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Study Characteristics 

This was a single center, double blind, parallel group, placebo controlled, phase two trial 
conducted in the United States. Patients were randomized to treatment in blocks of four with a 
:arget sample size of72 patients; a total of 50 patients were actually enrolled. The trial lasted 6 
weeks,and consisted of a pre-treatment screening visit, a baseline visit, and follow-up visits at 1, 
2.3,4 and 6 weeks post-baseline. There was a placebo washout phase between the screening and 
baseline visits that lasted from 4 to 14 days, depending on factor:-' such as the patient's recent use 
of p:;ychotropic medications. Active treatment began at baseline with the paroxetine subjects 
:receiving a 20mg daily dose. At each subsequent visit 'the physician could taper the dose up Or, 
down by lOmg. so that the final daily dose could range from lOmg to 50mg. 

The primary efficacy, variable was mean change from baseline in Hamilton Depression 
(Ham$D) Total at 6 weeks. At the recommendation of the FDA Division of Neuropharmacology, 
this reviewer also examined the foHowing secondary efficacy measures at "'leek 6: Ham-D De­
pressed Mood Item, COl Severity, cor Giobal Improvement and Zung Self-Rating Depression 
Scale Total (the only patient self asSessment variable used in this tria1). Mean change from baseline 
at week 6 was analyzed for all secondary efficacy measures except CGI Global Improvement; 
mean CGI Global Improvement at 6 weeks was examined since a mean change frr,m baseline b nut 
meaningful for a global improvement v.anable. 

Sponsor's Statistkal Methods 

The spol1sor analyzed two populations: the intt!nt-to-treat population, which included all 
··"'subjects randomized to treatment and who received at least one dose of drug~and the rul efficacy 

Ropulation, which was comprised of those in the intent-to-treat population except protocol violators 
t~ "'1,:-~d adverse reactions~ L.tast Observation Carried For\vard (IJOCF) and visit~\.vis(; (ot);;crvcd cases 

1 Original trade name Ar:tpax 



(oe)) analyses were perfom1cd on c;lch of the t\VO populations. Only tht: LOCF and OC analyses 
on the intenHcH:reat population were examined by this rev·jl:wcr. 

The fonowing models were used to describe changes from baseline for the primary and 
secondary v4l.rlablcs: 

Model II (Analysis of Vruinncel 
(value - baseline value) ::: treatment .... error: 

Model III (Analysis of Covariance) 
(value - baseline value) 

"" treatment + covariable + treatment*covariable + error, 

Model IY ___ _ Method) -- same as mode,l II using the non parametric CMH 
method on (Ham-D Depressed Mood Item - baseline Ham-D Depressed Mood Item); tf 

Model V (Anaiysis of Varirmcy on Ranks) -. srune as model II using 
D Total - baseline Hnm-O TornD. 

trnnsfonnation of (Ham-

The sponsor indicated that Hmn-D Total was the tirst outcome examined in the Model m analyses 
[j.~ause it was representative of the other outcome variables in t.'le trial. If b~seIine discrepancies in 
Ham-D"T"Otal across levels of a covariable were found, Model III was then ust:d to examine 
baseline discrepancies for other outcomes. Model IV was used to nonparnmetrically analyze Ham­
D Depressed Mood Item, an ordinal four point score. If baseline differences for a covariable were 
apparent, Model IV was adapted to adjust for that covariable after if had ocen appropriately 
categorized. Model V was employed on the Ham-D Total only. 

For Models II, III and V, the sponsor stated'that all reponed p-values were cor.lputed by 
comparing least squares, rather than arithmetic, treatment means. They were obtained from SAS 
using the PDIFF option in the l,.SMEANS statement of Procedure GLM. All repor'.ed p-vailles 
were two sided. 

The sponsor's models were appropriate and properly estimated. SAS Listings verifying 
the information provided by the sponsor and reported by this reviewer in Tables 01-001.01 
through 02-004.02 (except for the OC analyses of the Ham-D Depressed Mood Item, which were a 
response to a request by FDA) were found on the V AX corr,puter 'yhich housed the sponsor's 
CANDA. 

Sponsor's Resu Its 

Table 01-001.01 displays the 6 week results for the prim::try and secondary efficacy 
variables according to the LOCF and. OC analyses of the intent-i.o-treat population. P:rroxetine 
patients showed g.ceater improvement an all measures in the LOCF analysis llnd on all but the Zung 
Total. in the OC analysis. Reductions in the Ham-D Tot~l, H:tm-D Depressed Mood Item, and CGI 
Severity were larger for paro;..ctine patients than placebo patients in the LOCF and OC analyses. 
Mean CGl Global Improvement was greater among paroxetine patients in LOCF and OC 
analyses, Paroxetine patients exhibited 11 greater reducticn in self-reported depressive symptoms 
than placebo patients in the LOCF analysis; placebo parients. however, exhibited a gre<'lter . 
reduction than paroxetine patients in the OC analysis. ~'-lone of the differences between treatments 
was statistically significant 



Table 01-001.01. Mean Change from Baseline to Six Weeks 
PAR 01-001, Jay Cohn. Principal Investigator 

Sponsor's LOCF Analvsis -- JntenHQ-Trei1t PQPulmiQll 

~ La J: Q X fl: t i IJ e E 1 a ~ e b Q 

~ ~ s.E N ~n Sl: M R.-va lUI' 
HamO Tot. -13.46 1. 60 24 -10.54 1. 60 24 0.204 
HamD Dep. -1. 46 NR 24 -1.12 NR 24 0.187 
CGr Sev. -1. 75 0.28 24 -1. 33 0.28 24 0.296 
CGI G.!. 1. 75 0.22 24 2.25 0.22 24 0.113 
Zung Tot. -7.83 2.15 24 -7.21 2.15 24 n.838 

SponSQr's Observed Cases Analvsis -- IntenHQ-Trem PQPulatigrl 

~ p a 1: .Q ;~ e t i n c p 1 iil. !: ~. 

~ ~ S.E M t::l.ftall S.E M l>i.::.:Y..al.ue 
Ha.mO Tot. -15.58 1. 51 19 -13.94 1. 64 16 0.467 
HamD D.:::!? • -1. 68 0.17 19 -1. 50 0.19 16 0.461 
CGI Sev. -2.00 0.32 19 -1. 81 0.34 16 0.691 
CGr G. :r. 1. 53 0.18 19 1. 69 0.20 16 0.548 
Zung Tot. -8.95 2.05 19 -13.19 2.23 16 0.171 

Nero: p-vall.les for HrunD Dep. from Model rv; all others from Mode! II or, if apPlOpriatc, Model HI. 

Since only 67 percent of the placebo patients were stin in the trial at week 6, the week 4 
results were examined. In the intent-to-treat population at week 4, 79 percent (19;24) of paroxetine 
patients and 75 percent (18/24) patients remained in the trial. The results at week 4 were all in the 
same direction as at week 6 but none of the differences was statistically significant 

. The mean daily dose of P3J'o:-::::i11e at the 6 week endpoint was 39.0 mg/day among the 24 
mtenHo-treat patients and 38.9 mg/day among the 17 efficacy patients. The mean daily dcse for 
both groups contin~ally increased during the 6 week period. 

&,yh,wer's Comments 

The protocol stated the target sample size was 72 patients but only 50 were actually enrolled 
in the trial Obviously the power of this trial was lower than planned; this may expln1n the lack of 
statistical significance of any of the treatment differences that the sponsor found . 

. '. 
This trial provided no statistkal evidence that paroxetine was superior to placebo with 

regard to the primary and secondary efficacy measures eX:m1ined .. 

ti 



EFFICACY REVIEW @ 
Introduction· 

The iH:comp"ilnyh~, .. ,~a(ety t"cvi.J~w cont;lins /J. In:ior synopsis of paro'Xctinc'!'l 
dE",'elopm(,(l1t :tnCf!04etails c.c.mcerning the Ph;H;'" II-III parcntt~tin,: '~XDOSULe, 

t~ndix A sl..Lllmarizes· the' demographic data o( the efficacy tridb"" 

Ef[ 'AI:LU be assessed· by review of ea, ... 1\ of 17 double blind, placebo 
cnntJ:,;;UE'dl",.maomized trials: Results of 34 a.~tive controlled tri.i:ll~ \,;il1 b~ 
~wDmar{zed. Table 1 lists the placebo controlled trials and App6n~tK ~!lists 
th~ actLve controlled trials. 

In H l.!tter ':0 the sponsor FDA.·ldeneifled' ;5.'effi"cacy v","'lilbl(~s oe Pt·\l~'1::-Y 
interes t:: HamO ton Depressicm S'cate (HAM-D) total score f HAM~D th~rrc:,: Si()~1 j u~\~,. 
!!AM@D r,! tarda tion factor, cal (Clinical Global l~pression) seved I::y sc.ore '~~&~',!i 
geL (Symptom Check List) depression fac.tor. ~. 4 

Last Observation 

·V"'). '1·;i t· ., .... " • "', " ch I~ ~.f ~ . 'wf(f ,-;.1\ '" .... '<..I' ~ • .L ~ 10. '; •• 

eva t:.on. 

The m05t i!f.p.ift,:mt:, ilsses·smentpoLn,ts,are 4 ~nd(( ,weeks' 
td.ndc!n i ;'~I.:d ~~reatm~:!.1C, In most p.rotoeol~r'"10\. of:' the subj 
~; attHJ: 4 '.;(?t::ks t'ractitioners. ,:ener.alliY,aU,ow': def:~intlnti'Whe thE! t· .. '''c.-'', --, , 

aa .::.nei ,,;.:~tlt: is effe.c,tive. .n,ie:. p,ivot&il:,,::effic8c.j"' trL41~ ~~r~ 0£\6 ~ee~ 
'j. 

PI.ACI~g1) cmnROLLED TRIALS: U' .S. STUDIES 
., 
r' 

l'AA-OI-001; Jay Cchen •. Principalinv.Eu.n:igator ;, .. 

thls.was a ~ix weak. 
mg/d par. 

. - ~ 

rando~ize:d; placebocon~rolled. double bllnd study 
pl~eeboinl'lloderately to, seve:n~ly ,k!pre'~>s,~d 

. ,tot" maj or ,J ~ PL~~.!i y.a::e "18~- y.;ars 
tl;e t irst r 7' items '<if the H.AJI,,-D.s'c:alf.\ • 

. ' ~.~, 

i 

.cat:d!c 'mscular, rcspi17atory 
0.1 ~ l"a!it' , 't ': , 

.!. ~ ", ~:'.i<~~ . '", . \-". . ,. . . _ ir 

,.1 11 i.s!", ,'Y .] f~· ~1.::n:l·C\" angle glauc(lmc~·,. pro$io \,;;.:1 t:tc,tin~ert:roph:r; se iZt~~"c .. signl E.~;;'.'l r; 1-:: 
ab~IOt"n:ml i~F(; (~t: 3.i. L(,rgy to· tri.('Y''=i..J.C:s. .-;,. ...... ~ 

a primar.y dia2,t1csL; of schizophFanlc:, or. 'lcypiCal' d(tpr~s~ion".,;.,.: . 
a c:i.agnosi!:i 0[ tn~mlc-depressi"e· il.lness, p,rirn~ry;an)t';letY·"4..ils()rd~l.f.or. adjustment 

cutlcmnitant: treatment with another psy<;:hotropic as.cnt; 
a hlstory of drug or alcoho.l douse.~ . '. 



I.l h1.1;tory r,f ECT wlthl.n thp. precedl.ng thrPC! months, 
~~U5C of nn investigationAL drug within the prccfHllng )0 ciays, 

(, usc ()f 11 MAOr within It .. cfAYS, 
use of (I p~ych()tr()pLc within tlw prf!c(!ding 7 dfly~, 

Ii c:lInlcalLy :' . .ignifir.nnr: nbnorTual lab value Ht: :;crf'.~!1 t~xi1minnt.jon. 
kno· ... n :;'1! C I (in 1 tendenc i "5. 

it ('CCt.'CiJSC': of 20% or lIIore bet,,;eCH ~1cnH~n eXllm and hilsl;lin~ I~:<;.rn (plac"bo 
t"<!St>O idel'~) , 

pntlcnts with more ,m:dlll:y thAn depression a~ ·<lS'1.:!;~;f!U on tht~(R.'lskl!'·Ccvi.' :;,:.;1.;. 

women of dd!d Iw.lt"inr, poientllll. 

IJ~·.~:~" f.!:.~! 
/\[t·,r oJ 011.' wuck pl;l(!cbo WAshout p<1tlf'nts were :;tnrt('d on IOmg/(l pHn):-;,·t 1:\1' .,1 

plllt;eho. On .:Iny ., pllti.ents could he increased ttl 20 mg/d. From ro .. y II, r,l ,[/,'1 
28 j)[ltiPIlts could receive 10-50 mg/d. Dosnge wa!J fixed After day IlL VI fl:'j('ly' 
W<1!: .'\s:H~!;!icd ~y! th the HAM- D. \ Montgomery -Asherg Depres!:; i on Rat lng ~',ca Ie (H·\uH~ )'if'tll l,'l 
rhe(Zunr, $ ... 1 f Rl.lttn~ Scal.e.' find thef,GCIl The week 6 timcpolnt WfiS tilL' 11!:':(',;<';!1lt'rl, 1 . 

of primary interest, Concom! tunt psychotropic medication was prohibttl·d /·:·;n'l': , 
for 500mp, chloral hydrate for a maxhulrn of three consecutive night!;. 

E.,C_!i '!l:;_~ 
Thcgroups diu not dlffer iri their demographic parameters, in the tl~e course 
n f :ho prescot' ep l~ode of depress ion or the i r. psych intr ic h is tor ias. Th(~ p 1.1cebo 
pnt!.cnts wct'c more likely (p<.Ol) to have a fAmily IlIcmbcr • .... ho drank elCCf>!;S 1 ' .. ely , 
6~' of the patlents vere male and the mean a~c of the sample was 43. 

',0 r;ub.\l'cts Wl're ('nrolh~d. but only 1.3 were consi.dcred by the :ipnn:::nr ',n hi 
pV{lluabl£'. One patient in each group disconti.nued :md 5 tJatient~; (~ p:t;O:-:l'f i'lf 

,HId 3 pI (lCE'I,o) u~wd a c:oncomltnnt medication with potential CNS effects, 3;! 

P<l~ iYnt~;: 1 / pat"oxet inc .:md 15 placebo) completed the study. 

:':IC IUc:~,!\ di~! ly d.ose (,r F:lroxetine in the Intent to Treat sample was 26.7 '"II, "ind 
th,.' 'lean cndpoi,nt dc..::;e was )).0 mg. Paroxetinc pati.ents remained in the :;1;11dy 

. tor <'m average o( 39.0 days compared to 3/ .. 7 days for the placebo p<ltimlt,!; 

(p-.2S). Mean baseline !~-D scores w~re 28.0 in the paraxetine sample and 27.4 
.lmong patlents who received placebo (p-.6l). Compliance was 95-96% In both 
gro",ps. " 

<hango. fro .. baseline to~ in the Intent to Treat sample extender d:"~;J::" 
(L:1CF) Wl:'re :0\-00' 

P~t rox·~ t: i D.~ 
N to! (! rill (SJ:.l 

',; ,,\', !, - ·l.) ',. • • /' I 10· .. :t·:t.,' v,('" 
Ht\H·~"; Ret'H'd"tton F .. ,ctOl" 24 
w\;I-D [lept'·.::ssed N':)od Itcml24 
."(~'~: S""~"lt" of Tl '0".'''' ..I"l-~ ... ~. ~'t ... '-" ., _ L".\'~~''''. L .. 

C~i G:nbAIImprovcmunt6 24 
'Zung Sc ~ f Rat Lng; Scale 2h 
~t:\,)RS 2{~ 

- 1 3 . f.6 (1.. 6Q? 
-3.96 (0.50) 
- 1 . £1(, 

-1. rl (0.28) 
'l.IS (0.22) 
-1.83 0.15) 

- Ih . J:l (1. 71) 

Placebo £. 
t! MeAn till 

1.1 2/• -10 3/~ 0.60) ,2U/I 
24 -2.58 <0.50) .0)6 

v'l.h -1.11. .181' 
,;?.JJ -1. 33 (0.28) 290 

2' .j. 2.25 (0.27.) .11 J 
24 '·7.21 (2.15) . 8:~o 
"., 
4 .. '+ -1 L 3J 0.71) .220 

. , * Lower score i.ndicates greater improvement; + p:"vclluEl derived from odds r;ltifl 



( 

Similar results werc obt .. lined when patient3 'who took concomitant j:.sychoac.:ive 
medicAtions were excluded, when analysis was limited to completers aod when noo­
parametric analysis of the data was performed. Baseline values for t~~ HA.'i-O 
Total and 3 of.·the 4 factor scores were similar in the paroxetf.ne and placebo 
groups. There was no significant between group difference in HAM···O Total or .any 
of the 4 HAM-D factors at. any of. the 5 assessment points (t.iee'-.s 1, 2. 3, 4 or 
6) although at Weeks 3, 4 and 6 all differenc~~ favored paroxetine. ~~ same 
results were observed in the visit-wise analysis wJ.th the ex.ceptir:>n at: nrw non­
significant cO!:l!>a.riscn favoring placebo. 50% of the paroxeti.ne patients :md 33% 
of 'the placel;),J patients had a 50% or greater improv':!ment a .. Week 5 (p-O. 38). 

The paroxetine patients had more psychomotor rct'ird.atiC'n (p,w. 02) .:tt bas'!1 ine, 
but ANCC, .... A did r.ot reveal a significan.: treatment efft::ct at \.leek 6. In '~h' :\1.1 
Efficacy sample there was a signit'icant (p-.09) Interaction of treatment with 
family history of non-psychotic psychiatric disturbance. Paroxeti.ue pati ~nt3 
with a positive family history (N-3) imp~oved by un average of 8.67 points on 
the HAM-D total compared to a mean-14.38 point improvement in the placebo group 
(N-8). For patients without this familv history tl~~ mea~ !.mp:-over.~I': .. _t wa~ .. .:. .11 

'points for the paroxetine group (N-19)' Clnd 9.46 !.fvl.(lts fvr..:he p: ,,'::,,!QO ':C'jUP 

(N-13). . 

Comment 
This small study, consistent across data sets, methods of analysis and outcome 
variables, does not demonstrate paroxetine to be an effective antidepressant;. 
there was a trend favoring paroxetine which did not: approach significance. The 
patients in tn.oS· trial were somewhat atypical .in being :,redvml--antly mal"!. G: Karl Rick.ls .'rlncipal Investigator· . 

this ~as a 6 week, single site, double-blirid. pla~ebo controlled; r 
parallel group study of paroxetine 10-50 mg/d in outpatients with 
moderately severe depression without ma"ia (DSH·IlI 296.2 or 29 

Subject~~ 
Inclusion criteria were a DSM-III diagnosis of depress of dtlea,!;. 1:3 
years. a HAM-D score of at least 18 0\; the first Ras!" .. i.n sco~;:: (~f 
at least 8· and greater than the Covi scor.e. As rst st\,'dy mani .. r:>~' a 
fall in HAM-D sco';:-e of 20\ or more between scre Oay 1 were grounds for 
exclusion. Other exclusionary criteria ~e ame as in PAR 01-001 except 

,.~,,;~~. 

I 

that a history of narroy : angle glaucoma gn prostatic h.ypartroi!~Y were 
dropped as exclusionary criteria and child bearing potet:'t,i.al could be i\;i.;iJ .:,', 

included provided they were using a d method of birth cont.rol, ha.d a I 

negative pregnancy test and were actating. The exclusion of .drug and 
alcohol abusers WI'.5 redefinetl' tents who abused ::Iubstanccs .wi thi.n tt-u 
preceding 6 months. 

Method 
Subj ects were Sf..; 

and t.hey. were 
began. There 
been receiv 
those pat 
optiona 

days ·before admini.str·:ltion oi active drug '')t' p'..dc€'b:;. 
basei.ine and 1, 2;- J, .:. and 6 '''''ee~,s afte.r lI!c~L;ation 

imum of 7 days of p~.acd;,..; washout' for" patients who· had 
tropic medicat~"n and a·4 day minimum placebo wash'O:.lt f9r 

on psychotropics. The protocol was "lmcnded to include an 
extension for th6se patients WilD completed 6 weeks oE treatment. 

'1 

I 
I 
i 

I 
J 

1 
f. 

j 



PAR 02·001, Karl Rickels, Principal Investigator 

Study Characteristics 

This trial's intended design was nearly identical to the design of PAR Ol~OOL The 
protocol called for a target sample size of 72 patients in a single center. A total of 111 patie~1tS 
wereenroUed in rt center containing 9 sub-investigator centers. 'nie original NDA submission 
contained single center analyses. At the request of the FDA, the sponsor submitted an amendment 
(volume 1.468.1) which presented multicenter analyses that treated the sub-investigator cemers as 

.. separate centers. The primary efficacy variable was mean change from 0ilSeline in Ham~D Total at 
6 weeks. This reviewer examined the secondary e:ficacy measures Ha.rn-D Depression Item, CGl 
Severity, car Global Improvement, and Patient's Global Evaluation. 

SDonSOf's Statistical Methods 
-

. The sponsor's methods for this mal in the original NDA submission were identical to those 
employed in PAR 01-00 1. 

In the multicenter amendment, the sponsor presented analysis of covariance models that 
cQntained·ceI:!IlS for treatment, sub-investigator center and a treatment by sub-investigator center 
interaction. Three of the 9 sub-investigator centers were collapsed into a single center due to smail 
numbers. 

SponSQr's Results 

Table 02-001.01 displays the six week results for the primary and secondary efficacy 
variables according to the LOCF and OC analyses of the intent-to-treat population. In both the 
LOCF and OC analyses, subjects receiving paroxetine showed statistically significantly greater 
improvem~nt than placebo patients on aU measures except the Patient's Global Improvement. 

, 
Table 02~001.01. Mean Change from Baseline to Sil{ Weeks 

PAR 02-001, Karl ,RickelS, Principal Investigator 

Sponsor's LOCF Analysis -- Tment-to-Treat Popylation 

~ . 2 '" .t: Q. ~ ~ t i 0 e P 1 a !:;; e b 0 

::lar~ Mfla..ll SJ::. tl ~ £E. N .(:l .. ::Jl.il.J..lJ.e 

HamD Tot.. -12.27 1. 33 51 -6.Bl 1.31 53 0.004 
HamD Dep. -1.39 NR 51 -0.83 NR 53 0 .. 017 
CGI Sev. -1.51 0.20 51 -0.74 0.20 53 0.007 .... 
CGI G. I. 2.49 0.22 51 3 .. 23 0 .. 22 53 0,,019 
?at. G.I::. -0.:18 0.20 51 -0.69 0.20 51 (L306 



p~#w Table 02-001.01. Mean Change from Ba:.cIine to Six Wecks 
PAR 02-001. Karl Rickels, Principal Investigator (cont'd) 

Sponsor's Observed Cases Anqlvsis -- Intent-fo-Treat Population 

I2el:2.... p a t: y 1': e t .i. Xl ". P 1 a c e: II Q 

:'ia..t:.... Mfam SE. I::l ~ s.E N ~-y;>l)Je 

HarroD Tot. -14 .29 1.53 38 -8.713 1. 55 37 0.014 
HamO Dep. -1. 79 0.17 38 -1. 03 0.18 37 0.003 
CGI Sev. -1. 84 0.23 38 -0.97 0.23 37 C.Ol'.) 
CGI G.!. 2.16 0.24 38 2.89 0.25 37 0.038 
Pat. G.E. -1.26 0.23 38 -0.94 0.24 35 0.332 

Note: p-valucs for HamD ~p. irom Modc! IV; :111 others from Model i! or, if Ilppropri:uc. Modcl III. 

In the multicenter amendment, the sponsor first exploted baselil~e comparability in the 
LOCF data using an analysis of covariance ~odel that contained terms for treatment, sub­
investigator center, and a treatment by sub-investigator center intcrnction. RI..'call thm 3 of the 9 sub­
investigator centers were collapsed due to smull frequ<:;ncies. SL.1tisticaUy sign:ficant (p<O.lO) 
interaction terms were found for baseline Ham-D Total (p=O.OO38) and the base:ine Ham-D 
Depressed Mood'Item (p=O.OlOS). The sponsor hypothesized that Dr. Clary's subcenter was the 
source of the interaction. The analyses of baseline Ham-D Total and baseline Ham-D Depressed 
Mood Item were perfonned with Dr. Clary's site excluded and the interaction tenns were roo longer 
statistically significant (Ham-D Total p=O.1650. Hail1-D Depressed Mood Item p=O.1307), 
indicating that Dr. Clary's site indeed contributed to the interaction effect. 

Improvement from baseline at 6 weeks wa::; next ex.amined using an analysi::; of cova:iance 
model that contained terms for treatment, sub-investigator center, and a treatment by sub­
investigator center interaction. The models discussed here were estimated using !he LOCF data 
with Dr. Clary's site excluded. 

The LOCF multicenter results were not as impressive as their single center counterparts. A 
statistically significant interaction was found for improvement in Ham-D Total (p=O.0069) but the 
treatment effect was also significant (p=O.0200). This treatment effect was not as strong as in the 
single center analysis (p=O.0043). The model of improvement in Ham-D Depressed Mood Item 
contained statisticaliy insignificant treatmeor(p=O.0968) and interaction (p=O.0859) ~ffects. Iri the 
model of improvement in cor Seventy, the treatment effect was statisticJ.Uy significant (p=O.0482) 
but the interaction was not (p=O.0848). As with Ham-D Total. however. this treatment effect was 
less compelling than in the single center 3'1alysis (p=O.0069). 

Treatment by center means (LOCF data) for Ham-D Total, Ham-D Depressed Mood Item, 
and CGI Severity are displayed in appended Figures 1-3. For all three variables. treatment 
reversals (i.e. less improvement among.paroxetin~ than placebo patients) were evident for the sites 
denoted "Schweizer" '.nd "Other." 

Since the daily dose of paroxetine was not fixed. the sponsor reponed dosing information 
for the obse.rved paroxetine cases in the original NDksubmission. Among intent-lo-treat putients, 
the mean daily dose at week 6 was 39.5 mg/day (38.5 among efficacy patients); the (i:tily dose 
steadily increased from baseline to week 6. . 

5 



WU:.wer's Comments 

The results of the single center analyses indicated parox.ctine was. far superior to placebo. 
The multicenter results, however, painted a weaker and incomplete picture. . 

lbe multicenter analysis of covari.~J1ce showed treatment effects for Ham~D Total and 001 
Severity that barely su~pas~ed the alpha=Q.05 criterion for stailstical significance. Further 
detrdctir..; from the evidence of paroxetine's superiority to placebo was the la~k of statistical 
sigru~nce for the treatment effect in the Ham-D Depressed Mood Item model. The strong 
statistical interaction found in the model ofHam-D Total. de.spite having deleted the site that 
appea.~ to be the major source of baseline nOlicomparabiiity. indicated the presence of treatment 
reversalstilat made an interpretation of this analysis difficult The fact that the same sites displayed 
treatment reversals for Ham-D Total, Ham-D Depressoo Mood Item and COl Severity indicated a 
consistent discrepancy in the use of these scales across sites. It could only be concluded that 
investigators ~ not employing the Ham-
D and CO! in a standardized fashion across SI1bce{1ters. 

Study Chatacteristic~ 
, 

Trial PAR 02-002 used a design Virtually identiC'.ru to that of PAR 02-001. The target 
sample size was 72 patients and 72 patients were enrolled. 

Sponsor's Statistic?,l Metbod~ 

The methods used in this trial were identical to those employed in trials PAR 02-001 and 
PAR 01-001. 

SpQDsor's .Results 

Table 02-002.01 displays the 6 we~k results for the primary and secondary efficacy 
variables according to' the LOCF.~ OC analyses of the intent-to-tteat population. In the LOCF 
analysis. paroxetine patients' iIQ#rovement was statistically significantly superior to placebo 
patients' improvement on all measures except Patient's Global Evaluation. In tl;e OC analysis, 
reductions in Ham-D Tot~iCGI Severity. CGI Global Improvement and Patient's Global 
Evaluation were larger fQfjfparoxetine patients but statistically insignificant; the only statistically 
significant reduction fQtparoxetine patients was on the Depressed Mood Item. 

Less than 70 percent of placebo patients remained in the t:&;al at week 6. Table 02-002.02 
shows the 4 week results. The results of the 4- week LOCF analysis, where 'both tre..'1.tments had 
greater than 70 percent of patients remaining in the trial. differed from the 6 week analysis in that 
neither Ham-D Total nor Patient's Global Evaluation was statisticaII 'ficandy lower for 
paroxetine patients. In the 4 week OC analysis. CGI Severity and CO lobal Improvement were 
statistically significantly lower for paroxetine where at 6 weeks they were not 
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Sim.ilar resul ts were obtained when patients 'who took concomitant 
medicRtiDns were excluded, when analysis was limited to completer 
parametric analysis of the data w~s pelformed. 3aseline 
Total and 3 of. the 4 factor ,<;cores were similar in the 
groups. There was no significant between group differe 
of the 4 HAM-D factors at any of. the 5 assessment: 

and pLlcebo 
Total or any 

e~s I, 2. 3, 4 or 
paroxetine. Trf! same 

the e:<cepti,Yo of :mt~ non@ 
paroxetlne patients ~nd 33, 

rov~ment at Week 5 fp-O.18). 

E) although at Weeks 3, 4 and 6 all differenc~& 
results were observed in the vis:Lt-wise an<11ys 
significant co~ryBrisnn favoring placebo. 
of the place~~ pati~nts had a 50% 

tor rat.rdati~n (p··.02) at baseline, 
treatment effect at Week 6. In ~hl' ~Ll 

cant (p-.O~) l~toraction of treatment ~ith 

The paroxetine patients had mare 
but ANCC/iA did root reveal a si 
Efficacy sample there was a 
family history of non-ps psychiatric df.sturbance. Paroxe tine patt ~nt:; 

(N-3) improved by an average of 8.67 points DO 
a mean·14.38 point: improvement in the placebo group 

t this family history t~s mea" ~mrrovemL~~ WQ~ i~ 11 
group (N-l9) Rnd 9.46 ~0tnts f0r ~he p~n=~b0 ~~~up 

with a p.:lsitive 
the HAM-D total co 
(N~8). For patie 
points for the 
(N~13) , 

study .• consistent acr')ss data sets, method.s of analysis and outcome 
, does tlQt demonstrate paroxetine to be an effective a.ntidepressant. 

was a trend favoring paroxetine which did net approach significance. The 
~~nts in th_~: trL'll were somewhat atypical in being :,,:ed~)mi"',mt;ly mal",. 

ti:A ~, Karl Rlckels.>rincipal Investigato, 

This was a 6 week, single site, double-blind, placebo controlled, ra~~~mized. 

parallel group study of paroxetine 10@50 mg/d in outpatients with mociel::at.? :;0 

moderately severe depression without maYlia (DSN-[lr 296.2 or 296.3). 

Sublect~~. 
Inclusion criteria were a D5K-III diagnosis of depression, bge of at l~a~t 1a 
years, a HAM-D sc.:>re of at least 18 en; the first. 17 ... tems and ~ Ras~·:.iT1 sco~;: {~f 
at least 8 and greater than the CO'll scor.e. A~ in the first Stl..'0y roani"i 0::: a 
fall in HAK-D sco;:e of 20\ or more between screeni.ng and Day 1 were grounds for 
exclusion. Other exclu!:lionary criteria '..rere the same as in PAR 01-001 except 
that a history of narro~' angle glaucoma and benign prost<1tic hyp~rtro .. ":\:r .... ere 
dropped as exclusionary criteria and women of child bearing pote~tial could be 
included provided they were using an accepted method af birth cantrol, had a 
negative pregnancy ~est and were not lactating. The exclusion of .drug and 
alcohol abusers wp.s redefined' to patients who abused :·;ubst'lncCS .wi thin th~ 

preceding 6 months, 

Method 
Subjects were s(.;reen~d 4-14 days before admin!.st>",'l::ior: 0;'; itcth-e drug ,')r p~d.c"i):;. 

and they were assessed at baseline and I, 2~ 3, ~ and 6 after mc1t_ation 
began. There was a m.inimum of 7 days of pl.ac:.:::b., washout for patients who had. 
been receiving psychotropic rnedicat:'.JI'"I and a 4 day minimum placebo was.ho· . .lt. for 
those patients not on psychotropics. The protocol was 'lmendeci to include an 
optional 6 '.Teek extension for those patients wilo completed 5 weeks of treatment, 
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These patleRts wer~ ~ssDssed at 9 and 12 weeks, 

Medication was taken in the morning. The dose of parvx.etine was: week 1- 'ZOmg; 
week 2- IO-30mg: weeks 3-6 lO-SOmg. 

All concomitant psychotropic medication was prohibited except for SOOmg chloral 
hy~rate for a max.imum of 4 consecutive nights durIng the period betwa'en the 
screening evaluation and Day 7. An individual visit W&s "xcluded froill the 
analysis if a drug with a potential GNS effect (centrally active 
antihypartan" {.ve, analgesic ')1: rousele relaxant, Hz blocker, a"t:'chc~ir2~gic, 
antihistamine, narcotic, psychotropic or Sj'1l1p.tt:humim8tic) ;;.ras l:aker.. .. .1 thin 3 
days. 

The lit\.'i>D total score at; endpoint: was the pri:nal.'Y efficacy variabi~. Seconda.r::,i 
variables were the HAM-n retaJ'dation factor, (M..tillRS. GGl) Patient'!:l Globall'~ 
Assessment (PGE) and, Raskin Total Score. '·'·l"~\fl\1 

Results 
111 patients were randomized of wbom 28 (16 }:<1::oxetine and 12 pla:.:eho) were 
considered unevaluable by the sponsor. 21 of the patients c~msidered '.mevaluable 
by the sponsor took medication with a potential eNS effect. The randomized 
patients ware .64% female with a mean age of (~5 years and a mean HAl1::,D total 
haseline score of 26. Efficacy data was available on 104 patients. Among the 
104 patients in the Intont to Treat group thare ware no significant (p<.05) 
between group differences on any baseline demographic variables, features of 
the currant episode, previous psychiatric history, family history, primary 
diagnosis or secondary diagnosis. 691 of paroxetine patients ard 661 Jf placebo 
patients complete.d the study. 

Variable 

HAM-O Total 
llAM· D Depressed Meod I tam 
llAM-O Retardation Factor 
Raskin Total 

reCI'Severity of Illness 
\CCI)Cl~bal Improvement 
Patient's Global Evaluation 

INTENT TO TRF..AT 
Paroxetine 
n mean (S.E.} 

/51 
J '51 

51 
51 

• ./ 51 
51 
" 1 J ... 

-12.27 (1.33) 
w 1. 39 
-3.57 (0.43) 
-3.88 (0.42) 
-1.51,.(0,20) 
2.l~9 (O.22} 

·0.98 (O.2'J) 

n 

J53 
.;53 

53 
53 

../53 
33 
:)1. 

!1Ic,an G;· E..:.1. 

-6.81 (1.3 1 ) 

-0.B3 
-:2. 06 (O.h2) 
<92.26 (O.h2) 
-0.7'-< (0.20) 
3.n < . ..) 22) 

·~).uli (0 ?C:) 

O.OOt, 
0.017 
0.014 

.0.008 
0.007 
0.019 
0.305 



Variable 

BAli-D Total 
HA.,,{ - D D.-:!pressed Mood Item 
HAM-I) Retardat~on Factor 
Raskin Total 

(GCI Severity of Illness 

CCCI Global Impro"<;'ment 
Patient's Globa~. Evaluation 

EVALUAIi1LPATIENT~ 

Paroxeti.ne 
n mean_.(S.E.) 

39 -14.67 (1.41) 
39 -1.69 
39 -4.44 (0. 1,5) 
39 -4.49 (0.45) 
39 -1. 85 (0.22) 
39 2.1S (0.22) 
39 - 1 .' 21 (0.22) 

n 

46, 
44 
44 
44 
44 
44 
+2 

~n (SeD. kJ·value 

-8.25 C:., <2) 0.001 
·0.93 0.003 
-2.52 (0.43) 0".003 
-2.59 (0.43) 0.003 
-0.84 (0 20) 0.001 
3.05 (O.E) 0.005 

-0 69 <.0.21) O,')99 

In the Intent to Treat ;:;.ample LOCF' analysis of tiAM-O total ",t;Or85 ;3, ·significant 
treatment effect favoring paroxetine was observed at week::: w!lich was '3 1.1stained' 
through week 6. In the visit. wise ,analysis a significant effect favoring,I' .' 
paroxetine !;:merged at 4 weeks and 'vas present at. t~H~ 6 week endpoint. In the'~~~!flr 
LOGF analysis a significant (p-.017) paroxetine advantage on the depress~d mood . 
item emerged at week 6 which was not present at ~eek 4. (Visit-wise data was • 
not presented). LOCF and vislt:-wise' analyses of ':11(~ \ Raskin\ s...:all'! data showed 
paroxetine superior tc placebo at week 6, but the effect was :"tot. si,i1;nifl...:'.iint at 
earlier a.ssessments. In both LOCF .. nd visit-wise analyses' the ( CGV Severity of 
Illness and Global Improvement scores showed a significant paroxetine a~vantage 
at weeks 4 and 6. 

49% of paroxet'ine patients and 22% of placebo patients irurroved by at least: 50% 
(p<.Ol). 

Analysis of the data far the evaluable patients was entire consistent.~ith the 
results in the Intent to Treat sample. ANCOVA performed on the All Efficacy data 
set: with HAM~I) total as th<:t dependent variabl~ did not reveal .:uy significant 
(p<,lO) covariate by treatment interactions. 'the covariate!> were Be;,;., race, ag~. 

marital stat':";;, curt"anC condlt~o!l, onset of pt'e:;<::r.t.: episode. dur:"U.o!'. of present: 
episode. precipitating externl:il event, episode cr;'l':actarizatJ.on, current t;Yet ,;:lWf't 

status, previous psychiatric treatment, soctoecon-1mir: status. and hig:las~ :_E"l!3!_ of 
adaptive functioning in th~ past yeal ' 

G5?mrnenl; 
This trial demonstrates .i.M,periQrity for paroxetine ov.cr placebo in the tl:€atm(mt 
of moderately depressed outpatients. In the paroxetine group baselim: Ham- t total 
scores of 26 d~creased to 14 representing on the one hand a near 50% improvement.l\i" 
Howe-rer the average patient had significant depressive sympt<:: .It:olog/ FIt the \.leek' 
6 en~oint. -'.-- --~ 

GAR Oi~002; James Claghorn. Pr'lncipal Investigator 

~~.----_/ 
This 'Was a 6 week, single site " double-blind 
parallel group study of paroxetine 10-5 
moderately severe maj or depress 
296,3). 

:;!4h 1 ec t!~ 

to 
mania (i)"14.-IIf 296.2 or 

The protocol c 
72 subjec 

e random assignment '0 either parDxetine' ~r pl~cebc of 
placebo wash~~t. Inclusion criteria were the SAtre 
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m~wer'$ CQmment~ 

The results of the single center analyses indicated puo)tetme was far superior to placebo. 
The multicenter results. however, painted a weaker and incomplete picture. 

The multicenter analysis of covari;..nce showed treatment effects for Ham~D Total and CGI 
Severity that barely sU~'Pas~ed the alpha=O.OS criterion for statistical significance. Further 
detr'd.ctir.; from the evidence of paroxetine's superiority to placebo was the la.:::k of statistical 
sigru~nce for the treatment effect in the Ham-D Depressed MO<ld Item model. The strong 
statistical interaction found in the model of Haa-n-D Total, de.spite having deleted the site that 
appea."'ed to be the major source of baseline noncomparnbiiity. L'ldicated the presence of treatment 
revemds t~t made an interpretation of this analysis difficult. The fact that the same sites displayed 
tteattnent reversaJs for Ham-D Total, Ham-D Depressed Mood Item and CGl Severity indicated a 
oomis!enr. discrepancy in the use of these scales acros.~ sites. It co~ld only be concluded that 
investigators ~ not employing the Ham-
D and COl in a standardized fashion across s:li.xemem. 

Study Characteristics 

Trial PAR 02-002 used a design virtually identic:ll to that of PAR 02-001. The target 
sample size was 72 patients and 72 patients were enrolled. 

Sponsor's Statistical MethQds 

The methods used in this trial were identical to those employed in trials PAR 02-001 and 
PAR 01-001. 

Sponsor's .Results 

Table 02-002.01 displays the 6 we~k results for the primary and secondary efficacy 
variables according tO'the LOCF and OC analyses of the mtenHo-treat population. In the LOCF 
analysis, paroxetine patients' improvement was statistically significantly superior to placebo 
patients' improvement on all measures except Patient's Global Evaluation. In the OC analysis, 
reductions in Ham-D Tow. COl Severity. COl Global Improvement and Patient's Global 
Evaluation were larger for paroxetine patients but statistically in' ificant; the only statistically 
significant reduction for paroxetine pa.tients was on the Depre Mood Item. 

Less than 10 percent of placebo patients remained in the t&ial at week 6. Table 02-002.02 
shows the 4 week results. The results of the 4 week LOCF analysis. where both tre..1.tt:nents had 
greater than 10 percent of patients remaining in the trial. differed from the 6 week analysis in that 
neither Ham-D Total nor Patient's Global Evaluation was statistically significantly lower for 
paroxetine patients. In the 4 week OC analysis. CGI Severity and COl Global Improvement were 
statistically significantly lower for paroxetine where at 6 weeks they were not 
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Table 02·002.01. Mean Change from Baseline to . i Weeks 
PAR 02·002, James Claghorn, Principa nvestigator 

~ 
lla.L.. 
Ham!) Tot. 
Ham!) Dep. 
CGI Seve 
CGI G.I. 
Pat. G.E. 

~ ... 
~ 
Ham'!) Tot. 
Ham!) Cepe 
001 Say: 
CGI G.I. 
Pat. G.E. 

Sponsor's LOCF Analysis --lntent-to-Tra.t..fQPulation 

Paroxet 

t:Su:l S£ 
-10.94 1.44 
-1.19 NR 
-1.06 0.17 
2.58 0.19 

-0.92 0.23 

i n e 
H 
36 
36 
36 
36 
36 

2 1 
Htin 
-5.77 
-0.50 
-0.47 
3.38 

-0.38 

ace b 0 
.s..t H 

1.48 34 
NR 34 

0.18 34 
0.20 34 
0.24 34 

p-yalue 
0.015 
0.007 
0.022 
0.006 
0.114 

Sponsor's Observed Cases Analysis - Inteor-to=Treat PQJ2uJation 

2 a r Q X e tin e 

Hun 
-12.48 
-1.32 

-0 -1.16 

2.44 
-0.72 

n ,h 
1. 72 25 
0.22 25 
0.22 25"· 
0.24 25 
0.28 25 

'2 1 a 

~ 
-7.82 
-0.59 
-0.73 
3.05 

-0.59 

C e b 0 

n H 
1. 83 22 
0.24 22 
0.24 22 
0.26 22 
0.30 22 

g .. yalue 
0.070 
0.030 
0.190 
0.097 
0.757 

Note: p-vaJues for HamD Dep. from Mode1IV; all ocbm from Model II or. if appropriate. Model III. 

Table 02·002.02. Mean Change from Baseline t~;~ 
PAR 02.002, James Claghorn, Principal Investigator 

~ 
lla.L.. 
Ham!) Tet. 
HamI) Cepe 
CGI Seve 
CGI 'Go I. " 
Pat. G.E. 

~ 
~ 
Ham!) Tot. 
HamD Dep. 
CGI Seve 
CGI G.I. 
Pat. G.E. 

Sponsor's LOCE Analysis .- Intept-to-Treat Population 

Par g x e pin e 

tman S£ H 
-10.22 1.36 36 
~1.14 NR 36 
-1.00 0.15 36 
2~~4 0.17 3' 

-1.03 0.21 36 

2 1 ace b 0 

~ S£ H 
-'~63 1.40 34 
-0.47 NR 34 
-0.41 0.15 34 

3.38 0.18 34 
-0.26 0.21 34 

p-yalue 
0.070 
0.002 
0.008 
0.004 
0.012 

Sponsor's Observed Cases Analysis -- Inteot-tlJ-Treat Po,pularion 

E i'l: g ;! ill t i.....tl:..e. E 1 ii C ill b 0 
~ s.ti. H He.a.o. n 1i ~a.l.wl 

-11.28 1.43 28 -S.16 1. 45 27 0.132 
-1.18 0.16 28 ,..0.56 d': 16 27 0.011 
-1.11 0.16 28 -0.56 0.17 27 0.021 
2.50 0.18 28 3.15 0.19 27 0.017 

-0.89 . 0.22 28 -0.37 0.23 27 0.105 

Note: p-values for HamD Dcp. from Model IV: all others from Model II or, if appropri'ltc. Model tn. 

. __ ._--_ .......•.... ~~~~~-~-
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Variable 

HAMeD Total 
~~~D Dp.pressed Mood Item 
HAM-D Retardatlon Factor 
R.askin Total 

(CGI Severity of. Illness 
leGI Global ImpT'o"t;'ment 
Patient' s Globa~. Evaluation 

EVALUABLE PATIENTS 
Paroxetine 
n mean (S.E.) 

39 -14.67 (1.41) 
39 - L 69 
39 -4.44 (0. 1'5) 
39 -4.49 (0.45) 
39 ~1.85 (0.22) 
39 2.15 (0.22) 
39 1,21 (0.22) 

In the Intent to Treat sample LOeF analysis of 
treatment effect favoring paroxet:ine was obs 

Placebo 
!1 ~~n IS JL.l 

44 
M~ 

44 
41~ 

44, 

0.005 
(J,')99 

~~ores a significant 
week 2 w'hich wsa sustained' 

significant effect favoring' 
the 6 week endpoint. In the·'~~.\!,'r 

advantage on the depressed mood 

through week 6. In the visit wise 
paroxetine c;;,merged at 4 weeks and'V'as 
LoeF analysis a significant (p-.017) 
item emerged at week 6 which was not 
not presented). LeeF and visit-wi!> ' 

at week 4. (Visit-wise da~a was 
yse~ of the\R..ski~ scale data showed 

parox'tine superior tc placebo 
earlier assessments. In both 
Illness and Global Improvemen 

, but the effect was ,ct gignif~~ant at 
visit-wise analyse~ thelCOI) Severity of 

showed a. significant paroxetine a~vantage 
at weeks 4 and 6, 

49% of paroxetine 
(p<.Ol) . 

Analysis 

22% of placebo patients imi='roved by ac,leasl: 50% 

the evaluable patients was entirely consistent,~ith the 
Treat sample. ANGOVA performed on the All Efficacy data 

as the dependent variabl~ did not reveal .:m:r significant 
treatment interactions. The were s~x, race, age. 

results in the Int 
set: with R;\M>D 
(p<,10) covar 
marital sta ' ent conditLcH" onset of pr",s;,;nt episode, dUl'::ltlo!". of prese,nt 

ating external ~vent, episode ch')"::,1'\c terization. cun:ent crt';:' ~:TI("rt 
psychiatric treatment, socjoEH"ml::11"if", status, and hig:H~s~ J,e'Ie:'. of 

tioning in thl'! pa'!lt yel:n , 

a1 demonstrates superiority for paroxetine over placebo in the treatment 
rately depressed outpatients, In the paroxetine group bas€:line Ham- r to tal, , 

s of 26 d~creased to 14 representing on the one hand Ii near 50% improvement.'f,., . 
rer the average patient had signific.ant depressive symptc.: ,1.tolog/ Rt the week I 

endpoint;. 
-"'-~<'-~. _ .. ---........ ~ 

(PAR 02.-002; "James Claghorn, Pr'incipd Investigator 
~~"" .--.-,--,,~// 
This was a 6 week, single site," double-blind, p1acebo c:)n::::::ol.:':!o, ':a-.+).r:ized, 

leI group study of pal."Qxetine 10-50 mg/d. in outpatien:::5 wi:::h m-:;::::':~at(' to 
moderately severe major depressive disorder without mania (;)·:;11.-III 296.2 or 
296.3). 

Sub 1 ec t!~ 
The protocol c.alled for the random assignment :0 either paroxetine' 6r plFccbc of 
72 subjects who completed the 'Placebu .;.rash.:,_!:, Inchlsion criteria were the si'trr'.~ 

/: 
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as for PAR 02@001 and specified a !)SM·!II dL .. gnosis of depression, age of at 
least 18 years, a HAM-!) score of at lsast 18 on the first 17 it~ms and a Raskin 
score of at least 8 and greater than the Covi score, As in PAR 02-001 mania or 
a fall itl !:iAM>D score of 20% or more between screening Hf1d Day 1 ·,',ll::e grcunds f"r 
exclusion. Other exclusionary cr.iteris. were ident;i~al to l'AR O,~OOL 

Design 
Subjects were screened 4-14 days before administration of act::'ve drug ur p1aceho 
and assessed at baseline and 1, 2, 3, 4 and 6 weeks after treatment began. there 
was a minimum of 14 days of placebo washout for patients who had recently received 
a MAOr. a minimtml 7 days of pVicebo washout for patients who had recently received 
psychotropic medication and a 4 day minimum placebo washout ':or t~ose riati ants who 
had not received a psychotropic medication. 

Paroxetine dosage was 10-50 mg/d in increments of lOm~ taken in the morning. 
Patients on paroxetine received 20 mg. during the first week, lO-30mg/d during ,:he 
second week and la-50 mg/d for the next 4. weeks. The only permitted concomitant 
medication was chloral hydrate for insomnia for a maximum of four consecutive 
evenings during the interval between the, screening examination and Day 7. 

The HAMD total was the primary o~tcome variable. Secondary efficacy variablp.s 
'!.!ere the HAM-D retard£ltion factor, \MADRS f SeL-56, CGr, PGE, Raskin depression 
scale score and Covi Anxiety scale score, 

Results 
The Intent to Treat Sample was 56% male with a mean age.of 36 yzars. Wier, l~t:e 

exception of marital status (p-.02) the groups did not differ in their demog:capilic 
characteristics, psychiatric histories or diagnoses. The n~~bers of paroxetine 
and placebo patients remaining in the study at 4 weeks was 78% and 77%. 67% of 
paraxetine patients and 6]% of placebo patients completed 6 weaks of tre~tment. 

Mean daily dose in the intent to Treat sample was 28.5 mg and the mean endpoint 
dose was 34,] mg. Averr.ge duration in th~ study was 35.6 da.ys for the paroxetine 
group· and 33.4 days for t1" ~ placebo patients (1'-.48). AVE!cat;e HA..'1~D sct)r::\~ at 
baseline were 25.0 for the paroxetine patients and '1.4,9 for those on ~l';c.,bo 

(p~. 91). Compliance was 10~% tn the paroxetj.ne group and 104% in the placebo 
group. (Co·m;>liance greater than 100% indicate!:' that subjects took more tablets 
than the number prescribed.) The change from [ra~eline resul.ts (l(lGF) for the 
Intent to Treat and All Efficacy samrles 3.t Week ~/were: .....r;."d-. 

"'-._....-'" b~ ~ 

INTENT TO TREAT 
Paroxetine Placebo 

Variable n mean {S. E. 2 n mean {S. E.J.. o-value 
HAM-D Total ""/36 -10.94 (1.44) v54 -5.77 (1. 48) 0.015 
HAM-D Depressed Mood Item J 36 ~1.19 v34 -0.50 0.007 
HAH~D Retardatil)n Factor 36 ·2.83 (0.43) 34 -1. 4t.~ (0.44) 0.027 
Raskin Total 36 -2.6') (0.A2) 34 -1.41 (0.43) 0.035 

Severity of Illness v 36 -1.06 (0,1n 1/34 -0,47 (0.18) C 0"") t. .. 

GlobaJ Improvement 36 2.58 (0.19) 34 3.3E (0.20) 0.006 
Patient's Global F,.,alua. t i_<m 36 -0.92 (0,23) 3/4 ··0,38 (v.24) 0.114-
Set D.:!pression Factor 36 -6.94 (1. 22) 34 -2.65 ~1,25) (\.017 

38 -10.08 (1. 63) 34 -5.29 (1.68) 0.04(1 
Covl Anxiety Scale 36 -2,20 (0.37) 34 -0.68 (0.40) 0.008 

G 
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Vnriable 

HAM-D Total 
HAM-D Depressed Mood Item 
HAM-D Retardation Factor 
Raskin Total 

t CGr Severity of 1l1~:~ss 
\CGI Global Improvement 
Patient's Global Evaluation 
SCL Depression Factor 

(MADRS 
Covi Anxiety S~~l~ ...... 

EVALUABLE (ALL EFFICACY) PATIJ:NTS 
Paroxetine Placebo 
n ~~qn (s.c.) n meAn (s~ 

32 -11.[,4 
32 -1. 25 
32 -3.00 
32 -2.94 
32 
32 
32 
32 
12 
32 

-1.13 
2.50 

- 1.00 
-7.50 

-10.72 
-2.00 

(1.4~) 

(O.l~7) 

~0.43) 
(0.18) 
(0.20) 
(0.23) 
(1. 26) 
(1.67) 
(0.l8) 

26 
26 
26 
26 
26 
26 
26 
26 
26 

-5.50 (l.65) 
-0.38 
-1. 38 
-1. 38 
-0.46 
3.46 

-0.19 
-1. 73 
-4.62 
-0.42 

(0.52) 
(0.47) 
(0.20) 
(0.23) 
(0.25) 
\1.4C) 
(1. 85) 
(0.31) 

0.010 
,0.007 
0.025 
0.018 
0.018 
0.003 
0.020 
0.004 
0.018 
0.091 

-----­In the Intent to Treat s~..:._the LOCF analysis of HAM-D total and retardat\~'r 
factors did not ach:l.eve significanc'~ unti 1 week 6 and the visit wise analys 1s ~a~lll 
not sign::ficant .l<p<.05 for these var labl'!!> at endpoint:. The Hft._"1-D depress.!'.; ~ 
mood item showed a significant p.a:roxetine effect from week 3 ~nward by LOCF 
analysis. Visit wise data was not presented for this var:able. 

/. ' 
The week 6 SCL depression factor. Raskin, MADRS. CGr Severity and CGr Global 
Improvement scores which showed significant paroxetine effects by LOCr. analysis, 
did not show a significant effect when visit wise data was analyzed. In each 
instance of discrepant results on t.he LOCF and visit-wise analyses the effect size 
was of equal or near equal ma&nitude in Doth analyses, but the standard errors 
were larger in the smaller visit-wise sample. 

At week 4, on both LOCF and visit wise analyses. paroxetine showed Significant 
superiority over placebo on the SCL depression factor. the Patient's Global 
Evaluati-::n. the CGr Sever! ty and the CGI Global Improvement. but not on the Raskin 
or thelMADRS where the paroxetine advantage did not achieve signtii:::ancd. IS oi 
36 (42%) paroxetine patients and 9 of 26 plscebo patients (26;) shewed a 50% or 

- greater improvement (p-. 21) . 

The sponsor presented LOGF but not visit-wise data for the evaluable patients who 
did not take' any concomitant psychoactive medications. The week 4 results were 
the same as in the Intent to Treat sample with the exception of the'MADRS which~ 
showed a significant paroKettne effect among the evaluable patients . 

. . 
ANCOVA (same covariates as PAR 02-001) perfot'11Iedon the evaluable sample with,H'AM.' 
D total as the dependent variable showed an interaction of treatment with,sex, 
current condition and episode. characterization. In each case the interaction 
resulted from lack of parallelism, hut the lines did not cross and there was a 
clear treatment effect for pa~oxetine in each subgroup. 

Comment 
The consistent week 6 results in both the Int;$n~ co Treat and Eval'lable samples 
which showed signif1.cant paroxetine super10ricy over piEl¢ebo anow thi.s trial to 
be characterized as a "win". -rhi.s study had less statistical power than PAR-
02-001 which accounts for the discrepanc Les between the LO.:r and '!isit-wise 
analyses and the absence o'f a significant drug effect at \ ... eek I, on some of the 
variables. 
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Since the daily dose of paroxetine was not fixed. the sponsor reported dosing information. 
Using the observed cases in the intent-to-.treat population, the mean daily dose at week 6 was 36.0 
mg/day; the efficacy population used an ~.verage of 35.0 mg/day at week: 6. In both popul2.tiol'ls, 
daily dose steadily inCl'eased from baseline to week 6. 

Reviewer's Comments 

Paroxetinc was superior to placebo with respect to the Ham-D Depressed Mood Item in 
LOCF and OC analyses at 4 and 6 weeks after baseline. 011 110 other outcome was paroxetine 
oonsistendy better than placebo across all analyses. In fact, 00 the H&m-D Total paroxetine 
showed a statistically significantly greater reduction than placebo only in the 6 week LOCF 
analysis. Furt.henoore. at both 6 weeks and 4 weeks. reductions in Ham~D Tow were statistically 
significantly lower for paroxetine in the LOCF analyses but were statistically insignificant in the 
OCealy~. The discrepant results for the Ham-D Total, and for other outcomes. render this trial 
inconclusive. - . 

P~R 02.003, ~ard Smith, Principal Investigator 

Study Characteristics 

Trial PAR 02-003 employed the same design and variables as PAR 02-002 and PAR 02-
001. The target sample size was 72 patients and 77 patic;ntS were enroned, 

~{ 

Sponsor's Statistical Methods 

The methods used in this trial were t!1esame as those employed in trials PAR 02-001 and 
PAR02-00l. J 

Sponsor's ~~sults 

Table 02-003.01 displays the 6 week .results for the primary and secondary efficacy 
variables acCording tQ the LOCF and OC analyses of the intent-to-treat population. Paroxctine 
patients showed greater, but statistically insignifican~ improvement on all measures in the LOCF 
analysis. But in the OC analysis. paroxetine displayed less or equal (on Patient's Global 
Evaluation) improvement as compared to placebo, III the OC analysis of COl Severity, improve­
ment on placebo was statistically significantly greater than improvement on paroxetine· (1'=0.027). 
In csslhce. the LOCF results indicatedparoxetine could be better than piace\x) while the OC results 
indicated placebo could be better than paroxetine. 
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'PAR 02-003; Yard Smith. Principal Inveatigatl/r 

This was a 6 week, single site, double-blind, pl~!cebo controlled, l."anciomi:::.ed, 
parallel group st....:dy of p.aroxetine 10-50 mg/d {.n outpatient" ·~,;'i.th mod'H!:';-:e to 
moderately severe major deprl'!sslve disorder without ;:1<1n1a €D:_:·:n 296.2 or 
296.3). 

Subj€i'&U 
The protocol called for the random lu ... ignment to either pu:oxatine or plac~bo o.~ 
12 subjects ~h.o compl~ted a placebo washout. Inclusion criteria were the same 
as for PAR 01'-001 and spec;.fied a DSM-III diagnosis of depression. ar;c "f at 
lCdilst 18 years, I? HAM-D score of at least 18 on the first 17 i.t:cm.'.l and. a Ra!.kiv\ 
score of at least 8 and grea.ter than the Cov:!. score.. A.s in PAP. 02.00 1• mania 0:: 
a fall in HAM~D score of 20\ at' more between screening and. Dey :I. we:r:a grounds for· 
exclusion. Other exclusionary criteria 'were identical to PAR 02-001. 

Des t&U 
The trial .nethodology was identical to that of PAR 02·002. 

Results , . 'J 
n p.atients we. re enrO.lled. in .. t.he s. tU.dY 

f .... b ...... U. t. ,.1 ..... 1 .. , <.6, pa ... roxetine, 5 placebo) patients ( were unevaluable because they ~~~nt~y,_ct'.i,t.ru:::ia.,.ru::.....Q~s;.~use: they wer.~ 
not ,~telLdurtng...J:he_dcl1.,i.}.l~_J~.U,l'l~_~hase. !~J~JtiY:.tt{L~, ~t:QltC,~~~~ ~ 
psychoactive drug during the ·tria1. ThiS group 0 -ents is labeled the "All 
Efficacy" group .--"~'" .. ?"~" J 

This sample had a mean age of 45 ye~rs and wa~ composed of. equal numbers of men 
and women, Mean daily dose was 33.8 mg and mean endpoint dose was 43.0 mg. Me;::t\ 
duration in the study was 34.8 days frY!: paroxetine patients and 30.6 days for 
those on placebo (p-.13). Mean basel.Lne 11i,"hf~D sccn.:es were 28.6 In the paroxetlne 
sample and 28.9 in the placebo group (p-.80). Compliance WJS 97' for ~aroxetine 
patients am:. 100% for placebo patients. The pl.:1reb pat:!.I:l~t:s were !':lore 1 ike 
(p-.Ol) to have a family member who commItted suicide O'r w;", ·;,ras hospit:a ~/:cd fc: 
• psychiatric illness (.01). 

Th~ number of subjects remaining (%:) in the st1.!.Jy at ~ach time-point we.~e : 

Baseline Week 2. Week J Week 4 Week 6 
Paroxetine 3.3 (100) 32 (97) 30 (91) 28 (85) 2l (64) 
Placebo 33 (100) 32 ( 9'1) 29 (88) 1.3 (70) 14, (I,?) 

12 paroxetine and 19 placebo pac;: :mts discontir'l.Ieci. The ol.screpal''lI::'Y r~s',!l.~.···· 

primarily from 16 placebo patieT;lts but only 8 paroxetine patl.ent::.~ r:i')PFin':; O'...lL !, 

lack of efficacy. The lar!;€! nwnbel."s of dropouts r.aquires ef[{~ac.:, i.:u be clSSe.S,'; 

primarily at ~ weeks. 

The chdnge from baseline results 

''-'~--.'''-''--\ 

\~ 4 we~k:Jwece: 

"-'~""'~/ 

I 

I 
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1IIi&lIIib.·ililr .. ____ ,.'.lIl ......... ___ ... ___ , •• _________ ...... ____________ --.. --__ .. 

(. fl&#. 

Variable 

" 33 
! 

.lA.M-D Total -9.73 
HAM-D Depressed Hood Item ./33 -1.06 
HAM-D Retardation Factor 33 -2.67 

tl"Raskin Total 33 -2.82 
CCI Severity of 11l~ess. v' JJ -1.06 
eCI Global Improv6aent 33 2.94 
Patient's Global Evaluation 33 -0.73 
SCL Depression Fac\:or 33 -6.45 

./ MADRS 33 ·Q.24 
Covi Anxiety Scale 33 -0.61 

Placebo 
mean {::;-iJL.) 

(1.78) '-'33 -7.15 (1.78) 
tl'3! -0.55' -- . 

(0.53) 33 -1.9.1 (v.53) 
(0.55) 33 -1.85 (0.55) 
(0.24) v33 -0.67 (0.24) 
(0.28) .33 3.55 (0.28) 
(0.'21) 33 -0.30 (0.27) 
(l.52) 33 -3.SS (1. 52) 
(1.93) 33 -1.26 (1.93) 
{0.36) 33 -0.88 (0.3~) 

0.311 
O. ')73 
0.3J9 
0.2l':" 
0.253 
0.127 

O.Du 
O.l~70 

0.681 

The results at 6 weeks showed a similar ahsence of significant differences on all 
variables. Visit-wise data was not provided. Results from the large~ !n~en~ to 
Treat group which contained patients who did not meet entry criteria or who-did 
not have post baseline Afficacy data was et,tirel; ccmsi~tent with the above tab:.: 
a.t both 4 and fiweeks. At 4 weeks 36\ (12/33) ofparoxetine pad.ents and i7i vi 
placebo patientlt (9/33) showed a 50, improvement in th,~d.r HAM-l' t(l~al scores 
(LOC}o'; p-. (0). At 6 wee~ the proportions we·re 45\ (15/33) fer paroxetin". a=td 24, 
(8/3l) for placebo (LOCF; p~.12). 

There was a si~''lificant interaction· be·tween treatment and the duration of th'! 
present episode: Among patients whose current episode lasted 1- 6 months. the' mea~ 
improvement on the HA..~-D at endpoint: was 8.00 poi1".ts for paroxetiue and 18.73 
points for placeb". Among ratients whose current episode lasttid. lon~'f!r them ,5 
months the average paroxetlne improvement was 14.60 compared r.o 5.39 f~r piaceb~. 

,~.nt. 
Although paroxetine .patients improved more than placebo patients on this trial,' 
none of the differences were significant. The dose and duration of paroxetine and 
treatment. level of compliance _and the baseline HAM-D scores were similar to 
almost identieal trials in the PIJl 02 series which showed statistical su?erior.lty 
for paroxetine over'placebo. . 

PAl. ,2 .. 004,'; Art Kiev.' Principal Investigator 

This was a 6 we.ek. single site, double-biind, 
parallel group st'Jdy of paroxetine 10-50 mgld in outpatients 
moderately severe major depressive disorder without or 
296.3). . ... 

Sub1ects 
The protocol c:tlled for the random, 
characteristics were identical 

of 72 depressed pati.ents whose 
PAR 02 series ~rials. 

.. Design 
C· ff~e trial identical to PAR 02-002. 
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Since the daily dose of paroxetine was not fixed, the sponsor reported dosing information. 
Using the observed cases in the intent·tcrtrea.tpopulation. the mean daily dose at week 6 was 36.0 

; the efficacy population used an ~.verage of 35.0 mg/day at week 6. In both popultriol'1s, 
ose steadily increased from baseline to week 6. 

Reyiewer's Comments 

Paroxetine was superior to placebo with respect to the Ham-D Depressed Mood Item in 
LOCF and OC analyses at 4 and 6 weeks after baseline. On no other outcome was paroxerine 
consistently better dwl placebo across all analyses. In fact. on the HunQD Tvtal paroxetine 
showed a statistically significantly greater reduction than placebo only in the 6 week LOCF 
analysis. Fwthermore. at both 6 weeks and 4 weeks. reductions in Ham-D Tow were statistically 
significantly lower for paroxerine in the LOCF analyses but were statistically insignificant in the 
OC a:nalyses. The discrepant results for the Ham-D Total. and for other outcomes, render this trial 
inconclusive. -

PAR 02.003, Ward Smith, Principal Investigator 
o .~ ... ~. ~ .., • • .' 

Study Characteristics 

Trial PAR 02-003 employed the same design and variables as PAR 02-002 and PAR 02-
001. 'The target sample size was 72 patients and 77 patients were enrolled. 

Sponsor's Statistical Methods 

The methods used in this t:rial were the same as those employed in trials PAR 02-001 and 
PAR 02-002, 

SpOnsw's ~~sults 

Table 02-003.01 displays the 6 week lesults for the primary and secondary efficacy 
variables acCording to the LOCF and OC analyses of the intent-to-treat population. Paroxctine 
patients showed greater, but statistically insignificant, improvement on all measures in the LOCF 
analysis. But in the OC analysis. paroxetine displayed less or equal (on Patient's Global 
Evaluation) improvement as compared to placebo. In the OC analysis of CG! Severity, improve­
ment on placebo was statistically significantly greater than improvement on paroxetine" (p=O.027). 
In cssA1ce. the LOCF results indicatedparoxetine could be better than placebo while the OC results 
indicated placebo could be better than paroxetine. 
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Table 02·003.01. Mean Change from Baseline to Six Weeks 
PAR 02 .. 003, Ward Smith, Principal Investigator 

Ramo Tot. 
Ra.1lIO Dep. 
CGI Seve 
CG! G.!. 
Pat.. G.E. 

~ 
xu... 
RamO Tot. 
HamO Dep. 
CGi sev:' .. 
CGI G.l. 
Pa.t.. G.2:. 

Sponsor'SLOCfA~~ ~... " 
Par Q x e t 1 n B ____________ 
~ .s.E. tl ~ .s.E. "., . ~-va.ltle 

-10.08 1.65 ~ -1.95 1.10 3 0.371 
-1.05 NR 39 oJ.73 NR 37 0.250 
~1.10 0.24 39 -~.89 0.25 37 0.543 
2.92 0.27 39 3.35 0.28 37 0.271 

-0.62 0.26 39 -0.35 0.26 37 Q.475 

Sponsor's Obseryed Case., Analysis -- ImeIU-to-Treat l'Qpulation 

P a x: g :IS Ii: t ;i. D Ii: P 1 a C Ii: b g 

HUA .9: tl t:1u.Il < n tl g-3I:aluli: 
-14.27 1.70 26 -16. S8 2.17 16 0.350 
-1.50 0.23 ~~o ' 

-1.63 0.30 lli 0.731 
"1.58 0.25 26 -2.S0 0.32 16 ,0.021 
2.12 0.23 26 1. 75 0.29 16 0.335 

-1.27 0.27 26 -1.25 0.35 16 0.966 

N,*: p-va1ues for RamD Dep. from Model IV; aU others from Model II or, if appropriate. Model m. 

Because only 43 pel'CeIlt of the placebo patients were stilt in the trial at week 6, the we~k 4 
results were examined. Greater than seventy percent of patients in both treatment groups were left 
in the tri.aI at week 4. The results at week 4 were generally in the direction favoring paroxetine, but 
none of the difterences was'statistically significanL . . 

Since the daily dose of paroxetine was not fixed, the sponsor reported dosing information. 
Using the observed cases in the intent-to-treat population. the mean daily dose a.t week 6 was 44.4 
mwday; tilt; eff"acy population used an average of 43.8 mglday at week 6. Among both 
popWatioos, " the daily dose continually increased from baseline to week 6. . 

.. 
Reviewers Comments 

This trial provided no statistical evidence tha.tparoxettne was superior to placebo with 
regard to the primary and secondary efficacy measures examined. . 

."', 
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lIkoxetine. Placebo 
Variable n I!ean (sl e ,} n mean 

" 33 
l 

HAH-D Total -9.73 (1. 78) 0.311 
UAH-D Depressed Hood Item "33 ·1.06 O.1':t 
HAM-D Retardation Factor 33 -2.67 (0.53) .53) 0.3J9 

""Raskin Total 33 -2.82 (0.55) 0.55) O. ·2l.:. 
CGl Severity of l1l~ess 0/33 -1.06 (0.24) (0.24) 0.253 
eGI Global Improv~.ent 33 2.94 (0.28) (0.28) 0.121 
Patient'S Global 2valuation 33 -0.73 (0,'27) (0.2.7) n a ~'~f3 

SCL Depression Factor 33 -6.45 (1.52) (1. 52) ~.21u 

" MADRS 33 -Q.24 (1.93) (l. 93) 0.11·70 
Covi Anxiety Scale 33 -0.67 (0.36 (O.lli) 0.681 

The results at 6 weeks showed a similar 
variables. Visit-wise data was not' 
Treat group which contained patlen 
not have post baseline Afficacy 

e of significant d1ff~rences on all 
Results from the large~ !nten~ to 

did not meet entry criteria or who 'did 
eIlt!rely c"l1si~tent with the above tn!:>:.: 

(12/33) of paroxetlne pad.ents and 27, vi 
improvement in thair HA)(-l'\ tClt:lll scores 

we,re 45, (15/33) fer paroxetin~ a-:ld 24% 

at both 4 and Eweeks. At 4 
placebo patlent~ (9/33) 
(LOClo'; p-. 60). At 6 wee1.:~ 
(B/33) for placebo (LOCF; 

. . 
There was a si;ni 
present episode. 
improvement 
points for 

. be·tween treatment and the duration of th"! 

months the 

1" ................... whose current episode lasted 1-6 months. the mean 
at endpoint was B.OO po!t'.t::; for pat:o<tetlue .and 1().73 

Among ratients whose current episode lastHd lO\ltp.r. them 5 
paroxetine improvement was 14.60 compared to 5.39 f~r placebo. 

tine.patients improved more than placebo patients on this trial, 
cl1fferences were significant. The dose and duration of paroxetine a,nd 

• level of compliance ~and the baseUne HAK· D scores were similar to 
identical trials in the PAR 02 series which showed statistical superiority 

paroxetine over'placebo. . 

PAR 02-004.; Ari n.". Principal Investigator 

This was a 6 we.ek. single site, double-hiind. placebo controlle", r.llnd::m:iie.:'. 
parallel group st'ldy of paroxetine 10-50 mgld in outpatients .nth moderate to 
moderately severe major depressive disorder without mania CDSM- III 296.2 or 
296.3). . ... 

Subjects 
The protocol c:llled for the random assignment of 72 depressed patients whose 
characteristics were identical to tbe other PAR 02 series trials. 

pesign 
The.trial methodology was identical to PAR 02-002. 
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Results 
81 patients were enrolled J of whom were not e'.ralu8.teo. t.he dOU1.L_~ :)'uwl 
phase, 8 patients randomized to paroxet!ne and 4 vatient~ randomized to placebo 
were excluded from the "All Efficacy" analysis. The Intent to Treat sample was 
53, male with the mean ages of 35.'6 ye~n in the paroxedne group and 41. 2 yean 
in the placebo group (p .... 11). There were no significant between group differences 
un any demographic, historical or diagnostic variable. Baseline HAM~b total 
score~ were 28.9 in the paroxetine pati.ents and 27.:3 in the placebo group (p-. 06) . 

Mean daily dose of pat'oxetine 'Was 30.1 l'IIg and mean e:ldpoint dcs~ 'Nas ·37.1 mg. 
Mean dut:'ation in the trial was 36.4 d~ys for pat'oxetine patients and 32,5 days 1'Jr 
depress&!d patients on placebo (1' .... 17). Complianc.e was 96-97% In eai;;h group. 

!he number of subjects remaining (') in the study at each timepoint were: 

Paroxetine 
Placebo 

Baseline 
38 
40 

~~~k 1 
/38i:l(0) 
( 4f)j{10v) 
'" #~ -,~ 

'iJeek 2 
38 (100) 
37 (!'H,) 

Yeek 3 
33 (81) 
36 (90) 

Week 4 
32 (84) 
~E (65) 

Week 6 
22 (58) 
!O (50) 

16 ~ar()~~ t1n~.,and,2Q_1!1~£!~!;Llt~~1~Jlt;.~,~j.~gQ.tlUnll~d, The be tween group 1:tf f e t'€ nee 
"in dropouts resulted from :3 paroxet1ne and 8 placebo patients who discontinued for 
lack of efficacy, The high proportion of dropouts focuses efficacy assessment on 
the 4 week evaluation. The change from baseline results (toCF) for the Intent to 
Treat and All Effica~y $amples at 'iJeek 4 were: 

INTENT TO TREAT 
Paroxet!ne Placebo 

Vat'i~ble n mean (S.B.l n mean (S.E.) p-value 

HAM-D Total -12.17 (1.11) 7.16 (1.08) ...Q.:.QQ,~" .. 
HAM-D Depressed ~ood Item -1.33 -0.76 O.OOS 
HAM-D Retardation Factor 36 -3.00 (0.38) 38 ~ 1. 81 (0.37) n. "!17 

IRaskin Total 36 -f •• SO (0.39) 38 -2.5] (0.38) 0.001 
cer Severity of. Illness 36 -1. 42 (0.16) 38 -0.68 (0.16) 0.002 
CCl Global Improvement 36 2.42 lO.'ll) 38 :3.05 (0.21) 0.037 
Patient's Global Evaluation 36 -0.94 (0.20) 38 -0.46 (0.20) J.093 
SeL Depression Factor 36 -!).02 (1.13) 38 -2.85 (1.10) 0.002 

.; MADRS 36 -11.92 (1. 34) 38 -6.24 (1. 31) 0.003 
CO'll. Arodety Scale 36 -2.17 (0.32) 38 -1.45 (0.31) 0.1,)7 

,<"' ,~_ ,_ o. _" 0 .. 

EVALUA(L~ ' .• EFFICACY»,ATIENTS 
P'tn: oxe.~-·~'~·o."'· Placebo 

Variable n mean {5.e.) n !!lean (s.e.i p~value 

.... 
(1.18) 32. -6.66 HAM- D .Total 3~ -12.32 

~~-D Depressed Mood Item '34 -1.35 32 ~0.72 
(1.22) 0.001 

bTos 
HAM-O Retardation Factor 34 -3.03 (0.40) 32 -1.69 (0.42) 0.024 

"Rukin Total 34 -4.62 (0.41) 32. -2.47 (0.42) <0.001 
cer Severity of Illness 34 .01. 41 (0.17) 32 -0.66 
cel Global Improvement 34 2.35 (0.22) 32 3.16 
Pati®nt's Global Evaluation 34 -0.97 (0.21) 32 -0.41 

(0.17) 0.003 
(0.22) 0.012 
(0.22) 0.076 

SCL Depression Factor 34' -8.10 (1. 22) 32 -2.79 (1.26) 0.004 
,IMADRS 34 -12 .15 (1.39) . 32 -5.91 (1.44) 0.003 

Covi Anxiety Scale 34 -2.26 (0.33) 32 -1.~1 (0.34) (;-.,072 
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In the Intent to Treat sample the week 6 LOCF data was entirely consistent with 
the tabulated "eek 4 data with the ey.ception \if the Patient'::; C;lo1;:tul Ev&it'ation 
which was signif:tcant. The v~sttwise data at wE"ek 4 O$"o'owed £l sigr.if. cant: 
paroxetine effect on the HAM-D total ,(Raskin, MADRS, SCL and CG4sev~rity. oThe 
visit wise data at week 6 showed non-significant difference-a favoring parox~tine 
for all variables. The disparity between the LOCF and visitwise data at week 6 
resulted fr.~m l~rger variances and greater mean improvement from baselin~ in the 
placebo group compared to week 4. 

In the All Efficacy data set the week (; LOCF data showed of'. significant paroxetine 
~ffect for all the outcome varIables. Visit-wise data was not provided 0 

The proporti~ns of patients who improve~ by SOt on the HAHn total were: 

ALL EFFICACY INTENT TO TREAT 
Week 4 'Week 6 Week 4 Weei.<. 6 

Paroxetine 16/34 47, 19/34 56% 0 16/36 44% 20/37 54, 
Placebo 7/32 22' 8/32. 25, 8/38 2U 9/38 24\ 

P .04 .01 .05 .01 

ANCOVA performed. on the All Efficacy data did not reveal any signific<mt baseiine 
by treatment interactions. 

Comment 
In this study pa~oxetlne showed significantly greater efficacy than placebo after 
4 and 6 weeks of treatment in last observation carried forward analyses per~ormed 
on both data sets. Efficacy was consistent over all rating scales. Visitwise 
analysis on both data sets confirmed paroxetine's efficacy at week 4, but not at 
week 6' when gr'!!ater variance and placebo response rendered the paroxetine 
advantage statistically insignificartt .. 

PAR 03 SER.IES 

The PAR 03 series comprises six trials with identical protocols 
paroxetine to imipramine and oplacebo. The basic protocol deslg 
followed by the results at each center. 

aHel group, imipramine ' 
e H)·50 mg/d in outpatientsJ1;'!; ,.' 

thout mania (DSM-III 296.2 or 

These studies .were six week, single center, randomiz 
(65·215mg/d) and placebo controlled trials of p' 
with moderate to moderately severe 0 depre.<; 
296.3). 

Subjects 
The inclusion criteria were: 
1) DSK- III (296.2 or 296.3 of moderate to moderately severe depreSSion, 
2) minimum age of 18 y 
3) a screen and ba e HAH-D score of at least 18 on the first 11 items, 
4) the score-on item scale could not: decrease by more thari 20% between the 

arid ina visits, 
'epression Scale sc6re at baseline of at least 8 which was also higher 

score on the CO'll Anxiety Scale. 
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PAR 02·004, Ari Kiev, Principal Investigator 

Trial PAR 02-004 employed the same design and variables as PAR 02-003, PAR 02-002 
and PAR 02-00 1. The target sample size was 72 patients and 81 patients were enrolled. , 

Sponsor's Statistical Methods 

The inethods used in this trial were the same as those employed in trials PAR 02-001, PAR 
02-002 and PAR 02-003. . 

Sponsor's Results 

. Table 02-004.01 displays the six week results for the primary and secondary efficacy 
variables according to the LOCF and OC analyses of the mtenHo-treat population. In the LOCF 
analyses, subjects receiving paroxetine showed statistically significantly greater improvement than 
placebo patients on all measures. In the OC analyses, subjects receiving paroxetine showed greater 
improvement dWI placebo patients on· aU measures. but none of the differences between treatments 
was statistiwly significant. . 

Less than 70 percent of placebo patients remained in the trial at week 6. Table 02-004.02 
displays the 4 week results. In both the LOCF and OC 4 week analyses. paroxetine showed 
superior improvement over placebo on the Ham-D Tow, Ham-D Depressed Mood Item and COl 

J Severity. On COl Seventy, paroxetine was superior to placebo according to the LOCF analysis 
but showed a marginally (p=O.066) statistically significant greater improvement mmi placebo 
according to the OC analysis. Paroxetine did not differ from placebo. according to both the LOCF 
and OC analyses. on the Patient's Global Evaluation . 

. . 

Since the daily dose of paroxetine was not fixed. the sponsor reported dosing information. 
The observed cases in the intent-to-treat and efficacy populations reported the same mean daily 
dose at week 6 -- 39.3 mglday. In the efficacy population. the daily dose steadily increased from 
baseline to week 6. The mean daily dose increased from week 1 to week 4 and remained about the 
same at week 6. ' 

, /~-" ":""""-

Table 02·004.01. Mean Change from Baseline to ~ix,Weeks 
PAR 02-004, Ad Kiev, Principal lffvestigator 

SR1"lII~i~ LO~E Am~l:isis -- Im~m-Ig-TrS:i\t Egt!~lrukm 

".". 
CG.... P Ii 1:: g ;IS; III t i D III F 1 a c £i b a 
:!liu::... ~ .s.E. H M.e.an .s.E. !.i ~-3l:~lllfil 
RamO Tot. -12.65 1.18 37 -7.6-i 1.16 3B (10003 
RamO Cepe --1.35 NR 37 -0.79 NR 38 (L009 
CGI Sev. -1.46 0.18 37 -0.74 0.18 38 0.006 
CGI G. I. 2.30 0.23 37 :'3013 (L22 38 O. all 
Pat. G.E. -1. 06 0.20 36 -0.40 0.21 .35 0.028 
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Table 02 .. 004.tH. Mean Change from "BaseUne to Six Weeks 
PAR 02-004, Ari Kiev, Principal Investigator 

(continued) 
Sponsor's Observed Cases Analysis -~ ImenHQ-Treat PQPu!atiQP 

~ f. ill z: g 2i: £I t i Il £I P 1 a. C iii b 0 

~ Mu.n .u Ii ~ .u M :!,i-ll~l!.l.~ 
HamOTot. -13.08 1.37 24 -10.25 1.51 20 0.172 
Ham!) Dep. -1.38 0.19 24 -LOS 0.20 20 0.239 
CGr Sev. -1.54 0.23 24 -1.05 0.26 20 0.163 
CGI G.I. .2 .17 0.24 24 2.65 0.27 20 0.188 
Pat. G.!!:. ' .. 1..22 0.24 23 -0.65 0.28 17 0.135 

Note: p-values for HamD DeI'. from Model IV; aU others from Model H or, if appropriate, Model HI. 

Table 02.004.02. Mean Change from Baseline to(Fou~) Weeks 
PAR 02·004, Ari Kiev, Prindpallnvestigator 

~pQOSQ[:i LOCE ADll:olliiS --llu'DHg:lmu fopuliti!.2D 
, . 

~ p a r Q :IS e t i n e P 1 a c:: e b (} 

~ Mu.n .s.E, H ~ SE H :!,i-value 
HamD Tot. -12.11 1.11 36 -1.16 l.Oa 38 0.002 
HEmD Dep. ..1.33 NR 36 -0.76 NR 38 (10008 
CSt Sev. "1.42 o • lEi 36 -0.68 0.16 38 CL 002 
CGI G.! .' 2.42 0.21 36 3.05 0.21 38 (). 03'1 
E'at. G.!!:. -0.94 0,20 35 -0.46 O,~W 35 0.093 

Sponsor's Obsmw Cases Analnis ~- IotenHo;reat fQPulariQU 

~ p a. ;r;: g ;as; ~ :t i Il f: P 1 a c ~ b g 

~ ~ .u Ii ~ .S,J;. l!l ~-:!li:llglO 

H.uIIO Tot. -13.15 ,1.08 33 -S.j3 1.19 27 0.004 
RamO Dep. ""1.42 0.15 33 -0.85 0.17 27 (L011 
CG1 Sev. -1.58 0.17 33 -0.69 0.18 27 0.007 
CG1 G.1. 2.2~ 0.19 33 2.74 0.21 27 0.065 
~at. G.!!:. -1..13 0.19 32 -0.67 0.22 24 0.127 

Note: p~values for RamD ~. from Model aU others from Model II or, if appropriate, Model lIt 
\ , i\ 

1:· ft," J. 

Reviewg's Comments 

Trial PAR 02-004 provided adequate statistical evidence that paroxetine was superior to 
placebo after 4 weeks of treatment. . 

All five trials used a target sample size of 72 patients for a single center and most enrolled a 
few less dum 72. Only trial PAR 02·004 enrolled more than 72 patients in a single center; it was 
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the only one with results that consistently demonstrated paroxetine's superiority to placebo. 
Although its week 6 OC results were statistically insignificant (probably because iess than 70 
percent of placeoo patients remained at week 6) its week 4 results were consistent across analyses. 
These findings indicated that the sponsor may have underantici!'ated the dropout rate for the 6 
w~k~rioo. . 

. At week 4 there \~'ere· 33 parox;etine and 27 placebo patients remaining in the trial. 1;here 
was a consider.able drop at week 6. Nine of the 33 paroxetine patients (27 percent) remaining at 
week 4 dropped out; 7 of the 27 (26 percent) placebo patients remaining at week 4 dropped out 
Up until week 6 the dropollt tate for each treatment group was not unusual. The sponsor offered 
no explanation for the sudden drastic dropoff at week 6. Demographic and clinical characteristics 
for the patients ~t left the trial between week 4 and week 6 should be provided by t"te sponsor ill 
an attempt to ~~lain why the dropout rate suddenly increased. 

/. 
j' 

Reviewer's Conclusions (Which May Be Conveyed To The Sponsor) 

Trial PAR 01-001 and the four trials in series PAR 02 were very similar in their design and. 
in the measurements they employed but not in their re.;ults. Trials PAR 01-001 and PAR 02-003 
failed to demonsttate thai paroxetine was superior to placebo. TJialPAR 02-001 provided sttonl, 
evidence 'Of paroxcr.ine's efficacy when anilyzed as a single center trial; that strengdtwas lost in the . 
multicenter analysis. The sponsor provided no explanation for why the subcenter effects were so 
saong. The results of trial PAR 02-002 were generally favorable to paroxetine but were inconclw. 
sive; a statistically significant tteatment difference for Ham-D Total was not found in evety 
analysis. Only PAR 02-004 clearly demonstrated paroxetine's superiority to placebo on Ham-D 
Total, Ham-DDepressed Mood Item, and 001 Severity at week 4. At week 6, PAR 02-004 lost 

. its power due to a sudden increase in the dropout rate. " 
. 

All five trials used a target sample size of 72 patients for a single center and most enrolled a. 
few less than 7~. Only aial PAR 02-004 enrolled more than 72 patients in a single center; it was 
the only one wi':l results that consistently demonstrated paroxetine's superiority to placebo. 
Although. its week 6 OC results were statistically insignificant (probably because less than 70 
percent of placebo patients remained at week), its week 4 results were consistent across analyses. 
These findings indicated that the sponsor may have underanticipated the dropout fate for the 6 
week period. .. 

A~~ 
. . 

./tr, Kenneth R. Petronis, M.S., M.P.H . T" L Mathematical Statistician 

Concur: Dr. Nevius [See Group leaders Comments on following page.] 
~ . 

Dr. Dubey /) _ ------,., -
O~_I/- tf~ 

. -
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PAR 03-001 Invf!stigatol' Feighner 

(conducted May. 1985 to July, 1986) 

Sponsor's Results 

A total of 118 patients were followed in this study; 40 paroxetine-treated, 38 placebo-treated 
and 40 imipramine-treated patients. The treatment groups did not differ significantly at baselil'le with 
regard to demographics or the efficacy variables. At baseline. approximately 80% of the patients were 
rated as moderately ill, 15% as markedly ill and the remainder as mildly Of' borderline mentally ill: Sixty­
two percent of the patients were female and 9'7% were white. The mean aoe of the patients was 
approximately 44 years. Eighty-five percent of the patients had previous psychiatric treatment; 1/4 of 
those patients had been hospitalized for psychiatric: treatment for 24 hours or more. 

Patient disposition by week on study is shown in the table below. By Week 6 about half of the 
patients have dropped out of the study. Imipramine-treated patients dropped from the study at a higher 
rate than the patients In the other groups primarily due to adverse events (see Table 2); all of the 11 . 
imipramine patients who dropped during the first week of study experienced a treatment-relatediit ", 
adverse event. Patients in the placebo group dropped from the study primarily due to lack of efficacY' . w1i!~lr.' 
while those in the paroxetine group dropped primarily due to an adverse experience. I 

Table 1. Study 03-001 Patients on Study 

WEEK PAROXETINE PLACEBO 
, 

IMIPRAMINE 

1 ./ 40 (100%) /38 (100%) 40 (100%) 

2 35 (88%) 35 (92%) 29 (73%) 

3 34 (85%) 32 (84%) 28 (70%) 

4 30 (75%) 27 (71 %) 21 (53%) 

6 ../ 23 (58%1 ./ 20 (53%) 16 (40%) 

Table 2. Study 03-001 Reasons for Dropouts 
.. ..... -

Reason for Dropout • PAROXETINE PLACEBO IMIPRAMINE 

lack of efficacy 3 (8%) 10 (26%) 2 (5%) 

Lack of efficacy combined with a 6 (15%) 3 (8%) 9 (23%) 
drug-related adverse experience 

Drug-related adverse experience 6 {15%) 0(0%) 12 (30%) 

Other 2 (5%1 5 (13%) 1 (3%1 

The sponsor's results for the ITT sample are given in the following secti!)ns w"ith tables for each 
of the efficacy variables. last-observation-carried-forward (LOCF) results for the 118 patients and. 
observed cases IOC) results based on the numbers in Table 1 are presented for both Weeks 4 and 6. 
(The results of nonparametric analyses using Model V matched the results of the parametric analyses 
presented here.! -
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HAM-O Total 

Paroxetine treatment was significantly better 'than placebo as measured by the HAM-O total 
at each timepoint from Week 2 to Week 6 for both LOCF and OC analyses. The results for Weeks 4 
and 0 are gi ... en in Table 3. For imipramine, only the OC analyses produced significant treatment 
differences compared to placebo beginning at Week 3; the Week 6 lOCF imipramine-placebo 
comparison was bOl\!erUne significant with a p· ... alue of .06. 

The sponser's analysis of co ... ariance using 12 different co ... ariates showed no modification of 
the response due to any single co ... ariate. 

Baseline 

Week 4 
LOCF 
OC 

Week 6 
lOCF 
OC 

Table 3. Sponsor's HAM·D Total Results 
ITT Sample of Study 03-001 

PAROXETINE PLACEBO IMIPRAMINE 
Mean (SE) Mean (SE) Mean (SE) 

24.9 (0.4) 24.8,(0.4) 24.8 (0.4. 

-9.8 (1.1) -5.1 (1.1) -7.2 (1.1) 
-12.2 (1.2) -6.,1 (1.2) -11.6 (1.3) 

./-10.8 (1.1) ./-4.7 (1.2) 
. 

-1.1(1.1) 
/-15.7 (1.2) v-7.0 (1.3) -13.1 (1.4) 

HAM·D Depressed Mood Item 

P-VALUE 
PAR ... s PLA 

.98 

, .002 
<.001 

< .. 001 
<.OOl. 

At baseline, the mean response for depressed mood was approximately 3 for all groups (a score 
of 3 corresponds to a response of "frequent weeping" on this item). Paroxetine-treated patients 
showed a significantly larger decrease from baseline than the placebo patients at every timepoint from 
Week 2 to 6. The results in Table 4 show that the LOCF results are consistent with the observed cases 
results at Week 4 and Week 6. Imipramine results were similar to paroxetine; for the OC analysis, 
imip.amine was significantly different from placebo from Week 2 to Week 6 while for the LOCF 
analysis the treatment difference is first significant at Wee~ 3. 

Baseline - .. 
Week 4 
LOCF 
OC 

Week 6 
LOCF 
OC 

Table 4. Sponsor's HAM·D Depressed Mood Item Results 
ITT Sample of Study 03-001 

PAROXETINE PLACEBO IMIPRAMINE 
Mean (SE)l Mean (SE) Mean (SE) 

. 
2.93 2.95 3.03 

. .1. i -0.4 -1.0 
·1.4 {0.21 -0.5 (0.21 -1.5 (0.2) 

. .. 
/ -1.1 ./ -0.3 -1,0 

./ -1.7 10.2) ../ -0.6 (0.2) -1.6 (O.2) 

P-VALUE 
PAR vs PLA 

.20 

.001 
' . <.001 

<.001 
<.001 

·1 The sponsor did nOt include standard errors with the reporting Of the means for the LU~t- analYSIS 
of this variable. 
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Clinical Globa! Impression. Severity of Illness 

The mean baseline score for CG! severity of illness for all groups was approximately 4 which 
corresponds to a response of "moderately iIlN. Bot:' the paroxetine group and the imipramine group 
showed a mean decrease of about 1 after 4 weeks and 6 weeks of therapy; these changes were 
statistically significantly different from the placebo response. No pairwise comparisons were significant 
before Week 4. 

Baseline 

Week 4 
LOCF 
OC 

Week 6 
lOCF 
OC 

Table 5. Sponsor's CGI Severity of Illness Results 
ITT Sample of Study 03-001 

L..:;0XETINE PLACEBO IMIPRAMINE 
ean (SEl Mean (gEl Mean (SEi 

4.1 (0.1) 4.1 (0.1) 4.2 {C.l} 

00.8 (0.11 -0.2 {o.n -0.7 (0.1 J 
-1. 1 (0.2) . -0.3 (0.21 -1.1 (0.21 

/ -0.9 <0.21 /-0.3 (0.2) -0.7 <0.21 
.( -1.4 (0.2) ';'-0.6 (0.21 -1.3 (0.2l 

Clinical Global ImQressig" - Global Improvem~nt 

P·VAlUE 

II PAR 'IS PLA 

.43 

.003 

.001 

.005 

.004 

Paroxetine-tr'eated patients showed improvement superior to placebo at every timepoint for 
both the LOCF and OC analyses. More improvement was consistently seen for the paroxetine group 
than the imipramine group with the difference statistica[!y significant for the Week 4 LOCF analysis 
113'" .(32). imipramine beat placebo at Weeks 4 and 6 LOCF and Weeks 3, 4 and 6 OC. After 6 weeks 

< of therapy, about 2/3'$ of the paroxetine-treated and imipramine-treated patients were considered by 
the physician to be improved compared to about 1/3 of the placebo-treated patients. -

Week 4 
lOCF 
Or. 

Week 6 
lOCF 
OC 

Tab!e 6. Sponsor's cm Global Improvement Results 
ITT Sample of Study 03@001 

PAROXETINE PLACEBO !MIPRAMINE 
Mean (gEl Mean (gEl Mean (SI:) 

2.7 (0.21 3.7 {0.21 3.2 iO.21 
2.4 (0.1) i 3.5 {O. j I 2,4 (0.2l 

2.7 (0.21 oil, 3.7 (0.2) 3.2 (O.2l 
2.0 (0.2} 3.2 {0.2i 2.2 (0.2) -

P-VAl~ 
PAR vs P 

<.001 
, <.001 

<.001 
<.001 
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In the Intent to Treat sample the week 6 LeCr data was entirely c 
the tabuhted,~;eek 4 data with the ey-ception yf the Patient':;; . 

n sig •. if) cant 
I) se·,7erity. ,The 

favoring paroxetine 
sitwise data a~ week 6 

ement from baseline in the 

which was signiflcant. The visitwhe data at week 4 
paroxetine effect on the HAM-D total,(Raskin, MADRS, SeL 
visit wise data at week 6 show&d non-significant diffe 
for all variables. The disparity between the LOer 
resulted fT.~m l~rger variances and greater mean 
placebo group compared to week 4. 

In the All Efficacy data set the week 6 LOC 
effect for all the outcome varlables, 

The proporti~ns of patients 

Paroxetine 
Placebo 
p 

ALL EFFICACY 
Week 4 
16/34 

7/32 

a showed a significant paroxetine 
-wise data was not provided. 

50t on the HAMD total were: 

INTENT TO TREAT 
Week 4 Yee~ 6 
16/36 44\ 20/37 54, 

8/38 21~ 9/38 24~ 
.05 ,01 

ANCOVA performed 
by treatment 

Efficacy data did not reveal any dgnifica'1t baseline 

paroxetine showed significantly greater efficacy than placebo after 
of treatment in last observation carried forward analyses per~ormed 

data sets. Efficacy was consistent over all rating scales. Visit.wise 
s on both data sets co!!.firmed paroxetine's efficacy at: week 4, but: not at 

6 when greater variance and placebo response rendered the paroxetine 
antage statistically insignificant. 

PAR 03 SERIES 

The PAR 03 series comprises six trials with identical protocols which compare 
paroxetine to imipramine and placebo. The basic protocol design will be de$cribed 
followed by the results at each center. 

These studies -were six week. single center, randomized, parallel group. imipramine 
(65 e 27Smg/d) and placebo controlled trials of paroxetine 10~50 mg/d in outpatients·", 
with moderate to moderately severe ,depreo;;sion without mania (DSM-III 2.96.2 or 
296.3) . 

Subjects 
.". 

The inclusion criteria were: 
1) DSM-III (296,2 or 296.3) diagnosis of moderate to moderate!-y severe .depression, 
2) minimum age of 18 years, 
3) a screen and baseline HAM-D score of at 
4) the score ,on the 21 item scale could not 
screen and baseline visits, 

least 18 on the first 17 items. 
decrease by moy·s than 20% between the 

5)vRaskin Depression Scale scOre at baseline of at least e which was also higher 
than the score on the Cov! Anxiety Scale. 
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Exclusion criteria were: 
1) unstabilized' renal. hepatic, car:1iova.;cular. respi .. ·p.':'ury 0';;: endo~rine d~ .<'t!Jise, 
2) history of seizures, glaucoma or urinary retention, 
3) psychiatric diagnosis of schizophrenia, atypical dep::ession or anxiety as ·I;~e 
primary diagnosis, 
4) diagnosis of manic depressive illness or adjustment disorder, 
S) p.atients requiring ccmcomi::-ant therapy with psychoactive drugs, 
6) patients kno ... 'U to have abused alcohol within the past six months, 
7) a hist.ory of ECT within the preceding three months. 
8) use of an investigational drug within the preceding 30 days, 
9) use of a MAOI within 14 days or use of a psychotropic within the preceding 7 
days, 
10) patients with a clinically significant abnormal lab valuel!lt screen 
examination, 
11) patients wh© were serious suici"dal risks, 
12) lactating or pregnant women (wcbp were required to have a negative pregnancy 
test) and women not practicing a medically acceptable form of contraception, 
13) hypertensive patients treated with r.eserpine, guanethidine, clonidine or 
methyldopa, 
14) patients;with a known allergy to imipramine. 

Design 
A single blind placebo washout followed the screening examination. This phase 
lasted a minimum of 4 days for patients not previously on psychotropic medi.:!lltion, 
a minimum of 7 days for those who had received psychotropic medication arid a 
minimum of 14 days for patients who received a MAOI before enrollment in the 
study. 

.1.~)'frf!'I(~' 
. , 

l'atisats took medication twice a day . from containers marked "morning" .. ne! 
"evening". The paroxetine morning capsules contained 10 mg and the evening 
capsules did not contain active drug. The imipramine morning tablets contained 
15 mg and the evening tablets contained 50 mg, The protocol contained detailed 
instructions for raising and lowering the dose at each weekly visit. The central 
rule was that starting from the second dose adjust:ment, each ch.mge of dose 
consisted of an increase or decrease of one capsule in both the morning and the 
evening. This defines increments of 10 mg/week for paroxetine and 65 mg/week 
for imipramine. ' Paroxetine patients received 20 mg/d and imipramine patients 
received SO mg/d during the first week of active treatment. The allowable dose 
ranges were 10~SIj' mg/d for p.,uoxetine and 65-275 ms/d for imipramine. 'I, 

The protocol prohibited the use of any psychotropic medication which cou.ld mask 
or interfere with the actions of paroxetine or imipramine. The only e '~ception was 
chloral hydrate w'tichwas permitted in dOSl:!s of 500 mg to be taken for insomnia 
for a maximum of four consecut:ive nights between screening and day 7. 

Pati"ents were evaluated at screening and days 0, 7, 14. 21, 28 and 42. The 
efficacy variables were the same as those of most of the trials in the PAR 02 
series and consisted of the HAH-D, (MADRS·\ Symptom Check List, eGl, Patient::' s 
Global Evaluation (PGE) , (Raskin Depression Scale and Covi Anxbty Scale. As in 
the PAR 02 series, the HAH-D tOFal score at six weeks was the primary efficacy 
variable. Secondary variables wera the HAM-D retardation factor, (Raskir: total 
score, CGl Severity of Illness, eGl Global Improvement and P<lt:ient's Gloi?al 
Evaluation. 
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As in the FAR 02 series the sponsor defined Ii ~ubset of the Intent to Treat 
populationcalled.t:he All Efficacy group which deleted from the data set those 
patients who did not receive 4 days of double blind treatment, who did not meet 
the selection criteria, whose baseline data was invalidated and those visits which 
followed within 3 days the ingest-ion of a prescription or OTC medication with a 
potential CNS effect;, The classes of proscriberidrugs were beta blockers. Hz 
blockers, anticholinergics, antihistamines, narcotic@, psychotropics, centr~lly 
acting analges~cs or muscle relaxants and sympathomime.tics. Although the sponsor 
focus€!id on the All Efficacy analysiS, greater weight ""ill CPo gi-,-en to the Intent 
To Treat analysis. 

ANCC'lA was performed on the All Efficacy data set with HAM>D total at: endpoint as 
the dependent variable and sex, age, marital statu~. current condition, unset of 
present epi~ode. duration of present episode. precipitating ext€:'!rnal eVE:nt, 
episode characterization, previous psychiatric treatment, $ocioeconomic status and 
patient head of household as covariates. 

PMl~ John Feighn~r, Principal Invutigator 

120 patients were enrolled. 2 patients randomized to placebo ,were not evaluated 
in the double blind phu~. 20 additional patients (4 paroxl:!t:ine, 7 placebo and 
9 imipramine) Were excluded from the All Efficacy group. The Intent to:rr€!iat 
patients had the following characteristics: 

Paroxetine N ... 40 Plaeebo N-38 Imij,'!ramine N ... 40 
Mean age 42.4 43.6 47.2 
, male 45 37.5 30 
Baseline HAM-D (SE) 24.9 (0.38) 24.8 (0.39) 24.8 (0.38) 
Hean Daily Capsules (SE) 4.3 (0.2) 5.4 (0.2) 3.9 (0.2) 
Mean Daily Dose (mg) 26.1 llO.h 
Meart Endpoint Dose 30.3 125.4 
# Days in Study (SE) 32,6 (:202) 31.9 (2.2) 27.0 (2.2) 
Overall Compliance (%) 100 96 98 

@ Superscripted character signifies ocfor all :3 between group comparisons H • 

* For placebo vs. paroxetine and placebo vs. imipramine 

II 
0.13 
0.40 
0.98 

<.01* 

>.05& 

Yith one exception there were no significant between group differences· (ANOVA 
<.OS) on any of 42 demographic, historical or diagnostic variables. 3 f~ily 
members of. placebo probands but no family members of the active medicat:!.on 
patients had histories of drug abu3s. 

The number of patients remain~~g in the study at each assessment point Vlere: 

Treatment Baseline Week 1 Week '1. Week 3· Week 4 We~k 6 
Paro~etine 40 40 (100%) 35 (88%) 34 (85%) 30 (15%) 23 (58%) 
Plt.cebo 38 38 (100\) 35 (92\) 32 (84') 27 (71%) 20 (53%) 
Imipramine 40 40 (l00%) 29 (73%) 28 (70%) 21 (53%) 16 (40%) 

66% of all patients remained in the study after 4 weeks including more tllan 70t 
of the paroxetine and plac@ibo ,patients, but only 50% of the entire sample 
completed the triaL Accordingly efficacy will be assessed pd"larily at:: 4 week.s. 
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21 of the 24 imipramine dropouts and 12 of 17 ps:.'oxetine d:u;)p..:.;;.es discontinued 
because of an' adverse e .... ent possibly combined with lack: of efficacy" All 11 
imipramine discontinuations in the first week were associated with an AD2. 

03-06\ 
The changes from baseline at 4 weeks in the Int.ent. to' Tre.at group were: 

.INTENT TO TREAT-. week 4- LOGF 
I-Paroxetine 2-Placebo 3· Imi];rramine 

Variable .n mean {S. lL 1 .n mean (5, E.} n mean (S. E 2 :E. :2 

-5.0W .. £?J) 40 -7.22 
Ivs2 Ivs.l. 

HAM Total 39 -9.8 1.06 ) <e:.J1 (1.05) <.01 .os 
HAM Depressed Moo~ ~1.13 ,- - 37 -0~43 --- 40 -O,9S <.01 .37 
HAM Retardation 39 -2.91 (0.39) 31 -1. 70 (0.40) 40' <2.63 (0.39) . .(jj .52 

IRasltfn Total 39 -2.54 (0.34), 37 ·1.27 (0.3.'» 40 -2.38 (0,34) <.01 . '73 
CGl Severit.y 39 -0.79 (0.14) 37 -0.19 (0.14) 40 -0.65 (0.14) <.01 .46 
car Improvf',ment 39 2.74 (0.16) 37 3.70 (0.16) 40 3.22 (0,16) <.01 .03 
PGE 39 ~0.18 (0.24) 36 -0.86 (0.25) 38 ~0.82 (0.24) .82 .92 
SCL Depression 39 -2.60 (1.14) 36 -3.52 (1.19) 38 -5.01 (1.16) .58 .14 

,1MADRS 39-11.38 (1. 47) :n -4.11 (1. 51) 40 -7.63, (1.45) ,.01 .07 
Covi Anxiety Scale 39 -1.15 (0.29) 37 -0.46 (0,30) 40 -0.82 (0.21}) .10 .43 

Paroxetine-placebo comparisons by Visitwise analysis at week 4. and I~CF analysis 
at: week 6 gave an almost identical pattern of significant results. The only 
discrep@ncy was a significant paroxetine advantage over placebo on the Covi at: 
week 6. Paroxetine-placebo comparisons in the All Efficacy data set yielded an 
identical pattern of paroxetine efficacy. Paroxetine- iptipramine comparisons were 
consistently non-significant with the exception of an imipramine advantage 0'1 the 
SCL on the visdt-wf.se analysis in the· Im.:ent To Treat:: sample and at week 4 in the 
All Efficacy sample. 

In the Intent To Treat sample the proportions of patients who improved by 5Cl or 
more in their HAM-D scor~s (LOCr) were: 

Paro::<etine 
Pla(!ebo 
Imipramine 
p value paroxeti~e vSo 
p value paroxet1ne vs. 

placebo 
imipramir',E! 

Yeek 4 
15/39 38% 

5/37 14, 
11/40 28, 

0.019 
0.344 

Yeek . .§. 
20/39 51% 
4/37 11% 

11/40 28\ 
<.001 
0.039 

Analysis of covariance revealed only one significant (p<.10) treatment by 
covari.ate interaction which was present for the· ,duratiot"lc-f present. epi.iiode 
variable which is dichotomized .into durations l~ss than<.m~ gr."<:::t:er than 6 months. 
The significant interaction i~ose from clinical deterioration in two imip~amine 
patients whose episode lasted longer than 6 months. 

Comment 
This study shows a consistent superiority of paroxetim.l over placebo on almost all 
of the key outcome ~J'ariable in both data sets, at various timepoints and by l.ocr 
and vislt~wise analyses. Paroxetine demonstrateti efficacy despite the low 
(relative to other trials) doses administered. The SCL'depresd.©n factor scores 
were exceptional insofar as the placebo patients actually showed a greater 
improvement on this measure than the paroxetine patients. This result was 
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anomalous not only relative to the other outcome meaSures in this study. but also 
compared to SCL depression ·factor scores in other studies. Despite the SCL 
depression score result, this study is a "winR for paroxetine. 

PAR 03-002; Jay Cohn. Principal Investigator 

120 patients were enrolled and included in the Intent to Treat analysis. 18 
patients (5 paroxetine. 4 placebo, 9 imipramine) were excluded frum the All 
Efficacy analysis. 11· of these 18 patients were excluded for use of a confounding 
c:liS-active medication. The Intent to Treat patients had the follow1 
characteristics: . 

Paroxetine N-40 Placebo N-40 I mi2[amine N-40 
Mean age 42.4 42.5 42;3 

~1.'.J1r~· , male 3S 55 37.5 
Baseline HAK-D (SE) 24.9 ( .65) 25.6 (.65) 
Mean Daily Capsules (SE) 5.2 (0.2) 5.0 (0.2) 
Mean Daily Dose (mg) 30.9 
Mean ~ndpoint Dose 37.0 
# Days in Study (SE) 33.5 (2.2) 28.9 (2.2) 
Overall Compliance (%) 97 95 

@ Superscripted character signifies Rfor all 3 

There were no significant between group differen 
demographic. historical or diagnostic variable. How 
patients, particularly those randomized to placebo. 

Treatment 
Paroxetine 

'Placebo 
Imipramine 

Baseline 
40 
40 
40 

Number of Patients R mai 
Week 1 Week 2 We 
40 (100') 38 (95') 
40 (100\) 37 (93') 
40 (100') 33 (83 

24.4 (.65) 
4.9 (0.2) 
140.9 
1.68.S 

lO.t 
92 

Week 6 
21 (53\) 
14 (35') 
21 (53') 

>.05' 
, 

study. 

Given the high and disproportionate 
only be evaluated at 4 weeks. bu 
remained in any group. The c 
Treat and All Efficacy group 

l:::trlbuted number of dropouts, efficacy can 
en at 4 weeks fewer than 70t of the patients 

from baseline at 4 weeks in the Intent to 

Variable 

HAM Total 
HAM Depressed M 
HAM Retardati 

/ Raskin. Tota 
Ger Severi 
GGI Impr 
PGE 
SCL D 
HAD 

2-Placebo 
n mean (S.E.) 

3- II1!l.pramine 
nmean (S.E.) 

I , 
R 

Ivs2 
-8.00 (1'~09) ./40 -6/22 (1.09) 37 -1.81 (1.13) .25 
-0.87 ' .,;.. 1140 -0.:'67 37 -1.03 .32 
-2.2' (0.34) 40 -1.38 (0.34)_ 37 -2.65 (0.35) .OS 

40 -2.88 (0.33} 40 -1.45 (0.33)37 -2.4' (0.34) .003 
J4Q -0.9,0 (0.18)1140 -0.7Q .(0.18) 37 -1.16 (0.18) .42 
40' 2.~6 (0.19) 40 3.08 (~~19) 37 2.32 (0.19) .04 
40 -0.80 (0.21) 38 -0.34 (0.22) 37 -0.70 (0.22) .14 
40 -4.47 (1.05) 39 -1.28 (1.06) 37 -5.11 (1.09) .04 
40 -8.68 (1.25) 40 -5.80 (1.25) 37 -9.49 (1.30) .. 10 
40 -1.48 (0.24) 40 -0.82 (0.24) 37 -0.97 (0.25) .054 

R 
lvs3 

.90 

.47 

.39 '/ 

.39 I 

.30 t! 

.52 

.75 

.67 

.65 

.66 
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anomalous not only relative 
compared to SCL 

PAa 03·002; Jay Cohn. Principal Investigator 

120 patients were enrolled and included in the Intent to Treat analysis. 18 
patients (5 paroxetine. 4 placebo. 9 imipramine) were excluded frum the All 
Efficacy analysis. 11' of these 18 patients were excluded for use of a confounding 
CNS-active medication. The Intent to Treat patients had the following 
characteristics: 

Paroxetine N-40 Placebo N-40 Imi2ramine N-40 P-
Mean age 42.4 42.5 42.3 0.70 
• male 35 55 37.5 0.18 
Baseline HAM-D (SE) 24.9 (.65) 25.6 (.65) 24.4 (.65) 0.45 
Mean Daily Capsules (SE) 5.2 (0.2) 5.0 (0.2) 4.9 (0.2) >.05' 
Mean Daily Dose (mg) 30.9 140.9 
Mean i!:ndpolnt Dose 37.0 168.5 
# Days in Study (SE) 33.5 (2.2) 28.9 (2.2) 30.t (2.2) >.05' 
Overall Compliance (') 97 95 92 

@ Superscripted character signifies "for all 3 between group comparisons". 

There were no significant between group differences (ANOVA <.05) for "any 
demographic. historical or diagnostic variable. However. a substantial. number of 
patients, particularly those randomized to placebo, failed to complete the study. 

Treatment 
Paroxetine 

, Placebo 
Imipramine 

Baseline 
40 
40 
40 

Number of Patients Remaining in Study 
Week 1 Week 2 Week 3 Week 4 
40 (100\) 38 (95,) 33 (83\) 27 (6Si) 
40 (100\) 37 (93\) 32 (80t) 22 (55\) 
40 (100') 33 (83') 31 (78\) 25 (63\) 

Week 6 
21 (53') 
14 (35\) 
21 (53\) 

Given the high and disproportionately di::tributed number of dropouts. efficacy can 
only be evaluated at 4 weeks. but even at 4 weeks fewer than 70. of the patients 
remained in any group. The changes from baseline at 4 weeks in the Intent to 
Treat and All Efficacy groups were: 

F 
3 - Jlftl.~ramine 

Variable n mean (S.E,) l2. l2. 
lvs2 Ivs3 

37 -1.81 (1.13) .25 .90 
37 -1.03 .32 .41 

"",/" 

HAM Total 04(1} -8.00 (1'~ 09) (~- 6 .'22 (1. 09) 
HAM Depressed MoodJ40 -0.87 ' --- '\140 -0.:67 
HAM Retardation 40 -2.2 ' (0.34) 40 -1.38 (0.34). 37 -2.65 (0.35) .015 .39 

~1Ji1f~~'1~· 
I 

~ 

): i' ,1,\ 

I 37 -2.46 (0.34) .00.3 .39 ,) 
37 -1.16 (0.18) .42 .30 

Raskin Total 40 -2.88 (0.33~ 40 -1.4! (0.33) 
JCGI Severity ';4Q,-O.~,Q._ (0.18).140 -0.7f) .(0.18) 

CCI Improvement 40 2.50 (0.19) 40 3.08 (C~19) 3; 2.32 (0.19) .04 .52 
37 -0.70 (0.22) .14 .75 
37 -5.11 (1.09) .04 .67 

PCE 40 -0.80 (0.21) 38 -0.34 (0.22) 
seL Depression 40 -4.47 (1.05) 39 -1.28 (1.06) 
MADRS 40 -8.68 (1.25) 40 -5.80 (1.25) . 37 -9.49 (1. 30) .. 10 .65 
Cov! Anxiety Scale 40 -1.48 (0.24) 40 -0.82 (0.24) 37 -0.97 (0.25) .054 .66 
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-"- " CAC ~ PATTENTS· ;\'\::;!k(4)tOCF 
a ebo j ;i~Ii~A;ij.;~ _ 

Variable n n mean !S. Ell n mean (S. E.} l!. Q 

C{P Ivs3 
. HAM Total 35 -8.77 (1.11) 36 -5.44 (1.10) 31 -8.65 (:::8) :o~ .93 

HAM Depressed Hood 35 -0.94 36 -0.56 31 -1.16 .32 
HAM Retardation 35 -2.40 (0.36) 36 -1.17 (0.36) n -2.97 (0.38) .02 .28 

I Raskin To:::al 35 -3.06 (0.35) 36 -1. 25 (0.35) :n -2.68 (0.37) .001 .46 
CCl Severity 35 -1.00 (0.19) 36 -0.61 (0.16) 31 -1.32 (0.20) .13 .23 
CGI Improvement 35 2.37 (0.20) 36 3.33 (0.19) :n 2.16 (0.21) .003 .46 
PCE 35 -0.91 (0.23) 35 -0.23 (0.23) 31 -0.77 (0.25) .04 .68 
SCL Depression 35 -4.97 (1.07) 35 -0.43 (1.07) 31 -S.68 (1.13) .003 .65 

J WJ)RS 35 -9.40 (1.28) 36, -4.81 (1.26) 31-10.97 (1. 36) .001 .46. :. 
.0~JlIF~~!1 Covi Anxiety Scale 35 -1.14 (0.2°5). 36 -0.72 (0.25) 31 -1.06 (0.27) .00 .. 

Among the Intent To Treat sample there were no significant differences between 
paroxetine and placebo in the visit wise analysis or the 3 week extender data for 
the primary variable (HAM-D total) or any of the 4 secondary variables (HAM-D 
depressed mood and retardation factor, CGI severity and sct depression factor). 

The dlscrepancybetween the Intent To Treat and the All Efficacy data der!ves froa 
the 5 paroxetine and 4 placebo patients excluded. Ham-D total scores are 
available at week 4 (either by observati()n or carry forward) on 4 of these 
paroxetine and three of these placebo patients.· (The ·remaining two patients were 
non-responders whose only efficacy evaluation was at 6 weeks). The mean change 
on the HAM-D total for the paroxetine patients -2.75 and the mean change in the 
placebo group is -13.3. Changes on the depress~d mood item and retardlltion factor 
were similar. The exclusion of these patients catapults the paroxetine-rlacebo 
difference in the All Efficacy sample over the .05 hurdle. . 

The potentially psychoactive medication taken by these excluded patients were: 

Paroxetine 
Pt.#r023 Premarin . 625mg/d, Lomotil 
Pt.# 084 Actifed 1 tabid 
Pt.# 096 Chlor-Trimeton 1 tabid 
Pt.# lOjU L-Tryptophan 500mg/d 

Placebo 
650mg/d Zantac 1 tabid 

Aldomet 250 mgld 
Tagamet 200 mgld 

.i,'11 

With the possible exception of the placebo patient on Aldomet (who did not 
improve) these medicacions are unlikely to effect the course of a major 
depression. 

In the Intent To Treat sample the proportion~ of patients who improved by 50\ or 
more in their RAMO scores (LOCF) were: 

Paroxetine 
Placebo 
Imipramine 
p value paroxetine vs. 
p value paroxetine vs. 

placebo 
imipramine 

Week 
8/40 
4/40 
9/37 

3 
20\ 
10\ 
24\ 
0.348 
0.785 

'Week.-9. 
9/40 23\ 
6/40 15\ 

17/37 46\ 
0.568 
0.034 
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Co_ent 
The results in the Intent to Treat sample showing lack of effi~.'lC:y ar~ more 
persuasive than the results from the All Efficacy sample where paroxetine was 
superior to placeho. .The exclusion of several paroxetine non-responders and 
placeb.~· responders from the Intent To Treat group led to a significant treatl'llent 
effect for paroxetine in the All Efficacy sample. This' .trial therefore does not 
demonstrate superiority for paroxetine over placebo in thp. treatment of 
depression. 

There were no significant differences on parametric measures between the .I 
paroxetine and imipramine groups in the Intent To Treat analysis. However,'. II 
significantly more imipramine than paroxetine patients showed a ~O'll or more j.wLtl~' 
improvement on their HAK-D scores~' This pattern is the reverse of PAR 03-01 where '~I 
a trend favored paroxetine over imipramine in the continuous variables and where. " 
a significantly greater proportion of paroxetine patients than imipramine patients 
illP. by 50\ or more as assessed by the HAlID total score. 

rlR 03-003; Joseph Hendela, Principal Investigator 

125 patients were· randomized. One patient was never evaluated 
124 patients in the Intent To Treat sample. 111 patients 
Efficacy sample. The Intent to Treat patients. had the 

Mean age 
, male 
8aseline HAK-D (SE) 
Mean Daily Capsules (SE) 
Mean Daily Dose (mg) 
Mean ~ndpoint Dose 
# Days in Study (SE) 
Overall Compliance (') 

@ Superscripte~ 'character 

Paroxetine N-41 
40.8 
39 
25.7 (.65) 
4.6 (0.2) 

27.8 
33.9 
33.0 (1.9) 
94 

(1. 9) 

Imipramine N-41 
39.6 
56 
26.3 (.65) 
4.6 (0.2) 
133.5 
167.3 

26.3 (1. 9) 
93 

between group comparisons". 

R 
0.77 
0.14 
0.41 
<.01 

>.OS 

With the exception of a higher of placebo patients who had a family member 
with a non-psychotic c disturbance, there were no between group 'I) " 
differences on any • historical or demographic variable. The number 
of patients remaining study at each assessment point wer.e: 

Treatment 
Paroxatine 
Placebo 
Imipramine 

Week 2. 
31 (90\) 
41 (98') 
36 (8S'> 

Week 3 
35 (85'> 
40 (95\) 
32 (78\) 

lJeekJ 
30 (73%) 
33 (79', 
26 (63,) 

Week 6 
23 (56') 
22 (52') 
17 (4U) 

patients were still in the study at week 4, but only half 
Accordingly the week 4 assessment will be the. primary 

from baseline at 4 weeks were: 
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Spon§Qr's Results 

A total of 120 patients were enrolled in this study; 40 in each treatment group. The groups 
were balanced at baseline with regard to demographics, psychiatric history and efficacy measureme~ts. 
At baseline, about 88% of the patients were rated moderately ill while the remaining patients·were 
I"<lted markedly ill on the CGL Fifty-eight percent of the patients were females and 98% were white. 
The mean age of the patients was approximately 42. About half of the patients had experienced 
previous psychiatric treatment; 25% of thes~ patients had been hospitalized for psychiatric treatment 
for 24 hours or more. 

By Week 6, 53 % of the drug-treated patients remained on study while only 35 % of the placebo 
p<Jtients were still on study (Table 71. P!altei::lo .Eatie!}j~~~l'{,J:!l§"~QDtiIll).J!~~treiitrnJJJljiuLUlJai';~Qt 
effi.E!~y~wnn~L!~'!ccdrl!Q.:.trea.ted"~~~di$CCtntillUJ~d J~.rlm~.fi.I'y.Q.~EI ~()~t,;!",er:$lite.veots. rrab Ie 8). 

Table 1. Study 03-062 Patients on Study 

WEEK PAROXETINE PLACEBO IMIPRAMINE 

1 40 (100%) 40 (100%) 40 (100%) 

2 38 (95%1 37 {93%1 33 (83%1 

3 33 (83%1 32 (80%) 31 (78%) 

4 27 (68%) 22 (55%) 25 (63%) 

6 21 153%) 14 (35%1 21 (53%1 

Table 8. Study 03-002 Reasons for Dropouts 
=====-=-=F-==-=-=-

Reason for Dropout PAROX PLA.CEBO IMIPRAMINE 

Lack of effic<Jcy 20 (50%} 2 (5%) 

Lack of efficacy combined with a 1 (3%) 6 (15%) 
drug-related adverse experience 

Drug-related adverse experience :3 (8%) 6 (15%1 

Other 0(0%) 

The SPOI sor· presented LOCF and oc results for the All Efficacy Patients s!rrl~2LIQ.l. 
patiems.ami:trul.1nant-to..:.ttea1 sample., Tt'te results for the t~sa·~i=-dItfiiid.i.ruirJ.iiAbjy~ V\~Ile.teas 
posi~t'ie Inult£1nlal(oCQf pa(QxElrine over pliilcebow~r~~Q!;l.~~f~t.~tbJ~ All Efficacy Patients sample 
onSElV(;!ral variables, these results did nOLhold thel'rr.$.amp.!e (see Dr. Brecher's reViE!W-ror~ 
further'aeta[rsT'-~·~·- -< •• 

For the iTT sample, OC analyses at Weeks 3, 4. and 6 of each of the 5 efficacy variables 
showed no significant differences between paroxetine and placebo at any timepoint (this was also true 
for the imipramine-placebo comparison). LOCF analyses showed paroxetfm. to be significantly superior 
to placebo only at Week 6 for the HAM·D depressed mood item (Table 9 below) a;)d at Weeks 3, 4 
and 6 for the CGI clinical improvement score. {imipramine was significantly differf:1nt from placebo at 
Week 6 LOCF for all the main efficacy variables. At Weeks 3 and 4 LOCF, only the CGi scaies for 

8 
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Comment 
The results in the Intent to Treat sample showing 
persuasive than the results from the All Efficacy­

_~acy aI''''! more 
were paroxetine was 

oxetine non-responders and 
p led to a significant treatMent 

sample. This trial therefore does not 
atine over placebo in thp. treatment of 

superior to placeho. .The exclus ion of 
placeb.,· responders from the Intent To Tr 
effect for paroxetine in the An Ef 
demonstrate superiority for 
depression. 

There were differences on parametric measures between the 
paroxetine an ramine groups in the Intent To Treat analysis. However,. 
significant re imipramine than paroxetine patients showed .10:0' or more ;~~:;t"l 
improve n their HAM-D scores.- This pattern is the reverSE! of PAR 03-01 where ' ," 
a tr vored paroxetine over imipramine in the continuous variables and where. <t-
a ficantly greater proportion of paroxetine patients than imipramine patients 
~~y 50\ or more as assessed by the HAMD total score. 

~JO'.Pb Hendel., Principal Investigator ' 

125 patients were randomized. One patient was never evaluated for: efficacy ieaving 
124 patients in the Intent To Treat sample. 111 patients were included in the All 
Efficacy sample. The Intent to Treat patients. had the following characteristics: 

Paroxetine N-41 Placebo N-42 ImiE!ramine N--41 R 
Mean age 40.8 41.4 3906 0.77 
, male 39 36 56 0.14 
Baseline HAM-D (SE) 25.7 (.65) 27.0 (.65) 26,3 (.65) 0.41 
Mean Daily Capsules (SE) 4.6 (0.2) 5.7 (O.2) 4.6 (0.2) <.01 
Mean Daily Dose (mg) 27.8 133.5 
Mean Endpoint Dose 33.9 167.3 
#: Days in Study (SE) 33.0 (1. 9) 34.0 (1. 9) 26.3 (1. 9) >.08 
Overall Compliance <%) 94 94 93 

@ Superscripte~character signifies "for all 3 between group comparisons". 

With the exception of a higher number of placebo patients who had a family member 
with a non-psychotic psychiatric disturbance, there were no between group 
differences on any demographic, historical or demographic variabh. The number 
of patients remaining in the study at each assessment point wer.e: 

Treatment 
Paroxetine 
Placebo 
Imipramine 

Baseline 
41 
42 
41 

Week 1 
41 (100\) 
42 (100\). 
41 (100\) 

Week 2 
37 (90\) 
41 (98\) 
36 (88%) 

Week 3 
35 (85') 
40 (95%) 
32 (l8%:) 

~k~ 
30 (73%) 
33 (79\) 
26 (6n) 

Week 6 
23 (56\) 
22 (52%) 
17 (e'li%) 

72, of th~ ra~domized patients were still in the study at week 4, but only half 
remained at ',oJeelc 6. Accordingly the week 4 assessment will be the. primary 
endpoint. 

The changes from baseline at 4 weeks were: 

17 



INTENT TO TREAT- Yeek 4- LOCF O?J-OO~ 
I-Paroxetine 2-Placebo 3 - Imi12raJnin~ 

Variable n mean (5,E.J n mean (S.:::.). n !!lean 'S.E.~ l! l! 
Ivs2 Ivs3 

HAM Total 39 -9.26 (1.32) 42 -9.21 (L27) , . 
~7.80 (1.28) ,gg .43 ... '" 

HAM Depressed Mood 39 -o.n 42 -0.98 41 ·0 .. as .80 ,83 
HAM Retardation 

J Raskin Total 
39 -2.08 (0.42) 42 -2.62 (0,41) 37 -2.05 (0.41) .36 ,96 (0. IiI'rN\D -'10 k<t -!' 

39 -2.08 (0.41) 42 -2.43 (0.40) 41 -2.22 (0.40) .. ~,4 .80 
CGr Severity J 39 -0.90 (0.20) ,,/42 -1.00 (0.19) 41 -0.80 (0.19) .71 .71+ ~ 
CGl Improvement 39 2.85 (0.21) 42 2.76 (0.20) 40 2.95 (0.21) .78 .73 
PGE 39 -0.56 (0.21) 40 -0.60 (0.21) 38 -0.63 (0.22) .91 . 82i,,"~tl.f 
Set Depression 39 -4.22 (1.21) 42 -5.08 (1.17) 40 -5.45 (1.20) .61 .41 ! 

; MAnRS 39 ;'8.03 (1. 58) 40 -9.19 (L 31 ·7.07 (1. 54) .60 .67 
Covi Anxiety Scale 39 -0.92 (0.32) 42 -0.86 (0.31) 41 -0.39 (0.31) .88 .24 

Results at 6 weeks by LOCF and at 4 weeks by vis1t~wise snalysiS WerE! er.tirely 
ccmsistent with these tabulated results. r:~sult:s at 4 and 6 weeks in the All 
Efficacy group by LOCF were identical. Thus em all 10 mes.sur!!<s in e;l1cn of .5 
analyses parOlte"tine did not show a s1.gnificant advantage over placebo .. 

In the Intent To Treat ~ample the proportions of patients who improved by SO, or 
more in their HAMD total scores LOCF) were: 

Paroxetine 
Placebo 
Imipramine 
p value paroxetine 
p value paroxetine 

vs. 
vs. 

placebo 
imipramine 

Week 4 
15/39 38% 
12/42 29% 
12/41 29\ 

0.359 
0.480 

Week 6 
17/39 44% 
14/42 33, 
15/41 37% 

0.369 
0.649 

Analysis of covariance with HAMD total as the dependent variable revealed 
significant treatment by covariate interactions for precipitatin"g external ev~nt . 
and current tre"atment status. The significant interactions resulted from isolated 
cells with 10 or fewer patients who had mean improvements of more than 15 points, 
Baseline correction for each covariate did not y:hld any significant between group I' '. 

comparisons on the HAMeD total. '" 

Comment 
This study clearly failed to demonstrate any advantage for paroxetine over" 
placebo. The study was che.racterized by a" high proportion (:n~)· .of {:'.acebo 
patients who improved by at least 50, on the HAMDo Similarly the mean ioopcovement. 
in HAM.D total scores among placebo p.:ltients was a 9.21 points. The results of 
this trial were atypical insof~r as the placebo response at the primary endpoint. 
em several outcome measures,' most notab'1.y the HAMD depressed mood item and 
retardation factor, was greater than the response to' paroxetine. 

~~Ram Shrivastava. 

120 pa";:ients were 
.to Treat analysis 

.luded tn the Intent 
Efficacy group. The 

characteristics: 

1$ 

;J 
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severity of illness and global improvement showed imipramine superior to placebo.) 
The lOeF results of the ITT sample for the HAM-O total and HAM-D depressed mood item, the 

two most important efficacy variables, are given below (for results 01' the other variables, see Dr. 
Brecher's review)". , 

Table 9. Study 03-002 HAM·I) lOeF Means -ITT Sample ,. 

HAM-D TOTAL HAM-D DEPRESSED MOOD ITEM 

WEEK PAR PLA IMP PAR PLA IMP 

Baseline 24.9 25.6 24.4 3.0 3.0 2.9 

1 -3.4 -3.0 -4.2 -0.3 -0.3 -0.5 

2 -5.S -4.8 -6.7 -0.7 -0.5 -O.S .. 

3 -7.3 -5.4 " -1.4 f' -0.9 -0.1 -1.0 

4 -S.O -6.2 -7.8 -0.9 -0.7 ·1.0 

6 -S.6 -5.6 -9.6 • -1.1 .. -0.7 
. 
-1.2 .. 

.. Results Sl mflcantl g y different from p lacebo, p <.05. . 
It can be seen that the drug-treatment groups show improvement over time but the changes. generally, 
are not signiiicantly different from the placebo changes. 

It should be noted that the sponsor also reanalyz~d the All Efficacy Patients sample including 
patients who had been dropped due to concomitant medication use: 'the results of this analysis' were 
consistent with the ITT sample results shown above. 

Reviewer'S Comments 

Due to the large number of dropouts after only three weeks of therapy, the OC analyses 
comparing paroxetine to placebo at Weeks 4 and 6 lack power to detect an important difference. At 
Week 4, the power to df3tect a difference of 5 on the HAM-O Total given the obse:ved sample sizes 
(Table 1} and assuming alpha of .05 and a standard deviation of 6.5. is 14%; at W,ele::6, tn.e po~er 
given the observed sample sizes is 58%. Also °a large number of patients drop from the study due to 
lack of efficacy in all groups (26% of the paroxetine patients, 53% of the placebo patients and iO% 
of the imipramine patients), so the treatment effects at Weeks 4 and 6 using the LOCF data may 
underestimate the true effects in each treatment group since one is assuming that dropouts would not 
have improved had they continued on study. One might expect the drug group- effects to be 
underestimated t,o a larger extent than the placebo effects (therefore biasing against drug) sincs, 
judging from the oth~r studies in this series. the largest changes in response are seen after more than 
3 weeks of therapy. The HAM-O total and CGI severity of illness means for paroxetine were about 
10% smaller than the means observed in the other studies under the PAR 03 protocol. 

One is left then with looking at Week 3 data only. The lOCF and OC results for HAM-D total, 
HAM-O depression mood item, CGI severity and PGe at Week 3 did not significantly favor paroxetine 
over placebo; only the treatment difference for CGI global improvement was significant (p = .013). 

For imipramine, at Week 3, onl·tihe CGI for severity and global improvement responses were 
significantly different from placebo according to the lOCJD.analyses. As for paroxetine, imipramine was 
not signifi'cantly different from placebo for any DC analysis after 2 wf!eks. . 

In conclusion, this study failed to show statistically that paroxetine is superior to placebo for 
the treatment of depression. Imipramine. also, was not shown to be consistently significantly different 
from placebo. 
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Par 03-003 Investigator Mendels 
(Conducted May, 1985 to September, 1986) 

Sponsor's Results 

The sponsor enrolled 124 patients; 41 paroxetine-treated, 42 placebo-treated and 41 
imipramine-treated. The treatment groups did not differ at baseline on any demographic or primary 
efficacy variable. At baseline about 60% of the patients were rated moderately ill; the remainder were 
rated markedly ill. Fifty-six percent of the patients were female and 92% were white. The mean age 
of the patients was about 41 years. Approximately 75 % of the patients had been treated pre~iously 
for a psychiatric illness; about 15% of these patients had been hospitalized for 24 hours or more. 

The dropout pattern in this study is similar to what was seen for the other studies in the PAR 
03 series; more than 70% 0"1 the patients completed 4 weeks while only about 50% completed 6 
weeks (Table '10). Patients in the placebo group primarily discontinue from the study due to lack of 
efficacy while patients in the drug-treated groups discontinue primarily due to experiencing an adverse 
event (Table 11). 

.' 
Tablfl 10. Study 03·003 Patient$ on Study 

WEEK PJ\ROXETINE· PLACEBO . IMIPRAMINE 

1 ./41 (100%) /42 (100%) . ~1 :~OO%) 

2 37 (90%) 41 (98%) 36 (88%) 

3 35 (85%) 40 (95%) 32(78%) 

4 30 (73%) 33 (79%) 26 (63%) 

6 J 23 (56%) ./22 (52%) 17 (41 %) 

Table 11. Study 03-003 Reasons for Dropouts 

Reason for Dropout PAROXETINE PLACEBO IMIPRAMINE 
. . .- .... . 

Lack of efficacy 7 (17%1 17 (40%) 4 (10%) 

lack of efficacy combined with a 2 (5%) 2 (5%) 6 (15%) 
drug-related adverse experience . 
Drug-related adverse experience 7 (17%) 0(0%) 13 (32%) 

Other .. 2 (5%) 1 (2%) 1 (2%) 

,,;"'. 
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Yhe efficacy results showed no significan( differences b.:::tween paroxetine and placebo for any 
ao1al'y'ses of the primary efficacy variables. This was also true for the imipramine-placebo comparison. 
All throe treatment groups showed improvement over time as can be seen in the following table of 
HAr,~-O Tota! and HAM-D depressed mood item LOCF results. The magnitude of response for the 
;ilac:;t;o group was as farge 3S the responses observed for the drug treatment Qroups; similar results 
WE're seen for the other primar\" efficacy variables as well. . 

Table 12. Study 03-003 HAM-D LOCf Means· ITT Sample 

HAM-D TOTAL HAM-D DEPRESSED MOOD ITEM 

WEEK PAR PlA IMP PAR Ts-t- iMP (. 
Basefine 25.7 27.0 26.3 2.8 2.7 

1 @3.9 ~3.6 -3.6 -0.6 -0.3 -0.3 

2 -7.2 -5.9 -5.8 -0.8 -0.5 -0.7 
'3 -8.1 -8.7 -6.6 -0.9 -0.9 -0.7 

4 -9.3 -9.2 -7.8 -0.9 -1,0 -0.9 

6 -9.9 -10.0 -S.O ·1.3 . ·1.0 -1.0 

The OC results for HAM·D total given below show thiilt the patients who remain on study 
continue to show improvement in alt three treatment groups. 

Paro'l(stine Placebo Imipramine 
Week 4 OCHAM-D total ·11.7 ·10.9 -11.1 
Week 6 OC HAM-D total -14.2 -15.S -17.3 . 

As for the HAM-D, the CG! results showed improvement on both the severity scale (50% 
improved) and the global improvement scale (minimally improved at Week'! to much improved at Week 
6) for,!! three treatment groups. 

The magnitude of thE: drug responses to both paroxetine and imipramine are consistent with 
what h':·$ been observed in other studies in this submission; the placebo response, however, is larger 
than what has generally been seen for the PAR-03 series. Therefore the comparisons to placebo werEl 
consistently small across all the primary efficacy variables regardless of the dataset used or type of 
analysis. This trial, th'a~, failed to show pa~oxetine superior to placebo for the treatment of derJression. 
In addition, this trial <lIsa failed to show the active control, imipramine, superior to placebo. 
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INTEN.T TO TREAT- 'lJeek 4- LOCF 
l~Paroxetine 2~?lacebo 3-Imi12ramine 

Variable n mean (5. E.} n mean {S. E.) n mean (S. E. l p. 
Iv;; 3 

HAM Total 39 -9.26 (1.32) 42 -9.2.1 (1.27) , ~ .43 ",i. 
HAM Depressed Mood 39 -0.91 42 ~O.9g .133 
HAM Retardation 

I Raskin Total 
39 -2.08 (0.42) 42 <L62 (0.41) ) .96 fc.l1l'!;W\!> "1 <»K<t .!' 

39 -2.08 (0.41) 42 -2.43 (0.40) 40) .54 .80 
eCI Severit.y J39 -0.90 (0.20) v'42 -1.00 (0.19) 0'.19) .71 .74 ~-
eCl Improvullent 39 2.85 (0.21) 42 2.76 (0.20) (0.21) .78 .73 
POE 39 -0.56 (0.21) 40. -0.60 (flo 21) (0.22) .91 . S '2 ')ijt~~~\t'!l SeL Depression 39 -4.22 (1.21) 42 -5.08 (Ll7) (1.20) .61 .41 , 

i MADRS 39 -8.03 (1. 58) 40 -9.19 
GO'll Anxiety Scale 39 -o.n (0.32) 42 -0.86 

Results at 6 weeks by DOer and at 4 weeks 
consistent with these tabulated results, 
Efficacy group by DOer were identical. 
analyses paroxetine did not show a slgni 

In the Intent To Treat sample the 
more in their HAMD total scores 

Paroxetine 
Placebo 
Imipramine 
p value paroxetine 'Is. 
p value paroxetine 

/39 
12/42 
12/41 29% 

0.359 
0.480 

(1. 52) (1.54) .60 .67 
(0.3 (0.31) .88 .24 

-wise analysis were er.tirely 
at 4 arid 6 weeks in the All 

on all 10 measur~s in (>~ch. of 5 
advant.age ovet: placebo. ' 

of patients who improved by 5o, or 

'lJeek 6 
17/39 44% 
14/42 33% 
15/41 37% 

0.361 
0.649 

Analysis of 
significant trea 
and current 
cells with 10 

total as the dependent variable revealed 
covariate interactions for precipitating external ev~nt· 

status. The significant interactions resulted from isolated 
patients who had mean improvements of more than 15 points, 

for each covariate did not yield any signifieant between group 
I 

HAM-D total. ' '. 

clearly failed to demonstrate any advantage for paroxetine over. 
The study was characterized by a. hIgh proportion (33.'&:)·.uf· ~lacebo 

who improved by at least 50, on the HAMD. Similarly the mean Impx:ovement 
total scores among placebo patients was a 9.21 points. The results of 

rial were atypical insof.~r as the placebo response at the primary endpoint 
a1 outcome measures,' most: not8$1y the HAHD depressed mood item and 

dation factor, was greater than the response to' paroxetine. 

(;~-~;~-~~bm Shrlvutava. frinc.ipal Invuti~4tor 
~---
120 pa';;ients were enrolled in the trial all of whom wf!t's i"'~ll.lded in the Intent 

.1:0 Treat analysis. 107 patients were included in the All Efficacy group. The 
Intent to Treat patients had tbe following characteristics: 

Ie 

tI 
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Paroxetine N ... 40 Placebo N ... 40 Imi12umine N-40 
Mean ago. 37.2 34~3 32.1 
~ male 63 58 55 
Baseline H,AM-D (SE) 27.6 (.62) 27 .0 ( .62) 26.5 (.52) 
~ean Daily Capsules (SE) 5.4 (0.2) 5.2 (0.2) of. .. 8 (0.2) 
Mean Daily Dose (mg) 32.1 138.5 
Mean Endpoint Dose 39.S 177.5 
'# Days in Study (SE) 32.4 (2.4) 30.4 (2.4) 24.3 (2.4) 
Overall Compliance <t) 93 94 89 

@ Superscripted character signifies Kfor all 3 between group comparisonsw. 
'* for paroxetine vs .. imipramine comp,u:ison 

2 
0.64 
0.85 
0,50 

>.05& 

<.02* 

Then were no significant (p<.05) between group differences on any demographic, 
historical or diagnostic variable. 

The numbe~ of patients remaining in the study at each assessment point were: 

Treatment Baseline 
Paroxetine 40 
Placebo 40 
Imipramine 40 

Week 1 
40 (100\) 
40 (l00%) 
40 (100') 

Week 2 
31 (78%) 
35 (88%) 
32 (80%) 

Week 3 
30 OS,) 
19 (73%) 
28 (70\) 

week ~ 
29 (73%) 
2S (79') 
19 (4S%) 

Week Ii 
26 «(;S%) 
18 (45%) 
10 (25%) 

73\ of the sample was still in the trial after ,3 weeks, 6HI remained after .4 weeks 
and 45% completed the study. The week 4 assessment b; the least !'.iased timepoint 
for analysis of' efficacy because it provides adequately lrmg exposure and adequate 
numbers of paroxetine ani placebo patients< 

'rhe changes from baseline at 4 weeks were: 

INT~NT TO TREAT- Week 4- LeCr 
l~Paroxetine 2-Placebo J-Imi12.Iamin~ 

Variable n mean (5. E.) n mean (S.E.l n mean {S.E.) 12. 12. 
1vs2 1"1£13 

HAM Total ./37 -10.35 (1.26) JJ1 -6.65 (1.26) 40 -.5.15 (1.21) .04- .Ol~-
HAM Depressed'MoodJ31 -l.08 v37 -0.62 40 -0.70 .052 .11<'-
HAM Retardation 31 -2.46 (0.42) 37 ~1.84 (O.42) 40 ~1. 61 (0.41) .30 .19 

JRaskin Total 37 -2.89 (0.42) :n -1. 65 (0.(lo2) 40 -2.00 (0.40) .04 .13 
CGI Severity 37 -0.84 (0.16) 37 -0.57 (0.16) 40 ~0.S2 (0.15) :23 ,16 
CGl Improvement 37 2.70 (0.20, 37 3.24 '(O.LO) 40 ~.35 (0.19) .06 .02 
PGE 36 -0.89 (0.22) 34 -0.38 (O,~3) [~O -0.38 (0.21) .12 .10 
SCL Depression 37 -3.88 (1. 10) 36 -0.6~ (1. 11) 40 .1. !:is ( l.(6) .04 .13 

r/MADRS 37 -11.46 P..65) 37 ~L49 (1. 65) 40 -7.22 (1. 59) ,09 .07 
CO'll Anxiety Scale 37 -1.65 (0.31) 37 -0.84 (0.31) 40 -0.32 (0.30) .07 <.01 

The results in the Intent to Treat sample are inconsistent. On the primary 
efficacy variable (HAM-D tottal) and one (SCL depression factor) of the 4. FDA 
designated 3econdary variables paroxetine was significantly s~perior r.o placebo. 
On the remaining three secondary variables (HAM-D retardation factor, HAM-D 

/depressed mood item and CGr severity) the difference was insignificant altho~gh 
the trend favoredparoxetine. 'Th~ depressed mood item was nearly significant at 
4. weeks and was significant at 6 weeks (p<003). The SCL which was significant: in 
the above table did not reach significance at week 6 by ,LOCF or at w~~ks q and 6 
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by visit-wise analysis. For the HAM-D total and other t.heee se~(m.dary 
the results at week 6 by either LOCF or visit-wise analY~is w~re ~onsi 

,·the results in the above table. At 6 weeks the ICGl improvement, MADR: 
were all significant on the LOCF. 

The results in the All Efficacy sample for all ten variables at both 4 a' 
were, with one minor exception, identical to the thoz~ cbsepled in the 
Treat group. 

The proportions of pHtieuts who improve~ by 50' or ~ore in their HP~ 
CLOCt) were: 

Intent to Treat All Efficacv 
'Week 4 Week 6 Week ,~ YO:tt. 

Paroxetlne 13/37 35' 16/37 43\ 13/33 39\ 16/ 
Placebo 7/37 19' '9/37 24\ 7/36 19\ G ' -I 
Imipr8llline 6/40 15\ 8/40 20\ 6/38 16, 8/ 
P value paroxetln, vs. plac:::bo 0.19 0.14 0.11 
P value paroxetine vs. imipl'amine 0.06 0.05 0.03 

Analysis of covariance with w..~-D total ,as the dependent variable rev 
significant (p-.084) age by treatment interaction. Patients older than 4( 

greater improvement on paroxetine compared to placebo cr imipramine than p 
younger than 40. Bas~li~e correction did not al~er the statistical compa 

Comment 
< Patients in this trial were somewhat younger than those who participated at 

C'- <:enters. The significant advantage for paroxetine over imi,rami.ne on th, 
- total and in the proportion of pat:ients who improvp.d by SOt on the HAM.D 

_as biage~ in favor of paroxetine by the substantially greate'!. numb ( 
imipramine dropouts. These patients who discontinued primarily because of ad 
incidents did not ,remain in the study for a suffici.ent duration to benefit 
th~ spontaneous improvement which was obser~ed in the placebo group. 

The stUdy provides support rather than evidence for paroxetine's superiority 
'placebo. Paroxetine "wins" on the HAlt-D. the primary outcome variable and vI 

$econdary variable (SOL depression). but on the other three secondary varia: 
paroxetine did not clear the.OS hurdle. Horeover. SCL depression which sh: 
a significant effect at 4 weeks did not show a significant effe~t at 6 weeks :::,~ 
depressed mood whi~h narrowly missed at 4 weeks was significant at 6 weeks 
collective results on 10 outcome variables computed in two slightly diff'~': 
popUlations at two different endpoints and by two different methods of anal: 
all indicate that paroxetine h~ antidepressant potenc;.y. The data however de 
adequately distance this impression from the real ... o::'~'~!l':lc;:,',~,o;:\ do not .dlc'.' 
study to be un&mbiguously'categor1zed as a "win", 

(." ~ 

119 patients in 
of these patients. 
characteristics: 

Principal Investigator 

were lost after the baseline visit le~' 
The All Efficacy 

';'~~h ,,~, ',\ . ,. 
<I-
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Reviewer's Comments 

The Week 4 LOCF results for HAM-O total and HAM-O depressed mood item show a significant 
treatment difference between paroxetine and placebo but the ac results do not. Also, no other primary 
or secondary variables showed paroxetine to be consistently better than placebo. . 

To further examine the results at Week 4, Dr. Masahiro Takeuchi (FDA Division of Bicmetrics. 
HF[)"713) reanal~ed the HAM·D total data using the generalized estimating equation (GEE) approach . 
.Thi~ procedure uses all the data available for each patient, not only the data from a single week. The 
results of this analysis showed paroxetine significantly different from placebo on the HAM-D total 
(p<.04). (Dr. Takeuchi's results will appear in a separate report.) . 

The imipramine response as seen in Tab/es 15 a.nd 16 was smaller than the paroxetine response 
and not diffiJrent from the placebo response. This lack of a significant treatment effect for imipramine 
over placebo may be due to the large number of dropouts in that drug group, much larger than was 
seen in the other studies. That is, the LOCF means for imipramine are probably underestimates of the 
true treatment effects due to the large number of;, patients who arop early. before a response is 
generally expected. This is born out by the fact thattne patients in the imipramine group that complete 
the study show a notably larger treatment effect than placebo on the HAM-D total and on both CGI 
scores. Therefore. this lack of effect for the active control does not necessarily suggest that the trial 
was a failed trial incapable of distinguishing paroxetine from placebo. . 

Due to the lack of positive effects on most of the efficacy variables, tl:lis reviewer would not 
consider this trial as a clear -win- for paroxetine, however, the HAM-O results provide supportive 
statistical evidence of the benefit of paraxetine in the treatment of depression • .A.lso, it is notable that 
significantly more patients in the paroxetine group completed the study than in the imipramine group 
suggesting a better benefit-risk ratio for paroxetine than imipramine. 

~ ..•. 
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Par 03-004 Inves':gator Shrivastava 
(Conducted May, 1985 to December, 1986) 

Sg,onsor's Results 

One hundred twenty patients were entered in this study; 40 patients were rand0mized to each 
of the 3 treatmem groups. The treatment groups were compa.l'able at baseline with regard to 
demographics and primary efficacy measures, At baseline, 79% of the patients were rated moderately 
ill and 21 % markedly m. About 42% of the patients were female <lna 89% were white, The mean age 
of the patients was 34.5 years; 62% of the patients were under the age of 35 ye.m~. About 66% of 
the patients h~:! experienced previolls psychiatric treatment; oniy 9% OT those patients ,had ever been 
hospitalized for psychiatric treatment for 24 Of more hours. 

More than 70% of the patients were stili on study after 3 weeks of therapy; thereafter 
appreciably more patients dropped from the placebo group and imipramine group such that at Week 
6 iess than 50% of the patients remained on study in those two groups (Table 131. St,:nistically' 
significantly more patients completed the study ,in the paroxetine group than in the imipramine grouP~~'>'1n 

"" .001)., " ,:l' 
Tabl3 13. Study 03~004 Patients on Study i: 

WEEK PAROXET!NE PLACeBO IM'IPAAMINE 

1 40 (100%) 40 (100%) 40 (100%) 

2 31 {78%} 35188%1 32 (80%) 

3 30 {75%} 29 (73%) 28 (70%) 

4 29 (73%) ·25 (63%l . i9 (48%) 

6 26 !65%) 1 a (45%) 10 (25%1 

The reasons for withdrawal follow a different pattern than what was seen in the other studies 
under the PAR 003 protocol in that a large percentage of patients fall into the "other" category (Table 
141. Of the total number of patients withdrawing due to other reasons, about 2/3'5 dropped due to 
reasons unrelated to drug (for example, trauma and .-esp'ratory disorder) and about 1/3 for reasons 
unknown. Also. the percentage of placebo patients droPPfld due: to laci< of efficacv'rs notabiY' smal!er 
than what was obse;";ed for other studies in this seri"!s; usually more than one-third of the patients 
drop due lack of efficacy in this group, The imipramine dropout pattern, however, was consistent with 
what has been seen in other studies with significantly more patients dropping due to adverse events 
in the imipramine group than the other two treatment groups (p < .011. 

Table 14. Study 03~004 Reasons for Dmpouts 

~eason for Dn:;pout PAROXETINE PLACEBO IM!PRAMINE 

Lack of efficacy I 3 (8%) 6 (15%) 2 (5%) 

Lack of efficacy combined with a I 1 (3%) a (20%) 
drug-related adverse experience ..... 

Drug-related adverse experience 6 (15%l 4 (10%) 11 (28%) 

Other 4 (11 %) 10 {26%1 9 (23%) 
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Oue to the small percp.ntage of patients remaining on study by Week 6, only the sponsor's ITT 
sample results for Weeks 3 and 4 are presented in the following tables. Also, only the HAM-D total and 
HAM-D depressed mood item results are shown. No statistically significant treatment differences were 

< observed for the CGI global imj)rovemem score and the PGE at Weeks 3 and 4; paroxetine was 
significantly different from placebo on the CGI severity of illness score only at Week 3 for the OC 
analysis. 

The HAM-O total results at Week 4 (Table 15) show paroxetine beats placebo according to the 
lOCF analysis (p = .04) but not according to the OC analysis. Ip == .121. In addition, the placebo re$ponse 
is slightly larger than the imipramine response; this was not seen in the other PAR 03 studie.s. The 
results for the completers at Week 6 are more consistent with what was seen for this variable in the 
other studies; the response for the drug groups was about -15 and for the placebo group -10.2 . 

Baseline 

Week 3 
LOCF 
OC 

Week 4 
lOCF 
OC 

Table 15. Sponsor's HAM-D Total Results 
ITT Sample of Study 03-004 

PAROXETINE PLACEBO IMIPRAMINE 
Mean (SE) , Mean. 'SEI Mean (Sc) 

27.6 (0.6) 27.0 (0.6) 26.5 (0.6) 

-8.1 (1.1) -5.6 (1.1) -5.0 (1.1) 
-9.8 (1.3) -6.4 (1.3) -6.3 (1.3) 

I -10.4 (1.3) -6.7 (1.3) -5.8 (1.2) 
../ -12.4 (1.3) V' -9.3 (1.5) -9.7 (1.7) 

P-VALUE 
PAR 'IS PLA 

.49 

.10 , 

.07 

.04 

.12 

As for the HAM-D total, the sponsor's ITT results for the HAM-D depressed mood item favor 
paroxetine over placebo only at Week 4 LOCF (Table 16). The response for the imi~ramine group is 
not significantly different from the placebo response. 

Baseline 

Week 3 
LOCF 
OC 

Week 4 
lOCF 
OC 

T~ble 16. Sponsor's HAM-D Depressed Mood Item Results 
ITT Sample of Study 03·004 

PAROXETINE PLACEBO IMIPRAMINE 
Mean (SEl' Mean (SE) Mean (SEI 

2.8 2.7 2.9 

.. -0.8 -0.6 -0.6 
-1.1 (0.2) -0.7 10.2) -0:7 (0.2.1 

-1.1 -0.6 -0.7 
./ ·1.3 (0.2) " . ./ -0.8 (0.2) -1.1 {0.3l 

I Standard errors were not provided for the LOCF data. 

P-VAlUE 
PAR 'IS PLA 

.24 -

~ .10 

< •• 05 
.11 
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PAR 03-005 Investigator Fieve 
(Conducted Juiy, 1985 to December, 1986) 

SponsQr's Results 

A total of 119 patients were enrolled in this study; 40 in the paroxetine grow>, 42 in the 
placebo group and 37 in the imipramine group, At baseline, 63% of the patients were rated moderately 
ill on the CGI severity scale; 28% were rated marlf.ediy iii and the remaining 9% werq rated seven,,:y 
ill on the CGL The average age of the sampie was about 44 years. Thirty-one percent of the patients 
were female (the lowest percentage in any of the studiesl; 9.2% of the patients were blackithe 
highest percentage in any of the studies), 

The groups were comparable at baseline on ciemographlc and efficacy variables wit;' the 
exception of one variable; previous psychiatric treatment. The imipramine group had a significantly 
higher proportion of patients who had been previously treated for psychiatric: treatrrent (86%). 
compared to the placebo group i60%) or the paroxetine group (70%l. More than one third of,th.~' 
imipramine and paroxetine patients had been hospitalized for 24 hours or longer while only about 1/4 
of the placebo-treated patients had been previously haspitalized for psychiatric treatment, ~ 

A notably higher percentage of patients fF!mained on study for the duration o·f this 6-week trial 
compared to any other study conducted wider th~ PAR 03 protocol (Table 171, In aadition, unlike the 
other studies, fewer patients dropped out in the imipramine group th,an in the other two treatment 
groups, 

Table 17. Study 03-005 Patients on Study 

WEEK PAROXETINE PLACEBO IMIPRAMINE ~ 
1 40 {100%1 42 (100%) 37 (100%) 

2 36 (90%1 41 (98%} 33 (89%i 

3 34 (8S%} , I 40195%1 32(86%) 

4 31 (79%) 33 (79%1 31 (84%) 

6 29 (73%) 31 (74%1 28 (76%) 

The placebo patients predominately dropped due to lack of efficacy. The number of patients 
reporting adverse events in the drug treatment groups was smaller than what was gen,~rally reported 
for the PAR 03. studies; on the average, more than 25% of the imipramine patients and about 15% of 
the paroxetine patients reported adverse events in the other 5 studies, In the "othei K category, exactly 
"",If of the patients in each group dropped for non-drug related reasol'l'§ and the other h.'3!f dropped' for 
unknown reasons. -

Table 18. Study 03-00S Reasons for Dropouts 

, Reason for Dropput PAROXETiNE 'FlACEBO IMIPRAMINE 

I Lack of efficacy 
'. 

1 (3%) 6 (14%) 1 13%l 

lack of efficacy combined with a 2 (5%) 1 (2%) 3 (8%) 
drug-related adverse experience " ~, 

-
Drug-related adverse experience 2 (5%1 o (O%l 1 (3%) 

Other 6 (16%) 4 (10%) 4(10%) 

15 



( 

by vislt 0 wise analysis. 
the results at week 6 by either LOCF or visit-wise a 

,·the results in the above table. At 6 weeks the ICGI 
were all significant on the LOCI". 

The results in the All Efficacy sample for all 
were, with one minor exception, identical to ' :! cbser'J'~d in the 
Treat group. 

The proportions of patie~ts who improve~ , or more in their HP~ 
(LOCI") were: 

All Efficacv 
Week '+ 

Paroxetine 
Placebo 
Imipramine 

\>"eek 6 
16/37 43% 

9/31 24% 
8/40 20% 

0.14 

13/33 39\ 
7/36 19% 
6/38 16\ 

0.11 
0.03 

16/ 
9/ 
8/ 

p value paroxetinl va. 
p value paroxetine .. ·s. 0.05 

Analysis of covariance with 
significant (p-.OS4) age by 
greater improvement on 
younger than 40. Bas~line 

as the dep.md~nt variable rev 
interaction. Patients older than 4( 

compared to placebo or imipramine than p 
tlon did not alt:er the statistical campa 

Comment 
Patients in this trial 
centers. The sign!f 
total and in the 

somewhat younger than those who participated at 
advantage for paroxetine over imi'prmd.tle on tn, 

ion of p&~ients who improv"ld. by 50\ on the; HN1D. 
WilllJ bia:sed in f 
imipramine ri¥nn,A" 

incidents did 

of paroxetine by the substantially grE!ate't n1 .. imb( 
These patients who discontinued primarily because of ad 

in the study for a suffici.E!'K1.t duration to benefit 
which was obser .. ed in the placebo group. the. 

support r~ther than evidence for paroxetine's superiority 
tine "wins" on the RAM-D, the primary outcome vari.able and 01 

lable (SCL depresd,on). but on the oeher three secondary vari", 
did not clear the .05 hurdle. Moreover. SCL deprusion which sr.: 

effect at 4 weeks did not show a significant effe.-:t at 6 weeks .. ,/ 
m.ood whic.h narrowly mbsed at 4 weeks was significant at 6 weeks 

results on 10 outcome variables computed. in two slightly diff<~ 
at two different endpoints and by two different methods of anal: 

cate that paroxetine h.as antidepressant potem .. y. The data however dc 
tely distance this impression from the realul 0:: '~''"1!l'':1c;:,: ."T":t d.o not ~llo'M· 
to be un~biguous11ca~egorized as a "winW. 

PAR 03-005; Ronald FbiTe. Pd.nci,pal Investigator 

121 patients were enrolled of whom 2 were lost after the baseline visit: lee:: 
119 patients in the Intent to Treat sample.. The All Efficacy saf't!ple incl..J.ci"., 
of these patients. The Intent to Treat patients had the fell" 
characteristics: 

I 

I 

I 

.,J~ 
I 



Paroxetine N ... 40 Rls.ceh('l N-42 In:li 12 r amine N-37 2 
Mean age 43.8 44.7 43.1 0.80 
, male 58 76 73 0.17 
Baseline HAM~D (5£) 26.1 (.82) 26.8 (.80) 27.4 (.85) 0.53 
Mean Daily Capsules (SE) 5.3 (0.2) .5. ;1 (0,2) ~ e (0.:::; :>AE-" ."I .... 

Mean Daily Dose (mg) 31.6 ::'61.6 "" ... d 

Mean Endpoint Dose 38.3 197.3 
#: Days in Study (5E) 36.0 (1. 9) 37.3 (1. 9) 36.8 (2. 0) :>. ;)5& 

Overall Compliance (%) 94 97 110 

@ Superscripted character signifies "for all :3 between group comparisons". 

With the exception of previous psychiatric treatment: (p-. (3) there were no 
significant (p<.05) between group differences on any demographic, historical or 
diagnostic variable. 68% of the placebo group had not received any -prior 
psychiatric care. For 43% of paroxetine patients and 16\ of imipramine patients 
this study represented their first exposure to psychiatric treatment. 

The number of patients remaining in the study at each assessment point wete: 

Treatment Baseline Yeek 1 Yeek 2 Yeek 3 'Week 4 'Week 6 
Paroxetine 40 40 (100%> 36 (90%, 34 (85%) 31 (78%) 29 (73%) 
Placebo 42 ~2 (l00%) 41 (98%) 40 (95%, 33 (79%) 51 (74%) 
ImiprAmine 37 37 (lOOt) 33 (t\9%) 32 (86%) :31 (84%) 28 (76%) 

This study, unlike its 4 predecessor;;; in the PAR 03 sedes; did not have a problem 
with disccmtinuations. Efficac.y can therefore be assessed at the planned 6 ·.leeK 
eudpoint. The changes from baseline at 4 weeks were: 

INTENT TO TREAI- Week 6- LOCr 
I-Paroxetine 2-Placebo 3-Imi!2ramine 

Variable n mean !S.E.l n mean (5. E,) n pl~an {S. E.) ~ ~ 
Ivs2 Ivs3 

vl40 HAM Total -10.02 (1.56)...42 -4.07 (1. 52) 36 -15.56 (1. 21) .007 .016 
HAM Depressed Mood../40 -1.32 --- 42 -0.55 36 ~ 1.12 .003 .09 
HAM Retardation 40 -3.22 (0.47) 42 -1.29 (0.46) 36 -4.81 (0.50) .004 .023 
Raskin Total 40 ~2.aO (0.47) 42 - 1. 45 (0.46) 36 -4.44 (0.49) .042 .017 

"'" 

ICGI Severity J40 -1.05 (0.19)../42 -0.48 (0.19) 36 -1. 78 (0.20) .035· .Oll~ 
CGl Improvement 40 2.75 (0.23) 42 3.76 (0.22) 36 2.28 (0.24) .002 .16 
PGE .. 40 -1.10 (0.23) 42 -0.07 (0.23) 36 -L6l.; (0.24) .002 ,11 
SCL Depression 40 -6.69 (1.23) 42 ~2. 71 (1.20) 36 -9.43 (1.30) .023 .13 

jMA.i)RS 38 -12.25 (LS3) 42 -4.76 (1. 79) 36 -17.47 (1. is) .004 .052 
Covi Ar~iety Scale 40 -0.52 ~p.26) 42 0.05 (0.25) 36 -0.97 (0.21) .12 .24 

ReSults at week. 6 on the visit-wise analysis for the paroxetine-placebo and 
paroxetinc-imipramine comparisons was similar to the LOCF for all variabl<!s except 
the Raskl~ and the CGr severity. Results in the All Efficacy group at week 6 by 
LOCF were, net surprisingly, identical with the results observed!.n t.he Intent to 
Treat: sample. ' 

In the Intent To Treat sample the proportions of patients who improved by 50 .. or 
more in their HAM-D total scores 'were: 

21 

, 

'0 . 

/ 

1 
[ 

I 
I 

I 



Paroxetine 
Placebo 
Imipramine 
p value paroxetine vs. placebo 
p value pat:oxetine vs. imipramine 

Week 6 
16/40 40% 
12/42 29:t 
21/36 58\ 

0.353 
0.011 

Analysis of Covariance with HAM-D total score as the ·depe~tdsnt:; v:;riable disclosed 
significant (p<.lO) treatment by covariate interactions for sex, marital status. 
onset of present episode and current treatment status. After baseline correction 
cha significant: advantage of paroxetine over placebo and of imipramine over 
paroxetine remain~d unchanged. Comparison of the mean." of each subgroup for each 
of the 4 significant covarlates revealed that: (means in parenthesis, s. e. in' 
brackets) 
males responded much than fema1eB to imipramine (·17.72 [1. 93] VEL -10.30 [3.06 J); '. 
patients who we~e marr~ed respvnded better to paroxetine than ,single patieTlts 
(-12.37 [1.88] vs. -5.50 (2.82]); - I 
patients whose episode was shorter than one month did better on imipramine than 
those whose episode was longer (-24.00 (3.99) vs. -13.86 (L81)) and 
patients who were not receiving psychiatric treatment at: entry did better on 
placebo than those who were in treatment (-6.50 [1.76] vs. 2.17 [2.79]. 

Comment 
This is the only trial. in the PAR 03 series in whicr. more than 70, of patients in 
all thr<ee treatment groups completed 6 weeks of treatment. This study provides 
evidence fot' the effectiveness of paro:tetine in outpatients with maj or depression. 
This result is not surprising. Kore unusual is the greater improvement with 
imipramine than with paroxetine, a result which attained or approached 
significance on nearly all outcome variables and in the proportion of patients who 
improved by at least SOIll in their HAM-D total scores. This ma.y have ras' .. !.l t.ed from 
the higher doses of imipramine (197.5 mean endpoint dose) given in this trial. 
The mean endpoint dose of imipramine was at least 20mg/d higher than in any of the 
other PAR 03 series active control trials. 

L~ 
t!~LoUiS Fabre. Pri.ncipal Investigator 

120 patients were randomized 116 of whom had at least one 
S patients ha~ taken a concomitant psychoactive medication 
in the All Ef.f.icacy sample. The Intent \..Q Treat 
cha~acteristics: 

Paroxetine N-39 Imi]2ramine 
Mean age 35. ? .. 35.1 
, male 0.4 33 
Baseline HAM-D (SE) 29.7 (. (3) 27 .9 (.62.) 

Mean Daily Capsules (SE) 4. (0.2) 4.7 (0.2) 
Mean Daily Dose (mg) 134.5 
Mean Endpoint Dose 164.2 
# Days in Study 23.1 (2.1) 28.6 (2.1) 
Overall 96 95 

N-·32. 

character signifbs "for all 3 between group comparisons". 
etine-placebo comparison 

P-
0.86 
0.66 
0.12 

>.05& 

<.05* 
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The sponsor's efficacy results show paroxetine statistically significantly superiorto placebo on 
each of the 5 primary efficacy variables from Week 3 to Week 6 (the Week 6 results only are given 
in Table 19}. ThEHmipramine response in this trial was larger than the pal'Oxetine response for each of 
the 5 variables; for HAM·D total and CGI severity of illness, imipramine wa~ statisticaffy significantly 
better than paroxetine. Also, imipramine was found to be significantly superior to placebo as early as 
Week 2; a week earlier than paroxetine. 

Table 19. Stud{QpOflsor'S ITT Efficacy Results 

'-- i-"" 
p-value Efficacy Paroxetine Placebo Imipramine 

Variable Mean (SE) Mean (SE) Mean ISEi PAR vs PLA 

HAM-D Total 
Base!ine 26.1 (0.8) 26.8 (0.8l 27,4 (0.9) .;;3 ., 
Week 6 LOCF -10,0 (1,61 -4.1 (1.5) -15.6 (L6i .007 
Week b OC /-11.90.8) , ,,/-5.7 '1.8) -17.7 (L9i .017 

t 

, HAM-D Depressed I 
Mood Itam 
Baseline 3.0 3.0 2.9 .86 
Week 6 LOCF ·1.3 -0.6 ·1.7 ,003 
Week SOC ../ -1,4 ./-0.7 --1.9 .02 

CGI Severity 
Baseline 4.4 (0. 'IJ 4.5 (0.1 i 4.5 (O.l) .91 
Week 6 LOCF -1. i (0,2) -0.5 (0.2) -1.8 (0.2) , .04 
Week 6 OC / -1.2 (0.21 /-0.7·(O.2i -2.1 (0.2) .. 12 

CGI Global 
Week 6 LOCF 2.8 (0.21 3.8 (0.2) 2.3 (0.2i .002 
Week 6 OC 2.5 !0.31 3.5 (0.3) 2.0 (0.3) .01 

PGE 
Baseline 4.0 (0.1) 4.0 (0.1) 3.9 (0.1) .50 
Week 6 LOCF -1. 1 10.21 -0.1 (0.2) ·1.6 (0.21 .002 
Week 60C -1.3 10.3) -0.4 (0.3) -1.9 (0.31 - .D.1 

Reviewer's Comments 

This stu.c(y clearly shows, statistically, that paroxetine is effective in the' treatment of' 
depression when compared to placebo. 

The large, early significant responses to imipramine observed in t;1is study may be due to the 
larger doses used in this study (see the Dosing section of this review) as noted by Dr. Brecher {HFD· 
120} in his review. It is possible also, since a higher proportion of imipramine patients had undergone 
previous psychiatric:: treatment than the paroxetine and placebo patients, that the imipramine patients 
may have been more responsive to treatment. 

16 



PAR 03-006 Investigator Fabre 
{Conducted April, i 985 to July, 1986) 

A total of i 16 patients were farrowed in this study; 39 were treated with paroxetir:e, 38 with 
placebo and 39 with imipramine. The treatment groups were not significantly different at baseline for 
any demographic: or efficacy variables. At baseline, the COl severity of illness scores showed 46% of 
the patients were moderately 11:, 50% were markedly HI and 4% were severely m. Three of the 4 
patients rated 3S severely ill at baseline were in the paroxetine group. The average age of the patients 
was about 36. Sixty~two percent we~e female and 58% of the patients were white. About 2/3's of 
the patients had undergone previolls psychiatric treatment; of those p<ltiems, 25% had been 
hospitalized for 24 hours or more. 

Compared to the other 5 PAR 03 studies, this study had the fewest total number or patient'S 
5tH! on study by Week 6. After only two weeks of therapy, about 30% of thE! placebo pati~rtts 
discontinued from the study; half of those dropouts discominueddue to lack of efficacy. About 40% . 
of the patil!!nts in each of the drug treatment groups completed the study whHe only 18% of the 
placebo patients completed the 6 weeks of therapy. 

Table 20. Study 03~006 Patients on Study 

WEEK PAROXETINE PLACEBO iMIPRAMINE 

1 39 (100%) 38000%) 39 (100%1 

~ 
2 35 (90%) 35 (92%} 33 (85%) 

3 30 (77%) 24163%) 29 {74.%} 

4 22 (56%) 13 (34%) 20 {51 %l 

6 16 (41 %) 1 118%1 17 (44%1 

Table 21. Study 03-006 Reasons for Dropouts 

-
Reason for Dropout . PAROXETfNE PLACEBO '!MiPRAMtNE 

--f 
lack of efficacy 8 (21%l 20 (53%l 6 (15%) 

lack of efficacy combined with ~ 4 (10%1 2 {5%l 4 (10%) 
drug-related adverse experience 

Drug-related adverse experience 6 (15%) 6 (15%) 

Other 5 (13%) 6 (16%) 



Due to the small number of patients completing this study !partk:ularly in the placebn group} 
only the results for Weeks 3 and 4 are presented (Tables 22 to 25l. 

The HAM-D total results clearly favor paroxetine over placebo at Weeks ;3 and 4 Crable 22i 
with p-values less than .02 for both the OC and LOCF analyses. The groups were also different at 
Week 2 and Week 6. The magnitude of the placebo response (LOCF) is notably sma II fJf' than the 
responses observed in the other studies in this series; -3 versus values usuaHy smaller than -5, 
respectively. 

Tabl~ 22. Sponsor's HAM-O Total Results 
ITT Sample of Study 03-006 

PAROXETINE PLACEBO 
Mean (SE) Mean (SEI 

Baseline 29.7 (0.61 28.7 (0.61 27.9 {C.CI ."12 

Week 3 
LOeF -7.40.1) -~~.1' (1. 1 f -6.5 (1. 1) .007 
OC -9.0 !'I.3) -4.2 (1.3l -8.0 (1 .3} .01 

Week 4 
LOeF -7.9 (1.21 ~3.4 (1.2) -7.3 \1.21 .01 
OC -12.4 (1.4l V·6 .911 .71 -11.2 (L~) .02 

As for HAM-D total, the results for HAM-D depressed mood item clearly show paroxetine to 
be superior to placebo. Again the treatment difference was fitatistically significant .. s early as Week 
2 and through to Week 6. Imipramine, on the other hana, on(y bi!ats placebo at Welftk 3 OC and Week 
60C. 

I Baseline 

Week 3 
LOCF 
OC 

Week 4 
LOCF 
OC .. 

Table 23. Sponsor's HAM-D Depressed Mood Item Results 
ITT Sample of Study 03-006 

PAROXETINE PLACEBO IMIPRAMI~~ 
Mean (SEll Mean (SE) Mean (SE) 

3.08 3.03 2.S2 

-O,S -0.4 -0.7 
-1.0 {0.2} -0.5 (0,2) -100 (0.2) 

-0.9 -0.4 -0.7 
J' -1.4 (0.2l '/,., (0.2) -1.2 (0.21 

P-VALUE 
PAR 'IS PLA 

,. .. , .16" 

.03 
.04 

-

.04 

.37 

1 The sponsor did not include sta.1dard errors with the reporting of the means for the lOCF analYSIS 
of this variable. 
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At baseline, the paroxetine and placebo patients were comparable (p:: .19) with both groups 
rated as markedly dl on the CGI severitY of illness scale. The paroxet:ne and imipramine baselines, 
however, were significantly different with p = .02. The paroxetine patients showed significant 
improvement over the placebo patients from Week 2 to Week 6 based on the LOCF and OC analyses. 
Also, imipramine beat placebo from Week 3 to Week 6. 

Baseline 

Week 3 
LOCF 
OC 

Week 4 
LOCF 
OC 

Table 24. Sponsor's CGI Severity of Illness Results 
ITT Sample of Study 03·006 

PAROXETINE PLACEBO IMIPRAMINE 
Mean (SE) Mean (SE) Mean (SE) 

4.7(0.1) 4.6 (0.1) 4.4 (0.1) 

-1.0 (0.2} -0.310.2) -0.7 (0.2) 
-1.2 (0.2) -0.3 (0.2) '" -0.9 (0.2) 

-1.1 (0.2) -0.3 (0.2) -0.9 (0.2) 
-1.6 (0.2) -O.S (0.2) -1.3 (0.2) 

. 
P·VALUE 

PAR vs PLA 

.19 

.001 

.001 

.001 

.004-

According to the CGI global improvement score, both drug treatment groups showed steady 
improvement over tile 6 weeks of the study while the placebo group was rated as minimally imJlroved 
with mean values of about 3 at each timepoint. The paroxetine mean' responses ranged from about 
3 (minimally improved) at Week i to about 1 (very much improved) at Week 6 OC. Paroxetine was 
statistically significantly different from placebo at Weeks 3,4 and S. 

Week 3 
LOCF 
OC 

Week 4 
LOCF 
OC 

Table 25. Sponsor's CGI Global Improvement Results 
ITT Sample of Study 03-006 

PAROXETINE PLACEBO IMIPRAMINE 
Mean (SE) Mean (SE) Mean eSE) 

2.7 (0.21 3.5 (0.2} 2.9 (0.2) 
2.4 (0.2) 3:4 (0.2) 2.5 (0.2) 

2.7 (0.2) 3.5 (0.2) 2.7 (D.2l 
2.010.2) 2.9 (0.3) 2.0 (0.2) 

.... 

P-VALUE 
PAR vs PLA 

-.. ... ~g 

.008 

.002 

- .008 
.01 
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Paroxetine 
Placebo 
Imipramine 
p value paroxetlne 
p value paroxetine 

vs. placebo 
vs. imipramine 

Week (; 
16/40 40\ 
12/42 29% 
21/36 :38\ 

0.353 
0.011 

Analysis of Covariance with HAM-D total score as the 
significant (p<.lO) treatment by covariate intera 
onset of present episode and current treatment st 
'the significant advantage of paroxetine over 
paroxetine remain~d unchanged. Comparison of 
of the 4 significant covariates revealed 
brackets) 

disclosed 
sex, marital status. 

er baseline correction 
.G:nd of imipramine over 

of each subgroup for each 
in parenthesis, s.c. in' 

males responded much than femal as to 1m! 
patients who we~e marr~ed resp~nded 
(-12.37 (1.88] va. -5.50 [2.82J); 
patients whose episode was sho 

(-17.72 (1.93] v:;, Ml0.30 [3.06]); " 
paroxetine than.!»ingle. patients 

those whose episode was 
patients who were not 
placebo than those who 

Comment 

one month did better on imipramine. than 
[3.99] vs. -13.86 [1,S1]} and 

psychiatric treatment at entry did better on 
trea.tment (-6.50 [1.76} vs, 2.17 (2.79]. 

This is the only 
all du;oae. tre 

for 

in the PAR 03 series in woicr more than 70% of patie.nts in 
groups completed 6 weeks of treat~ent. This study provides 

tiveness of paro:tetlne in outpatients with major depression. 
not surprising. Kore unusual 1s the greate.r improvement with 

with paroxetine, a result which attained or approached 
on ne.arly all outcome variables and in the proportion of patients who 

by at least 50\ in their HAM-D total scores. This ID.3.Y have ras' .. !l ted from 
r do~es of imipramine (197.5 mean endpoint dose) given in this trial .. 
endpoint dose of imipramine was at least 20mg/d higher than in any of the 

r PAR 03 series active control trials. 

Fabre, Principal Invest.igator 

120 patients were randomized 116 of whom had at least one efficacy evaluation. 
S patients had taken a concomitant psychoactive medication l~F'vlng 111 pati.:!nts 
in the All Ef.£.icacy sample. the Intent i.o Treat .sample h$d t.he following 
cha~acteristics: 

Paroxetine N ... J9 Placebo N-38 Imi12r<lmine N<"!,2. 12 
Mean age 3~5. ? '. 36.4 33.1 0.86 
% male t..4 31 33 0.66 
Baseline HAM-D (S£) 29.7 (.62) 28.1 (. (3) 27.9 (.62) 0.12 
Mean Daily Capsules (S£) 4.7 (0.2) 4.7 (0.2) 4.7 (0.2) >.05& 
Mean Daily Dose (mg) 28.5 134.5 
Mean Endpoint Dose 34.6 164.2 
'# Days in Study (5E) 29.6 (2.1) 23.1 (2.1) 28.6 (2.1) <.05* 
Overall Compliance (%) 95 96 95 

@ Superscripted character signifbs "for all 3 between group comparisons" , 
* For paroxetine-placebo comparison 
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There were two significant: (1'<.05) between group dlffe,ences nn demographic, 
historical or dfagnostic variables. The placebo and imipramine groups • ... ere both 
more likely to have a lineal f~ny member with a nonpsychotic psychiatric 
disturbance than the paroxetine cohort. The paroxetine patients also experienced 
!'!!ore unemployment in the preceding three years than imipramine or placebo 
patients, 

The number of patients remaining in the study at each assessment point were: 

Treatment Baseline Week 1 Week 2 Week 3 Week 4 Week 6 
Paroxetine 39 39 (100') 35 (90') 30 (77%) 22 (56t) 16 (4lt) 
Placebo 38 38 (100\) 3S (92') 24 (63%) J"3 (34%) 7 (18%) 
Imipramine 39 39 (l00%) 33 (8St) 29 (74t) 20 (SU) 17 (44%) 

Only o~e patient discontinued bec~use of improvement. 34 patients (8 paroxetine, 
20 placebo and 6 imipramine) dropped out for lack of efficacy. Another 10 
patients (4 p&roxetine. 2 placebo and, 4 imipra.mine) dropped out for la.ck of 
efficacy combined with an adverse event. 

The changes from baseline on the HAM~D total in the Intent to Treat sample were: 

Week 2 
Ii Mean (s.e,) 

"Paroxetine 39 67 . 13 (1. 06 ) 
"Placebo 37 -4.03 (1.09) 
Imipramine 39 -5.99 (1.06) 
parox. ViS. placebC\ 1' .... 044 
parox. vs. imipramine p-.30 

Yeek 2 
H Mean {s,e.) 

Paroxetine 33 -8.42 (1.10) 
Placebo 34 ·4;35 (1.08) 
Imipramine 33 -7.00 (1.10) 
parox. vs. placebo p-.OlO 
parox. V$, imipramine p-.36 

LOCI! 
Week 3 
Ii Mean (s.e. i 
3;1 ~7.46 (1.11) 
37 -:L 11 (1.14) 
39 -6.49 (1.11) 

p-.OO7 
p-.54 

Visit-wise 
Week 3 

Ii Mean ·f,.. e ,J 
26 ·9.04 (1.27) 
24 -4.17 (1.33) 
26 -8.04 (1.27) 

p-.OlO 
p=.S8 

Week 4 Yeek 6 
Ii Mean (s.e.) Ii Mean (5 ,e.) 

39 G7.85 (1.19) V39 ~9.0S (1.29) 
37 G3.s8 (1.22) v17 ~2. 97 (1. 32) 
39 -7.26 (1.19) 39 ' -7.62 (1. 29) 

p=.Ol p-.OOI 
p~. 72 p- 42 

Week 6 
N ~an (s. e . ) i1 Mean (s, e ,J 

20 -12.60 (1.38) 17 -15.94 (1.32) 
13 ~6.92 (1.71) 7 -3.43 (2.06) 
20 -11.20 (1.38) 17 ·13.!~ (1.32) 

p-.016 p-<.OOI 
p .... 5Q f-.28 

An identical pattern of significant results were observed on the RAM-D tet;n:dat:1.on 
factor. On the HAM-D depressed mood item, which was only assessed by LOCY, 
paroxctine was superior to placebo at Weeks 2, 3, 4 and 6 and not significantly 
different than imipramine at ~eeks 3, 4 and 6. 

On the SCL depression factor paroxetine was superior to placebo at: Weeks 3, 4 and 
6 by LOCr, but only beat placebo at Week -3 on the visit wise analysis. A 
comparison of p~roxetine and imipramine did not show.a significant treatment 
effect. 

/ 
"Paroxetine was superior to place'bo at Weeks 2. 3, 4 and 6 on thevCGI sev~rity 
scale on both the LOCF and vis! twise analyses. Paroxetine- imipramine comp$1: iM.lnS 

were not significant at Weeks 3, 4 and 6. 
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With one minor exception (Week 2 ,global improvp.mE'nt. LOC~'~ paroxetinf, 'Vl'lS 

superior to placebo on the Raskin, MADRS and ·~I..iI global hip;':GV\!illentat; 'Weeks 2, 
3,4 and 6 on both the LOCF and v~sit-wi~e lllNalyc;es. 

Similar patterns of efficacy were observed in the All Efficacy data set in which 
only LOCF analyses were performed. 

In the Intent To Treat sample the proportions of patients who improved by 50% or 
more in· their HAM-D total scores were: 

Paroxetine 
Placebo 
Imipramine 
p value paroxetine 
p value paroxetine 

vs. p~acebo 
vs. i~ipramine 

Week 6 
12/39 3it 

3137 8, 
10/39 26, 

·0.02 
0.80 

Analysis of covariance in the All Efficacy sample did not reveal any significant 
(p<.lO) treatment by covariate interactions for any of the 10 variables examined. 

Comment 
The patients in this trial had a mean HAKD score at baseline of 28.8 is high-er 
than any of the previously reviewed trial. Paroxetine dosages were in the luw end 
of the range observed thus far. These two factors may have contributed to the 
high dropout rate for lack of efficacy. 

Paroxetine showed consistent efficacy over placebo in both the LOCF and visit­
wise analyses. The manifestation of a 'signi:f:Lcant treatment effect after only . two. 
weeks of treatment is further indication of paroxetine's antidepressant action. 
The change from.baseline in the paroxetine patients were similar to that observed 
in other trial~. Despite the small number of subjects remaining at week 6 in the 
visi.t-wise analysis and the limited power of the statistical comparison, 
paroxetine was able to demonstrate superiority over placebo. Despi~e.the high 
proportion of dropouts. the study provides evidence for paroxetine' s effectiv.eness 
as an antidepressant. . 

PAR 04 

This study was a si~ center .. double blind. 
It was conducted at the same 6 centers 
investigators. 

Subjects and D~sign 
participate in the extension. 

elect to. continue on the same drug (or 
ived-active drug in PAR 03. could cross 

Patients crossing over from placebo were given 
drug who dropped out of Protocol 03 due to lack 

experiences could cross over to the alternate active drug 
Following I' year of treatment under Protocol 04, only 

ated patients could enter an open-label extension that provided for 
3 years of paroxetine therapy. 

Only subjects who were 
ratients who completed Protocol 
placebo) in Protocol 04 
over to the alternate 
paroxetine. Pat 
of efficacy 
in Pro 
p 
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The PGe results showed no statistically significant differences between either paroxetine or 
imipramine and placebo at any week of the study. The completers data {Week 6 eCl showed "minimal 
improvement" in the placebo group and "much improvement" in the two drug groups while the lOCF 
.data shows "minimal improvement" in all 3 groups. 

Reviewer's Comments 

The dropout pattern in this study is similar to the one seen for StudY 03-002 in that only a 
small number of patients in the placebo group completed the study while the number of completers 
in each of the drug treatment groups was about double that amount. However, unlike Study 03-002, 
the results from this study are overwhelmingly positive. The 4 !)rimary efficacy variables (HAM-D total. 
HAM-O depressed mood item, CGI severity of illness and CGI global improvement) show paroxetine 
superior to placebo for the treatment of depression. The treatment differences were significant from 
Week 2 to Week 6 and for both the LOCF and OC analyses. (Similar results were seen also for· the 
imipramine-placebo comparison.) Study 03.006 provides strong statistical evidence of the efficacy of 
p.roxetine over placebo for the treatment of depression. 

I.. ~. 
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With one . minor exception (Week 2. global impro ...... p.mE'nt. ,LOC~ .. : paroxe 
superior to placebo on the Raskin, MADRS and '(;t;! global hip~Gv~ment at-
3, 4 and 6 on both the LOCr' and v~si.t.wbe ,8N.lYQ es. 

Similar patterns of efficacy were observed in the All 
only LOCF analyses were performed. 

In the Intent To Treat sample the proportions of 
more in their HAM-D total scores were: 

Paroxetine 
Placebo 
Imipramine 
p value paroxetine 
p value paroxetine 

va. p~acebo 
vs. imipramine 

Week 6 
12/39 JUI 
3/37 8'· 

10/39 26\ 
O. 
o 

in which 

50% or 

Analysis of covariance 
(p<.lO) treatment by covariate 

sample did not reveal any significant 
for any of the 10 variables examined. 

Comment 
The patients in this 
than any of the p 

a mean HAMD score at baseline of 28.S is higher 
iewed trial. Paroxetine dosages were in the luw end 

of the range obs 
high dropout 

two factors may have contributed to the 

Paroxetine 
wise analyse 
weeks of 

onsistent efficacy over placebo in both the LOCF and visit­
manifestation of a 'significant treatment effect after only two 
is further indication of paroxetine's antidepressant action. 

The 
in 

,baseline in the paroxetine patients were similar to that observed 
also Despite the small number of subjects remaining at week 6 in the 
analysis and the limited power of the statistical comparison, 

was able to demonstrate superiority over placebo. Despice.the high 
ion of dropouts. the study provides evidence for paroxetlne' s effectiv.eness 

antidepressant. ' 

This study was a ~i.x center. double blind, placebo controlle(e~i!1'!~.i,9;:6f PAR 03. 
It was conducted at the same 6 centers as. PAR 03 with t~s"8.me I) principal 
investigators. 

Subjects and De~ign .. 
Only subjects who were enrolled in PAR 03 could participate in the extension. 
i'atients who completed Protocol 03 could elect to. continue on'::he same drug (or 
placebo) in Protocol 04 or, if they received..active drug in PAR 03, could cross 
over to the alternate acth-3 drug. Patients crossing over from placebo were given 
paroxetine. Patients on active drug who dropped out of Protocol 03 due to lack 
of efficacy or adverse experiences could cross over to the alternate active drug 
in Protocol 04. Following 1 t year of treatment under Protocol 04. only 
paroxetine-treated patients could enter an open-label extension that provided for 
an additional 3 years of paroxetine therapy. 
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Crossover patients were dosed according to the PAR 03 titl:ad.onschedule. 
Patients who continued on the same treatment could have their medication rai.,ed 
or lowered by one pill in both the morning and evening. The capsules were of the 
same strength as in PAR 03. 

The only permitted concomitant psychoactive mudication wa.:: OCCR'll.(lna,J 500mg 
chloral hydrate for insomnia. 

Patients who did not cross over were treated for another 336 days and were 
evaluated on day 70 and at 6 week intervals thereafter. Crossover patient~ were 
treated for 318 days and were evaluated at the same time points as the patients 
whose treatment did not change. 

The efficacy instruments were the same as in PAP. 0), 

Results 
529 patients were enrolled in PAR 04, 517 of whom comprised the Intent to Treat 
sampie. Mean age of patients who received paroxetine, imipramine or placebo were 
all 41 years. 44\ of paroxetine. 72, of placebo and 49, of imipramine patients 
were male. Compliance was recorded as close to 100% in all three groups. 50J of 
the Intent to Treat patients had at least: 1 efficacy evaluation. The Intent to 
Treat sample had the following characteristics: 

Treatment !*l tl 1'1OD1 MEill DaIS in 
Crossover ievaluable} StudI 
Parox (lmi) 89 31.0 .n.7 113.5 
Im1 (Parox) 71 191.7 . 161. 7 121. 2. 
Parox (Placebo) 127 148.8 
Continuation 
P,rox (Parox) 93 42.4 36.3 188.6 
1m! (Im1) 75 200.6 178.0 169.7 
Placebo (Placebo) 42 161. 3 

* (PAR 03 treatment); l~Mean Maximum Daily Dose; 2-Mean Endpoint Dose 

The number of patients remaining in the study at each timepoint were: 

Numbe..,[ Number Q:f Patients ComQleting IntervaUll 
Treatment (*) Enrolled· 6 weeks :3 months 6 months 9 months 1 lear 
Crossovers 
Paroxetine (Imipramine) n 52 (57) 34 (31) 23 (25) 14 (15) 13 (14) 
Imipramine (Paroxetine) 79 44 (56) 33 (42) 22 (23) 16 (20) 13 (16) 
Paroxetine (Placebo) 128 " ~, 82 (64) 61 (48) 47 ~37) 38 (0) 31 (24) 
Contim.tation 
Paroxetine (Paroxetine) 94 82 (87) 67 PI) 50 (53) 34 (36) 26 (28) 
Imipramine (Imipramine) 79 58 (13) 49 (62) 39 (4C;) 27 (34) 18 (23) 
Placebo (Placebo) 46 38 (83) '30 (65) 17 (37) 1.2 (26) 9 (20) 

All patients S17 35'6 (09) 274 (53) 198 (38) 141(27) 110 (21) 

* Treatment in parenthesis is PAR 03 treatment, 
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This large crossover study has two components. The first is the comparison of 
non-responders. from PAR 03 wh~ switched to either imipramine or paroxetine. The 
second comparison is for maintenance of improvement in paroxetine, imipramine and 
placebo responders who continued the treatment they received in PAP. 03. ' 

'.the three groups of patients who remained 0"( .u~ir PAR 03 r"eatooent had .. ~.milar 
dropout rates. Patients who crossed over to the oth~r activ~ drug disc~ntinued 
more frequently than patients "Nho did not SYitch, but the dropout rates for the 
paroxetine (imipramine) and imipramine (paroxetine) were &:lmilar. Data is 
presented below for the HAM-D total followed by graphic presP.ntation (Figures 
la-le) of the results of the UAK-D total and the 4 secondary ~utcome variables. 
Statistical comparisons were not prov~ded by the sponsor. ., 
Treatment*' End~oint 03 6 weeks 3 months Ii llIonth~. 9 months 1 :tear 

mrum illl mean illi !!§A!l !.ul !!!Un ful !}l.ll!! ful m!t~ .c.w 
Crossovers ~ 

Parox (iml) 23.4 (0.6) 17.6 (0.9) 11.0 (1. 0) 11.0 (1. 6) 7.5 (1.6) 5.6 (1.0) 
Imi (parox) 22.5 (0.6) 15.0 (1.0) 11.2 (1. 2) 11.0 (1. 9)' 7.1 (1. 3) 7.4 (1.4) 
Parox (placebo)2S.0 (0.3) 15.2 (0.8) 9.0 (0.6) 9.6 (1.0) 7.7 (0.7) 8.6 (1.1) 
Continuations 
Parox (Parox) 9.9 (0.5) 10.2 (0.7) 10.0 (0.8) 9.5 (0.9) 10.2 (1. 3) 9.8 (1. 3) 
Imipramine (Imi)8.7(0.7) 8.4 (0.7) 8.3 (0.8) 8.6 (0.8) s;'i (1.1) 6.S (1.4) 
Placebo (plac) 10.1 (0.7) 9.7 (0.9) 10.4 (Ll) 9.7 (1. 5) 6.8 (1. 7) 6.·3 (1. 8) 

*' PAR 03 treatment in parenthesis 

Th~ responses over time are consistent over all 5 variables. Non-responders who 
crossed over to paroxetine (imipramine and placebo non-responders) or imipramine 
(paroxetine non-responders) improved substantially over baseline. There is little 
difference between the three groups and the high proportion of dropouts taints 
statistical comparison. 

The paroxetine, imipramine and placebo responders whose treatment was ~ontinued' 
maintained their low depression ratings for one year. In these groups as .. ,i th the 
crossovers. the high proportion of dropouts limits the interpretability of the 
results. 

Comment 
Although this study provides interesting data and is included by the sponsor 
among placebo controlled trials. it does not provide data addressing the advantage 
of paroxetine over placebo. The only comparison of paroxetine ver~us placebo 
follows a group of PAR 03 paroxetine. imipramine and placebQrespol1ders fC'r a year 
and records similar relapse ~~tes. This does not adequately demonstrate that 
paroxeti.ne is effective in preventing relapse because the patients. were not 
randt'lIized at the beginning of t~e extens4.on and because only 67% and 24\ of the 
patients were still in the study at 3 months and 1 year. 

Among the crossovers paroxetine and imipramine were equally efficacious in 
treating"PAR 03 active drug ~on-responders. There is no control group for the 
placebo non-responders switched to paroxetine. High dropout rates and a possible 
confounding carryover effect proscribe inferences from the results in the 
crossover patients. 
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Analys'is of covariance with HAH~D total score as:"'!-l.c depe.r.':ient variabb revealed 
only one treatment by covariate interaction. Patients experiencing their first 
episode of depression (asopp0!1ed to a recurrent episode) who rece5.v~d 10 ~g of 
paroxetine improved less than other groups. This finding is difficult to 
interpret and probably represents rahdom variation. 

Treatment X Investigator interactions for all six variables in both the Intent to 
Treat and 1 week completer data sets were all greater than 0.1. 

Comment 
The most prominent finding in this trial wa~ that 20mg was the most efficacious 
dose of paroxetine. The fixed dose protocol wtthout titration to target dose 
prevented dos~ optimization and led tO,more early dropouts in the 30 and 40 r-g 
groups compared to 20 mg. The disproportion in early discontinuations biased the" ", 
results against the htgher dose groups. 

This. stady was not designed to provide pivotal evidence of paroxetine's 
superiority over placebo. The number of significant comparisons versus placebo, 
while not by themselves convincing, support data from' other trials which 
demonstrated paroxetine's efficacy. 

PLACEBO CONTROLLED TRIALS; FOREIGN STUDIES 

Sub1ects 

J. Naylor. Principal Investigator 

week, single center. double blind, placebo controlled trial of 
mg HS vs. placebo in patients with depression. 

Subjects We 
Feighner's crt 
scale for depress 
threshold was lowe 

ye.ars old with a diagnosis of depression diagnosed by 
who had a score of at least 18 on the 21 item Hamilton 
After patient 20 was enrolled the Hamilton inclusion 

or past evidence of 
month, who Were con~idered 
abusers of drugs or alcohol 
excluded. 

Patien~s with severe co-existing disease, current 
in syndrome, who had reeeived ECT within the past 

for suicidal acts or t.estures or who were known 
Pregnant and lactating women were also 

. . 
Following a baseline evaluation and a 
placebo or lOllg paroxetine to be taken 
as the first day patients received drug 
weeks after the b.aseline examination. 
studies a second assessment was not 

patients were randomized to 
Day 1 of the study was defined 
which occurred a3 much as two 

.previously described U. S. 
exclude patients who 

spontaneously improved. . 

Flunitrazepam was prescribed for insomnia. _Patients were 
4 weeks. The outcome "ariables were the 21 item Hamilton 
observer-completed 6 p'oint global assessment scale, a patie 
Depression Inventory and a patient completed self rating visual 
(Visual analog data was not SUBmitted). 

The sponsor defined a standard Intent to Treat population .and a smaller" 
group which differed' from the Intent to Treat group insofar as they 

1, 2 and 
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",:",:". ~v.rd Salth. Oovid Du<c~.r. Ferri. Pitts. Prlneipal Inv •• tigator, 

This was a multicenter, six week, double-blind, randomized, parallel 
placebo and amitriptyline controlled trial in inpatients with moderately 
to severe depression with melancholia. The study was initiated in Octob: 
and terminated 10 mon~hs later becau.o;e of low patient enrollment. 

Sublects and Design 
Patients were at least 18 years old. had to meet DSK- III criteria for melar, 
have a score of at least 21 on the first 17 items of the Hamilton Sc;. 
Depression and have a Raskin Depression Scale score greater than their ~~ 
the Covi Anxiety Scale. Exclusion criteria were similar Co the p:-
protocols. 

Prior to the start of active treatment there was a single bU.nd screenir.g;/­
period of at least 4 days. Patients could be discharged froQ the hosp! ta: 
a minimWlt of one week of active treatme"nt. Outcome measures were the sa!!:.,. 
the previous studies. 

The dose range was 1·6 capsules .:;.orning and evening with initial dosing b,~ _ 
capsules at each time. Paroxetine capsules were 10 mg in the morning and - 'J 
in the evening while the amitriptyline capsules were 25 mg 'on both oce..-. 
Medication was titrated by changing both the .morning and evening dose 
capsule. 

Results 
Enrollment was limited to 24, 5 and 9 patients at each of the three site! 
number of patients remaining in the st·.~y at each assessment point w~re' 

Treatment 
Paroxetine 
Placebo 
Amitriptyline 

Baseline 
13 
12 
13 

Veek 1 
13 (100\) 
12 (lOOt) 
13 (100\) 

Veek 2 
11 (85t) 

C; (7St) 
13 (100\) 

Veek 3 
11 (85'.) 

9' (75\) 
13 (lOOt) 

Veek 4 
9 (69') 
9 (1St) 

12 (9h) 

Yeek 6 
8 (62~: 
7 (Sg~.\ 

11 (85% 

There were no Sl~ificant between rou' differences on an efficacy mea:: 
.[i or 6 weeks by e tner the LOCF or ·,isltw se ana!Is1s; On all the kay ..... c.:· 
there was a trena favorIng paroxetlne over both amitriptyline and placeb,: 
study had a lOt .chance of detecting r. 20t difference at week 6. 

Comment 
This trial,. im.~luded in the service of completene.ss. is 
meaningful inference. 

.- ~. 

a multicenter, 12 week, double blind;- placebo controlled study of 
, 30, 40mg) of paroxetine in adult outpatients with mode. 

depress~un without mania. 

The admission criteria 
exclusion which was omitted. 
washout for patients on any p 

in PAR 03 except for the hyper~ 
ng protoco~s there was a 7 day 

and a 14 day placebo . 
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~vard Smith, David Dun~.r, Perris Pitts. Principal Inv •• t! 

This was a multicenter. sbe week, double-blind, 
placebo and amitriptyline controlled trial in inpatients wi 
to severe depression with melancholia. The study was 
and terminated 10 mon..:hs later becaut;e of low patient: 

Subjects and Design 
Patients were at least: 18 years old, had to me-et DSMm 
have a score of at least 21 on the first 17 
Depression and have a Raskin Depression Scale 
the Covi Anxiety Scale. Exclusion criteri 

ite~ia for melan 
the Hamilton Sec 

greater than their ~~ 
e similar 1';.0 the p:::-

protocols. 

Prior to the start of active treatment 
period of at least 4 days. Patients 

a single blind screenin,g! 
discharged from the hospita_ 

Outcome measures were the sar.:., a minimum of one week of active trea 
the previous studies. 

The dose range was 1·6 
~apsules at each time. Paroxe 
in the svening while the ami 
MecUcation was titrated by 
capsule. 

and evening with iuitial dosing bl:: 
sules were 10 mg in the mor·;,ing, and " 

ine capsules were 25 mg 'on both ace, 
both the. morning .~md evening dose 

Results 
Enrollment 
number of patients r 

and 9 patients at each of the three site! 
the s"·'-{y at each assessment point 'Were 0 

Treatment 
P,u;:oxetine 
Placebo 
Amit.dptyl1 

'!leek 1 
13 (100~) 
12 (lOOt) 
13 (10o,) 

Week 2 
11 (SSt) 
~ (7St) 

13 (lOOt) 

Week 3 
11 (85%) 

9 (7S\) 
13 (lOOt) 

Week if; 

9 (69\) 
9 (15%) 

12 (92%) 

Week 6 
8 (62~: 
7 (58'i1 

11 (85% 

ficant betwe!E.g.!:..~if!e!~~~~.!.~!:~,,!D.Y,,_.! ff !~l. lues. 
the LOeF or ·T1sitwis!.. .. !,f!~_~y~J:.!J On all the kar'\:~~: 

avoilng~par(),iitrneoverbot.h amitriptyline and placeb:; 
a 10, .ohance of detecting r. 20, difference at week 6. 

trial, 1m~luded in the service of completeness. is t .. :.o slli~ll t_J'-­
n1ngful inference. 

This was a multicenter, 12 week, double blind;- placebo controlled study of 
doses (10, 20, 30. 40mg) of paroxetine in adult outpatients with fl.:ode;:: 
moderately severe depresskvu without mania. 

Subjects and Design 
The admission criteria were the same as in PAR 03 except for the hyper': 
exclusion which was omitted. As in preceding protoco~s there was a 7 day 
washout for patients on any psych~tropic medication and a 14 day placebo' 

'0 



for patients on a.MAOI. Previously unmedicated patients had a 4-10 day placebo 
washout. 

Patients were randomized in blocks of nine consisting of one patient to receive 
placebo and two patients at ~ach of the paroxetine doses. Patients took. their 
medication in the morning and were assessed at days 1, 14, 21. 28, 42, 63 and 84. 
There ·::'a.:: '110 titration to assigned dose. '.a.he protocol specified the 'primary 
endpoint at 42 days after which patients who felt they wore responding could 
continue for another 6 weeks. The rrimary outcome variable was the ~~M-D total. 
The secondary variables were the HAM-D retardation factor and depressed mooa item, 
the SCL dapressionfactor, the CGI severity of Illness and the,HADRS. The Cavi, 
Raskin and Patient Global Evaluation scales were also administered. 

Results 
474 patients entered the double blind phase of whom 1.54 had at least one efficacy 
evaluation which may have occurred after less than one week of treatment:. TIle I', 

mean age was 41 years. The proportion of male patients in the five groups ranged ~ 

from 44-53\. There were no significant (p<.05) between group differences on any 
of 44 demographic. historical or diagnostic variables or in the proportion of 
patients whose treatment was interrupted. The number of patients remaining at 
each timepoint were: 

Treatment \leek 1: \leek 2 \leek 3 \leek 4 \leek 6 'Week 9 'Week 12 
Placebo 51 (100\) 41 (92%) 43 (84%) 39 (16%) 34 (67') 23 (45%) 21 (41\) 
Parox 10mg 102 (100') 91 (89%) 82 (80%) 17 (75%) 71 (70%> 53 (52%) "46 (45%) 
Parox 20mg 104 (lOOt) 93 (89%) 92 (88%) 83 (80t) 68 (65t) 54 (52') 44 U.2') 
Parox JOmg 101 (100%) 83 (82%) 70 (69'%' 66 (65') 61 (60\) 44 (44') 40 (40%' 
Par ox 40mg 102 (100\) 84 (82%) 18 (76%) 69 (68%) 65 (64%) 56 (55') 48 (47\) 

73% of the entire sample remained at week 4; 65\ rc~ained at week 6. \leek 4, the 
last timepoint with 70, of subjects remaining will be highlighted as the primary 
endpoint. Data collected after week 6 is biased by non-randomization and a high 
dropout rate. 

There were no significant between group differences at baseline for any efficacy 
variable. Change from baseline results from the week 4 Intent to Treat population 
Last Observation Carried Forward were: 

\leek 4. LOeF, Intent to Treat 
.#~,...r; 

J{ 

Placebo 10 mg 20 mg 30 mg 40 mg 
/' 

p-va1ue** 
Variable N-51 N-I00 .N-I04 N-99 .N-lOO TreR. tment Jmr:~lU:..:.. Linea];. 
HAM-D Total ..;8.23 -1.58 -10.57+ -9.00 -9.~9 0.048 <.001 .166 
Retardation -2.33 -2.38 -3.08+ -2.52 -2.91 0.154 <.001 .152 
Depressed Mood -0.93 -1.05 -1..27* -1.18 -1.24 0.180 <.001 .037 

\ CGI Severity -1.00 -0.16 -1. 24+ -1.01 -1.06+ 0.039 <.001 .248 
SeL Depression -4.21 -4.42 -6.78*+ -5.59 -5.54 0.351 .166 .098 

J MADRS Score -8.90 -8.26 -12.13*+ ... 10.19 -11.14+ 0.017 .002 .050 

*p<.05 vs. placebo; +p<.OS VB. 10mg; 
**Treatment X Investigator interaction term deleted from the statistical model 
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For all 6 variabl~s the peak effect occurred at 20 mg and deCY~dsed at higher 
doses. A similar LOCF table was constructed for patients who com~leted one week 
of treatment. These data showed the same pattern ~s the Intent to Treat sample\ 
but the p values were smaller. The Intent to Treat sample showed a slightly 
weaker varoxetine effect than the one week completers because it carried forward 
the scores of patients. predominantly paroxetine dropouts for adverse experiences. 
who dropped out in the first week. For all variables but the HAM-D total'and the 
MADRS the week 6 results showed a stronger paroxetind effect than at week 4 for 
both the Intent to Treat group and the 1 week completers. The results tabulated 
ab~re therefore tbe l.east favorable to paroxetiI,!e " The week 6 results from 
the one week completers; the data most favorable to paroxetine. shows the 20, 30 
and 40 mg doses all superior to 10 mg paroxetine on· the HAH-D total, retardation 
factor, depressed mood item and CGI severity and the 40 mg dose also superior to 
placebo on the HAK-D retardation factor and depressed mood item. 

Between group comparisons' can arguably be made using any of these 4 data sets 
(week 4 or week 6, Intent to Treat or one week completer). 12 comparisons can 
therefore be made between the 20mg. 30mg and 40 mg groups and the placebo or the 
10 mg group. The following table lists the number of signifieant comparisons 
between the "adequate" dose groups (20, 30 and 40mg) versus placebo and versus 
lOmg, 

Number of Significant Comparisons 20. 30,and 40mg (Maximum 12) 

Variable ~v~s~.~p~l~a~c~e~b~o 
HAM-D Total 1 
Retardation Factor 2 
Depressed Mood It.em 9 

I CGI Severity 0 
SCL Depression 4 

MADRS 2 

vs.10mg Comment 
7 Effect vs placebo in lOmg paroxetine group 
5 Effect vs placebo in 20mg paroxetine group 
5 
11 
4 

10 

All 8 significant comparis~ns in group 
who received 20 mg paroxctine 
Effect vs placebo in 20mg paroxetine group 

There were no significant differences on any comparison between the 20mg and the 
30mg or 40mg groups., between the 30mg and the 40mg groups or between' the 10mg and' 
placebo groups ° The summary table, particularly the comparison against placebo. 
highlights the peak effect of 20 mg paroxetine in this trial. This conclusion is 
consistent with the mean improvement scores which were highest in the 20 mg 
paroxetine gr.oup. 

Visitwise analyses at 4 and 6 weeks, submitted in response to FDA request, ·showed 
maximum efficacy for the 20 mg dose at 6 weeks with a less clear cut advantage at 
4 weeks. Only 2 of 36 comparisons versus placebo (3 doses X 2 timepoints X 6 
variables) showed a significailOt advantage versus placebo. 

Among one week completers there was a signific~nt treatment effect at 4 and 6 
weeks on the proportion of patients who improved by at least 50\, This resulted 
from a significantly decreased proportion of 50\ responders in the 10 mg group 
compared to the higher paroxetine dosages. There was no significant differences 
in the proportion of SO, responders between placebo and any of the paroxetine 
doses. There was no treatment effect on the proportion of 50\ responders in the 
4 and 6 week Intent to Treat data. 

29 

'0 



.: .. ~. 

both studies patients had to have'Raskin depTessior. scores. greater than 'Covi 
anxiety scores and could not have a decline in depression ratings of 20% or 
greater between screen and baseline visit. Exclusion criteria for medical illness 
and washout interval from other psychotropics were the same as in the placebo 
controlled trials. 

Patients were titrated to doses of 10-40 mgld of paroxetine and sO-200'mg/d of 
doxepin. The only psychotropic medication permitted was chloral zlydr!!te for 
insomnia. Mean daily dose of paroxetine was 23.4 mg; mean endpoint paroxetine 
dose was '22.7 mg. 

Results 
Enrollment varied from 9 patient.s at the smallest site to 42 patients at the 
largest. The total Intent to Treat sample had 136 paroxetine and 135 ·doxepin 
patients balanced in their demographic. historical and diagnostic characteristics. 
67, of the paroxetine and 71, of the doxepin patients completed the study with 
similar reasons for disr;ontinuation l~ each group. The changee from baseline were 
similar to those observed in the control.led trials with younger patients. 

Change From Baseline- Intent to Treat Sample- LQCF 

Outcome Variable Paroxetine Doxepin RMS Error p-vahua 
H Mean H Mean 

HAKD Total 132 -9.87 132 -9.78 7.55 0.92 

" 

HAKD Retardation Factor 132 -2.92 132 ·-2.63 2.61 0.36 .. ~,ufo\,4J HAHn Depressed Mood 132 -1. 37 132 -1.05 0.01 
I SCL Depression 128 -4.84 125 -5.00 6.22 0.84 
I MADRS i 131 -11.63 131 -11.12 8.97 0.65 
/ CGI Severity of Illness 132 -1.36 131 -1.17 1.12 0.16 

58 of. 132 (41.') patients in each group showed an improvement of 50, or more in 
their HAMD total scores. 

Commertt 
Although this trial did not contain a placebo group and did not: provide an 
analysis of investigator hy drug interactions. it provides a measure of assurance 
that the ef.ficacy observed in placebo controlled trials also obtains in older 
patients. 

Other St"J.dies 

The sJ,"onsor also prr.~sented data from 6 active controlled European trials in 
gel iat.ric patients. 3 of these trials enrolled less than 10 patients in each 
cell. In the other 1 trials pAroxetine 20 or 30'mg/d WaS compared to clomipramine 
6')-7'} mgld or mianserin 60 mgjd. There was no significant advantage for. either 
r.omround in any of the three trials. but there was improvement over baseline for 
all 6 patient groups. 

UFCON7ROLLED 7RIALS 

The sponsor reported on 18 open tri,als of which only 8 had at least 10 completers. 
Efficacy data was available from 16 of these studies all showing improvement with 
paroxetine. Two trials included plasma sampling and correlation w~th efficacy. 
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Analysis of covariance with Ht\H-D total score 
only one treatment by covariate interaction. 
episode of depression (as oppo~ed to a 
paroxetine improved less than other 
interpret and probably represents 

variabla =evealed 
r1encing their first 

who received 10 ~g of 
finding is difficult to 

Treatment X Investigator inter 
Treat and 1 week completer 

six variables in bot.h the Intent to 
were all greater than 0.1. 

Comment 
The most prominent 
dose of paroxe 
prevented dos 

in this trial wa~ that 20mg was the most efficacious 
fixed dose protocoL wi.thout titration to target dose 

zation and led to. more early dropouts in the 30 and 40 p.g 
20 mg. The disproportion in early discontinuations biased the" t., 

the h\gher dose groups. 

was not designed to provide pivotal evidence of paroxetine's 
ty over placebo. The number of significant comparisons versus placebo, 

not by tbemselves convincing, support data from' other trials which 
trated paroxetine's efficacy. 

PLACEBO CONTROLLED TI.IALS; FOREIGN STUDIES 

UK 06; G. J. Naylor. Principal Investigator 

This was a 4 week. single center. double blind, placebo controlled trial of 
paroxetine 30 mg HS vs. placebo in patients with depression. 

Subjects 
Subjects were 18-65 years old with a diagnosis of depression diagnosed by 
Feighner's criteria and who had a score of at least 18 on the 21 item Hamilton 
scale for depression. After patient 20 was enrolled the Hamilton inclusion 
threshold was lowered to 17. Patients with severe co-existing disease, current 
or past evidence of organic brain syndrome, who had received ECT within the past 
month, who were .con:;idered at risk for suicidal acts or y,estures or who were known 
abusers of drugs or alcohol were excluded. Pregnant and lactating women were also 
excluded. 

. . 
Following a baseline evaluation and a 7 day washout patients were randomized to 
placebo or 30 lag paroxetine to be taken at lOPM. Day I of the study was defined 
as the first day patients received drug or placebo which occurred a3 much as two 
weeks after the baseline examination. Unlike the .previously described U. S. 
studies a second assessment was not performed to exclude patients who 
spontaneously improved. . 

Flunitrazepam was prescribed for insomnia. _Patients were assessed after 1, 2 and 
4 weeks. The outcome "ariables were the 21 item Hamilton depression scale. an 
observer-completed 6 point global assessment scale. a. patient completed Beek 
Depression Inventory and a patient completed self rating visual analog scale. 
(Visual analog data was not suemitted), 

The sponsor defined a standard Intent to Treat population .and a smaller "Efficacy" 
group which differed· from the Intent to Treat group insofar as they met the. 
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inclusion/exclusion criteria and did not receive psychotropic medicat10n other 
than flunltrazepam. 

Results 
The Intent to Treat group consisted of 22 paroxetine ~atient5 and 23 placebo 
patients whose mean age was 41 of whom 29\ were male. 61\ of placebo pat!.,mts and 
3)\ of paroxetine patients had a previous depression (p ... 068) . The . placebo 
patients also had higher (p-.007) anhedonia scores and melancholia factor scores 
(p-.024) at baseline than the paroxetine patients. Mean baseline HAM-D total 
score was 24. 10 paroxetine patients and 3 placebo patients discontinued. 

With 3 minor exceptions ther~ were no significant £~roxetine-placebo differences 
on change from ba~eline~ny variable at any timepoint in eithe~~~tent to 
Treat or the Effic:.~C:Ldata set's analyzed by_eLthe%; mCF o,!:. visit-wise methods. 
The exceptions were week 2 visitwise comparisons where paroxetlne was superior on 
the global assessment in the efficacy data set and on the Beck Inventory in the 
efficacy and Intent to Treat data sets. Change in Ham-D total score~ at week 4 
were minimally higher in the paroxetine than in the pla.cebo group in the visitwise 
4ata and minimally higher in the placebo patients in the LOCF data set. 

Comment 
This low power study did not show paroxetine to be an e,ffective antidepressant. 
n tna results llad been significant, inference wouUoe Hmfted because of tile 
failure to eliminate spontaneous improvers', the delay between baseline assessment 
and the initiation of treatment and the failure of randomization to ,produce fully 
matched groups. 

Edwards, Principal Investigator 

was a 6 week, randomized, double blind, parallel group study of paroxetine 
night vs. placebo in outpatients with depression. 

depressive 
18-,65 years of age who were suffering from unipolar or bipolar 

whose illness was characterized as "a,utonomous" insof:tr as it 
was largely 
specified a ~­
st.art of blinded 

of environmental i:nfluences. The inclusion criteria 
score of at least 15 at enrollment and at least 12 at the 

allowing bipolar 
Exclusion criteria 

Patients received a 4-7 
paroxetine or placebo to 
was proscribed except for a 

These criteria differ from previous studies in 
and having a lower threshold on the HAM·D total. 
~ar to previously described trials. 

. 
acebo washout before beginning on either 30 mg 

at night. Concomitant psychoactive medication 
tingbenzodiazepine for insomnia. Patients 

on thf!" Hamilton Depression Scale. ,Global 
Scale, a self rating visual analog scale 

W.l!re assessed at I, 2, 4 and 
Assessment Scale, Leeds Self-asses 
and a clinicia~'s overall efficacy 

Results 
The Intent t9 Treat sample comprised 41 

-~':"""='--: 
44% male whe did not differ on demograp 
Despite the low threshold for inclusion, mean 
paroxetine and 7 placebo patients '(41\ of the 

paroxetine), mean age 44 and 
al or baseline variables. 

1 score was 26. Only 10 
Treat sample) completed 
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inclusion/exclusion criteria and did 
than flunitrazepam. 

Results 
The Intent to Treat group consisted of 22 
patients whose mean age was 41 of whom 29,;;:'w;;:'e-r...o;,..::;:.;:;:...:;". 
33, of paroxetlne patients had a previous 
patients also had higher (p-.007) anhe 
(p-.024) at baseline than the paroxe 
score was 24. 10 paroxetine pa 

other 
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se 4 
sitwise comparisons where paroxe --was-superior on 
efficacy data set and on the Beck Inventory in the 

at data sets. Change in Ham-D total score~ at week 4 
in the paroxetine than in the placebo group in the vlsitwise 

higher in the placebo patients in the LOeF data set. 

did not show tine to be an effective antideEressant. 
gnI woUICl"·"Der:1iirtea tiecause ot the 

to eliminate spontaneous improvers', the delay between baseline assessment 
initiation of treatment and the failure of randomization to produce fully 
groups. 

~J. G. Edwards, Principal Investigator 

This was a 6 week, randomized, double blind, parallel group study of paroxetine 
30mgat night vs. placebo in outpatients with depression. 

Sub1ects and Design 
Patients were 18-,65 years of age who were suffering from unipolar or bipolar 
depressive illness. whose illness was characterized as "autonomous" insofRr as it 
was largely independent of environmental influences. The inclusion criteria 
specified a ~-~total score of at least 15 at enrollment and at least 12 at the 
st.art of blinded treatment. These cl'iteria differ from previous studies in 
allowing bipolar patients and having a lower threshold on the HAM-D total. 
Exclusion criteria were simllar to previously described trials. 

Patients received a 4-7 day placebo washout before beginning en either 30 mg 
paroxetine or placeb~ to be ta~en at night. Concomitant psychoactive medication 
was proscribed except for a short acting benzodiazepine for insomnia. Patients 
w~re assessed at 1. 2. 4 and 6 week.s on the- Hamilton Depression Scale. ,Global 
Assessment Scale, Leeds Self-assessment Scale. a self rating visual analog scale 
and a clinicia~'s overall efficacy scale. 

Results 
The Intent to Treat sample comprised c41 patients (20 paroxetine) , mean age 44 and 
44% male who did not differ on demographic, 1- ~storical or baseline variables. 
Despite the low threshold for inclusion, mean HAM-D total score was 26. Only 10 
paroxetine and 7 placebo pRtients'(41\,of the Intent to Treat sample) completed 
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6 weeks of treatment. There wa~ no significant dif~~r~'f)E.~.hetwee.!l £aroxet.~n~ and 
placebo on the HAM-D total score or anI factor ~~ore ~~~:;l~t;"i!ll~~!!tt bX eitb!i 
LOCF or .. visi,tw1;§le analysis. Both the paroxetine and placebo groups ~howed 
progressive improvement over time with the paroxetine advantage approaching 
significance. There was a significant paroxetine advantage in the proportion of 
patients who improved by 50, in the LOCF analysis (p-.037), but not in the visit­
wise comparison (p-.25). On the(Global Assessment Scale paroxetine was superior 
to placebfJ on the visit-wise analysis, but not on the LOCF. Paroxetine was 
superior to placebo on the Leeds total score, specific depression and general 
depression scores. Paroxetine showed a significant f:ffect on 2 of the 4 visuaI 
analog scales. 

Comment 
The small sample ~ize, the high proportion of dropouts and the inconsistency of 
the findings between efficacy variables and between methods of analysis for the 
same ~fficacy variable render inference from this data hazardous. The data is 
supportive of other studies which showed paroxetine to be an 
antidepressant. The study is best classified as neither a nwin" or a "lo~sft. 
rather as "equivocal". 

UK 12; H. a. Trimble, Principal Investigator, 

'. 

This was a 6 week, two site, randomized, 'double blind, 
mianserin co,ltrolled trial in depressed outpatients. 

and 

Subjects and Design 
The submission did not include a protocol. 
17 item HAM-P scores of 15 or greater. They were 
depression, but diagnostic criteria weI''! not spec 
other antidepressants for two weeks ar.d were "c 
like th:.:lrapy". They received 30 mg of paroxe 

aI'S of age with 
as having unipolar 

patients had been off 
sultable for tricyclic­

morning or mianserin 30· 
ribed the use of psychoacti,ve 
the investigator concedes was 

were the HAMD and the Global 

~O mg in the evening or placebo. The 
compound~ other, than oxazepam, a restrlc 
honored in the breach. Efficacy ins 
Assessment. 

Results 
The number. of subjects' in 

N 
Mean age 

Paroxetine 
19 
39.7 

.'," 

Placebo 
10 
51.6 

Paroxetine 
12 
39.6 

. Completed 
Mianserin 
11 
41.9 

Placebo 
6 
55.1 

The disparity 
at one site 
for that 

sizes resulted from the refusal of the ethical cODl.lllittee 
the administration of placebo. The protocol was rewritten 

the data was combined. 

no between group differences on the HAM- 0 total scores, . any of the 
cores or the Global Assessment at 4 and 6 weeks', 
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UK 12; H. R. Trimble. Principal Investiga:toL'o 

This was a 6 week, two site, randomized,double blind, parallel o group, placebo and 
mianserin co,ltrolled trial in depressed outpatients. 

Subjects and Design 
The submission did not include a protocol. Patients were 18-70 years of age with 
17 item HA."l:-D scort's of 15 or greater. They were diagnosed as having unipolar 
depre:;sion, but diagnostic criteria wer~ not specified. The patients had been off 
f.lther antidepressants for two weeks ar.d were "considered su:!.taole for tricyclic­
like th;Jrapy". They received 30 mg (If paroxetine in the morning or mianserin 3(1-
90 mg in the evening or placebo. The protocol proscribed the '.lse of psychoacttve 
compound" other than oxazepam, a restriction which the investigator concedes was 
honored in the breach. Efficacy ins truments were the HAHD and the G] obal 
Assessment. 

Results 
The number of subjects in the trial were: 

N 
Mean age 

Paroxetine 
19 
39.7 

Entered 
Mianserin 
16 
42.7 

Placebo 
10 
51.6 

Paroxetine 
12 
39.6 

,~pleted 

Nia:hserin 
11 
41. 9 

The disparity in group sizes resulted from the refusal of the ethical committee 
at one site to allow the administration of placebo. The protocol was rewritten 
for that site, but the data was combined. 

There were no between group differences on the l-wi- D total scores, any of the 
factor scores ar the Global Assessment at 4 and 6 weeks. 
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Comment 
This study was seriously flawed by the refusal of the ethical committee at one of 
the sites to allow the administration of placebo and by the widespread use of 
psychoaetive medication proscribed by the protocol. Given the small sample size 
it is hardly surprising that neither active treatment was superior to placebo. 

MDUK 14; P. Tyrer, Principal Investigator 

This study was included among the placebo controlled trials although the " 
control" referred to a two or four week placebo phase either before 
weeks of active treacment. There were only 30 patients in the 
sample and statistical analysis was not performe.d. This data 
question of efficacy. 

ACTIVE CONTROLLED TRIALS 

General Population 

The sponsor presented data from 34 active contro 
duration, all of which were conducted'abroad. 

als, mostly of six weeks 
these trials had less than 
there WaS no significant 

rin 30-9'0 mg/dor imipramine 
les there was no signi.ficant 
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in the other.. In two trials comparing 
triptyline (75 mg/d) , paroxetine was 
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pramine was superior to paroxetine .. 
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30mg/d versus ~lomiprami 
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conducted by the Danish University 

Antidepressant Group. 
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item HAM-D or scores of 9 or. more on a 6 item HAM-D 
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Comment 
This study ",as 
the sites to 

protocol. Given the small sample size 
active treatment was superior to 

HOOK 14; P. Tyrer. Principal Investigator 

This stUdy ",as included among the placebo controlled ~rlals although the "PlaceboJ 
control" referred to a two or four week placebo phase either before or after 6 
weeks of active treatment. There were only 30 patients in the Intent to Treat 
sample and statistical analysis was not performe.d. This data cannot address the 
question of efficacy. 

ACTIVE CONTROLLED TRIALS 

General Population 

The sponsor presented data from 34 active controlled trials, mostly of six weeks 
duration, all of which were conducted'abroad. 16 of these trials had less than 
10 subjects in each cell. In 11 of the studies there was no significant 
differences between amitriptyline 100-150 mg/d, mianserin 30-9'0 mg/d or imipramine 
ISO mg/d and paroxetine 30 mgjd. In two studies there was no signi.ficant 
difference in HAM-D total scores, but significant differences in retarda.tion 
factor and melancholic factor scores which favored paroxetine over mianserin in 
one trial and amitriptyline over paroy.etine in the other. In two trials comparing 
paroxetine 30 mg to an inadequate dose of amitriptyline (75 mgjd) , paroxetine was 
superior in one case and no difference was observed in another. In two 
continuation trials with limited participation there was rio difference in relapse 
rates. In one trial, DFG-119 DUAG, clomipramine was superior to paroxetine .. 

DFG-l19 DUAG 
This was a randomized, double blind, parallel group, 6 week trial of paroxetine 
30mg/d versus clomipramine l50mg/d conducted by the Danish University 
Antidepressant Group. 

Design 
The subjects'vere depressed inpatients between 19 and 64 years of age with· scores 
of 18 or more on the 17 item llAM-D or scores of 9 or more on a 6 item HAM-D 
subscale. Exact ICD-9 diagn~stic criteria were not provided. Exclusion criteria 

. were similar to. those employed in the placebo controlled trials including use of 
a MAOI within two weeks of active treatment and spontaneous improvement during the 
one week placebo washout. 

Patients were titrated to 30 mg paroxetine or 150 mg clomipramine in three days. 
Lithium could be continued and oxazepam could be prescribe!! for sedation. 
Although exact characterization of concomitant medication was not provided some 
patients received ocher psychoactive medication during the study. 

Results 
The Intent to Treat sample included 60 patients randomized to paroxetine.and 56 
to clomipramine. 33 paroxetine and 30 clomipramine patients completed 6 weeks of 
treatment. 12' of the paroxetine and 18\ of the clomipramine patients had 
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Stati~tical Review Clnd Evaluation 

NDA II: 20-03 i 1 Drug Class 1 S 

Applicant: SmithKfine Beecham Pharmaceuticals 

Name of Drug: PAXll1 (paroxetine hVdrochloride) 

~!1!:;licatiQO: Tr~atment of depression. 

Documents Reviewed: Volumes 1.450, 1.661.1 and 1.411 to 1.543. Amendments dated 2119191, 
5/27/91 and 3/9192. Medical review of Dr. Martin Brecher (HFO·1201 dat~d June 3, 1991 and 
stOltisticai review of Kenneth Petronis (H~D-713),. issued ,simultaneouslv with this F€lview. 

M~dicil (nput: Thomas lOlugtmm, M.D. iHFD-120) has been consulted during the process of this 
review. 

The sponsor has presented in this submission the results of ;'oth placebo-c;:)ntrolled and active­
,,"', controlled studies conducted in tl'leUSA and in foreign countries to show the efficacy and safety of 

'~paroxetine in the treatment of depression. The focus of this review wiii be 6 studies conducted under 
,.';~!'otocol PAR 03. These 6 studies, ali conducted in tne' USA, consisted of ~I;~CH~ treatment arm.!: 
~,@:\;" 

.... . ,aroxetine, placebo and imipramine. Other characteristics of these studies are disclJssed in t.he 1'~::t 
section of t;~is review entitled "General Comments on the PAR 03 Studies". Rve additional USA studies 
were conducted under Protocols PAR 01 and PAR 02, The design of these five studies was similar to 
the d@signofthePAR03studiesexceptthesestudieshadno active control arm, A_~¥Z.a,,-[ ,-,re,,-,v!;J;ie!2-w~ ____ _ 
of these studies was completed by Mr. Ken Petronis iHFD-7131. 

11"'1 addition to the USA studies, the sponsor has submitted the results of OVlif 40 foreign 
studies. Approximatelv 3'0 of these studies were active-controlled studies with generally hilS'S' ·than 40 
patients ei'lroHed in each study. The active controls used in these. studies were clomipramine, 
amitriptyline, mianserin, maprotiline and imipramine. Four foreign studies were lllacebcN:ontrolied 
studies. Like the active-controlled studies, theSE! studies were small studies with usuallv less than 20 
patients in each arm. Three of the placebo-controlled trials were reviewed bV 01'. Martin Brecher (HFO-
120) and found to provide inconclusive evidence of efficacy due to the sm1311 sampl13 sizes and design 
flaws. None of these foreign studies will b.e discussed in this review. 

Tht sponsor conJucted one trial (PAR 09) to establish the minimum effi'!ctive dose or 
. t'laroxetine. This trial is discussed in the section of this review titled "Dosing". Dr. Brecher also 
reviewed this study. 

In addition to the efficacy studies, the sponsor conducted several studies designed t'O addr~ 55 

specific issues related to the use of paroxetine, such as, in-patient use (PAR (7). morning versus 
evening dosing (UK study by Wadel~ long-term use (PAR 04}, correlation between plasma 
concentration Clnd effect (foreign study conducted by Vangtorp and Meidahl) and relapse (Studv 
29060lWI083/MCL These studies wi!! be discussed by this re~wer in an addendum to this review. 

,.~ Keywords: btmefit·risK relationship, depression; dropouts, minimum effective dose, active control. 

The trade name was originally Aropax. 
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TABLE 1 
PLACEBO CONTROLLED DOUBt! BLIND RArlDOKIZED TRIALS 

wtnlLos. 
Duration 

N· H.E.O.' Site 
BaseUne 11'/01" 

L 
6 vt"cks 
V 
6 weeks 

" 6 wC"eks 
L 
6 vt"eks 
V 
6 vp.l!'ks 
V 
6 wC"eKS 

IWC-O 

118 

18 
104 

26 
71 
2S 
66 
29 
78 
28 

118 
25 

• ... 120 
6 veeks 25 
L 124 
~ vcocks 26 
., 120 

15mr./d 
OP 
1Smr./d 
OF 
JSnUd 
op 

Singh! 

Single 

Single 

Sfn&le 

SIngle 

Outcome at Endpoint 

No effect on llAKD or UNiD 
factors. CCI, 7.ung. er KADRS. 
EffectivE'!- on !1AM·D total. HAHD 
depressIon it",m,' eel. 
Effective on IIAM-D total. HAMD 
Retardation Factor, eCl. 
No silftlC'{c-a,t: effect (tn any 
outcome variable. 
Paroxetlne super tor t.o j)lacebo -
on 1II0st mea!ll:ut'es weeks I.!. and 6. 
Not effective In ITT su.ple: 
efft"c~ive All Efficacy group. 
Significant. efficacy on most 
measures in all an:elysp~. 
No de.onstrabie advantage for 
paroxetlne over placebo. 
Results t"qutvocal: trend ___ 

or--

I 
I 

I 
--~ ... I ... · 
'-"'Tt~ 

I; wC'C'ks 21 

43mUd 
01' 
1111&1d 
01' 
lOmud 
01' 
l7mud 
OP 
llamg/d 
op 
4Omg/d 
01' 
381'11F'.Id 
OP 
l5mg/d 
Or-
35l'1g/d 
OP 
2Om&ld 
IP/Or 
NA 

favors parox('tinc. WA~~~~J 
y 119 
(, wC'(Oks - 27 
V 116 
6 vC"ek. 29 
NA -. -50] 

1 year 23 
L 38 
G veeks )0 
, 4S/. 
6veeks 25 

L 
4 veeko; ., 
(, ",C'<:,y.~. 

OP 

lOmud 
01' 
101lr,/d 
01' 
lOIlr,./d 
01' 

Single 

6 sitt's 

Paroxetlne suptsrlor to phCE'Do. 
Tmlprulne beats paroxetin~. 
High dropout rate; paroy.C'tino 
effeet'~e vs. placebo. 
St.udy destgn does not allow ~ 
Inference regarding efHc:acy. 
Study had insufficient power; 

_ trend favored pllroxctine. 
10 sitl!'S Fixed dose study. 20 m& most 

efrlcactou~ dose. 

-Single - Low power Clawed study. 

Sinr.le L')w power :otudy. hIgh droprmt 
r.'1 to. e'lul voc:.1 r('su 1 ts. . , 

2 !Oilt'S Low rowcr. methodologically 
n awed study. 

* Tot~l ~ll cells: @ MeanF.ndpoint Dose; + Inpatient or Outpatient 

... 



PAR 05 was a long term, open U.S. trial in which patients showed substantial 
improvements from baseline in all outcome variables. 353 patients were enrolled 
of whom 130 completed 1 year of treat,ment. This study provided paroxetine plasma, 
levels in patients in different outcome categories. Median plasma levels were: 

6 week responders 58.7 ng/ml; 6 week non-responders 54.0 ng/ml; 
all respon?ers 50.75 ng/ml; relapsers 49.~S ng/ml. 

The lack of separation in the plasma levels of responderR and non-responders is 
reflect~d in the non-significant correlation coefficient of -.07 for the plasma 
level-HAMD Total score relationship. 

RAn/PAR/C3 was an open Danish study in which,18 subjects rp.ceived 40·80 mg/d for 
4 weeks. Mean steady state plasma concentrations (SD) were: 

40 ms/d • 65 (34) ns/ml; 60 m&/d - 124 (65) ng/ml; 80 mgld - 157 (78) ng/~l. 
No relationships were observed between steady stat~ paroxetine concentration and 
final HAHD total score. 

Studies HDUK 41 and 42 compared morning and evening doses of 30 mg of paroxetine. 
There was no difference in outcome assessed by the HAMD andiCGI Severity, but more 
insomnia was observed with the evening dose. 

INTEGRATED EFFICACY SUMKARY 

The 14 U.S. and 3 U.K. placebo controlled trials provide convincing evidence for 
the short term efficacy of paroxetine in treating depression. Of these studies 
the 11 trials conducted under protocols 01, 02 and 03 provide the pivotal 
demonstration of efficacy. The protocol for these trials specified outpatients 
meeting DSM-III criteria for depression and having RAMO total scores of at least 
18. These patients had mean baseline HAHD total scores in the 25-29. range 
justifying their characterization as being moderately severe to severel 
depressed. 4 of the 6 other placebo on rol ed ~,QJ and thEL1 ... JJ ..... L_ 
trials) were insufQcient uowgred aJ'1d.,j:~in.iY.!s..~.o.~ .. 4;)a ..... ~. ~~~:-=~"'r 
not d~gneQ-~addressi:he __ 1~,!L of shgrL~PJ,,~~.f.fic3c;y;. Table 
summary results Oftne·~I!-fnals. 

In 6 trials (02-001.,. 02-002, 02-004,·03-001, 03-005 and 03-006) paroxetine was 
clearly superior to placebo. In 03-004 the paroxetine group improved more than 
the placebo patients. but the statistical results were equivocal. .In 3 other 
trials (01-001, 02-003 and 03-002) the paroxetine patients showed non-significant 
greater improvement than their cohor~s on placebo. In one trial (03 -003) the 
improvement in the paroxetine .. and placebo groups were almost equal. The chance 
probability of 6 of 10 trials being significant at the .05 level is 2.7 X 10-&. 

The clear demonstration of efficacy in ,the 6 "win" trials i$ buttressed by the 
results in Par 09, the fixed dose trial. which showed trends favoring paroxeilne 
at doses of 20 mg and higher. 

figures 2A and 28 summarize the differences between paroxetine and placebo at 4 
and 6 weeks on the HAHD total in the Intent to Treat patients assessed by LaCF. 

,~ In all but one of the pivotal trials (Mendels. PAR 03-03) the paroxetine patients 
improved more than the placebo patients. In the small UK study conducted by 

. . 
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Naylor the placebo patients improved more than the paroxetine group on the LOGF 
but not the visitwise analysis. 

The sponsor classified the 11 trials conducted under protocols 01, 02 and 03 as 
providing pivotal evidence of efficacy if there was a significant difference 
between paroxetine and placebo on the HAHn total and thetGGI severity at 4 weeks 
by LOcr analysis in the Intent to Treat population. The nata from 5 trials (02-
01, 02-04, 03-01, 03-05 and 03-06) met this standard. Par 02-02, which \:Tas 
counted as a "win" did not qualify as a pivotnl trial under the sponsor's 
categorization rule because the paroxetine advantage was not significant at week 
4. Trials were consideored supportive if any two of the primary efficacy variables 
(HAHD~ total, HAMD retardation factor. HAMD depressed mood, eel severity, seL 
depression factor and~RS) showed a significant paroxetine advantage (Intent to 
Treat, Leer) at either 4 or 6 weeks. 3 studies (2-02, 03-02 and 03-04) met this 
criterion. Studies which did not meet either of the above criteria were 
classified as equivocal. 5 trials (Ol-Ol, 02-03, 03-03, UK06 and UK09) fell into 
this category. 

The 6 head to head comparisons of imipramine and paroxetine in the PAR 03 se~ies 
show paroxetine to be at least as efficacious as imipramine. Mean we'ek 4 
improvement in HAHD total scores (LOCr) was greater in the paroxetine group in 5 
of the 6 trials. Paroxetine and imipramine each showed a significant advantage 
in one trial. Mean week 6 improvement in HAHn totuls (LOCF) showed paroxet{ne 
superior to imipramine in 4 of 6 trials with each compound having a significant 
advantage in one' study. The mean changes from baseline in HAMD total .scores were: 

Week 4 (Intent to Treat, LOGFl Yeek 6 (Intent to Treat, LOeF) 
Study Paroxetine Imi2ramine R Paroxetine Imi2ramine R 

Mean r! Mean H Mean H Mean N 
Shrivastava -10.4 37 -5.S 40 .01* -11.49 37 -6.38 40 .01* 
Fieve· -9.6 40 -14.6 36 .01** -10.02 40 -15.56 36 .02·k* 
Feighner -9.S 39 -7.2 40 .OS -10.77 39 -7.72 40 .06 
Cohn -8.0 40 -7.8 37 .90 -8.60 40 -9.59 37 .56 
Mendels -9.3 39 -7.8 41 .43 -9.90 39 -9.02 41 .. 68 
Fabre -7.0 39 -7.3 39 .72 -9.08 3.9 -7.62 39 .43 

* paroxetine superior; ** imipramine superior 

In these 6 studies the pooledproporcion of paroxetine patients who··.L'liproved tJ:;r 
at least 50, on their HAHD total scores was 29.4' with 70, of 'subjects remaining 
(week 3 or 4) and 38.S' at week 6. The proportions for the imipramine patients 
was 21.2' and 35.3'. The difference approached significance at week 3-4. 

The active control trials ar~ supportive of paroxetine' s efficacy insofar as 
patients on paroxetine and comparator were not:statistically different and both 
groups improved. The open trials showing improvement provide additional, albeit 
weak, support of paroxetine's efficacy. 

In each of the pivotal trials mUltiple cOlllparisons were performed to detect 
"'aseline imbalances between treatment groups and. treatment X covariat~ 

intaractions. As expected from the number of statistical compe.risons an 
occasional relationship was observed in a single study. However, no pattern of 
imbalance was detected nor did any patt<er.n of covariation emerge. The incidental 
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significant result can be safely attributed .to a chance result in a sea of 
observation. 

Dosing and Effica~ 
The protocols of the pivotal erial!> called for doses of lO~50 mg. The mean 
endpoint dose in these trials was generally in the 35 -40 reg/a range. Mean changes 
from baseline in HAMD total scores (visit'dise data set) from .::.11 pati'erits in 
protocols 01, 02 and 03 were: 

~ Week !± Week 6 
N Chang.e H Change 

Plac:bo 296 -8.80 226 -10.10 
lOmg 7 -13.43 6 -12.33 
20mg 42 -14.31 32 -15.81 
30mg 57 -14.56 48 -16.02 
lo0mg 64 -12.50 54 -11 .. . 65 .. 
SOmg 142 ,:,10.27 126 -13.13 

This data shows a peak response at 30 mg which is not inconsistent with the peak 
response of 20 mg observed in fixed dose PAR 090 The somewhat smaller re~ponse 
at 'higher doses in variable dose trials represents: upward' dosing of slower or 
nonrespcmders. The difference in improvement in th.e 50mg/d group campa'"ed to 
placebo, 3 units on the }tAMD total scale at week 6, is of the same magnitude as: 
the paroxetine-placebo difference in these trials. The demonstration of efficacy 
in trials using a 10-50 mg dose range and the persistence of a therapeutic effect 
~t SOmg/d allow the recommended dose range to extend to SOmg/d despite a higher 
ir,cidence of adverse events at this dose. 

Efficacy in Sever~ressi::m 
The sponsor pooled the paroxet.ine and placebo patients from PAP. 01, 02 "md 03 e.f'\d 
divided the.~ into those w:.th baseline Hfu'iDtotal scores of 27 01:' less designated 
as the model.''ltcly depreso:;ed group and those .with RAMD total scores of 28 or 
greater designated as th~ severely depressed group. P-values for the Treatment 
X Severity interaction was .21 for the HAMD total and "18 for the CGl Severity 
scalliL Means and paroxetine-nlacebo dlfferElnces (LOCF) in the change at week 6 
from baseline for the t.wo variables were; 

HAHD Total era Severity 
Mode~ li Severe N Moderate M Severe N 

Paroxetine -9.90 256 -13.26 165 -1. 19 256 -1.18 165 
Placebo -5.21 255 -8.77 166 -0.59 255 - O. 81~ :66 
Difference 3.79 4.49 0.60 0.34 
p-value <.001 001 <.001 0.024 

Efficacy: in Patients Older Than 65 
A similar analyses of pooled data from all double blind <trials conducted in the 
U. s. or Europe was done with age above and below 65 years as t.he categorical 
variable. Means and paroxetine-placebo di~ferences (LOCF) in the change at week 
6 from baseline were: . 

3'8 
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HAHD Iotal CGl Sevgritl: 
<65 N >65 li <6~ li ?.§_5_ ~ 

Paroxetlne -11. 32 1395 -10.69 248 ~ 1. 27 1245 -1.52 nl 
Placebo -6.69 518 -8.90 2l -0.71 518 -0.86 21 
::>iffenmce 4.63 1. 79 .56 .66 
p-value <.001 0,38 <.001 0.02 

The age X treatment interact:!'on had a p-value of ,18 for the HAMD total and .71 
for the:lCGI Severity. The older group showed less improvement than the younger 
patients on the HAMD, but the opposite pattern was obsen-ed on the"'CGI. All of 
these comparisons are limited by the small number of patients older than 65 who 
received placebo. 

Changes from baseline in pooled active control patients versus pooled paroxetine 
patients wet'E~: 

HAHD Total CG! Severi.ty: 
<65 , li >65 li <65 Ii >65 li 

Paroxetine -11. 32 139S ~lO.69 248 -1.27 1245 -1.'52 221 
Active Control -12.38 810 -12.22 190 -1.30 653 ~1.56 172 
Diiference 1.06 1. S3 .03 ,04 
p-value ,009 .08 .sa .80 

The treatment X age interaction had a p value .63 for the HAMD total and -: 99 for 
thc(GGI Severity. 

An analysis of patients enrolled in geriatric studies in whic.h the active control 
agent was doxepin showed no age X treatment effect and no significant differences 
between paroxetine and doxepin on the HAMD total or .CGl in patients em either side 
of the 65 year cutoff. 

Effect of Baseline Anxiety 
The sponsor pooled all the Intent to Treat subjects in t-rials 01, 02 and 03 and 
dichotomIzed them into anxiety and no~~mxiety groups on the basis of a baseline 
Covi Anxiety Score greater than 6. P-values for the Treatment X Anxiety 
interaction were .74 for the ~~ total and .55 for the CGl. Paroxetine was 
significantly superior to placebo as measured by change in HAHn total score (toCF) 
and change in CGl score (LOCF) in both the anxiety and no-anxi2ty groups. The 
paroxetine advantage obtained with and without the inclusion of one center (Fleve) 
which was responsible for a significant Treatment X Anxie X Inves ti 
interaction. 

Long Term Treatment 
Long term data was obtained in'U.S. trials PAR 04 (and extension) and 05 and in 
trials MDUK13, DFG119 Duag and HQMD II conducted oversea.s, The PAR 04 extension 
and the PAR 05 study were open trials and are therefore mute regarding 
paroxetine's long term effi.c.acy. Only 11 of l~l patients who entered the PAR 0-+ 
extension remained after one year. The foreign trials were designed small and 
included only 13 paroxetine and 14 amitript)&-line patients in MDtftC13, 9 paroxetine 
and 4 clomipramine patients in DFGl19 Duag and 75 paroxetine and 1 m-ianserin 
patient in HQMD II who were studied for one year. 
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In PAR 04 (reviewed above) there were very few differences in HAHD or eGl scores 
between the paroxetine, imipramine and placebo groups assessed 1, 6, 9 and 12 
months after the conclusion of a 6 week short term triaL Only 105 of 503 (21%) 
patient3 who entered the long term phase remained in the trial for one year. 
The crude relapse rate was 12, for imipramine, 14% for paroxetine and 23% for 
placebo, but statistical analysis of l.{aplan~Me.ter survival rates ·..,as ,.not; 
performed. Duration of response computed by the (Kaplan-Meier) method was 342.9 
days for paroxetine, 156.7 days for imipramine and 121.S days for placebo. 

However, by failing to randomize patients at the beginning of the trial, PAR 04 
is incapable by design of providing pivotal demonstration of long term efficacy. 
The placebo group consisted of the placebo responders from PAR 03 whUp both the 
paroxetine and imipramine groups included patients '\<Tho continued to receive the 
same treatmen:: as in PAR 03 and crossovers from the other active treatment:. The 
paroxetine group also included crossovers from placebo < The data provide 
reassurance that the efficacy of paro'Xetine is not fleeting, but does not allow 
a claim regarding long' term treatment. The efficacy of long term parr . .:<stine 
treatment remains an open issue. . 

RECOMMENDATIONS FOR LABELING 

Indications and Usage 
The first sentence specifying an indication for severe depression and depression 
accompanied by anxiety should be replaced with "Paroxetine is indicated for the 
treatment of depression." This is the identical labeling for fluoxetine. the most 
recently approved antidepressant. The sponsor's conclusions regarding severity 
of depression and concomitant anxiety were derived from post~hoc analyses 
rather than clinical trials designed to address these issues. These retrospective 
analyses do not provide sufficient evidence for an indication. 

The paragraph stating that efficacy is maintained for a year should be deleted. 
The long term studies described above were incapable by design of demonstrating 
long term efficacy. 

Do~age and Administration 
Th~ statement "Tolerance to adverse experiences is rapidw should be deleted. This 
assertion is undefined, unsubstantiated by data and at variancH with the summary 
statement: in Volume 1.408 1:L 43 which states that "TolerancE~ to most adverse 
experiences developed within one to three wee~:s of dosing for most pati{',nr:s." 

The sponsor's recommendation that dosing in the elderly should begin at 20 mg 
should be revised downward to 10 mg. Elderly patients have twofold higher blood 
concentrations and greater int,eri.ndtvldual variability than younger patients given 
the same do;;e. In trials FAR06 and FAR I :.. :': -.. ;, i.ch elderly put tents '·H~rc t i crated 
to a clinically optimal dose. the meat'l endpoint dose was 23 mg/day which is 
substantially below the 30~43 mg/d range observed in the pI-votal trials which 
excluded elderly patients. 

. The two paragraphs under the heading "Maintenance/Continuation/Extended Treatment 
should be deleted for lack of data from an adeauace and well controlled trial. 

40 

t. 

"'. 

t 
~ 
~ 

~ 
,1 . 

. I 

'to 

~ .., , 

1 

~ , 
I 



BENEFIT-RISK ASSESSMENT 

The benefits anticipated from the well documented efficacy of paroxetine 
unambiguously outweigh this drug's relatively benign side effect profile,. 
~aroxetine was statistically superior to placebo in 5 or 6 well designed tri~ls 
and trended in that direction in all but one of the remainder of the placebo 
cont.rolled trials. No serious toxicities emerged in the course of an extensive 
clinical development program. The adverse experience profile, typical of the 
serotonin specific reuptake inhibitor class of antidepressants. provides an 
alternative to already marketed antidepressants and a therapeutic advantage for 
patients with abnormalities in cardiac conduction. If approved, paroxetine would 
be the third antidepressant of this class on the market. .The large well organized 
data base in this application persuasively demonstrat~s that paroxetine is safe 
and effective. 

cc: 
Original NDA 20-031 
HFD-120 

Martin Bre~her. M.D.~ D.M.Sc. 
June 3, 1991 

HFO-120/P Leber. T Laughren, M Brecher, I' David 

1 i, - ,:.; • 9 '-

I have reviewed Dr. Brecher's findings and, in addition, I have 
reviewed the results of PAR 083, "a relapse prevention trial. The 
safety and efficacy findings for paroxetine were presented to the 
PDAC on this date (10-5-92), and they unanimously agreed that 
paroxetine has been demonstrated to be sa,fe and e.ff~ctive •. _ I agre~ 
that, in the aggregrate, these data prov~de suff1c1ent eV1ae~c~ o~ 
paroxetine's antidepressant efficacy to support its approvab~11ty. 
I will provide" 'more detailed comments on efficac~ ~ss"ues ~z: my 
supervisory memo, to follow. I have prepared the c11n1cal sec ... 1ons 
of the draft SBA an~ the draft labeling that will accompany the 
approvable package. 

I 
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the only one with results that consistently demonstrated ... "' ........ ".t. 
Although its week 6 OC results were statistically 
percent of placebo patients remained at week G) i 
These findings indicated that the sponsor may 

to placebo. 
because less than 70 

were consistent across analyses. 

week period. 
nnr-, ... ", the dropout rate for the 6 

At week 4 there Ivere 33 
was a ronsideIflble drop at 
week 4 dropped out; 7 

and 27 placebo patients re!:11.aining in the trial. 1)u:re 
of the 33 paroxetine patients (27 percent) remaining at 

percent) placebo patients remaining at week 4 dropped out 
rate for each treatment group was not unusuaL The sponsor offered 

........ ' ........ drastic dropoff at week 6. Demographic and clinical characteristics 
left the trial between week 4 and week 6 should be provided by t!-je sponsor irt 

................ why the dropout rate suddenly increased. 

Up until week 6 
no t;;Aj.I1Wli<lUI"I, 

forUle 

Reviewer's Cc:mciusions (Which May Be Conveyed To The Sponsor) 

Trial PAR 01-00 1 and the four trials in series PAR 02 were very similar in their design and 
in the meuuremtnts they employed but not in their re.;uhs. Trials PAR Ot -00 1 and PAR 02-003 
failed to demonstrate thai xetine was superior to placebo. Trial PAR 02-001 provided strong 
~"Of paroxedne's ICY when atuilyzed as a single center trial; tbat strength was tost m the 
nmlticenter analysis. The sponsor provided no explanation for why the subcenter effects were so 
strong. The results of trial PAR 02-002 were generally favorable to paroxetine but were mcooclu@ 
live; a statistically significant tmUment difference for Ham-D Total was not found in every 
analysis. Only PAR 02-004 clearly demonstrated paroxetine's superiority to placebo on Ham-D 
Total, Ham-D Depressed Mood Item. and COl Severity at week 4. At week 6. PAR 02-004 lost 

. i1l power due to a sudden increase in the dropout rate. 
" 

All five trials used a target sample size of 72 patients for a single center and most enrolled a 
few less than 7~. Only trial PAR 02-004 enrolled more than 72 patients in a single center; it was 
the only one wi':l results that consistently demonstrated paroxetine's superiority to placebo. 
Although its week 6 OC results were statistically insignificant (probably because less than 70 
percent of placebo patients remained at week). its week 4 results were consistent across analyses. 
These findings indicated that the sponsor may have uncleranticipated tOO dropout rate for the 6 
week period. 

A~~ 
.R"n Kenneth R. Petronis, M.S .• M.P.H. T" «. Mathematical Statistician 

Concur: Dr. Nevius [See Group leader's Comments on following page.] 

Dr. Dubey /') _ ~ . 
o ~_I/- 12,. 
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This review contains 14 pages plus:3 appended figures. 
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G~O~p ~E_~DER'S COMMSNTS: 

PAR 02-001 (Rickels): While the multicenter LOCF analyses of the HAM-D Total and 
Depressed Mood items were not as significant as the "single:.centu· analyses, they were still 
significant at the S% level. Treatment reversals occurred only for the "combined" center (3 placebo 
parlen~ 6 paroxetine patients) and the Schweizer center (J placebo. 4 paroxetine patients). I 
would consider the results of this study as sup~rtive evidence of efficacy. 

PAR 02-002 (Claghorn): Lack of significance for the OC analyses at week 6 may partly be 
attributed to power considerations; the HAM-D Total difference between paroxetine and placebo 
was ap~ximately 5 units for both LOCF and OC analyses at week 6 but the power for detecting a 
five-unit difference from the OC analyses was only approximately .5 . . The dropout rates in both 
treatment groups was similar. I would consider the results of this study as supportive evidence of 
efflcacy. , 

PAR 02-003 (Smith): The OC analyses which show paroxetine numerically worse than 
placebo are based on only 67% of the paroxetine patients and 43% of the placebo patients; only 16 
placebo patients were observed at week 6. Therefore this treatment reversal in the OC analyses at 
week 6 should not be given undue emphasis; p-values from both LOCF and OC analyses at week 6 
suggest that this study simply failed to distinguish paroxetine from placebo (P ~ .35 for both 
analyses). This study must, however. in the absence of an active control group to judge the 
adequacy of the test situation. be consiq.e.red a negative study. 

PAR 02-004 (Kiev): It might benoted that less than 55% of the placebo patients were 
observed at week 6; the power to detect a difference of the magnitude seen in the LOCF analyses (5 
'units) is less than .6. Thus the Week 6 results may"be considered at least supportive of efficacy for 
paroxetine while the Week 4 results are strongly positive. I consider this study a positive study for 
the efficacy of paroxetine. '. 

13 



COMMENTS: The lack of inclusion of an active control in addition to the paroxetine and 
placebo groups makes interpretation of the PAR 02 srudies difficult in cases where a dear 
superiority of paroxetine over placebo is not shown. The PAR 03 studies. reviewed by Joy Mele 
in a separate document. all have a three-way design with imipramine as an active control and are 
thus able to distinguish bet""'een a negative study (which fails to show a difference between test 
drug and placebo in a situation known to be capable of detecting a difference) and a failed study 
(which is incapable of detecting a difference between an known effective treatment and placebo). 
See Ms. Mele's conclusions for the PAR 03 studies; Table 28 of her review also presents an 
overview ofresults from both the PAR 02 and PAR 03 studies. 

provide sufficient statistical 
paroxetine for the treatment of derpession. 

....... 

b.~~ 
S. Edward Nevius. Ph.D. 
Group 2 Leader 
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3TUDY 

01-001 

02-001 6 

02-002 

02-003 

02-004 

03-001 

03-002 

03-003 

03-004 

03-005 

03~006 

Table 28. HAM-D Total Mean Change from Baseline Week 4 LOCF Results 
PAR 01, PAR 02 and PAR 03 Studies 

PAROXCTINE PLACE80 p-value l Stat. 
Evidence2 

N3 (%)4 HAM-D N (%14 HAM-D 

24 (79%) -12.9 24 175%) ·10.4 .20 Negative 

43 (77%) -11.6 44 (77%) -7.4 .02 . Supportive 

36 (78%) -10.2 34 (74%) -6.6 .07 Supportive 

39 (82%) -8.9 37 (68%) -7.4 .49 Negative 

36 (92%) ·12.2 38 (71 %) -7.2 .002 Positive 

39 (75%) -9.8 37 (71 %) -5 .. 1 .002 Positive 

40 (68%) -8.0 40 (55%) -6.2 .25 Failed 

39 (73%1 ·9;3 42 (79%) -9.2 .98 Failed 

37 (73%) -10.4 37 163%) -6.7 .04 Supportive 

40 (78%) -9.6 42 (79%) -5.2 .02 Positive 

39 (56%) '·7.9 37. (34%) -3.4 .01 Positive 

• 

PAR 02 trials which did not show a difference between placebo and paroxetine are considered negative 
trials due to the lack of an active control group from which to assess the validity of the test situation. 

The two PAR 03 trials which did not show a difference between pl<Jcebo and paroxetine also did not 
distinguish imipramine from placebo suggesting a lack of sensitivity of the test situation. That is. !tinee 
the trials themselves failed, the evidence against paroxetine could not be considered negative. 

I Results of sponsor's ANOVA. 

2 The statistical evidence of efficacy showing paroxetine superior to placebo according to the 
statistical reviswer {Mr. Petronis for PAf.I.,01 and 02 and Ms. Mele for PAR OJ}, 

l N is the number of patients available for the Week 4 LQCF analysis. 

" % is tha percentage of patients still on study at Week 4. 

G Excluding Dr. Clary's site results. 
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FIGURE 1. Percentage Of Patients On Study 
All PAR 03 Studies Combined 
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FIGURE 2. Sponsor's HAM-D Total Results 
PAR 03 Studies 
ITT Sample - Week 4 LOCF 
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Standard deviations for the· means ranged from 6.1 to 8.9. 
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FIGURE 3. Sponsor's HAM-O Total Results 
PAR 03 Studies 
ITT Sample - Week 6 Completers 
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Dosing 

Dosing in PAR 03 Studies 

For aU !>tudies conducted under the PAR 03 protocol, the starting dose fOf paroxet:ne 
was 20 mg/day and the starting dose for imipramine was 80 mg. Dosing could range from,· 
mg/day for paroxetine and frOrtl 65 to 275 mg/day for imip~amine, Dosing was titrated to the OPtimum 
dose by increasing or decreasing the dose by 10 mg in the paroxetine group or 65 m~ in the 
imipramine group. 

The mean daily doses used in the PAR 03 studies and the mean doses recommended by the 
in'"tElstigators for the two drug treatment groups are shown in the following table, For the 6 studies 
combined, approximately 30 mgfday of paroxetine "vas used while investigators recommended a higher 
dose of about 38 mg/day (which is approximately equal to the mean maximum dose used in these 
~tudiesl. From this data, there appears to be no clear relationship between the magnitude of the 
paroxetine dose administered and response, tn,at is, the doses used in the positive trials are not 
distinguishable from the doses used in the otHElr trials, 

Table 26. Mean Daily Doses and Irwestr{;stor Recommended Doses for PAR 03 Studies 

PAROXETINE IMIPRAM"!NE 

STUDY ! MEAN DAllY RECOMMENDED MEAN DAilY RECOMMENDED 
DOSE DOSE DOSE DOSE 

03-001· 26.1 30.5 110.4 156.8 

03-002 30.9 39.5 140,9 '193.8 

~3.003 27,8 36.9 133,5 197,8 

3-004 32.1 45.5 138.5 188,3 

03-005* 31.6 40,5 161.6 171.0 
~ 

03-006'" 28.5 37.1 134.5 187.3 .. 

.. Positive trials which clearly show paroxetine to be superior to placeoo, 

It is interesting to note that the largest dose for imipramine 11'.'<:;$ used In the study where the 
largest response to imipramine was observed, Study 03-005, This I~vie\l,'er, however, did notice that 
this study had the highest percentage of males so that the dosing rm.y nave been related to weight. 
Therefore. this reviewer requested from the sponsor dosing information in mg/kg which was readily 
provided by the sponsor. The relative magnitude of the dosing wa<; not <I!tered by E!xpressinQ the dose 
in terms of mg/kg, That is, Study 03-001 waS still seen to have used the smallest dose, on average, 
Study 03-004, the largest paroxetine dose and StudY 03-005, the largest imipramine dose. It may be, 
then, that the farge imipramine response observed in StudY 03-005 was .due to the dose used, 
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Besults of PAR 09 

The sponsor has presented the resuits of a fixed dose, multicenter stuciy, PAR 09, The 
objective of this study was to identify the lowest effective dose of paroxetlne, Patients were 
randomized toone of 6 treatment groups; placebo or paroxetine at fixed doses of 10 mg, 20 mg, 30 
mg or 40 mg at 10 centers. Twice as many patients were randomfzed to each paroxetine group 
compared to the placebo group !about 100 patients in each dose group and 50 patients in the placebo 
group). The ITT sample consisted of 454 patients with about 40 patients ;!It each site. The study was 
conducted in two phases; Period I was a 6~week randomized double-blind phase followed by Period 
II which was another 6-week phase patients entered if they chose. So Period II data was from patients 
who were considered responders during Period L (For more details regarding this triCiI see page 27 of 
Dr. Brecher's review.l 

efficacy results of patient(compfetir'lg)'eriod I and those completing Parlod II are shown 
in the table below. (For the Week 4 lOCF-resuTfs,""see page 28 of Dr. Brecher's reviewl. It is interesting 
to note that the percentage of patients still on study at: 6 weeks and at: , 2 weeks is about the sam@ 
for aU groups. The reasons for discontinuing, however, did vary; the plClcebo patients dropped primarily 
due to (ack of efficacy (16%) while the paroxetine groups dropped prir.Htrily due to adverse events 
!about 15% in the 10 and 20 mg group and ab~ut 25% in the 30 and 40 mg groups). The efficacy 
results for HAM-D total showed that the 20 mg, 30 mg and 40 rna groups were not different from '" 
placebo but were different from the 1 0 mg group, The largest signifk:am response was seen in the 20 
mg dose group; this was true across centers. These res!Jits were seen at 4 weeks as wef! as 6 weeks 
during Period! and for both the LOCF and OC analyses. Early dropouts in the 30 mg and 40 mg groups 
may have contributed to the lower lOCF response seen in these groups compared to the 20 mg group, 
however, it should be noted that the magnitude of the OC responSlls were larger in the 20 mg group 
than the higher doses as welL Clearly, these results show no trends in response related to "dose. 

,. /~'-""""'''l,l)f 
Table 27Compfeter"Resu!ts for PAR 09 ,{ ) ~ 

Paroxetine Dose mg/day 

0 10 20 30 40 
Period I I 6 Weeks 

I I N 33 70 68 61 65 
(% of Enrolled! (65%) (69%l I (65%) (60%} .!64%) 

I I 
.. 

HAM~D Total 
Mean Change ~13.5 -10.8 -14.6 -13.4 ~13.9 

Period n 
12 Weeks 

N 21 47 45 40 49 
(% of Enrolledl (41%1 

I· 
l46%\ (43%) !40~4;) (48%) 

HAM-D Total 
Mean Change -15.7 ! -13.8 I -17,2 -18.3 -15.6 

I 

Reviewer's Comments 

The results from PAR 03 and PAfi 09 suggest the foifowing to this review!:;'. 

1. Doses of parcxetir.e less than 20 mg/day are not effective and may be detrimental. 

2. The OPtimum dose of paroxetine is not knoW'l'l. Doses ranging from 
equally effective for the treatment of depression. 

ng/d<l'1' appear 
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• M •. " , ! b$'t1 Go me 7n-all 

Summary and Conclusions 

, The sponsor has submitted the results of 11 USA efficacy trials conducted under the PAR 01. 
PAR 02 and PAR 03 protocols, The PAR 01 and PAR 02 studies had 2 treatment arms, pa.roxetine and 
placebo while the PAR 03 studies had 3 arms, paroxetine, placebo and imipramine. The designs for 
these a-week trials were essentially the same. The PAR 01 and PAR 02 studies la total of 5 studies) 
were reviewed by Mr. Ken Petronis (HFD-7131 and will not be discussed in detail here. These trials are 
included in summary Table 28 for comparison. "the focus of this section will be the results of the 6 
PAR 03 studies reviewed by this statislician. 

The results of the PAR 03 studies are summarized bel.ow. 

1. The dropout patterns for the PAR 03 studies were similar. Placebo patients generally 
dropped due to lack of efficacy while drug-treated groups dropped primarily due to tre::tment-related 
adverse events. Figure 1 depicts the dropout rates for all the studies combined by treatment group. 
The drop seen in the drug groups, particularly imipramine, fol/owing one week of treatment, was due 
predominately to adverse events. The placebo patients usually discontinued after 3,. weeks of therapy 
due to lack of efficacy. By Week 6, a higher percentage of patients in the paroxetine group compared 
to either the placebo or imipramine group remC!!ned on study attesting to a more favorable risk-benefit 
ratio for paroxetine compared to imipramine. 

2. The small number of patients completing the ~tudies (less than 60%) dictated basing 
conclusions primarily on LOCF analyses at Week 4. These results for the HAM-D total are summarized 
in Table 28 and depicted in Figure 2. Three of the PAR 03 studies (03-001,03·005 and 03-006) were 
clearly positive. From Figure 2 it is readily apparent that the placebo ref-ponse in the 3 positive trials 
is smaller than what was observed in th9 other 3 trials. The results for HAM-O depressed mood item 

~ ... and both CGI scales were consistent with the HAM-D total results in that paroxetine consistently beat 
placebo with p-values less than or equal to .04. The: results from Study 03-004 were considered 
supportive because the HAM-D total results clearly favored paroxetine over plactlbo but the results 
from the other· primary efficacy variables did not. 

It is interesting to note that the imipramine response was more variable than the paroxetine 
response; this may be related to variability in the dropout ~atterns for imipr3mine ... 

3. The two trials (Studies 03-0Q2 find 03-0031 which failed to show paroxetine superior to 
placebo also failed to show imipramine ... ;;: . .',:rior to placebo. The latter sL'ggests th:at the trials as 
designed or conducted were incapable of detecting important treatment differences. It is difficult to 
identify any unique characteristics about these trials which .woJlld yield negative results since some of 
the positive trials in this series have the same characterj,tlics. Far example, the large number of 
dropo'lts in each faiied trial may have compromised the power of these trials, however, the ~rial 103-
0'06) with the most dropouts yielded very pos:tive results in favor of both drugs over placebo. . 

It is comforting til see that the nlagnitude of the HAM-D results for paroxetine (Table 2al are 
consistent with the results from the positive trials. Also, it should be noted that the PAR-01 and PAR· 
02 results a,'e consistent with the PAR 0'3 results (Table 28). 
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4. Since all 6 PAR 03 studies were single center studies conducted under the Selme protocol, 
this reviewer combined their data to perform an overall analysis. An ANOVA model including an 
interaction term for treatment by center showed paroxetine to be statistics!!'; significa,1tly better than 
placebo (p <: .001) on aU 5 prirr:ary efficacy variables. The interaction term w~s significant for the HAM· 
o depressed mood item. CGI severity illness and global improvement due to reversals of the treatment 
response in Study 03-003. When Study 03-003 d<'lta was excluded from the analysis, the interaction 
was no longer significant. (The means for HP-.M-D total for the combined data are shown in Figures 2 
and 3.)' 

5. Since LOCF analyses may underestimate treatment effects, according to the aropout 
patterns observed, it is important to look at 0': results for comparison. In doing so, it can be soen that 
within treatment groups the magnitude of the OC response is oreater rhar. the magnitude of the LOCF 
response (see efficacy tables for the individual studiesl. Figure 3 as com,al'ed to Figure 2 illustrates. 
this point. The magnitude of the OC responses for both the paroxetine 5!.,d imipramine groups in the 
positive and supportive studies (03-001, 03~004, 03-005 and 03-0061 ue notably larger than what 
was seen for the LOCF results. Note that the placebo respons,s from the OC and lOCF analyses are 
not appreciably different. These differences between the LOCF and OC lesponses are not surprising 
since patients showir.~ improvement may be expected to stay on triallor.ger, however it does make 
it difficult to assess the size of the true treatment effect. 

6. For all 11 studies, the patient-rated scales showed no efficacy or minimal efficacy. 
According to the medical reviewer and references provided by the sponsor, these scales have been 
shown to provide unreliable estimates of symptoms of depres!;ion, therefore there is little reason to be 
concerned about the lack of efficacy. 

7. The results of the fixed Q.Qn study (PAR 09) suggested that a 20 mg dose of paroxetine was 
superior to 10 mg , 30 mg and 40 mg, however, the results from the efficacy studies where patients 
were titrated to their "best- dose showed that a higher dose was needed to show efficacy. The mean 
daily dose in the PAR 01, 02 and 03 studies was about 30 mg/day while the maximum dose was about 
38 mg/day (this was, .-:Iso, the average dose recommended by investigators). 

The mean daily dose of paroxetine in mg/kg ranged from .37 to .44 and the maximum dose 
ranged from .47 to .57 mg/kg in the 11 lIS.4. efficacy studies. 

Compliance was high in all treatment groups in' all 11 studies. In the paroxetine group 
compliance ranged from '%. 

In conclusion, the results from the 11 USA studies provid'l sufficient statistical evidence of the 
effel.:tiveness of p.uoxetinefor the treatment of dcpress.ion. 

".t, 

Concur: Dr. Nevius ~ '1 -1 .... 12-...­
-.--­

Or. Dubey 6Jq:jH V 

Joy D. Male.,M.S. 
Mathematical Statisticiar: 
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Author 
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TItle 

Result 2. 

Feighner lP 

Feighner Research Institute, San Diego, california. 

A double-blind comparison of paroxetine, imipramine and placebo In depressed 
outpatients. 

International clinical psychopharmacology. Vol.6 Suppl 4, pp.31"5, 1992 Jun. 

Diagnostic Criteria, random parallel placebo-controlled study design, and appropriate 
clinical assessment for both safety and efficacy are all among the essential 
requirements for the evaluation of a new antidepressant agent. Paroxetine and 
imipramine were compared for efficacy and safety In a large multicentre, randomized, 
placebo-controlled, double-blind, parallel design study In the USA. The study involved 
717 outpatients with major depressive disorder; after a one .. week washout period 
they were treated for 6 weeks, being assessed at weekly intervals. The results from 
aU six participant centres combined showed that both active drugs were statistically 
superior to placebo by week 2 and that the antidepressant response was significant 
for both. Paroxetlne was better tolerated than imipramine with fewer dropouts from 
side effects. This combined study dearly indicated that paroxetlne was an effective 
and welt-tolerated antidepressant. 
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Abstract 

Claghom Jl, Kiev A, Rickels K, Smith WT, Dunbar GC 

Clinical Research Associates, Houston, Tex. 

Paroxetine versus placebo: a double-blind comparison in depressed patients. 

The Journal of clinical psychiatry. 53(12):434-8, 1992 Dec. 

BACKGROUND: Paroxetlne is a potent and seJective serotonin reuptake inhibitor 
(SSRI). The present study assessed the efficacy and tolerability of paroxetine against 
placebo in depressed outpatients. METHOD: A double-blind, parallel-group study was 
undertaken in four stand-alone centers. Patients aged 18 .. 65 years, meeting DSM-UI 
criteria for major depression, and having a Hamilton Rating scale for Depression 
(HAM-D) score> or = 18 on the first 17 Items of the HAM-D-21 were randomized to 
paroxetlne or placebo for 6 weeks of treatment. Efficacy outcome variables included 
the HAM-D, the Montgomery-Asberg Depression Rating Scale, the Clinical Global 
Impressions Scale (CGI), and the Covi Anxiety Scale. Tolerability was assessed by 
asking a non-leading question. Routine laboratory safety and vital sign data from ali 
four centers were pooled. The primary analysis used the intentlon-to-treat sample 
and for efficacy variables the tast-observation .. carried-forward data set was 
employed. Statistical methods included one .. way analysis of variance for parametric 
and Rsher exact test for nonparametric variables. HSUL TS: Significant differences 
(p <: or = .05) were found between paroxetlne and placebo on the HAM-D and CGI 
by Week 2 and on all efficacy outcome variables by Week 4. Improvement on the 
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Result 3. 

HAM-D sleep factor occurred 2 weeks prior to that seen on the retardation factor, 
Similar results were obtained when an adequate treatment group (therapy for :> or = 
28 days) was conSidered. A full dinical response (CGI-severity of illness score 1 or 2) 
was seen In over 40% of subjects. Adverse events were more common for paroxetlne 
compared with placebo (p <: or :: ,(1), Somnolence was twice more common than 
nervousness. Dropout due to adverse events was similar between therapies, 
ParoxetJne had no dinlcally significant effect on laboratory safety data or vital signs, 
CONCLUSION: Paroxetlne was an effective, well tolerated, and safe antidepressant. 
Side effects were typical of the SSRl class of drugs, Symptoms indh::ative of a 
nonalerting profile were more common than those associated with alerting effects. 

Acceuion Number CN~00082174 

Autholr A 

Result 

Social Psychiatry Research Institute, Inc" New York, N,Y. 10021. 

A doublEHJiind, placebo~controlled study of paroxetine in depressed outpatients. 

Journal of clinical psychiatry, Vol. Suppl, 1992 Feb, 

Paroxetine is an investigational antidepressant that acts through selective inhibition 
serotonin reuptake at the synapse, In this study, outpatients with major 

depression according to DSM-IU criteria were treated with either paroxetine or 
placebo a 6~week, randomized, double-blind study, Paroxetine was significantly 
superior to placebo on all major efficacy variables, Including depression as well as 
anxiety p cognitive disturbance, insomnia, psychomotor retardation, and sleep 
disturbance. Significant differences favor of paroxetlne were apparent by Week 
Paroxetine was also well tolerated, The results support the efficacy and safety of 
paroxetine as a treatment for patients with depression, 

Accession Number CN@00082115 

5. 

Rickels K, Amsterdam J, Clary C, fox I, Schweizer E, Weise C 

Department of Psychiatry, University of Pennsylvania, Philadelphia 19104, 

The efficacy and safety of paroxetine compared with placebo in outpatients 
mijor depression. 

The Journal of clinical psychiatry. Vot53 Suppl, pp.30 .. 2, 1992 Feb, 

Paroxetlne, a phenyl piperidine derivative, is an antidepressant that selectively inhibits 
serotonin reuptake. this study 111 outpatients with major depression diagnosed by 
DSM-IU criteria were treated with either paroxetine or placebo in a 6-week, 
randomized, double-blind study. Paroxetine was Significantly superior to placebo on 
six of the seven major efficacy variables, Significant differences in favor of paroxetlne 
were apparent by Week 2. Paroxetine was also well tolerated. These results support 
the efficacy and safety of paroxetlne as a treatment for patients with major 
depression. 
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Clinical Research Associates, Houston, TX 77098. 

The safety and efficacy of paroxetine compared with placebo a double-<bllnd trial 
depressed outpatients. 

The Journal of clinical psychiatry. \101.53 Suppl, pp.33~51 1992 Feb. 

Considerable research shows that serotonin dysfunction Implicated in major 
depression, Paroxetlne IS an investigational antidepressant that appears to act by 
selectively blocking neuronal serotonin uptake, Seventy-two outpatients with 
moderate-to-severe major depression entered this 6~week, double-blind comparison 
of paroxetine and placebo. The results showed dear and significant superiority 
paroxetfne on all of the major outcome variables, These Induded physician-rated 
measures such as the Hamilton Rating Scale for Depression and its four factor 
scores, the Clinical Global Impressions scale, the Montgomery and Asberg Depression 
Rating Scale, and the Raskin Depression Scale. Results on these agreed wen with 
patient-rated measures like the Hopkins Symptom Checklist and Patient Global 
Evaluation Sca~e. Paroxetine was also very weU tolerated, Nausea and constipation 
occurred significantly more often with paroxetlneq but only 9% of paroxetine patients 
dropped out of the study due either in whole or in part to an adverse effect, This 
compares to 8% of the placebo patients who were discontinued for the same reason. 
This study suggests that paroxetine Is a safe and effective medication for the 
treatment of major depression. 
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Smith WT, Glaudin V 

PaCific Northwest Clinical Research Center, Portlandl OR 97232, 

A placebo~controUed trial of paroxetine in the treatment of major depression, 

The Journal of clinical psychiatry. Vol.53 Suppl, pp.36~9f 1992 feb, 

Paroxetine is a phenylpiperldine compound that selectively Inhibits neuronal serotonin 
uptake man. In this study I the efficacy of paroxetine was compared with that of 
placebo In the treatment of 66 outpatients with the diagnosis of moderate-to-severe 
major depression. The research was a 6~weekf prospective, double-blind design after 
a i-week placebo baseline phase. Paroxetine was associated with a consistent pattern 
of greater improvement on the primary efficacy scales, but the differences were not 
statistically significant. Paroxetlne did produce significantly greater improvement than 
placebo for patients whose illness had lasted more than :1 year, and there was a 
significant reduction suicidal ideation. Significantly fewer dropouts were due lack 
of efficacy in those patients treated with paroxetine compared with those in the 
placebo group. Paroxetine was weU tolerated. There was no difference between 
paroxetine and placebo in the rate of adverse effects or the number patients 
who dropped out because of adverse effects. 

Accession Number CN-00082178 

. tutlon 

Fabre LF 

Fabre Clinic; Houston, TX 77004 . 

A 6-week, double-blind tnal of paroxetlne, imipraminel and placebo in depressed 
outpatients. 

The Journal of clinical psychiatry. \101,53 Suppl, pp.40-3, 1992 feb. 



Result 8. 

Paroxetlne Is a novel antidepressant that selectively Inhibits neuronal reuptake of 
serotonin. Results are reported from a 6~weeke double-blind trial of paroxetinep 

imipramine, and placebo In 120 outpatients with DSM~IU major depression. 
Paroxetine was Significantly superior to placebo on almost all measures, Tht!; Included 
the main outcome variable, the Hamilton Rating Scale for Depression (HAM-D), and 
Its factor scores, anxiet:y~somatl:lationf cognitive dlsturbanceg psychomotor 
retardatlonp and sleep disturbance. There were no significant differences between 
paroxetine and Imipramine on the same scales. Imipramine-treated patients were 
significantty more likely than those taking placebo to report one or more adverse 
effects, which were predomimmtJy anticholinergic In nature. There was no significant 
difference In the number of paroxetine and placebo patients who reported one or 
more adverse effects. The results of this and similar swdies indicate that paroxetine 
is an effective treatment in major depression and has a favorable side effect profile. 

Accession Number CN-00082179 
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Feighner JPI Boyer WF 

Feighner Research Institute, lai Mesa, CaUf. 

Paroxetlne in the treatment of depression: a comparison with imipramine and 
placebo, 

The Journal of clinical psychiatry, Vol.53 Suppl, 1992 Feb. 

Paroxetine Is a selective serotonin reuptake inhibitor with significant antidepressant 
properties. This was a 6-week placebo- and imipramine-controlled study 120 
outpatients with major depression. Paroxetine was statistically significantly superior 

placebo on almost aU outcome measures. This was apparent as early as 1 week, 
Paroxetine was also significantly superior to imipramine on the Hamilton Rating Scale 
for Depression total score. Paroxetine was generally better tolerated than imipramine, 
These results strongly support paroxetine's effectiveness in the treatment of major 
depression and suggest that paroxetine will be a valuable addition to the options in 
treating depressive iUness. 
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Shrivastava RKf Shrivastava SH, Overweg Nt Blumhardt Cl 

Eastside Comprehensive Medical Services, New York; N.Y, 

A double-blind comparison of paroxetlnep imipramine, and placebo in major 
depression. 

The Journal of clinical psychiatry. Vol.53 Suppl, pp.48-51, 1992 Feb. 

Results from a Single-center, 6-week .• double-blind, randomized prospective study 
paroxetine, a selective serotonin reuptake inhibitor; imipramine; and placebo are 
reported. One hundred twenty outpatients with a moderate~to-severe DSM-IU 
diagnOSis of major depression were randomly assigned to one of the three treatments 
following a 4- to lO-day single-blind placebo washout period, Significant differences 
favoring paroxetine over placebo were present at endpOint on most major efficacy 
measures. Paroxetlne was also well tolerated; 5 (15%) paroxetlne and 5 (140/0) 
placebo patients dropped out of the study due to adverse effects. Imipramine, 
however, was comparatively poorly tolerated. Forty-five percent of imlpramlne~ 
treated patients (N == 17) dropped out of the study due to adverse effects. None of 
the efficacy measures showed a significant difference between imipramine and 
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placebo. This finding was probably due to the high number of imipramine patients 
who discontinued before they could Improve. These results support the efficacy of 
paroxetlne in the treatment of major depression and I.mderline Its favorable side 
effect profile compared with tricyclic antidepressants. 

CN-00082181 

Cohn l8, Wilcox CS 

Pharmacology Research Institute, long Beach, CA 90807-0289. 

Paroxetlne in major depression: a double-blind trial with imipramine and placebo. 

The Journal of clinical psychiatry. Vol.S3 Suppl, pp.S2 .. 6, 1992 feb. 

Paroxetine Is a selective serotonin reuptake inhibitor which is being developed as an 
antidepressant. Previous studies suggest it is effective in the treatment of depression 
and has a low incidence of side effects. The authors report on a 6 .. week, randomized, 
prospective trial of paroxetine, imipramine, and placebo in 120 outpatients with 
major depression. The results showed that paroxetine was significantly superior to 
placebo In relieving depression. There were no significant differences in 
antidepressant efficacy between paroxetlne and Imipramine. However, paroxetine was 
also Significantly superior to placebo on several measures of anxiety. Imipramine 
either was not superior on these measures or took longer to show a significant 
difference. Paroxetine lacked the typical anticholinergic side effects that accompanied 
imipramine therapy. The results show that paroxetine is an effective antidepressant 
that may have value especially when depression is accompanied by significant 
anxiety. 
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