTIVITIES:
Lilly ..-e beliew>d 10 be in ....,. 10 """,pletins their f'/We 1Il clinical trial, in
odolescenl depreslion One rewlveljr '"'s.pl~ed 8 wed< $hIdy wilh
an open 12 _nth foDow.up period condocted In 96 patiall' (aged 8_18 years) Iw
re<:enll)' be<:n pIlblishtd (Emslie .. 01; 1997 ond 1998) These <lata !how 1.... 56%
(21/48) patient, on fluoxerine (2Omglday) oomparU wilh ))% (16148) pati<nt. ""
placebo "'''-' "'ted .. much Of '<tty """'" imp<oved on the CGI ., Week 6
(p-O,02. In II>< 12 _nth follow-up period, 85% (n-14) patient• .-eoovered from

the d.preosi"" epi>od. (41 on lluoxetine, 22 OIl placebo and S on "'her
antidep,...ant' Of litlUum). T~1y nine (l!l%) of lhe pal...." (J6% of those who
bod retAl,ered on /Iuo_etine (11/41] and 41% of !hose who hod ".:O\'O'[ed on
placebo (9mj had a reeurrenee ofdepr~ during lhe 12 month follow-up (.
higher~ flit. thin ..... In adullO) Olher pubIiII>ed data on fIuo_.,ine ....

from 11IIoII open "ud'" Of il'Idl"';duol cue report, (Colle .. 01, 199-4)

nu. oI'udy ha"" positl"" data (indudi"ll PI< data) and liceneed in tl>< US fOi
1110 tfeatmenl of adole>cenl OCD In addition, I'fi<er 01", beliew>d to be
condUOllng elinicoI trioI. in odoIescel't depression. A"';1a!l1e puIlliohed data ....
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limited,d~ fi'<>m smatI opeIl Sludi.. in odoles<enl dep<e<sion (McC«rvi11t '"
01; 19%, T\omey "'01; I99S)

TARGET
To elfOO1ivdy~ ,he diIoeminotion of ,""'" do.. in ord..- '0 minimise ""l'
potemiol nogative ootIII1IO"ciaI impact

PROPOSALS
9ued on .... cur...." dati from Studi.. 171 ODd 329, ODd foUowing
CCl<'OU!wiorl "';,h S6 country regulatory and marketing groups, 110 reguwO<)'
...bmiuions will be made '0 obtain either elfoca<:y or~ 1I11emen1. rdIIting
to _ G<p«"'" lI,bi. 'ime. Howev« data (<op<ciolly~ dota)
ITorn t""'" IIU&eo may be includ<cl in OIl)' fu'"", regul..ory oubmiosions,
pr<>vid<d thal we .... able to go on and g........ ,obu.., .pprovable <ffiu<:y
dol.. The ra/ional. fOf not Ilt«JIpting '0 obtain • ..r..y IIIltment It thi. ~me
i. u follows;

ii ,egulatO<)' Ig"""",, w<>uId "'" "WOve ............. indicaung''''t ther.....
110 ..rety issues '" &<loI_u. .,1hi, could be....., u promoling oif-label "'"

ii) i' would be oolllll>Ofciolly una«<ploblt 10 incltHl.........,.,. tha' dfococy
had not -. demotlllrolod, U l!li' """'ld undemUne 'no prof'" or puoxetine,

Positi"" da.. ITom Study 329 will be pubhoI>od in obll"'" form .. ,he ECNP
(Puis, November 1m) ODd • full monuocript of ,he 329 data will be

'-"'"
The regulatory ocapIabili,y of 5",,1... SII and 4SJ and "'l' 01.... dl" in ,hi,
potien, population will con'inue '0 be inveSliga,<cI
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