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Indication: depression

1ts Reviewed: Volumes 1.450 - 1.476, 1. 5‘71 ~ 1.573, and sponsor’s response to
r@qucsred data dated 27 June 1991.

Medical Enput. The initial clinical reviewer for this application was Martin Brecher, M.D., HFD-
120.
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gAR 01-001, Jay Cohn, Principal Investigator

Study Characteristics

This was a single center, double blind, parallel group, placebo contolled, phase two mial
conducted in the United States. Patients were randomized to treatment in blocks of four with a
target sample size of 72 padents; a total of 50 patients were actually enrolled. The wial 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 factory such as the patient's recent use
of psychotropic medications. Active treatment began at baseline with the paroxetine subjccts
receiving a 20mg daily dose. At each subsequent visit the physician could taper the dose up or.
down by 10mg, so that the final daily dose could range from 10mg to 50mg.

The primary efficacy.vaniable 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 following secondary efficacy measures at week 6: Ham-D De-
pressed Mood Item, CGI Severity, CGI Giobal Improvement and Zung Self-Rating Depression
Scale Total (the only patient self assessment variable used in this trial). 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 fr~m baseline is not
meaningful for a global improvement variable.
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Sponsor's Statistical Methods

The sponsor analyzed two populations: the intent-to-treat population, which included all
~~subjects randomized to reatment and who received at least one dose of drug; and the all efficacy
N gkopulauon which was comprised of those in the intent-to-treat pop.,:lanon except protocol violators
% ~4nd adverse reactions. Last Observation Carricd Forward (LOCFE) and visit-wise {observed cases

! Original trade name Aripux




(OC)) analyses were performed on cach of the two populatiens. Only the LOCF and OC unalyses
on the intent-to-treat population were cxamined by this reviewer.

The following models were used to describe changes from baseline for the primary and
secondary vuriables:

Model I (Analysis of Variance)

(value - baseline value) = treatment + error;

(value ba,sclme value 3
= fregtment + covariable + treatment*covariable + erron

Model 1V : i Method) -- same as mode] I using the nonparametric CMH
method on (Ham-D Depressed Mood [tem - baseline Ham-D Depressed Mood Item);

V (Analysis of Variance on Ranks) -- same as model II using rank transformation of (Ham-
D Total - baseline Ham-D Total).

The sponsor indicated that Ham-D Total was the first outcome examined in the Model UI analyses
b ~ause it was representative of the other outcome variables in the trial. If baseline discrepancies in
- Ham-D-Total across levels of a covariable were found, Model III was then uscd to examine
baseline discrepancies for other outcomes. Model I'V was used to nonpammetrically analyze Ham-
D Depressed Mood Itemn, 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 been appropriately
categorized. Model V was employed on the Ham-D Total only.

For Models 11, Ill and V, the sponsor stated that all reported p-values were coniputed by
comparing least squares, rather than arithmetic, treatment means. They were obtainced from SAS
using the PDIFF option in the LSMEANS statement of Procedure GLM. All reporied p-values
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 Taoles 01-001.01 .
through 02-004.02 (except for the OC analyses of the Ham-D Depressed Mood Item, which were a
IeSponse to a request by FDA) were found on the VAX computer "vhich housed the sponsor's
CANDA.

Y

Sponsor's Results

Table 01-001.01 displays the 6 week results for the primary and secondary efficacy
-variables according to the LOCF and OC analyses of the intent-io-reat population. Paroxetine
patients showed greater improvement an ail measures in the LOCF analysis and on all but the Zung
Total in the OC analysis. Reductions in the Ham-D Totzl, dum-D Depressed Mood Item, and CGl
Severity were larger for paroactine patients than placebo patients in the LOCF and OC analyses.
Mean CGI Global Improvement was greater among paroxetine patients in the LOCF and OC
analyses. Paroxetine p’mcms exhibited a greater reducticn in self-reported depressive symptoms
than placebo patients in the LOCF analysis, placebo patients, however, exhibited a greater
reduction than paroxetine patients in the OC analysis. None of the differences between treatments
was statistically significant.
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Table 01-001.01. Mean Change from Bascline to Six Weeks
PAR 01-001, Jay Cohn, Principal Investigator

Sponsor's LOCF Analysis -- Intent-to-Treat Population

Qeg.» Earoxe tr ipne Pl acebo

Yar.’ Mean SE N Mean SE N =Y el
HamD Tot. -13.46 1.60 24 -16.54 1.60 24 0.204
HamD Dep. -1.46 NR 24 -1.12 NR 24 0.187
CGI Sev. -1.75 0.28 24 -1.33 0.28 24 0.298
CGI G.I. 1.75 g.22 24 2.25 J.22 24 G.113
zZung Tot. -7.83 2.15 24 -7.21 2.15 24 n.438

Sponsor's Observed Cases Analysis -- Intent-to-Treat Population

Rep. Paroxet inae FE lacehoo

Yar.. Mean SE N Mean 3E N pxvalue
Hamb Tot. -15.58 1.51 13 -13.94 1.64 16 0.467
H&mﬁ Dep, ) -1.68 .17 13 -1.80 0.18 16 2.461
CGI Sev. =  =2.00 0.32 19 -1.81 0.34 16 0.691
CGI G.I. 1.53 0.18 1% 1.69 0.20 16 0.548
Zung Tot. -8.95% 2.05 19 ~13.1% 2.23 16 g.171

Nete: p-values for HamD Dep. from Model [V all athers from Model I or, if appropriate, Model 111

Since only 67 percent of the placebo patients were still in the gial 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 Tesults at week 4 were all in the
same direction as at week 6 but none of the differences was stadstically significant.

The mean daily dose of parovcine at the 6 week endpoint was 39.0 mg/day among the 24
intent-to-treat patients and 38.9 mg/day among the 17 efficacy patients. The mean daily dcae for
both groups continually increased dunng the 6 week period.

L
€

T .

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 explain the lack of
statistical significance of any of the treatment differences that the sponsor found.

This trial provided no staustncal cvxdeﬂce that paroxetine was superior to placebo with
regard to the primary and secondary cfficacy measures examined.
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EFFICACY REVIEW %Qyﬁxx

Introduction

The ﬂccnmpanving,_saféty review contalns & hyief svnopsis of parexetine’s
develepmont and’ details cencerning the Phase 1I1-1LI paroxetin: exposure.
Anmendix A dummarizes the demozraphic data of the efficacy trials.

Efficacy will be assessed by review of Ed“h of 17 double blind, placebo
contreotled randomized trials. Results of J4 astive controlled trials will bhe
summarized. Table 1 lists the placebeo contxotled trials and npuonclx B lists
the actlve -nn‘rﬂlled trials. , N N
Y o ; 4 © o, )
In a letter vo the sponsor FDA ldentified’ 5 efficacy variables ol pvimary
interest: Hamilton Depressfon Scale (HAM-D) total score, HAM-D depression liem.
HAM-D ratardatlon factor, CGI (Clinical Global Impression) severicty scnre“éﬁgwﬂ
SCL (Symptom Check List) depression factor. : ] _— é
Last Observation Carvied Forward (LOCF) data f{s referred to in the s
as "extender" data. The sponsor alsg presented data, labelled =All..l
which cvuluded data eollecced‘within three d;ys of the*ingestﬁbn ai 3
medication. 1e,5‘-.n sthe..an 2 of eff will' R
popalation which includeq aIl randomized'patients uich aﬁ"le'
evaluatlon. _ s L e LR ﬂchgri

The most iwpnrranr assessment points ‘axe 4 and 6 weeks_aftar falckEvion o)
tandemized Creatman In most protocols 70% of- the. subject: ragitl dnornhe
scudy atter 4 wveeks. Praccitioners generallyﬂa}low & weeks ‘to deturmine whether
an antideproszant is effective. The inOCaI'eff{caqy SrLals were fq*,ﬁ ey
daragion. 2 LT s

*’ “
€
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PIACERG GUNTROLLED TRIALS: U. s STUDIES . | L
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PAR-0L-00L; Jay Cchen. Principai investigator i

This was a six weak, one, site randomized placebo concr@lled double blind study
of 1’~,O mg/d px*owbtlne versus plaeehc in moderately to- severvlv depressed

ool

for major d-pressien, were.18-65 yna fri A
. vy B hy o - X .
he fivst "7 ivems ¢f the R.” 0 srale, Exclusion

e Lol 4cazdicuassular, respiratdry er endocrinelogical

Grecasi ' ' R TR R e - . L«
ahistory of navvew anble glauconma’, prns.aLwc.hvper raphy} seizuﬁ»,"éilniﬁ{aaanly
abuovmal ¥ ov 1bn»rgy ter tt.zyﬁ11c5,< - e

4 prlmarf diagnoesis of schizoph*aniu or 1Lyp&c&‘"dopress°on.:;_;

a diagnesis of manic-depressive z;lness prlmarv anx1@ty dxqoraat.or.adjnstmenr
disovder : P :

cuucomltanc treatment with another Us;chotroplc agent
a l:istory of drug or alcohoi abuse -
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a history of ECT within the preceding three months,
~use of an Investigatlonal drug witiiin the preceding 30 days,
use of 2 MAOL within 14 days,
use nf a psychotropic within the preceding 7 davs,
w clinfcally significant abuormai lab value at sareen examination,
nown silicidal tendencies,
a decrease of 20% or more between screen exam and baseline exam {piacebo
roespoadoray
patients with more anxicety than depression as vssessed on the/Raskin-Covi seulz,
women of child bearing poreatrial.

Do faeny

Ater w oue week placebo washout patients were started on 10mg/d paroxet ine or
slaceho.  On day 7 patients could he increased to 20 wgs/d. From day 14 to aay

28 patlents could receive 10-50 mg/d. Dosage was fixed after day 28. Fifioaey
was assessed with the HAM-D (Montgomery-Asberg Depression Rating Scale (H.AEJL-IF-;“@-w,;f
the (Zung Self Rating Scale! and the!CGIL  The week 6 timepolnt was the ansessmend'
of primary interest. Concomitant psychotropic medication was prohibtted cxcep: ¢
for 500mp chloral hydrate for a maximum of three consecutive niphts.

8 ey

Hesults ‘

The groups did net differ in thelr demographic parameters., in the time course
of he present eplsode of depression or their psychlatric hlstories. The placebo
patients weve more iikely (p<.01) to have a famlly wmember who drank excessively.

-

659% of the patlents were male and the mean age of the sample was 43.

50 sublects were envolled, but only 43 weve considered by the sponzar teo by
evaluable. UOne patient in each group discontinued and 5 patients (2 paravet iy
awd 3 placebo) used a concomitant medicatlon with potential CNS effects. i
patirnts (17 paroxetine and 15 placebo) completed the study.

e wean daily dose of paroxetine in the Intent to Treat sample was 26.7 ny and
the nean endpoint dese was 39.0 mg. Paroxetine patients remained in the study
ter an average of 39.0 days compared to 34.7 days for the placeho patients
(p=.2%). Mean baseline HAM-D scores were 28.0 in the paroxetine sample and 27 .4
ameny patlents who recelved placebo (p=.61). Compllance was 95-96% in both
ETOnpS .
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in the Intent to Treat sample extender data’
o\= 00|

The changes from baseline to{ Week
ot {(I0CH) were:

Caviable Paroxatine Placebo E
N HMean (SE) N Mean (SE)

s Tova? v/ﬁh -13 .46 (1.609 24 -19 54 (1,60} AN

HA- 0 Revsvdazion Fuctoyr 24 -3.96 (G.50) 24 -2.58 0.50) .056

nalt-0 Denvessed Mood Iten/ 24 S I 4 b =117 .- L1877
SO Severlty of Tllness V24 ~1.7% (0.28) S -1.33 (0.28) 296

CG. GLobal Improvement® L 178 (0.22) 2ix 2.25 (0.22) 113

Zung Sclf Racing Scale 24 -7.83 (2.15) 26 0 =7.21 (2.15) L8368
MADRS 26 14038 (L7 240 -11.33 (1.71) L2220

* Lower scovre indicates greater imprbvcment: + p-value derived from odds ratio




Similar results were obtained when patients who tock concomltant psychoac:oive
medications were excluded, when analysis was limited to completers and when unon-
parametric analysis of the data was performed. Daseline values for the HAM-D
Total and 3 of the 4 factor scores were similar in the paroxetine and placeho
groups. There was no significant between group difference in BAM-D Total or any
of the 4 HAM-D factors at any of the 5 assessment points (Weels 1, 2. 3, 4 or
€) although at Weeks 3, &4 and 6 all differences favored paroxetine. TFe same
results wvere observed in the visit-wise analysls with the exception of one non-
significant comnarissn favoring placebo. S$0% of the paroxetine patients znd 33%
of the placebo patients had a 50% ovr greater imprevement ac Week 5 fp=~0. 38).

The paroxetine patlents had more psychomotor ratardaticn (p~.02) at baseline,
but ANCUGVA did rot reveal a significanc treatment effect at Week 6. In ~“he ALl
Efficacy sample there was a significant (p=~.03%) Irteraction of treatment with
fam{ly history of non-psychotic psychliatric disturbance. Paroxetine pati=:ntsz
with a positive family history (N=-3) improved by an 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 family histery the mean fmproveme-t was 3 11
‘points for the paroxetine group (h-lQ\ and 9.46 points fur che plazebn mwoup
(N=13}. :

Comment -

This small study, consistent across data sets, methods of analysis and outcome
variables, does not demonstrate paroxetine te be an effective antidepressant.
There was a trend favering paroxetine which did nct approach significance. The
patients in th.s trizl were somewhat atypical in being oredomi~antly male.

(%fR 02-00:; Karl Rickels, Principal Investigator

This was a 6 week, single site, double-blind, placebo controlled, vag
parallel group study of paroxetine 10-50 mg/d in ocutpatients with
moderately severe depression without mania (DSM-I17I 296.2 or 296

Subject:
Inclusion cricteria were a DaM IIL diagnosis of depressi

vears, a HAM-D score of at least 18 on the first 17 i
at least 8 and greater than the Covi score. As ig
fall in HAM-D scove of 20% or more between screg
exclusion. Other exclusionary criteria were
that a history of narrow angle glaucoma
dropped as exclusionary criteria and wog
included provided they were using ay
negative pregnancy test and were
alecohol abusers was redefined
preceding 6 months.

Fre of at jleast 13
BTid a Raskin scova cf
P first study manis ov a
and Day 1 were grounds for
,“same as in PAR 01-001 ewcept
Fnign prostatic hypartrophy were

BT child bearing potential could be
epted method of birth contrel, had a
lactating. The exclusion of .drug and
Ftients who abused substances .within the

Method
Subjects were screenadgd
and they were assesg

L da)s before adminiscration of dLCi"C drug ar pldcebo

Pot baseline and 1, 2,2, = and 6 weels aftery medication
Minimum of 7 davs of placeby washout for patients who had
been receiving Fychotropic medication and a & day minimun placebe washout for
those patig not on psychotropics. The proteocol was amended to include an
optiona ek extension for thése patients who completed & weeks of treatment.

L

[y}

i‘gfﬁwa #ff .

o S e Y, St CR S e,

7N




PAR 02-001, Karl Rickels, Principal Investipator

Study Characteristics

This trial's intended design was nearly identical to the design of PAR 01-0C1. The
protocol called for a target sample size of 72 patients in a single center. A total of 111 patients
were enrolled in a center containing 9 sub-investigator centers. The 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 weated the sub-investigator centers as
" separate centers. The primary efficacy variable was mean change from vuseline in Ham-D Total at
6 weeks. This reviewer examined the secondary eificacy measures Ham-D Depression Item, CGI
Severity, CGI Global Improvement, and Patient's Global Evaluation.

Sponsor's Statistical Methods

. The spwonsor's methods for this trial in the original NDA submission were identical to those
employed in PAR 01-001. '

In the multicenter amendment, the sponsor presented analysis of covariance models that
contained terms for treatment, sub-investigator center and a treatment by sub-investigator center
interaction. Three of the 9 sub-invéstigator centers were collapsed into a single center due to small
numbers.

-

onsors Resylts

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 significandy greater
improvement than placebo patients on all measures except the Patient's Global Improvement.

Table 02-001.01. Mean Change from Bascline to Six Weeks
_ PAR 02-001, Kart IRickcls, Principal Investigator

Rep . +Parozet ine placehb o

¥Yar. Mean SE N Mean SE N poyalue
HamD Tot. -12.27 1.33 51 -6.81  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 §.20 53 0.06G67
CGIL G.I. 2.49  0.22  S$1 3.23 06.22 83 0.019
Pat. G.E. -0.38° 0.20 31 -0.69 G6.20  S1 o

.308




Table 02-001.01. Mean Change from Bascline to Six Weeks
PAR 02-001, Karl Rickels, Principal Investigator (cont'd)

Sponsor's Observed Cases Analvsis -- Intent-to-Trea: Population

nep. P araxet ine place b o

Yar. Hean SE N Meas SE N Royvalue
HamlD To=x. -14.29 1.53 38 -8 .78 1.55 37 2.014
BamD Dep. -1.79 c.17 38 -1.03 0.18 37 06.003
CGI Sev. -1.84 c.23 38 -0.97 3.2 37 c.019
CGI G.I. 2.16 C.24 KY: 2.89 0.2 37 ¢.038
Pat. G.E. -1.26 0.23 38 ~0.5%4 0.24 35 ¢.332

Note: p-values for HamD Dep. from Model 1V; all others from Madel i or, if appropriate, Model HI.

In the multicenter amendment, the sponsor first cxplored basehe comparability in the
LOCF data using an analysis of covariance model that contained terms for treatment, sub-
investigator center, and a treatment by sub-investigator center interaction. Rocall that 3 of the 9 sub-
investigator centers were collapsed due to small frequencies. Statistically significant (p<0.10)
interaction terms were found for bascline Ham-D Total (p=0.0038) and the base.ine Ham-D
Depressed Mood Item (p=0.0108). The sponsor hypothesized that Dr. Clary's subcenter was the
source of the interaction. The analysés of baseline Ham-D Total and baseline Ham-D Depressed
Mood Item were performed with Dr. Clary's site excluded and the interaction terms were no longer
statistically significant (Flam-D Total p=0.1650, Hain-D Depressed Mood Item p=0.1307},
- indicating that Dr. Clary's site indeed contributed to the interaction effect.

Improvement from baseline at & weeks was next exarnined using an analysis of covariance
model that contained terms for treatment, sub-investigator center, and a treatment by sub-
investigator center interaction. The models discussed here were estimated using the LOCF data
with Dr. Clary's site excluded.

The LOCF mulucenter results were not as impressive as their single center counterparts. A
statistically significant interaction was found for improvement in Ham-D Total (p=0.0059) but the
wreatment effect was also significant (p=0.0200). This weatment effect was not as strong as in the
single center analysis (p=0.0043). The mode! of improvement in Ham-D Depressed Mood ltem
contained statistically insignificant treatment (p=0.0968) and interaction (p=0.0859) effects. In the
model of improvement in CGI Severity, the treatment effect was statistically significant (p=0.0482)
but the interaction was not (p=0.0848). As with Ham-D Total, however, this treatment effect was
less compelling than in the single center analysis (p=0.00€9).

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

Since the daily dose of paroxetine was not fixed, the sponsor reported dosing information
for the observed paroxetine cases in the original NDA-submission. Among intent-to-treat putients,
the mean daily dose at week 6 was 38.5 mg/day (38.5 among efficacy patients); the daily dose
steadily increased from baseline to week 6.




Beviewer's Cornments

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

The multicenter analysis of covariznce showed treatment effects for Ham-ID Total and CGI
Severity that barcly su:pasved the alpha=€) 05 criterion for staiistical significance. Further ¢
detractir ; from the evidence of paroxetine's superiority to placebo was the lack of statistical
slgmficancc for the treatment effect in the Ham-D Depressed Mood Item model. The strong
statistical interaction found in the model of Ham-D Tota.! despite having deleted the site that
appeared to be the major source of baseline noncomparabiiity, indicated the presence of treatment
reversals that made an interpretation of this analysis difficult. The {act that the samoc sites displayed
treatment reversals for Ham-D Total, Ham-D Depressed Mood Itemt and CGI Severity indicated a
consistent discrepancy in the use of these scales across sites. It could only be concluded that
investigators were not employing the Ham-

D and CGI in a standardized fashion across subcenters.

- PAR 02-002, James Claghorn, Principal Investigator

Study Characteristics

Triai PAR 02-002 used s design virtually identical to that of PAR 02-001. The target
sample size was 72 patients and 72 patients were enrolled. -

, e %

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

Sponsor's Results

Table 02-002.01 displays the 6 week results for the primary and secondary cfficacy
variables according to ‘the LOCF and OC analyses of the intent-to-treat population. In the LOCF
anaiysxs paroxetine patients’ improverment was statistically significantly superior to placebo
patients’ improveinent on all measures except Patient's Global Evaluation. In the OC analysis,
reductions in Ham-D Total, CGI Severity, CGI Global Improvement and Patient’s Global
Evaluation wete larger forpamxennc patients but statistically insignificant; the only statistically
significant reduction for'pa.roxetmc patients was on the Depressed Mood Item.

Less than 70 percent of placebo patients remained in the tiial at week 6. Table 02-002.02
shows the 4 week results. The results of the 4 week LOCF analysis, where both treatments 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 statistically significantly lower for
paroxetine patients. In the 4 week OC analysis, CGI Severity and CGI Global Improvement were
statistically significantly lower for paroxetine where at 6 weeks they were not.

RPN




Similar results were obtained when patients who took concomltant syl cive
medications were excluded, when analysis was limited to completers Ren non-
parametric analysls of the data was performed. DBaseline wvalug T toe HAM-D
Total and 3 of the 4 factor scores were similar in the pagg e and placebo
groups. There was no significant between group differencadis A¥-D Total or any
of the 4 HAM-D factors at any of the 5 assessment 135 4 Weets 1, 2 3, & or
£€) although at Weeks 3, & and 6 all differences v . paroxetine. The same
results were observed in the visit-wise analysigih the excepticrn cf one non-
significant comnarisan favoring placebo. 50% _4if paroxetine patients and 33%
of the placebs patients had a 50% or greg rmprovement at Week 5 (p=0.38).

PProcor ratardaticen {p=.02) 3t baseline,
e - creatment effect at Week 6.  In “he all
Piicant (p~.03) irtsractlion of treatment with

' psychiatric disturbance. Paroxetine patiants
Pry (N=3) improved by an average of 8.67 points on
Poo a mean-14.38 point improvement In the placebo group
thout this family histery the mean lmproveme~t was 13 1)

Xetine group (h-19\ and 3.40 pornts for che plazebn avoup

The paroxetine patients had more
but ANCULVA did rot reveal a sigy
Efficacy sample there was a g
family histery of non-ps
with a positive family. d
the HAM-D total compg
(N=8). For patieg
points for the
{N=13}.

study, consistent across data sets, methods of analysis and outcome

es, does not demonstrate paroxetine te be an effective antidepressant.
trend favoring paroxetine which did nct appreach significance. The
th.s trial were somewhat atypical in being ovedomi~antly male.

Karl Rickels, Principal Investigator

This was a 6 week, single site, double-blind, placebo controlled, ravdiomized,
parallel group study of paroxetine 10-50 mg/d in outpatlents with moderace o
moderately severe depression without mania (DSH-III 296.2 or 296.3).

Subjects
Inclusion criteria were a uaH III diagnosis of depression, sge of at ieast 14

vears, & HAM-D score of at least 18 on the first 17 .tems and a Raslhin scovc of
at least 8 and greater than the Covi scove. As in the first stvdy manis ou a
fall in HAM-D scove of 20% or more between screening and Day 1 were grounds for
excluslion. Other exclusicnary criteria were the same as in PAR 01-001 except
that a history of narros angle glaucoma and benign prostatic hypartrophy were
dropped as exclusionary criteria and women of child bearing potential could be
included provided they were using au accepted method of birth control, had a
negative pregnancy test and were not lactating. The exclusion of .drug and
alcohol abusers was redefined to pastients who abused substances within the
preceding & months. .

Method

Subjects were screenad 4-14 days before administration of auti"e drug or p acelin
and they were assessed at baseline and 1, 2+~ 3, &+ and 6 weeks after medi.larvion
began. There was a minimum of 7 davs of placchs washput for patients who had
been receiving psychotropic medication and a 4 day minimum placebo washout for
those patients not on psychotropics. The protocol was amended to include an
optional 6 week extension for thése patients who completed & weeks of Creatment.
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These patients were assessed at 9 and 12 weeks.

Hedication was taken in the morning. The dose cof paroxetine was: week 1- 20mg;
week 2- 10-30mg; weeks 3-6 10-50mg.

411 concomitant psychotropic medication was prohibited except for 500mg chloral
hydrate for a maximum of &4 comsecutive nights during the perfed between the
screening evaluation and Day 7. An individual visit was naxcluded froam the
analysis if a drug with a potential CNS effect (centrally active
antihypertensive, analgesic or muscle relaxant, H, blocker, antichclirevgic,
antihistamine, narcotic, psychotropic or symp«thumimetic) was taken wivthin 3
days.

The HAM-D total score at endpoint was the primavy efficacy variabie. Secondary
variables were the HAM-D retardation facvor, /MADRS, CGI) Patient’s Globalhw ‘
Assessment (PGE) and Raskin Total Score. R
Results ) ’
111 patients were randomized of whom 28 (i6 rvavoxetine and 12 placeho) were
considered unevaluable by the sponser. 21 of the patients censidered unevaiuable

by the sponscr took medication with a potential CNS effect. The randomized
patients were 64% female with a mean age of 453 years and a mean Hal{-U total
baseline score of 26, Efficacy data was avallable on 194 patients, Among the

104 patients i{n the Intant to Treat group there were no significamt (p<.05)
between group differences on any baseline demographic variables, features of

the current eplsode, previcus psvchiatric history, family history, primary
dlagnosis or secondary diagnosis. 69% of paroxetine patients ard 66% of placebo
patients completed the study.

The mean daily dose of paroxetine was 30.7 mg and the mean endpoint dose was 3

4.9
mg. The mean number of days in the study was 35.9 for paroxetice and 34.0 for
placebo (p=.51). Mean baseline HAM-D was 25.6 in the paroxetinre grec.p 7 25 9

in the placebe group (p-.47). Compliance was >50% In both groups..

The changes from bassline to’Week 6 gn the primary (HAM-D total) and secondary
variables for the Intent to( : {ITT} and Evaluable (ALL Efficacy) Samples
determined by Last Observation Carried Forward (LGCF) were: .

oo\

. INTENT TO TREAT e QQ

Paroxetine " Elagelbo . LT

Variable n  mean (S.E.} n  mean (S.E.® p-value
HAM-D Total 3L «12.27 (1.33) 53 -6.81 (1.3%) 0.004
HAM-D Depressed Mcod Item /51 -1.39 --- V533 -0.83 .-~ . 0.017
HAM-D Retardation Factor 51 -3.57 (0.43) 23 -2.06 {0.42) 0.014
Raskin Total 51 -3.88 (0.42; 53 -2.26 (0.42) .0.0038
{CCISeverity of 1llness o 51 -1.5%L (0.20} V53 -0.74 (G.20) ¢.a07
{CCIL} Glabal Improvement 51 2.4% (0.22;3 33 3.23 01022y 0.019
Pactient’s Global Evaluartion 5% -0C.98 (90.20) 51 -0.6% (0 20 0.306




EVALUABLE PATIENTS

Paroxetine Placebo
Variable n  mean $.E. o] mean 5. E.Y povalue
HAM-D Total 39 -14.67 (1l.41) 44 -8.25 {1.12) 0.001
HAM-D Dapressed Mood Item 39 -1.69 «-- 46 -0.93 - 0.003
HAaM-D Retardation Factor 39 -4.44 (0,45 44 -2.52 (0.43) 0-.003
Raskin Total 38 -4.49 (0.45) 44 ~2.59 (0.43) 0.003
(CGI Severity of Iliness 39 -1.85 (0.22) b -0.84 (G.20) 0.001
(CGI Global Improvement 39 2.15 (.22 44 3.05 (0.20) 0.005
Patient’'s Globe’l ovalusation 39 - 1.21 (0.22; 42 -0 &6 (0.Z1) $.098%

In the Intent to Treat sample LOCF analysis of HAM-D total =cores a aignificant
treatment effect favoring paroxetine was observed at week 7 which was sustained
through week 6. In the visit wise analysis a significant EffLCC favoring

paroxetine emerged at & weeks and was present at the 6 week endpeint. In the'WnnW

LOCF analysis a significant (p=.017) paroxetine advantage or. the depressed mood
item emerged at week 6 which was not present at week &. (Visit-wise data was
not presented). LOCF and visit-wise analyse: of the Raskim scale data showed
paroxétine superior te¢ placebo at week 6, but the effect was net significant at
earlier assessments. In both LOCF and visit-wise analyses the:CGI) Severity of
Illness and Global Improvement scores showed a significant paroxetine advantage
at weeks 4 and 6. )

49% of paroxetine patients and 22% of placebo patients improved by at Leasr 50%
(p<.0L). :

Analysis of the data for the evaluable patients was entirely consistent. with the
results in the Intent to Treat sample. ANCOVA performed on the All Efficacy data
set with HAM-D total as the dependent variabls did not reveal any significant
{p<.10} covariate by treatment Interactions. The cevarlates were sen, race, age,
marital status, curvent condition, onset of present episode, duratien of nregent
episode, precipitating external event, cpisode chavacterization, current tves . xzent
status, previous psychiatric treatment, sociceceonorin status. and highest level of
adaptive functioning Iin the past year.

Comment

This trial demonstrates guperfority for parcxetine over placebe in the ‘treatment -

of moderately depressed outpatients. In the paroxetine group baseline Ham-U total

scores of 26 decreased to 14 representing on the one hand a near 50% improvement, .
However the average patient had significant depressive sympte; atolog; at the Week

& endpoinc.

P

{fAR 02- OOQ\\kames Claghorn, Principal Investlgator
This was m 6 week, single site,. double-blind, ontroiied. va
parallel proup study of parexetine 10-50 utpatlents with madnrate to
moderately severe major dJdepressive withour mania (DSM-IIf 2%96.2 or
296.3).

ndunized,

Subjects .
The protocol ca e random assignment ‘o elther paroxetine or placebe of
72 subject eted the placebo washout. Inclusion criteria were the same

€
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Beviewer's Comments

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

The multicenter analysis of covariunce showed treatment effects for Ham-D Total and CGI -
Severity that barely supasved the alpha=0.05 criterion for staiistical significance. Further - : &
detractir. 5 from the evidence of paroxetine's superiority to placebo was the lack of statistical B
significance for the treatment effect in the Ham-D Depressed Mood ltem model. The strong 1R
statisticz! interaction found in the model of Ham-D Total, despite having deleted the site that _
appeared to be the major source of baseline noncomparabiiity, indicated the presence of treamment 1
reversals that made an interpretaiion of this analysis difficult. The fact that the samc sites displayed ' B
treatment reversals for Ham-D Total, Ham-D Depressed Moxi kem and CGl Severity indicated a :
consistent discrepancy in the use of these scales across sites. It could only be concluded that
investigators were not employing the Ham- ¢
D and CGI in a standardized fashion across subcenters.

- PAR 02-002, James Claghorn, Principal Investigator

Study Characteristics

Triai PAR 02-002 used a design virtually identical to that of PAR 02-001. The target
sample size was 72 patients and 72 patients were enrolled.

S::]s::tiesaﬂs;.;azlznh:ii . ’ [

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

Table 02-002.01 displays the 6 week results for the nrimary and secondary efficacy
variables according to the LOCF and OC analyses of the intent-to-treat popuiation. In the LOCF
analysis, paroxetine patients' improvement was statistically significantly superior to placebo
patients’ improveinent on all measures except Patent's Global Evaluation. In the OC analysis,
reductions in Ham-D Total, CGI Severity, CGI Global Improvement and Patient’s Global

Evaluation wete larger for paroxetine patients but statistically insignificant; the only statistically
significant reduction for paroxetine patients was on the Depressed Mood Itemn.

Less than 70 percent of placebo patients remained in the trial at week 6. Table 02-002.02
shows the 4 week results. The results of the 4 week LOCF analysis, where both treatments 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 statistically significantly lower for
paroxetine patients. In the 4 week OC analysis, CGI Severity and CGI 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@j_; Weeks >

Dep.

Yar.

HamD Tot.
HamD Dep.
CGI Sev.
CGL G.I.
Pat. G.E.

Lep.
Yar.
HamD Tot.
HamD Dep.
CGI Sev?
CGL G.I.
Pat. G.E.

PAR 02-002, James Claghorn, Principal Investigator

Parxro.xet ine Placebo
Mean SE N Mean SE N pevalus
=10.94 1.44 36 -5.77 1.48 34 0.015
=1.19 NE 36 -0.50 NR 34 0.0067
-1.086 0.17 36 -0 .47 0.18 34 g.022
2.58 0.19 38 3.38 0.20 34 0.006
0.114

-0.92 .23 36 -0.38 ¢.24 34

Baroxef ine pl.aceb.o
Mean SE N Mean SE o p=yalue
~-12.48 1.72 2% -7.82 1.83 22 0.070
-1.32 0.22 25 -0.59 0.24 22 0.030
*t=1.16  0.22 2§ -0.73 (.24 22 0.190
2.44 0.24 25 3.05 0.26 22 0.087
~-0.72 0.28 25 -0.59 0.30 22 0.757

Note: p-values for HamD Dep. from Model IV; all uthers from Mode! II or, if appropriate, Model 1.

Table 02-002.02. Mean Change from Baseline td_Eour

Rep.
Yaz.

HamD Tct.

HamD Dep.
CGI Sev.

T CGr G.I.
Pat. G.E.

Rep.

Yar.

HamD Tot.
HamD Dep.
CGI Sev.
CGT G.I.
Pat. G.E.

R

»

PAR 02-002, James Claghorn, Principal Investigator

Baroxetr ine pl.acebo

Mean SE N Mean SE N peovalue

-10.22 1.36 36 -6.63 1.40 34 0.070
~1.14 NR 36 -0.47 NR 34 0.002
~1.00 0.15 36 -0.41 0.15 34 0.068
2.64 0.17 3¢ 3.38 0.18 34 0.004
-1.03 0.21 36 -0.26 0.21 34 0.012

gargxet ine placeb.o

Mean SE X Mean SE N povalue

-11.28 1.43 28 ~8.16 1.45 27 0.132
-1.18 0.16 28 ~0.56 016 27 9.011
-1.11  0.16 28 -0.56 0.17 27 6.021
2.50  0.18 28 3.1 0.1% 27 0.0L7
-0.89 0.22 28 -0,37 0.23 27 $.105

Note: p-values for HamD Dep. from Model IV alf others from Model 1 or, if appropriate, Model 111,
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EVALUABLE PATIENTS

: Paroxetine Piacebo

Variable n mean (S.E.) o mean ‘S E.Y

HAM-D Total 39 -14.67 (1.41) 4t -8.25 {1.32 ;. 001
HAM-D Dapressed Mood Item 39 -1.69 --- 46 -0,93 f 0.003
HAM-D Retardation Factor 39 -4.44 (0.45) 44 -2. ; 0.003
Raskin Total 39 -4.49 (0.45%) 44 -2. 2637 0.003
(CGI Severity of Illness 39 -1.85 (0.22) [} v G.20% 0.001
LCGI Global Improvement 39 2.15 (0.22 (0.20) 0.005
Patient’'s CGlobal Tvaluation 39 - 1.21 (06.22) 42 (.21} g.088%

otal scores a2 significant
v week 2 which was sustained:
significant effect favoring;
at the 6 week endpoint. In the'%pr
fne advantage on the depressed mood
Ent at week 4, (Visic-wise data was
Elyses of the:Raskim scale data showed
6, but the effect was ot significant ac
fnd visit-wise analyses the(CGL Severity of
es showed a significant paroxetine advantage

In the Intent to Treat sample LOCF analysis of H
treatment effect favoring paroxetine was observg
through week 6. In the visit wise -analyg
paroxetine emerged at 4 weeks and ‘as pres
~ LOCF analysis a significant (p=.017) parg
item emerged at week 6 which was not
not presented). LOCF and visit-wisg
paroxétine superior tc placebo at
earlier assessments. In both LOg
Illness and Global Improvement
at weeks 4 and 6. -

&

49% of paroxetine patient d 22% of placebo patients improved by at leasrk 30%
(p<.0Ll}. i
Analysis of the dats
results in the Intg
set with HAM-D
(p<.10) covaris
marital statug
episode, pre
status, prg
adaptive

f the evaluable patients was entirely consistent. with the
o Treat sample. ANCOVA performed on the All Efficacy data
. as the dependent variablz did not reveal any significant
Py treatment Interactions. The covariates were s<¢n, race, age,
sxvent condition, onset of presant episode, duraticn of nresent
Ftating external event, episode chavacterization, current tres . nent
Pus psychiatric treatment, socioeconsvis starus. and higaest level of
tioning in tha past yea:.

a2l demonstrates superlority for parexetine over placebo in the treatment’
lerately depressed outpatients. In the paroxetine group baseline Ham-T total.

s of 26 decreased to 14 representing on the one hand & near 50% improvements,
e-rer the average patient had significant depressive sympte: atologyr at the Week |

‘endpoint.

e N :
(;AR 02-002; James Claghorm, Principal Investigator

S .

kI

This was & 6 week, single site,. double-blind. placebo controiled. randonized,
parallel group study of paroxetine 10-50 mg/4 in outpatients with msdlurate to
moderately severe major depressive disorder without mania (DSM-III 296.2 or
2926.3).

Sublects ¢ :
The protocol called for the vandom assignment ‘o either paroxetine or placebe of
72 subjects who campleted the placebo washout. Inclusion criteria were the same




as for PAR 02-001 and specified a DSM-II1 diagnosis of depression, age of at
least 18 years, a HAM-D score of at least 18 on the first 17 items and a Raskin
score of at least 8 and greater than the Covi score. As in PAR 02-001L mania or
a fall in HAM-D scoce of 20% or more between screening and Day 1 wsre grounds for
exclusion. Other exclusionary criteria were identi=nal to PAR 07 00L.

Design :

Subjects were screened 4-14 days before administration of active drug or placebo
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 MACL, a minimum 7 days of placebo washout for patients who had recently received
psychotroplc medication and a 4 day minimum placebo washout for those vatients who
had not received a psychotropic medication.

Paroxetine dosage was 10-50 mg/d in increments of 10mg taken in the morniag.
Patlents on paroxetine received 20 mg during the first week, 10-30mg/d during “he
second week and 10-50 mg/d for the next & weeks. The only permitted concomitant
medication was chloral hydrate for insomnia for a maximum of four consecutive
evenings during the interval between the screening examinatlion and Day 7.

The HAMD total was the primary outcome variable. Secondary efficacy variables
were the HAM-D retardation factor, (MADRS, SCL-56, CGI, PGE, Raskin depression
scale score and Covi Anxiety scale score.

Results

The Intent to Treat Sample was 56% male with a wean age of 36 yzars. With c(he
exception of marital status (p=.02) the groups did not differ in their demograpiiic
characteristics, psychiatric histeries or diagnoses. The numbers of paroxetine
and placebo patients remaining in the study at 4 weeks was 78% and 77%. 67% of
paroxXetine patients and 63% of placebo paticents completed & weeks of treatment.

Mean dally dose . in the Intent to Treat sample was 28.5 mg and the mean endpoint
dose was 34.7 mg. Average duration in the study was 35.6 days for the paroxetine
group  and 33.4 days for tl: placebo patients (p=.48). Avevage HAM-D scoras at
baseline were 25.0 for the paroxetine patients and 24.9 for those on plscabo
(p=.91). Compliance was 102% in the paroxetine group and 104% in the plzacebe
group., (Compliance greatsr than 100% Iindicater that subjects tock more tahlets
than the number prescribed.} The change from basgeline results (LOCF) for the

n were: -
Intent to Treat é?d All Efficacy samrles agxisz;gf er {f&“gﬁ}g%
INTENT TO TREAT o
Paroxetine Placebg
Variable n mean (S.E.} n mean (S.E.) p-value
HAM-D Total V36 -10,94 (1.44) Aa 05,77 (1.48)  0.015
HAM-D Depressed Mood Item / 36 -1.19 --- w34 -0.50 --- 0.007
HaM-D Retardation Factor 36 -2.83 (0.43} 34 -1.44 (0.44) 6.027
Raskin Total : 36 -2.69 (0.482) 34 -1.51 (0.43) 0.035
Severity of Illness V36 -1.06 (0.17) V34 -0.47 (0.18) © 022
Global! Improvement 36 2.58 (0.19) 34 3.38 (0.20) 0.006
Patient's Global Fvaluation 36 -0.92 (0.223) 34 -0.38 (L.24) 0.114
SCL Depression Factor 36 -6.94 (1.22) 34 -2.65 {(1.25) ¢.017
36 -10.08 (1L.63) 34 -5.29 (1.68) 0.064
0.008

Covl anxlety Scale 36 -2.20 (0.37) 34 -0.€8 (0.40)




EVALUABLE (ALl EFFICACY) PATIENTS

Paroxetine Placebo
Variable a pean  (s.e.} ja} mean _{(s.e.] p-value
HAM-D Total 3z -11.44 (1.49) 20 -5.50 (1.6%) 0.010
HAM-D Depressed Mood Iltem © 32 41,25 .- 16 038 --- -3.007
HAM-D Retardation Factor 32 -3.00 (G.47} 26 -1.38 (Q.52) 0.025
Raskin Total 32 -2.94 43.43) 26 -1.38 (0.47) 0.018
1 CGI Severity of Ill:r2ss 32 -1.13 (0.18) 26 -0.46 (0.20) 0.018
«CGI Global Improvement 2 2.50 (0.20) 26 2.46 (0.23) 0.003
Pattient’'s Global Evaluation 32 - 1.00 (0.233 26 -0.19 (0.25) 0.020
SCL Depression Facter 32 -7.50 (1.26) 26 -1.73 {1.40) Q.004
{MADRS 32 -10.72 (1.67) 26 -4 62 (1.85) 0.018
Covi Anxlety Scale 32 -2.00 (0.28; 26 -0.42 (0,31 0.001
—

In the Intent te Treat EEmpLaighe LOCF analysis of HAM-D total and retardatyﬁ%ﬂw

factors did not achieve significance until week 6 and the visit wise analysis was
not significant .1<p<.05 for these varlisbles a* endpoint., The HAM-D depressead
mood item showed a slgnificant paroxetine effect from week 3 onward by LOCF
analysis. Visit wise dats was not presented for this variable.

The week 6& SCL depression factor,/ﬁaskin, MADRS, CGI Severity and C€CGI Global
Improvement scores which showed significant paroxetine effects by LOCF analysis,
‘did not show a significant effect when visit wlse data was analyzed. In each
instance of discrepant results on the LOCF and visit-wise analyses the effect size
was of equal or near equal magnitude in both analyses, but the standard errors
were larger in the smaller visit-wise sample. : '

At week &, on both LOCF and visit wise analyses, paroxetine showed significant
superiority over placebo on the SCL depression factor, the Patient's Glcbal
Evaluation, the CGI Severity and the CGI Global Improvement, but not on the Raskin
or the(MADRS where the paroxetine advantage did not achisve significanca. 15 of
36 (42%) paroxetine patients and 9 of 26 placebo patiencs (26%; shcowed a 50% oy
greater improvement (p=.21).

The sponsor presented LOCF but not visit-wise data for the evaluable patients who
did not take any concomitant psychoactive medications . The week & results were
the same as in the Intent to Treat sample with the exceptlion of the MADRS which
showed a signiflicant paroxetine effect among the evaluable patients.

ANCOVA (same covariates as PAR 02-001) performed on the evdluable sample with HAM-
D total as the dependent variable showed an interaction of treatment with sex,
current condition and episode characterization. In each case the interactien
resulted from lack of parallelism, but the lines did not cross and there was a
clear ctreatment effect for pavoxetine in each subgroup.

P
Comment
The consistent week 6 results in both the Intazns o Treat and Evaluable samples
which showed significant parsxetine superiority over piacebe allow this trial to
be characterized as a "win". This study had less statistical power than PAR-
02-001 which accounts for the discrepancies between the LCIF and wvisit-wise
analyses and the absence of a signiflcant drug effect at week 4 on some of the
wvariables.

&
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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 average of 35.0 mg/day at week 6. In both populations,
daily dose steadily increased from baseline to week 6.

Reviewer's Comments

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

n PAR 02-003, :SfVard Smith, Prin.civpa‘l Investigator

S haracteristi

Trial PAR 02-003 employed the same design and variables as PAR 02-002 and PAR 02-
Q01. The target sample size was 72 patients and 77 patients were enrolled. i

Sponsor's Statistical Methods

‘The methods used-in this trial were the’ same as those employed in rials PAR 02-001 and
PAR 02-002.

Sponsor's Results

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 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 CGI Severity, improve-
ment on placebo was statistically significantly greater than improvement on paroxetine (p=0.027).
In cssénce, the LOCF results indicated- paroxetine could be better than placebo while the OC results
indicated placebo could be better than paroxetine. 4




PAK 02-003; Ward Smith, Principal Investigator

This was a 6 week, single site, double-blind, placebo controlled, randomized,
parallel group study of paroxetine 10-50 mg/d in outpatients with moiders=e to
moderately severe major depr@ssive disorder without manie {DIIH-2TI 296.2 or
286.3). '

Subjects .

The protocol called for the random assignment to either paroxetine or placebo of

72 subjects who completed a placebo washout. Inclusion criteris were the same

as for PAR 07-001 and spec.fied a DSM-III diagnosis of depression, age of at

least 18 years, & HAM-D score of at least 18 on the first 17 {fems snd a Raskin

score of at least 8 and greater than the Covi score. As in PAP 02-0C. mania o:

a fall in HAM-D score of 20% or more between screening and Dey 1 were grounds for.
exclusion. Other exclusionary criteria were identical te PAR 02-001.

My
Design !
The trial methodology was identical to that of PAR 02-002. , ¢
Results ' )

77 patients were enrcolled in the study, but 11 (6 paroxetine, 5 placebo) patients
were unevaluable because they failed to meet entry criteris or because they wer:
not evaluated during the double blind phase. No.patient received a proscribel
psychoactive drug during the -trial. This group(é% 6! agients is labeled the "All
Efficacy™ group. .
ety

3

Soghy

This sample had a mean age of 45 years and was composed of equal numbers of men
and women. Mean dally dose was 33.8 mg and mean endpoint dese was 43.0 mg. Mean
duration in the study was 34.8 days for paroxetine patients and 30.6 days for
those on placebo (p=.13). Mean baseline H:M-D scoves were 28.6 In the paroxetine
sample and 28.9 in the placebo group (p-.80). Compliance was 37% for paroxetine
patients anc 100% for placebo patients. The plarebe patients were more likelw
(p=.01) to have a family member who committed sulcide or who was hospiza ized fer
a psychiatric illness (.0l).

The number of subjects remaining (%) im the study at sach %imepoint were:

R
Sl S

Baseline kafkwbg Week 2 Week } Week & Week 6

Paroxetine 33 ;33 (100) 32 (97) 30 (91) 28 (85) 21 (84)
Flacebo 33 i}}fCIGO) 32 (973 29 (8B8) 23 (70Yy L6 (42 'y
12 paroxetine and 19 placebo pacioants discontinued. The discrepansy rasuls- o

primarily from 16 placebo patients but only 8 paroxetine patlents Aiopping out ¢
lack of cfficacy. The large numbers of dropouts raquires ef{i~acy tu be asses:
primarily at " weeks.

——

The change from baseline results at 4 weg%i)we:e:
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, "

EVALUARLE (ALL EFFYCACY) PA%IENTS; LAST OBSERVATION CARRIED FORWARD 02{53
Paroxetine Placebo ’

Variable n mean  {(s.e, ! mean {3.e.) p-value
HAM-D Total V33 -9.73 (1.78) V33 -7.15 (1.78) 0.311
HAM-D Depressed Mood Item 33 -1.06 --- V31 .0.55 .. 0.772
HAM-D Retardation Factor 33 -2.67 (0.53) 33 -1.81 (U.33) v.319
YRaskin Total 33 -2.82 (0.55) 33 -1.85 (0.55) 0.2t
CGI Severity of Illness v3i3 -1.06 (0.2%) v'3i3 -0.67 (0.24) 0.253
CGI Global Improvement 33 2.94 €0.28) 33 3.55% (0.28) 0.127
Patient’s Global Evaluation 33 -0.73 (0.27) 33 -0.30 (C.27) 0Ly
SCL Depression Factor , 33 -6.45 (1.52) 33 -3.35 (1.52; 2,200
+ MADRS 33 -%.24 (1.93) 33 -7.26 (1.93; 0.470
Covi Anxziety Scale 33 -0.67 (0.36) 33 ~-0.88 (0.38) G.681

The results at 6 weeks showed a similar shsence of significant diffarences on all
variables. Visit-wise data was not provided. Results from the larger Intent to
Treat group which contained patients who did not meet entry criteria or who did
not have post baseline afficacy data was entirely cousistent with the above tabl.
at both 4 and € weeks. At & weeks 368 (12/33) of paroxetine patients and 27% of
placebo patients (9/33) showed a 50% improvement in their HAM-D total scores
{LOCF; p=.60). At & weeks the proportions were 45% (15/33) for paroxetine and 24%
(8/33) for placebo (LOCF; p=.12).

There was a significant interaction between treatment and the duration of the
present episcode. Among patients whose current episcde lasted 1-6 months, the mean
improvement on the HAM-D at endpoint was 8.00 points for paroxetine and 10,73
points for placebo. Among patients whose current episode lastud louger than 35
months the average paroxetine improvement was 14.60 compared to 5.39 for placebo.

. Comment
Although paroxetine patients improved more than placebo patients on this trial,
none of the differences were significant. The dose and duration of parcxetine and
creatment, level of compliance and the baseline HAM-D scores were similar to
almost identical trials in the PAR 02 series which showed statistical superiority
for paroxetine over placebo

PAR 02-004; Ari Kiev, Principal Investigator

This was a 6 week, single site, double-blind, placebo controllsed,
parallel group stady of paroxetine 10-350 mg/d in outpatients widd Plerate to
moderately severe major depressive disorder wichout manL:v' m-LITI 296.2 or
296.3).

Subjects

The protocol callad for the random agg ;ufntrof 72 depressed patlents whcse
characteristics were identical ¢ (Mvw'-”her PAR 02 series trials.

Design " el
"The trial methogdg ¥ was identical to PAR 02-C02.
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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 average of 35.0 mg/day at week 6. In both populations,
daily dose steadily increased from baseline to week 6.

iewer’ mments -~

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 paroxetine
consistently better than placebo across all analyses. In fact, on the Ham-D Total paroxetine
showed a statistically significantly greater reduction than placebo only in the 6 week LOCF
analysis. Furthermore, at both 6 weeks and 4 weeks, reductions in Ham-D Total were statistically
significantly lower for paroxetine in the LOCF analyses but were statistically insignificant in the
ocC an?lyses. The discrepant results for the Ham-D Total, and for other outcomes, render this trial ¢
inconclusive. -

. PAR q'270.0‘3:, yVard Sniith, Principal Investigator

tu haracteristic

Trial PAR 02-003 employed the same design and variables as PAR (2-002 and PAR 02- :
001. The target sample size was 72 padents and 77 patients were enrolled. }

S 's Statistical Method

The methods used in this trial were the same as those employed in trials PAR J2-001 and
PAR 02-002.

Sponsor's Results

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 insignificant, improvement on all measures in the LOCF S
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 CGI Severity, improve-
ment on placebo was statistically significantly greater than improvement on paroxetine (p=0.027).
In essénce, the LOCF results indicated paroxetine 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

B G SRS R e v WL A

PAR 02-003, Ward Smith, Principal Investigator

Sponsor's LOCE Analysis -- Intent-to-T
tep. Paroxetine _pPITacebo
Yar. Mean SE N 7 Mean SE -
HamD Tot. -10.08 1.65 .33y  -7.95 1.70 (3
HawD Dep. -1.85 NR 39 -3.73 NR 37
CGI Sev. ~1.10 0.24 33 ~5.89 0.25 37
CGI G.I. 2.92 6.27 39 3.35 0.28 37
Pat. G.E. -0.62 0.26 39 -0.35 0.26 37
Rep. Paroxetb ine Placebo
Yazr. Mean SE N Mean - SE N
Hamb Tot. -14.27 1.70 26 -16.88 2.17 16
HamD Dep. -1.50 0.23 26 -1.63 0.30 138

” cGI Sev. —  ~1.58 0.25 28 -2.50 0.32 1§
CGT G.I. 2.12  0.23 26 1.75  0.29 1§
pat. G.Z. -1.27 0.27 26 -1.2% 0.35 18§

Note: p-values for HamD Dep. from Model IV; all others from Model II or, if appropriate, Mode! IT,

.350
137
.027
L3358
.366

P

Because only 43 percent of the placebo patients were still in the trial at week 6, the weck 4
results were examined. Greater than seventy percent of patients in both treatment groups were left
in the trial at week 4. The results at week 4 were generally in the direction favoring paroxetine, but
none of the differences was statistically szgmﬁcam

‘Since the daily dose of paroxetine was fot fixed, the sponsor reported dosing information.
Using the observed cases in the intent-to-treat population, the mean daily dose at week 6 was 44.4
mg/day; the efficacy population used an average of 43.8 mg/day at week 6. Among both

populations, the daily dose continually increased from baseline to week 6.

-e

Reviewer's Comments

This trial provided no statistical evidence that paroxetine was superior to piaccoo with
regard to the primary and secondary efficacy measures examined.
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EVALUARLE (ALL EFFICACY} PATIENTS LLAST OBSERVATION CARRIED FORWARD é

Paroxetine Placebo {

Variable n mean (s.e n mean {(z.e.} alue 1y

| p 5

HAM-D Total V33 -9.73 (1.78) V33 -7.15 (1.4  0.311 % i

HAM-D Depressed Mood Item 33 -1.06 --- ¥32  .0.55 M7 0.272 R

HAM-D Retardation Factor 33 -2.67 (0.53) 33 -1.91 4%, v.319 - ‘é

“Raskin Total 33 -2.82 (0.55) KX] -1, 88 (0.355) 0.2l o

CGI Severity of Illness V33 -1.06 (0.25%) v'33 gre7 (0.24) 0.253 _ ot

€GI Global Improvement 33 2.94 (0.28) (0.28)  ©0.127 e b 4

Patient’s Global Evaluation 33 -0.73 (0.27) 30 (C.27) G.073 et Y

SCL Depression Factor ' 33 -6.45 (1.52) «-3,85 (1.525 o.230 § !

+ MADRS 33 .2.24 (1.93) -7.26 (1.935  0.470 o
Covi Anxiety Scale 33 -0.67 (0.36) 33 -0.88 (0.36) G.681 -

ice of significant differences on all
ed. Results from the larger Intent to 5
P5 did not meet entry criterfa or who did £
not have post baseline afficacy datgdlas entirely consistent with the above tabl. ¢
at both 4 and € weeks. AT 4 weekght (12/33) of paroxetine patients and 27% of i R4
placebo patients (9/33) showedd@ 50% improvement in thaeir HAM-D total scores -
(LOCF; p=.60}). At 6 weeks thgfrovortions were 45% (15/33) for paroxetine and 24% =
{8/33}) for placebo (LOCF; g’

The results at 6 weeks showed a similar &b
variables. Visit-wise data was not proy
Treat group which contained patients

There was a significagfllinteraction between treatment and the duration of thae
present episode. Amg@e®

improvement on thgRAM-D at endpoint was 8.00 poirts for pavovetine and 10.73
points for placg  Among patients whose current episode lasted louger thn 5

months the ave ,“e paroxetine improvement was 14.60 compared to 5.39 for placebo.

Comment
Althoug Broxetine patients improved more than placebo patients on this trial,
none ofPhe differences were significant. The dose and duration of paroxetine and
ent, level of compliance and the baseline HAM-D scores were similar teo
Pst identical trials in the PAR 02 series which showed statistical superiority
paroxetine over placebo.

PAR 02-004; Ari Kiev, Principal Investigator

This was a 6 week, single site, double-blind, placebo controlled, randomiied,
parallel group stady of paroxetine 10-350 mg/d in ocutpatients with moderate to
moderately severe major depressxve disorder without mania (DSM-III 256.2 or
296.3). -

B A R R e, T e gL o e e g pa
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Sublects
The protocel called for the random assignment of 72 depressed patients whose
characteristics were identical to the other PAR 02 series trials.

KA

The trial methodology was identical to PAR 02-002,




Results
8l patients were envolled 3 of whom were not evaluated during’ tie doub_- »iind

phase. 8 patients randomized to paroxetine and &4 patients randomized to placebo
vere excluded from the *"All Efficacy” snalysis. The Intent to Treat sample was
53% male with the mean ages of 35.6 yeers in the paroxecine group and &1.2 years
in the placebo group (p=.ll). There were no significant between group differences
un any demographic, historical or diagnostic variable. Baseline HAM-D total
scores were 28.9 in the paroxetine patients and 27.3 in the placebo group (p=.06).

Mean daily dose of paroxetine was 30.1 mg and mean endpoint dose was -37.1 mg.
Mean duvation in the trial was 36.4 duys for parcxetine patients and 32.5 days 1or
depressed patients on placebo (p=.17). Compliance was 96-37% In each group.

The number of subjects remaining (%) in the study at each timepoint were:

Baseline Week 1 Week 2 Week 3 Week & Week 6

Paroxetine 38 ;/38 %100) 38 (100) 33 (87) 32 (84) 22 (58)
Placebo 40 { 49/{100) 37 (93 36 (99) 2& (63} 20 (503
S

16 paroxetine and 20 placebo patients discontinued. The between group iifference
in dropouts resulted from 3 paroxetine and 8 pla&ebe patients who discontinued for
lack of efficscy. The high proportion of dropouts focuses efficacy assessment on
the 4 week evaluation. The change from baseline results (LOCF) for the Intent to
Treat and All Efficany samples at Week & were:

INTENT TO TREAT

Paroxetine - Placebo
Variable n mean (§.8.) n mean (S$.E.} p-value
HAM-D Total C736%-312.17 (1.11) 33 J-7.16 (1.08) 0.002.
HAM-D Depressed HMood Item =3671.33 --- 358 -0.76 --- 0.008
HAM-D Retardation Factor 36 -3.00 (0.38) g -1.82 Q.27 0 227
/Raskin Total 36 -4.50 (0.39) 38 -2.5%3 (0.38) 0.001
CGI Severity of Illness 36 -1.42 (0.16) ag -0.68 (0.16) 0.002
€CI Global Improvement 3g 2.62 (9.21) 38 3.05 (0.21) 0.037
Patient’s Global Evaluation 36 -0.94 (0.20) 38 -0.486 (0.20) J.093
SCL Depression Factor 36 -8.02 (1.13) 38 -2.B5 (1.10) 0.002
v MADRS 35 -11.92 (1.34) 38 -6.24 (1.3L1) 0.003
Covi Anxiety Scale 36 -2e17 (0.32) 38 -~1.45 (0.31) 0.137
VALUAQ___jALh EFFICACYZ PATIENTS
Placebo .
Variable n mean (s.e. n _ mean (s.e.} p-value
HAM-D Total 34 -12.32 (1.18) . 32  -6.66 (1.22) 0.001
HAM-D Depressed Mood Item 36 .1.35 .- 2z -0.72 --- - 0.008
HAM-D Retardation Factor 346 -3.03 (0.40) 32 -1.69% (0.42) 0.024
“Raskin Total 34 -4.62 (0.413 32 -2.6467 {(0.42) <0.001
CGI Severity of Illness 34 -1.41 (0.17) 32 -0.66 (G.17) 0.003
CGI Global Improvement 36 2.35 (0.22) 3z 3.16 (0.22) 3.012
Patient‘s Global Evaluation 34 -0.97 (0.21) 32 -0.461 (0.22) 0.07¢
SCL Depression Factor 3 -8.10 (1.22) 32 -2.79 (1.26Y 0.004
v MADRS 36 -12.15 (1.39) - 32 -5.91 (1.46) 0.003
Covi Anxlety Scale 36 -2.76 (0.33) - 32 -1.41 (G.34) G072
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In the Intent tc Treat sample the week 6 LOCF data was entirely consistent with
the tabulated week 4 data with the exception of the Patient’'s Glebal Evalvation
which was significant. The visitwise data at week 4 ‘s'i~wed a sigrificant
paroxetine effect on the HAM-D total,(Raskin, MADRS, SCL and CGI) severity. The
visit wise data at week 6 showed non-significant differences favoring paroxetine
for all variables. The disparity between the LOCF and visitwise data at week 6
resulted from larger variances and greater mean improvement from baseline in the
placebo group compared to week 4.

In the All Efficacy data set the week 6 LOCF data showed e significant paroxetine
effect for all the outcome variables. Visit-wise data was not provided.

The properticns of patients who‘improved by 50% on the HAMD total were: -
: N
. c.bm m‘}j‘f

ALL EFFICACY INTENT TO TREAT

Week & Week 6 Week & Week & &
Paroxetine 16/36 47% 19/34 56%. 16/36 44s  20/37 54%
Placebo 7732 22% 8/32 25% 8/38 2ls 8/38 24%
o .04 .01 .05 . .01

 ANCOVA performed on the All Efficacy data did not reveal any Pign*flc&nt baseline
by treatment interactions.

Comment
In this study paroxetine showed significantly greater efficacy than placebo after
4 and & weeks of treatment in last observation carried forward analyses performed
on both data sets. Efficacy was consistent over all rating scales. Visltwise
analysis on both data sets confirmed paroxetine’'s efficacy at week 4, but not at -
week 6 when greater variance and placebo response rendered the paroxetine
‘advantage statistically Iinsignificant. 2

PAR 03 SERIES

The PAR 03 series comprises six trials with identical prctacclﬁf‘:fwf.compare
paroxetine to imipramine and placebo. The basic protocel design P be deacrxbed
followed by the results at each center. 8

These studies were six week, single center, randomized Qf;rallel group, imipramine
{65-275mg/d) and placebo controlied trials of pargCine 10-50 mg/d i{n outpatients!’-
with moderate to moderately severe deprevsx’>gﬁ“thout mania (DSM-III 296.2 or
296.3). 4> ’

Subiects

The inclusion criteria were: _gfi¥
1) DSM-IITI {296.2 or 296.3) Kenosis of moderate to moderately severe depression,
2) minimum age of 18 yegf®, - .- . )

3) a screen and basgd#fe HAM-D score of at least 18 on the first 17 icems,

4y the score-on i 21 item scale could nor decrease by more than 20% between the
~screen and k ine visicts,
glepression Scale scére at baseline of at least 8 which was also higher
tha e score on the Covi Anxiety Scale.

o
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PAR 02-004, Ari Kiev, Principal Investigator

Study CI -

Trial PAR 02-004 employed the same design and variables as PAR 02-003, PAR 02-002
and PAR 02-001. The target sample size was 72 padents and 81 patients were enrolled.

S 's Statistical Method

The inethods used in this trial wére the same as those employed in tials 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 intent-to-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 than placebo patients on-alt measures, but none of the dszexcnccs between treatrments

was statistically 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 piacebo on the Ham-D Total, Ham-D Depressed Mood Item and CGI
Severity. On CGI Severity, paroxetine was superior to placebo according to the LOCF analysis
but showed a marginally (p=0.066) statistically significant greater improvement than 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 mg/day. In the efficacy population, the daily dose steadily increased from
baseline to week 6. The mean daxly dose increased from week 1 to week 4 and mmamcd about the
same at week 6.

Table 02-004.01. Mean Change from Baseline to (Six }Veeks
. PAR 02-004, Ari Kiey, Prgnc:palﬁvest:gator

Rep. Paroxetine pPlaceba

Var. Mean SE N Mean SE N " povalue
HamD Tot. =12.65 1.18 37 -7.6% 1.16 38 0.003
HamD Dep. =1.35 NR 37 -0.79 NR 3g 0.009
CGI Sev. -1.46 0.18 37 -5.74 ¢.18 38 0.006
CGI G.I. 2.30  0.23 37 3.13  0.22 38 0.011
Pat. G.E. ~-1.06 0.20 36 -0.40 ¢.21 35 0.028

10
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Table 02-004.01. Mean Change from Baseline to Six Weeks
PAR 02-004, Ari Kiev, Principal Investigator

(contmued)

Yar. Mean SE N Mean SE N pevalue
HamD Tot. -13.08 1.37 24 =-10.25% 1.51 20 0.172
HamD Dep. -1.38 g.18% 24 -1.08 0.20 20 0.239
CGI Sewv. -1.54 0.23 24 -1.08 G.26 20 3.163
CGL G.I. 2.17 0.24 24 2.65 0.27 20 G.188
rat. G.E. -=1.22 0.24 23 -0.65 0.28 17 3.135

Mote: p-values for HamD Dep. from Model IV; all others from Model II or, if appropriate, Model IIL

Table 02-004.02. Mean Change from Baseline to( Four>Weeks
PAR 02-004, Ari Kiev, Principal Irivestigator

Rep..
¥ar.
HamD Tot. -13.15 1.08 33 -8.33 1.1 27 0.004
HamD Dep. =1.42 0.15 33 -(.85 G.17 27 G.017
CGI Sev. -1.58 0.17 33 ~0.89 0.18 27 0.607
CeI G.1I. 2 21 8.18% 33 2.74 g.21 27 6.066
Pat. G.E. 13 0.1 32 -3 .67 0.22 24 g.127

Note: p-values for HamD an from Model 1V, all others from Model Il or, if appropriate, Model [I1.

i
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viewer' mment /

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

All five trials used a target sample size of 72 patients for 2 smgle center and most enrolied a
few less than 72. Only trial PAR 02-004 enrolled more than 72 patents in a single center; it was
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the only one with results that consistently demonstrated paroxetine's %upcnonty to placebo.
Although its week 6 OC results were stausacdlly insignificant (probably because less than 70
percent of placebo patients remained at week 0) its week 4 results were consistent across analyses.
These findings indicated that the sponsor may have underanticinated the dropout rate for the 6

week period.

. At week 4 therc were 33 paroxetine and 27 placebo patients remaining in the trial. Thcre
was a considerable drop at week 6. Nine of the 33 paroxetine patents (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 dropout rate 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 that left the trial between week 4 and week 6 should be provided by the sponsor in
an attempt to explain why the dropout rate suddenly increased.

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 results. Trials PAR 01-001 and PAR 02-003

failed to demonstrate that paroxetine was superior to placebo. Trial PAR 02-001 provided strong,
-~ = - evidence-of paroxetine's efficacy when ahalyzed as a single center trial; that strength was lost in the

' multicenter 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 inconclu+

sive; a statistically significant treatment 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 CGI 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 72. Only trial PAR 02-004 enrolled more than 72 patients in a single center; it was
the only one wi.a resuits that consistently demonstrated paroxetine's superiority to placebo.
Although its week 6 OC results were satistically 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 rate for the 6

week period.
L Sdwwad Vs

Kenneth R. Petronis, M.S., M.P.H.
Mathematical Statistician

Concur: Dr. Nevius [See Group Leader's Comments on following page.]
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PAR 03-001 Investigator Feighner
{conducted May, 1985 to July, 1386}

Spgnsor’'s Results

A total of 118 patients were followed in this study; 40 paroxetine-treated, 38 placebo-treated
and 4Q imipramine-treated patients. The treatment groups did not differ significantly at basseline with
regard to demographics or the efficacy variables. At baseline, approximately 80% of the patients were
rated as moderately i, 15% as markedly ill and the remainder as mildly or borderiine mentally ill: Sixty-
two percent of the patients were female and 97% were white, The mean age 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 mors.

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 ficst week of study experienced a treatment-related g,
adverse event. Patients in the placebo group drapped fram the study primarily due to lack of efficacy
while those in the paroxetine group dropped primarily due to an adverse experience.

Table 1. Study 03-001 Patients on Study

WEEK PAROXETINE PLACEBO * IMIPRAMINE
1 v 40 (100%} +v38 (100%} 40 {100%) -
2 35 (88%) 35 (92%) 29 (73%)
3 34 (85%) 32 (84%) 28 (70%)
4 30 (75%) O 27.(71%) 21 {53%)
6 v 23 (58%) 20 {53%) 16 140%) e

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%} § {23%1
drug-refated adverse experience

_Drug-related adverse experience ‘ 8 (15%) 0 (0%! 12 {30%]}
Other 2 (5%} § {13%] 1 (3%}

The sponsor’s results for the ITT sample are given in the following sections with tables for each
of the efficacy variables. Last-observation-carried-forward {LOCF) results for the 118 patients and
obiserved cases (OC) results based on the numbers in Table | are presented for both Weeks 4 and 6.
{The raesuits of nonparametric analyses using Model V matched the results of the parametric analyses
presented here.} .
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HAM-D Total

Paroxetine treatment was significantly better than placebo as measured by the HAM-D total
at each timepoint from Week 2 to Week 6 for both LOCF and OC analyses. The results for Weeks 4
and & are given in Table 3. For imipramine, only the OC analyses produced significant treatment
differences compared to placebo beginning at Week 3: the Week 8 LOCF imipramine- placebo
comparison was borderline significant with a p-value of .06.

The sponscr’'s analysis of covariance using 12 different covariates showed no maodification of
the response due to any single covariate.

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

PAROXETINE PLACEBO IMIPRAMINE P-VALUE
Mean (SE) Mean {SE) Mean (SE} PAR vs PLA

Baseline 24.9 (0.4} 24.8 {0.4) 24.8 (0.4} .88
Week 4 ’
LOCF -3.8{1.1) -5.1 (1.1} ~7.2{1.1) - .002
ocC -12.2 {1.2) -8.1 {1.2) -11.68 (1.3} «<.001
Week § )
LOCF /-10.8 (1.1) V4.7 (1.2) -7.7 {1.1) <.001
ocC 15,7 (1.2} v =-7.0{1.3) -13.1 (1.4} <.001.

HAM-D Depressed Mood ltem

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 10 6. The results in Table 4 show that the LOCF resuits are consistent with the observed cases
resuits at Week 4 and Week 6. Imipramine results were similar to paroxetine; for the OC analysis,
imipramine was significantly different from placebo from Week 2 to Week 6 while for the LOCF
analysis the treatment difference is first significant at Week 3. ce T e

Table 4. Sponsor’s HAM-D Depressed Mood [tem Results

ITT Sample of Study 03-001

PAROXETINE PLACEBO IMIPRAMINE P-VALUE
Mean (SE}! Mean (SE) Mean (SE} PAR vs PLA

Baseline 2.93 2.95 3.03 20
Week 4

LOCF © =1.1 -J.4 -1.0 001
ocC -1.4 {0.2) -0.5 {0.2) -1.5 0.2} <.001
Week 6

LOCF S 14 v -0.3 1.0 <.001
CC v 1.7 {0.2) v -0.6 {0.2) -1.6 (0.2) <.001

"The sponsor did not include standard errors with the reporting of the means tor the LOCF analysis
of this variable.
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Clinical Globa!l Impression - Severity of Hliness

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

Table 5. Sponsor's CG! Severity of liiness Results
{TT Sample of Study 03-001

Sk

PAROXETINE PLACEBO IMIPRAMINE P-VALUE
Mean (SE) Mean (SE) Mean (SE) PAR vs PLA
Baseline 4.1 {0.1) 4.1 (0.1} 4.2 (0.1} .43
Week 4 )
LOCF -0.8 (0.1} -0.2 (0.1 -0.7 (0.1} 003
cC -1.1 (0.2} . -0.3 0.2} -1.1 (0.2} 001
Week 8 -
LOCF / <0.9 (0.2) (6.2} -0.7 {0.2} 005
ocC v -1.4(0.2) (0.2} -1.3 0.2} 004
Clinical Giobal Impression - Global Improvement

Paroxetine-treated 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 statistically significant for the Week 4 LOCF analysis
{p=.032}. Imipramine beat placebo at Weeks 4 and 6§ LOCF and Weeks 3, 4 and 6 OC. After & weeks
of therapy, about 2/3's of the paroxetine-treated and imipramine-treated patients were considered by
the physician to be improved compared to about 1/3 of ths placebo-treated patients. -~

Table 6. Sponsor’s CGl Global Improvement Results
ITT Sample of Study 03-001

PAROXETINE PLACEBC IMIPRAMINE P-VALUE
Mean {SE) Mean (SE) Mean (SE) PAR vs PLA

Week 4

LOCF 2.7 (0.2} 3.7 (0.2} 3.2{0.2) <.001
oc 2.4 (0.1} 3.5 (0.1} 2.4 (0.2 - <001
Week 6

LOCF 2.7 (0.2} 3.7 (0.2} 3.2 (0.2} <.001
oC 2.0 {0.2} 3.21(0.2) _ 2.210.2) <.001




tent with
Evalvation
a sigrificant
PUGL) severity. -The
¥s favoring paroxetine
Pisitwise data at week &
emen:t from baseline in the

In the Intent tc Treat sample the week 6 LOCF data was entirely cg
the tabulated:weex 4 data with rhe erception of the Patient‘"
which was significant. The visi{twise data at week 4 's'ud
paroxetine effect on the HAM-D total,(Raskin, MADRS, SCL g
visit wise data at week 6 showed non-significant differgg
for all variables. The disparity between the LOCF ag
resulted froum larger variances and greater mean ia" "
placebo group compared to week 4. o

(1

In the ALl Efficacy data set the week 6 LOCkEf

Pt showed & significant paroxetine
effect for all the outcome variables. --wise data was not provided.

The proporticns of patients who im ed by 50% on the HAMD total were: :
’ it

ALL EFFICACY INTENT TO TREAT

Week & s Week & Week 6 €
Paroxetine 16/36 47% P34 56% 16/36 44% 20/37 54%
Placebo 7/32 22%488/32 75% §/38 21% 9/38 24%
B > .01 .05 . .0

ANCOVA performed ‘e All Efficacy data did not reveal any sign‘flcan: baseline
by treatment ip actions.

Comment
In this By pavoxetine showed significantly greater efficacy than placebo after
4 and Peks of treatment in last observation carried forward anaiyses performed
on bg data sets. Efficacy was consistent over all rating scales. Visitwise
PEis on both data sets confirmed paroxetine’s efficacy at week &, but not at
- 6§ when greater variance and placebo response rendered the paroxetine
antage statistically insignificant.

PAR 03 SERIES

The PAR (3 series comprises six trials with identical pretocels which compare
paroxetine to imipramine and placebs. The basic protocol design will be deacrzbed
followed by the results at each center.

These studies were six week, single center, randomized, parallel group, imipramine
(65-275mg/d) and placebo controlled trials of paroxetine 10-50 mg/d in outpatients’ -
with moderate to moderately severe depression without mania (DSM-III 296.2 or
296.3).

Subiects

The incluslon criteria were:

1) DSM-TIT (296.2 or 296.3) diagnosis of moderate to moderately severe depression,
2) minimum age of 18 vears, -

3} a screen and baseline HAM-D score of at least 18 on the flrst 17 items,

4y the gcore -on the 21 ltem scale could not decrease by more than 20% between the
~scereen and baseline visits,

53¥Raskin Depression Scale score at baseline of at least § which was also higher
than the score on the Covi Anxiety Scale.
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Exclusion criteria weve:

1) unstabilized renal, hepatic, cardiovascular, resplr-tory oz endocrine dfrnase,
2) history of selzures, glaucoma or urinary retenticn,

3) psychiatric diagnosis of schizophrenia, atypical depression or anxiety as the
primary dlagnosis,

4) diagnosis of manic depressive illness or adjustment disorder,

3) patients requiring concomirant therapy with psychoactive drugs,

6) patients known to have abused alcohol within the past six months,

7) a history of ECT within tlie preceding three months,

8) use of an investigational drug within the preceding 30 days,

9) use of & MAOI within 14 days or use of a psychotroplec within the preceding ?
days,

10) patients with a clinically significant abnormal lab value at screen
examination,

11} patients whe were serious suicidal 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 reserpine, 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 medication,
a minimum of 7 days for those who had recelved psychotropic medication and a
minimum of 14 days for patients who received a MAOI before enrsliment in the
study.

Patients took medication twice a day from containers marked “morning”™ and
*evening”. The paroxetine morning capsules contained 10 mg and the avening
capsules did not contain active drug. The imipramine morning tablets contained
15 mg and the evening tablets contained 50 mg. The protocol contained detalled
instructions for raising and lowering the dose at each weekly visit. The central
rule was that starting from the second dese adjusgment, each change of dose
consisted of an Increase or decrease of omne capsule in both the morning and the
evening. This defines increments of 10 mg/week for paroxetine and 653 mg/week
for imipramine. ' Paroxetine patients received 20 mg/d and fmipramine patients
received 80 mg/d during the first week of active treatment. The allowsble dose
ranges wvere IO-SD‘mg/d for paroxetine and 65-275 mg/d for imipramine.

The protocol prohibited the use of any psychotropic medication which could mask
or interfere with the actions of paroxetine or imipramine. The only etception was
chloral hydrate which was permitted in doses of 300 mg to be taken for insomnia
for a maximum of four consecutive nights between screening and day 7.

Patients were evaluated at screening and days 0, 7, 14, 2L, 28 aund 42. The
efficacy variables were the same as those of most of the trials in the PAR (2
series and consisted of the HAM-D, (MADRS) Symptom Check List, CGI, Patient’'s
Global Evaluation (PGE), (Raskin Depression Scale and Covli Anxiety Scale. As in
the PAR 02 series, the HAM-D total score at six weeks was the primary efficacy
variable. Secondary variables were the HAM-D retardation factor.(Raskir total
score, CGIl Severity of Illness, CGIL Global Improvement and Patient’s Global
Evaluation.
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As in the FAR 02 series the spousor defined a subset of the Intent te Treat
population called the 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 ingestion of a prescription or 0TC medication with a
potential CNS effect. The classes of proscribed drugs were beta blockers. H,
blockers, anticholinerglcs, antihistamines, narcotics, psychocroplcs, céntrally
acting analgesics or muscle relaxents and sympathomimetics. Although the sponsor

focused on the ALl Efficacy analysis, greater weight will be gilven to the Intent
Te Treat analysis.

ANCGYVA was performed on the All Efflicacy data set with HAM-D total ac endpoint as
the dependent variable and sex, age, marital status, current condition, unset of
present episcde, duration of present episode, precipitating external event,
episcde characterization, previous psychiatric treatment, sccioeconomic status and
patient head of household as covariates.

PAR{03-001;) John Feighner, Principal Investigator

120 patients were enrolled. 2 patients randomized to placebo were not evaluated
in the double blind phase. 20 additional patients {4 paroxetine, 7 placebo and
9 Ilmipramine) were excluded from the ALl Efficacy group. The Intent to Treat
patients had the following characteristics: '

Paroxetine N=40 Placebo N=38 Imipramine NQQO

B

Mean age 42.46 - 43,6 47.2 0.13
% male 65 37.5 30 0.40
Baseline HAM-D (SE} 24.9 (0.38} 26.8 (0.39) 24.8 (0.38) 0.98
Mean Daily Capsules (SE) 4.3 (0.2) 5.4 (G.2) 3.9 (0.2} <.01l*
Mean Daily Dose (mg) 26.1 .o 110.4 -
Mean Endpoint Dose 30.3 .o 125.4 .-
# Days Iin Study (SE) 32.6 (2.2) 31.9 (2.2 27.0 (2.2) >.05¢8
Overall Compliance (%) 100 96 98

@ Superscripted character signifies "for all 3 between group comparisons”.
* For placebo vs. paroxetine and placebo vs. imipramine

With one exception there were no significant between group differences. (ANOVA
<.05) on any of 42 demographic, historical or diagnostic variables. 3 faxily
members of placebo probands but ne family members of the active medication
patients had histories of drug abuse.

The number of patiénts»remainggg in the study at each assessment point were:

Treatment Baseline Week 1 Weelk 2 Week 3. Yeek & kWeek 6\

Paroxetine 40 40 (100%) 35 (88s%) 34 (8S5%) 30 (75%) 123 (58%)
Placebo 38 38 (100%) 35 (92%) 32 (84%) 27 (71s) 20 (53%)
lmipramine 40 40 (100%) 29 ¢73%) 28 (70%) 21 (53%) 16 (40%)

66% of all patients remained In the study after 4 weeks including wore than 70%
of the paroxetine and placebo ,patients, but only 50% of the entire sample
completed the trial. Accordingly efficacy will be assessed primarily at & weeks.
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21 of the 24 imipramine dropouts and 12 of 17 paroxetine dropouts discontinued
because of an adverse event possibly combined with lack of efficacy. All 11
imipramine discontinuations in the first week were associated with an AD2.

The changes from baseline at & weeks in the Intent to Treat group were: 05 ?Cﬁ
INTENT TO TREAT- week &4- ILOCF
1-Paroxetine 2-Placebo 3-Imipramine _

Variable n mean (S.E. n mean (S.E.) n mean (S.E. e B
! [—— tvsZ? lve3
HAM Total 39 -9.82(1.065.37 - 093 40 -7.22 (1.05) <.01 .08
HAM Depressed Mood 39 <1.13 g’“‘“““‘”’/n 40 -0.95 --- <.01 .37
HAM Retardation 39 -2.97 (0.39) 37 -1.70 (0.40) &0 -2.63 (0.39) .C3 .52
/Raskin Total 39 -2.34 (0.34)y 37 -1.27 (6.35) 40 -2.38 (0.34) <.01 .73
CGI Severicy 3% -0.79 (0.14) 37 -0.19 (0.14) &0 -0.65 (0.146) «<.01 A
CGI Improvement 39 2.74 €0.16) 37 3.70 (0.16) 40 3.22 (0.16) <.01 .03
PGE 39 -0.78 (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 .16
vMADRS 39-311.38 (1.47) 7 -46.11 (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 (0.29y .10 .43

Paroxetine-placebo comparisons by Visitwise analysis at week & and LOCF analysis
at week 6 gave an almost Identical pattern of significant results. The only
discrepancy was a significant paroxetine advaritage over placebo on the Covi at
week 6. Paroxetine-placebo compariscns in the All Efficascy data set yielded an
identicel pattern of paroxetine efficacy. Paroxetine-imipramine comparisons were
consistently non-significant with the exception of an imipramine advantage on the
SCL en the visit-wise analysis in the Incvent 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 5C% or
more in their HAM-D scores (LOCF) were:

Yeek & Week 6
Paroxetine . 15/39 38% 20/39 51s
Placebo 5/37 1l4% 4/37 11%
Imipramine 11/40 28% 11/40 28%
p value paroxetine vs. placebo 0.019 <.001
p value paroxetine vs. imipramire 0,344 0.039

Analysis of covariance revealed only one significant (p<.10) <t¢reatment by
covariate interaction which was present for the duration of present episode
variable which is dichotomized into duraticns less than and grouzter than 6 months.
The significant interaction arose from clinical deteriorsticn in two imipramine
patients whose episode lasted longer than 6 moenths.

Comment

This study shows a consistent superiority of paroxetine over placebo on almost all
of the key outcome ~variable in both data sets, at various timepoints and by LOCF
and visit-wise analyses. Paroxetine demonstrated efficacy despite the low
(relative to other trials) doses administered. The SCL depression factur scores
were exceptional insofar as the placebo patients actually showed a greater

inmprovement on this measure than the paroxetine patients. This result was

°
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anomalous not only relative te the other outcome measures in this study, but also
compared to SCL depression factor scores in other studles. Despite the SCL
depression score result, this study i{s a "win" for paroxetine. »

PAR 03-002; Jey Cohn, Principal Investigator

IZO.patients were enrolled and included in the Intent to Treat analysis. 18
patients (5 paroxetine, 4 placebo, 9 imipramine}) were excluded from the All

Efficacy analysis. 11 of these 18 patients were excluded for use of a canfounding}~‘

CNS-active medication. The Intent to Treat patients had the followir
characteristics: p

Paroxetine N=40 Placebo N=40 Imipramine N=40

Mean age 42.4 . 42.5 42.3 & 0
% male 35 T 55 37.5 A&y 0.18
Baseline HAM-D (SE) 26,9 (.€65) 25.6 (.65) 26.4 (.65) 0.45
Mean Daily Capsules (SE) 5.2 (0.2) 5.0 (0.2) 4.9 (0.2) 4 >.058
Hean Daily Dose (mg) 30.9 ‘ —o 140.9 4 .-
Mean kndpoint Dose 37.0 —-- 168.5 4 ---
# Days in Study (SE) 33.53 (2.2) 28.9 (2.2) 30.1 @) >.058
Overall Compliance (%) 97 95 92 ”

@ Superscripted character signifies “for all 3 between grgb comparisons”.

There were no significant between group differenc {ANOVA <.03) for any
demographic, historical or diagnostic variable. Howe . a8 substantial number of
patients, particularly those randomized to placebo,giiled to complete the study.

Number of Patients Remainid in Stud ,
Treatment BRaseline Week 1 Week 2 Vel Week 4 Week 6
Paroxetine 40 - 40 (100%) 38 (95%) P(83%) 27 (68%) 21 (S53%)
‘Placebo &0 40 (100s%) 37 (93%) 42 (BO%) 22 (55%) 14 (35%)
Imipramine 40 40 (100%) 33 (83l 31 (78%) 25 (63%) 21 (53%)
Given the high and disproportionateldfdiceributed number of dropouts, efficacy can
only be evaluated at 4 weeks, bu en at & weeks fewer than 70% of the patients
remained in any group. The chffses from baseline at 4 weeks in the Intent to

Treat and All Efficacy groupsdfere:

ENT TO TREAT- Week &- LOCF

- 1-Pa#xetine 2:-Placebo 3-Imipramine = ;

Variable ndean (S E. n mean (S.E. n mean (S.E.} jo} o)

' - ivs?2 1lvsl
HAM Total 0 -8.00 (1.09) Y40 -6.22 (1.0%) 37 -7.81 (1.13) .25 .90
HAM Depressed MogW &40 -0.87 < --- Va0 -0.67 --- 37 -1.03 <= .32 A7
HAM Retardatig &0 -2.2 7 (0.34) &40 -1.38 (0.343 37 -2.65 (0.35) .0% .39 .
Raskin Total 40 -2.88 (0.33). 40 -1.45 (0.33) 37 -2.46 (0.34) .003 .38
CGI Severij V40 -0.90 (C.18) v40 -0.70 (0.18) 37 -1.16 (0.18) .42 .30
CGI Impro¥ment 40 2.50 (G.19) 40 3.08 (C.l?) 37 2.32 (0.19) .04 .52
PGE ‘ 40 -0.80 (0.21) 38 -0.34 (0.22) 37 -0.70 (0.22) 14 .75
SCL Deffession 49 -4.47 (1.05) 39 -1.28 (1.06) 37 -5.11 (1L.09) .04 .67
MADRE 40 -8.68 (1.25) 640 -5.80 (1.25) .37 -9.49 (1.30) .10 .65

Coylf Anxiety Scale 40 -1.48 (0.24) 40 -0.82 (0.24) 37 -0.97 (0.25) .054 .66
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anomalous not only relative to
compared to SCL dengs i

ey

ores In other studies. Despite the SCL
s study {s a "win® for paroxetine. :

PAR 03-002; Jay Cohn, Principal Investigator

120vpatients were enrolled and included in the Intent to Treat analysis. 18
patients (5 paroxetine, 4 placebo, 9 imipramine) were excluded £rom the All
Efficacy analysis. 11 of these 18 patients were excluded for use of a confounding

CHS-active medication. The Intent to Treat patients had the following
characteristics:

Faroxetine N=40 Placebo N~40 Imipramine N=40 p ‘
Mean age 42.4 . 42.5 42.3 0.70 . . .
% male 35 o 55 37.5 0.18 M
Baseline HAM-D (SE) < 26.9 (.€53) 25.6 (.65) 24,4 (.65) 0.45
Mean Daily Capsules (SE) 5.2 (0.2) 5.0 ¢(0.2) 4.9 (0.2) >.058
Mean Daily Dose (mg) 30.9 ' .- 14G.9 .o
Mean Endpoint Dose 37.0 e 168.5 .-
# Days in Study (SE) 33.5 (2.2) 28.9 (2.2) 30.1 (2.2) >.058
Overall Compliance (%) 97 95 g2

@ 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, s substantial number of
patients, particularly those randomized to placebo, failed to complete the study.

Bumber of Patients Remaining in Study

Treatment Raseline Week 1 Heek 2 Week 3 Week & Week 6

Paroxetine 40 &0 (100%) 328 (95%) 33 (83%y 27 (&8%) 21 (53%)
" Placebe 40 40 (100%) 37 (93%) 32 (80%y 22 (55%) 14 (35%)
Imipramine &40 40 (100%) 33 (83%) 31 (78%) 25 (63%) 21 (853%)

Given the high and disproportionately distributed 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 & weeks in the Intent to
Treat and All Efficacy groups were:

3-Imipramine

Variable n mean \S.E.) B D
o~ E%L : lvs2 1lvs3
HAM Total igag;-g.oo (1109)§{4§1-6.22 (1.09) 37 -7.81 (1.13) .25 .90
HAM Depressed MoodJ/40 -0.87 < ---  v&40 -0.67 --- 37 -1.03 --- 32 47
HaM Retardation 40 -2.2° (0.34) 40 -1.38 (0.34) 37 -2.85 (0.35) .C% .38
Raskin Total 40 -2.88 (0.33). 40 -1.45 (0.33)y 37 -2.46 (0.34) .003 .39
/cex Severity Y40 -0.90 (C.18) V40 -0.70 (0.18) 37 -1.16 (0.18) .42 .30 4
CGI Improvement 40" 2.50 (0.19) 40 3.08 (C.19) 37 2.32 (0.19) .04 .52
PGE 40 -0.80 (0.21) 38 -0.34 (0.22) 37 -0.70 (0.22) .14 .75
SCL Depression 40 -4.47 (1.05) 39 -1.28 (1.06) 37 -5.1%1 (1.09) .04 .67
MADRS 40 -8.68 (1.25) 40 -5.80 (1.25) . 37 -9.49 (1.30) .10 .65

Covi Anxiety Scale 40 -1.48 (0.24) 40 -0.82 (0.24) 37 -0.97 (0.253) .034 .66
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EVALUABLE §§%L EFFICACY) PATIENTS- t'¢2k{&JLOCF
1-Paroxetine 2=Placebo 3-Imlpramine

Varisble n mean {S.E.) n pean {(S.E.} n meap (S 2 B
_ 1zs2 1vs3
-HAK Total 35 -8.77 (1L.11) 36 -5.44 (1.10) 31 -8.65 (1.18){2&};} .93
HAM Depressed Mood 35 -0.94 --- 36 -0.56 - -- 31 -1.16 --- .06 .32
HaM Retardation 35 -2.40 (0.36) 36 -1.17 (0.36) 31 -2.97 (0.38) .02 .28
{ Raskin To:al 35 -3.06 (0.35) 36 -1.25 (0.35) 31 -2.68 (0.37) .001% L6
CGI Severity 35 -31.00 (6.19) 3é& -0.61 (6.18) 31 -1.32 (0.20)y .13 .23
CGI Improvement 35 2.37 (0.20) 36 3.33 (0.1%) 31 2.16 (0.21) .003 .46
PGE 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 -5.68 (1.13) .003 .63
! MADRS 35 -9.40 (1.28) 36 -4.81 (1.26) 31-10.97 (1.36) .001 'hén
Covi Anxiety Scale 35 -1.74 (0.25) 36 -0.72 (0.25) 31 -1.06 (0.27) .00« SO

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 tetal) or any of the & secondary varlables (HAM-D
depressed mood and retardation factor, CGI severity and SCL depression factor).

The discrepancy between the Intent To Treat and the All Efficacy data derfves from

the 5 parexetine and 4 placebo patients excluded.

Ham-D total scores are

available at week &4 (either by observation or carry forward) on 4 of these
paroxetine and three of these placebo patients. - (The remaining two patients were

placebo group is -13.3.

non-responders whose only efficacy evaluation was at & weeks).
on the HAM-D total for the paroxetine patients -2.75 and the mean change in the

The mean change

Changes on the depress=d mood item and retardation factor
were similar. The excluslion of these patients catapults the paroxetine-placebo
difference in the All Efficacy sample over the .05 hurdle.

The potentially psychoactive medication taken by these excluded patients were:

Paroxetine

Pt.#f023 Premarin .625mg/d, Lomotil 650mg/d

Pc.# 084 Actifed 1 tab/d
Fr.# 0% Chlor-Trimeton 1 tab/d
Pr.# 107/ L-Tryptophan 300mg/d

With the possible exception of the placebo patient on Aldomet (who did not
improve) these medicacions are unlikely to

depression.

Placebo

Zantac 1 tab/d
Aldomet 250 mg/d
Tagamet 200 nmg/d

effect the course of a major

In the Intent To Treat sample the proportions ¢f patients who improved by 50% or
more in their HAMD scores (LOCF) were:

Paroxetine
Placebo
Imipramine

p value paroxetine vs. placebo
imipramine

p value paroxetine vs.

Week 3

8/40
4/60
9/37

20%
10%
24%
0.3
0.7

48
85

Week 6

9/60  23%

6/40 15%

17/37 46%
0.568
0.034
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125 patients vere randomized. One patient was never evaluated

Comment

The results in the Intent to Treat sample showing lack of efficacy are more
persuasive than the results from the All Efficacy sample where paroxetine was
superior to placebo. The exclusion of several paroxetine non-responders and
placeb- responders from the Intent To Treat group led to & significant treatment
effect for paroxetine in the All Efficacy sample., This .trial therefore does not

demonstrate superiority for paroxetine over placebo in the treatment of
depression.

There were no significant differences on parametric measures between the

paroxetine and imipramine groups Iin the Intent To Treat analysis. However,

gignificantly more imipramine than paroxetine patients showed a £0% or more
improvement on their HAM-D scores. This pattern is the reverse of PAR 03-01 where
a trend favored paroxetine over {mipramine in the continuous variables and where
a significantly greater proportion of paroxetine patients than imipramine patients
imp by 50% or more as assessed by the HAMD total score.

T4R 03-003;/Joseph Mendels, Principal Investigator

fficacy-iaaving
Pricluded in the All
Fing characteristics:

124 patients in the Intent To Treat sample. 111 patients we
Efficacy sample. The Intent to Treat patients had the fo!

Paroxetine N=41 Plscebo N

: Imipramine N=41 ©p
Mean age 40.8 41.4

39.6 0.77
%t male 39 36 56 ' 0.14
Raseline HAM-D (SE) 25.7 (.65) 26.3 (.65} C.41
Mean Daily Capsules (SE) 4.6 (0.2) &.6 (0.2 <.01
Mean Daily Dose (mg) 27.8 . 133.5 ow-
Mean Endpoint Dose 33.9 167.3 -
# Days in Study (SE) 33.0 (1.9 4.0 (1.9} 26.3 (1.9y >.08
Overall Compliance (%)} 94 93

@ Superscripte¢ character signifie or all 3 between group comparisons®.

With the exception of a higher er of placebo patients who had a family member
with a non-psychotic psyc
differences on any demog

: , historical or demographic variable. The number
of patients remaining

e study at each assessment point were:

Treatment Baselil eek 1 Week 2 Week 3 Week & Week 6

Paroxetine 41 41 (100%) 37 (90%) 35 (85%) 30 (738} 23 (56%)
Placebo 4 42 (100%). 41 (98s) 40 (95%) 33 (79%) 22 (52%)
Imipramine 41 (100%) 36 (88%) 32 (78%) 26 (63%) 17 (41%)

72% of randomized patients were still in the study at week 4, but only half

at week 6. Accordingly the week & assessment will be the primary

e changes from baseline at 4 weeks were:

17

¢ disturbance, there were no between group |
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ar 03-003 investigator Cohn
. cted April, 1885 to November, 1386)
Sponscr’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 demaographics, psychiatric history and efficacy measurements.
At baseline, about 88% of the patients were rated moderately ilf while the remsining patients ‘wers
rated markedly ill on the CGI. 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 8, 53% of the drug-treated patients remained on study while only 35% of the placebo
patients were still on study (Table 7). Plagebo patients primarily discontinued treatment due to lack of

efficacy while the drug-treated.patients discantinued primarily due to adverse avents {Table 8.

Table 7. Study 03-002 Patients on Study

WEEK PAROXETINE PLACEBO IMIPRAMINE
1 40 {(100%) 40 (100%) 40 {100%}
2 38 (95%) 37 (93%) 33 (83%]
3 33 (83%) 32 (80%) 31 (78%)
4 27 (68%} 22 {55%) 25 (63%)
6 21 (53%) 14 (35%) 21 (53%)

Table 8. Study 03-002 Reasons for Dropouts

Reason for Dropout PAROXETINE PLACEBO IMIPRAMINE
Lack of efficacy 3 (8% 20 (50%!} 2 (5%}
Lack of efficacy combired with 2 7 {18%) 1 (3%} 6 {15%)
drug-related adverse experience

Drug-related adverse experience 6 {15%! 3 (8%) 6 {15%)
Other 3 (8%) 0 (0% 3 (8%)

o)
——

The spos sor-presented LOCF and OC result§ for the All Efficacy Patients sample of 102

patients.and the intent-to-treat sample. The results for the two samples differed appreciably. Whereas
positive results.in favor of paraxetine over placebo were cbserved far the All Efficacy Patients sample

on several vanabiesf these resuits did not.hold up. for the ITT sample {see Dr. Brecher’ § review for

further details}.

For the ITT sample, OC analyses at Weeks 3, 4 and 6 of each of the § 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 paroxetine to be significantly superior
to placebo only at Week 6 for the HAM-D depressed modd item (Table 9 below) and at Weeks 3, 4
and 6 for the CGI clinical improvement score. {imipramine was significantly different from placebo at
Week 6 LOCF for all the main efficacy variables. At Weeks 3 and 4 LOCF, only the CGl scales for
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Comment

The results in the Intent to Treat sample showing lack s
persuasive than the results from the All Efficacy :

superior to placebo. The exclusion of
placeb: responders from the Intent To Treg
effect for paroxetine in the All Ef
demonstrate superiority for
depression.

tcacy ars more
> where paroxetine was
, R¥oxetine non-responders and
Poup led to a significant treatment
sanmple. This trisl therefore does not
Pretine over placebo in the treatment of

There were no s
paroxetine and pramine groups in the Intent To Treat analysis. However,

pore imipramine than paroxetine patients showed & 0% or more
on thelr HAM-D scores. This pattern is the reverse of PAR 03-01 where
avered paroxetine over imipramine in the continucus varlables and where
ficantly greater proportion of paroxetine patients than imipramine patients

by 50% or more as assessed by the HAMD total score.
kg:f 03-003; /Joseph Mendels, Principal Investigator
125 patients were randomized. One patient was never evaluated for efficacy iaaving

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=4]1 Placebo N=42 Imipramine N=41 1p

Mean age 40.8 41.4 39.6 0.77
% male 39 36 56 0.16
Baseline HAM-D (SE) 25.7 (.65) 27.0 (.65%) 26.3 (.65) C.41
Mean Daily Capsules (SE) 4.6 (0.2) 5.7 (0.2) 4.6 (0.2) <. 01
Mean Daily Dose (mg) 27.8 . -.e 133.5 .o
Mean Endpoint Dose 33.9 - 167.3 o
# Days in Study (SE) 33.0 (1.9) 34.0 (1.9) 26.3 (1.9 >.08
Overall Compliance (%) 94 G4 g3

@ Superscriptec character signifies "for all 3 between group comparisons”

With the exception of a higher number of placebo patients whe had s family member
with a non-psychotic psychlatric disturbance, there were nc between group
differences on any demographic, historical or demographic variable. The number
of patients remaining in the study at each assessment peint were:

Treatment Baseline Week 1 Weele 2 Week 3 Week & Week 6

Paroxatine 41 41 (100%) 37 (90%) 35 (858) 30 (73%; 23 (56%)

Placebo 42 42 (1008%). 41 (98%) 40 (95%) 33 (79%) 22 (52%)
Imipramine 41 41 (100%) 36 (BBe) 32 (78%) 26 (63%) 17 {(4l%)

72% of tho randomized patients were stlll in the study at week 4, but only half
remained at -week 6. Accordingly the week &4 assessment will be the primary
endpoint.

¢

The changes from baseline at &4 weeks were:
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INTENT TO TREAT- Week &4- LOCF O%’OQE’
l-Paroxetine 2-Placebo J-Imipramine
Variable n mean (S .E. n mean (S =, n mean (S.E. B ' o)
' , lvs2 1vs3

HAM Total 39 -9.26 (1.32) 42 -9.21 (1.27) &i -7.80 (1.28) .98 43

HAM Depressed Mood 39 -0.92 --- 42 -0.98 ... 4L -0.28  --- .80 .83

HAM Retardation 39 -2.08 (0.42) 42 -2.62 (9.41) 37 -2.05 (C.al) .36 .96 for Hamp “Totad +
[ Raskin Total 39 -2.08 (0.41) 42 -2.43 (0.40) 461 -2.22 (0.40) .54 .80 Dee

CGI Severity /39 -0.90 (0.20) v42 -1.00 ¢(0.19) &1 -0.80 (0.19; .71 T4 & .

CGI Improvement 39 2.85 (0.21) 42 2.76 (0.20) &G 2.95 (0.21) .78 73 Coo

PGE 39 -0.56 (0.21) 40 -0.60 (0.21) 38 -0.63 (0.22) .91 .agf_hff

SCL Depression 39 -4.22 (1.21) &2 -5.08 (1.17) 40 -5.45 (1.20) .61 AT
¢ MADRS 39 -8.03 (1.58) &40 -9.19 (1.52) 37 -7.07 (L.54) .60 .67 é

Covi Anxiety Scale 39 -0.92 (0.32) 42 -0.86 (0.31) &1 -0.39 (0.31) .88 .24

Results at 6 weeks by LOCF and at & weeks by visit-wise aznalysis were entirely
consistent with these tabulated results. iesults at 4 and 6 weeks in the All
Efficacy group by LOCF were identical. Thus en all 10 measurss in each of §
analyses paroxetine did not show a significant advantage over placebo,

In the Intent To Treat sample the proportions of patients who improved by 50% or
more in their HAMD total scores LOCF) vere:

{ Week & Week 6
Paroxetine 15/39 38% 17/39 44s
Placebo 12/42 29% 14/62 2%
Imipramine 12761 29% 15/61  37%
p value paroxetine vs. placebo 0.359 0.367
p value paroxetine vs. imipramine 0.480 G.649
Analysis of covariance with HAMD total as the dependent wvarisble revealed
significant treatment by covariate interactions for precipitating external event
and current treatment status. The significant interactions resulted from isolated
cells with 10 or fewer patients who had mean improvements c¢f more than 15 points,
Baseline correction for each covariate did not yield any significant between group
comparisons on the HAM-D total.

5 Comment

This study clearly failed to demonstrate any advantage for paroxetine. over |
placebo. The study was characterized by a high proportion (33%) i placebo
patients wvho improved by at least 50% on the HAMD. Similarly the mean lmprovement
_in HAMD total scores among placebo patients was a 9.21 points. The results of
this trisl were atypical insofar as the placebo response at the primary endpoint
on several outcome measures, most notably the HAMD depressed mood item and
retardation factor, was greater than the response to paroxstine.

§PAR 03-0;;;>Ram Shrivastava, Principal Investigator
. 120 patients were enrclledthm;”.wwww . e Trnluded in the Intent
[ to Treat analySLSmw_H' ) B¥e included in the All Efficacy group. The
K Intent tou 12ad the following characteristics: :
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severity of illness and global improvement showed imipramine superior to placebo.)

The LOCF results of the ITT sample for the HAM-D total and HAM-D depressed mood item, the
two most important efficacy variables, are given below {for results of the other varizbles, see Dr.
Brecher’s review).

Table 9. Study 03-002 HAM-D LOCF Means - [TT Sample

"HAM-D TOTAL HAM-D DEPRESSED MOOD ITEM
WEEK PAR PLA IMP PAR PLA P
Baseline 24.9 25.6 24.4 3.0 3.0 2.8

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

2 -5.8 4.8 6.7 0.7 0.5 0.8 °

3 7.3 -5.4 74 7 |09 0.7 1.0

4 -8.0 -6.2 .7.8 -0.9 0.7 1.0

5 l -8.6 5.6 9.6° SRR 07 |2 |

* Results significantly different from placebo, p<.05.

It can be seen that the drug-treatment groups show improvement over time but the changes. generally,
are not significantly different from the placebo changes.

It should be noted that the sponsor also reanalyzed 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 dronouts 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 detect a difference of 5 on the HAM-D Total given the observed sample sizes
{Table 7} and assuming alpha of .08 and 3 standard deviatilon of 6.5. is 74%; at Week-6, the power
given the observed sample sizes is 58%. Also "a large number of patients drop from the study due tc
lack of efficacy in all groups (26% of the paroxetine patients, 53% of the placebo patients and 20%
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 cne is assuming that dropouts would not
have improved had they continued on study. One might expect the drug group-effects to be
underestimated to a larger extent than the placebo effects (therefore biasing against drug) since,
judging from the other studies in this series, the largest changes in response are seen after more than
3 weeks of therapy. The HAM-D total and CGI severity of iliness means for paroxetine were about
10% smaller than the means observed in the other studies under the PAR (3 protocol.

One is left then with looking at Week 3 data only. The LOCF and OC results for HAM-D total,
HAM-D depression mood item, CGl 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, only the CG! for severity and global improvement responses were
significantly different from placebo according tc the LOCF anaiyses. As for paroxetine, imipramine was
not significantly different from placebo for any OC analysis after 2 weeks.

in conclusion, this study failed to show statistically that paroxetine is superior to placebe for
the treatment of depression. Imipramine, also, was not shown to be consistently significantly different
from placebo. ¢

&,




Par 03-003 Investigator Mendels

{Conducted May, 1985 to September, 1386)

Sponsor’s Results

The sponsor enrolied 124 patients; 41 paroxetine-treated, 42 placebo-treated and 41
imipramine-treated. The treatment groups did not differ at basaline on any demographic or primary
efficacy variable. At baseline about 60% of the patients wecre rated moderately ill; the remainder wers
rated markedty ill. Fifty-six percent of the patients were famale and 92% were white. The mean ags
of the patients was about 41 years. Approximately 75% of the patients had been treated previously

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% of 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}.

Tabie 10. Study 03-003 Patients on Study

WEEK PAROXETINE- PLACEBO " IMIPRAMINE

i v 41 {100%) 42 (100%:) &% (1C0%)

2 37 (80%) 41 (98%) 36 (88%}

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

4 30 {73%} 33 (79%]) 26 (63%)

5 /23 (56%} /22 (82%) 17 (41%)

Table 17. Study 03-003 Reasons for Dropouts

Reascn for Dropout PAROXETINE PLACEBC IMIPRAMINE
Lack of efficacy 7 (17%) 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%)
Cther o 2 (5%} 1 {2%]) 1 (2%)
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The efficacy results showed no significant differences batween paroxetine and placebo for any
anaiyses of the primary efficacy variables. This was also true for the imipramine-placebo comparison.
Adl three treatment groups showed irmmprovement over time as ¢an be seen in the following table of
HALR-UG Tota! and HAM-D depressed mood item LOCF results. The magnitude of response for the
nlacaho group was as large 3s the responses observed for the drug treatment groups; similar results
were seer: for the other primary efficacy variables as well.

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

B HAM-D TOTAL HAM-D DEPRESSED MOOD ITEM
WEEK PAR PLA IMP PAR PLA iMP

I Baseline 25.7 27.0 26.3 2.8 2.9 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 -9.0 1.3 . -1.0 -1.0

The OC results for HAM-G total given below show that the patients who remain on study
continue 1o show improvement in ali three treatment groups.

. Paroxetine Ptacéba Emipa‘;amine
Week 4 OC HAM-D total -11.7 -10.9 -11.1
Week 6 OC HAM-D total -14.2 -15.8 -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 1 to much improved at Week
8} for =il three treatment groups.

-

Reviewe-'s Comments . -

The magnitude of the drug responses to both paraxetine and imipramine are consistent with
what hos 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. Therefare the comparisons 1o placebo were
consistently small acrgss all the primary efficacy variables regardless of the dataset used or type of
analysis. This trial, than, failed to show paroxetine superior to placebe for the treatment of depression.
in addition, this trial olso failed to show the active control, imipramine, superior 1o placebo.

11
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INTENT TO TREAT- Week &- LOCF

1-Paroxetine 2-Placebo 3-Imipramine &
Varfshle n mean (S.E.}) n mean (S.%,. n mean (S.F.) AE
- 3
HAM Total 39 -9.26 (1.32) 42 -9.21 (1.27) &1 -7.80 (1.8 ¢ .Zg
HAM Depressed Mood 39 -0.92 .-- 42 -0.9%8 ... &l -0, £ .80 83
HAM Retardation 39 -2.08 (0.42) 42 -2,82 {0.4))y 37 -2. 36 .96 &thgTMﬁH
| Raskin Total 39 -2.08 (0.41) 42 -2.43 (0.40) 41 -2 % .80
CGL Severicy v39 -0.%0 (0.20) v62 -1.00 (0.19) -0 71 b =T
CGI Improvement 39 2.85 (0.21) 42 2.75 (0.20) .18 .73
PGE 39 -0.56 (0.21) 40 -0.60 (0.21) 91 ,Bzwﬁwﬂ
SCL Depression 39 -4.22 (1.21) 42 -5.08 (1.17) &5 (1.20) .61 &7
¢ MADRS 39 -8.03 (1.58) 40 -9.19 (1.52) 07 €1.54) .60 &7 &
Covi Anxiety Scale 39 -0.92 (0.32) 42 -0.86 (0.3 -0.39 (0G.31) .88 24

t-wise analysis were entirely

Pts at 4 and 6 weeks in the All
Pon all 10 weasurss in each of 5
t advantage over placebo.

Results at 6 weeks by LOCF and at & weeks Uy
congistent with these tabulated results. i
Efficacy group by LOCF were identical.

analyses paroxetine did not show a signif;

In the Intent To Treat sample the propfions of patients who improved by 50% or

Week 6
Paroxetine 17/39 44%
Piacebo 12/u2 29% 14/62 3%
Imipramine 12/61 29% 15761 37%
p value parcxetine vs. p. 0.359 0.367
p value paroxetine vs. 0.480 0.649

F with HAMD total as the dependent variable revealed
by covariate interactions for precipitating external event
status. The significant interactions resulted from isolated
er patients who had mean improvements cof more than 15 points.

on for each covariate did not yield any significant between group
he HAM-D total. !

Analysis of covaris
significant treatmg
and current treatp
cells with 10 og
Baseline corre
comparisons

clearly failed to demonstrate any advantage for pazoxetine over
The study was characterized by a hlgh proportien (332) uf placebo
P who improved by at least 50% on the HaMD. Similarly the mean mexovement
b total scores among placebo patients was a 9.21 points. The results of
‘rial were atypical insofar as the placebo response at the primary endpoint
Eeveral outcome measures, most notably the HAMD depressed moocd item and
ardatlon factor, was greater than the response to paroxetine.

o

, PAR 03-004;/Ram Shrivastava, Principal Investigator
ek

120 patients were enrolled in the trial all of whom wevre i-nluded in the Intent
to Treat analysis. 107 patients were included in the All Efficacy group. The
Intent to Treat patients had the following characteristics: ’

18
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Faroxetine N=40

Placebo N~40Q Imipramine N=4Q ' p

Mean age 37.2 34,3 32.1 Q.64
% male 63 58 55 0.85
‘Baseline HAM-D (SE) 27.6 (.62) 27.0 (.62 26.5 (.52 0.50
Kean Daily Capsules (SE) 5.6 (0.2) 5.2 (0.2) 4.8 (0.2 >.05%
Hean Daily Dose (mg) 32.1 .o 138.5 -o
Mean Endpoint Dose 39.8 .o 177.5 -we

" # Days In Study (SE) 32.6 (2.4) 30.6 (2.4) 26.3 (2.4) <.02%
Overall Compliance (%)} 93 94 89 :
@ Superscripted character signifies “"for all 3 between group comparisons”. ok

* for paroxetine vs. imipramine comparison

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

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

Treatment Baseline Week 1 Week 2 Yeek 3 Week 4 Week 6

Paroxetine 40 - 40 (100%) 31 (78%) 30 (75%) 29 (73%) 26 ({05%)
Placebo 40 40 (100%) 35 (88%)y 79 (73%) 25 (79%) 18 (45%)
Imipramine 40 40 (100%) 32 (80%) 28 (70%) 19 (48%) 10 (25%)

73% of the sample was still in the trial after I weeks, 61% remained after i weeks
and 45% completed the study. The week 4 assessment is the least ™Mlased timepoint
for analysis of efficacy because it provides adequately long exposure and adequate
numbers of paroxetine and placebo patients.

The changes from baseline at 4 weeks were:

L o
INTENT TO TREAT- Week 4- LOGF e¥
i-Paroxetine 2-Placebo 3-Imipramine
Variable n mean (S.E.} n mean (S$.B, n mean (S.E. ‘B B
lvs2 1vs3}
HAM Total N V37 -10.35 (1.28) B37 -6.65 (1.263 40 -5.75 (1.21) .04 Q3
HAM Depressed Mood/37 -1.08 --- 37 -0.62 --- L e I L .052 L1i
HAM Retardation 37 -2.46 (0.42) 37 -1.84 (C.42) 40 -1.67 (0.41) .30 .19
/Raskin Total 7 -2.89 (0.42) 37 -1.65 (0.42) 40 -2.00 (0.40) .04 .13
CGL Severity 37 -0.84 (D.16) 37 -0.57 (0.16) &0 -0.52 (0.15) .23 .16
CGI1 Improvement 37 2.70 (0,20 37 3.24 (0.20)y 40 .35 (0.19) .Gé6 .02
PGE 36 -0.89 (0.22) 34 -0.38 (0.23) 40 -0.38 (0.21) .12 .10
SCL Depression 37 -3.88 (1.10) 36 -0.63 (1L.11) 40 -L.5»8 (1.06) .04 .13
« MADRS 37 -11.46 (1.63; 37 -7.49 (1.65) &0 -7.22 (1.59) .09 .07
Covi Anxiety Scale 37 -1,65 (9.31) 37 -0.86¢ (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 total) and one (SCL depression factor) of the 4 FDa

designated secondary variables paroxetine was significantly superior to placebo.

e On the remaining three secondary variables (HAM-D vretardation factor, HAM-D
v depressed mood item and CGI severity) the difference was insignificant although

the trend favored paroxetine. ‘The depressed mood Lltem was nearly significant at

4 weeks and was significant at 6 weeks (p<.03). The SCL which was significant in

the above table did not reach significance at week & by LOCF or at we=ks 4 and 6

ie




by visit-wise analysis. For the HAM-D total and other three secondary
the results at week 6 by either LOCF or visit-wise analysis were consi

-the results in the above table. At 6 weeks the :CGI improvement, MADK
were ell significant on the LOCF.

The results in the All Efficacy sample for all ten variables at both & a
were, with one minor exception, identical to the theoz> chserved in the
Treat group.

The proportions of patients who improved by 50% or mere in their HaM
({LOCF) were:

Intent to Treat ALl Efficacy

"Week &4 Week 6§ Week & Wae
Paroxetine 13/37 35% 16/37 43s  13/33 39% 16/ _ o
Placebo 7/37 19% 9/37 26%  7/36 19% 9/ S
Imipramine . 6/40 15% 8/45 20% 6/38 16e 8/ ‘
p value paroxetin¢ vs. placchbo 0.19 - 0.1&4 0.11
p velue paroxetine vs. {mipramine 0.06 . 0.05 0.03

&nalysis of covariance with HAM-D total as the dependent variable rev
significant (p=.084) age by treatment interaction. Patients older than &4C
greater improvement on paroxetine compared to placebo c¢r imipramine than p
younger than 40. Baseline correction did not alrer the statistical compa

Comment

Patients in this trial were somewhat younger than those who participsated at
" centers. The significant advantage for paroxetine over imivramine on th
total and in the proportion of patients who improved by 50% on the HAMD
was biassed in favor of paroxetine by the substantially greaterv mumbe
imipramine dropouts. These patients who discontinued primarily because of ad
incidents did not remain in the study for a sufficlent duration to benefit
the spontanecus improvement which was chserved in the placebo group.

The study provides support retiter than evidence for paroxetine’s superiority
‘placebo. Paroxetine “"wins® on the HAM-D, the primary outcome wvariable and or |
secondary varliasble (SCL depression), but on the ether three secondary varisz
paroxetine did not clear the .05 hurdle. Moreover, SCL depression which sh:
& significant effect at 4 weeks did not show a significant effert at 6 weeks =
depressed mood which narrowly missed at 4 weeks was significant at 6 weeks
collective results on 10 outcome variables computed in two slightly diffe-
populations at two different endpoints and by two different methods of anal
all indicate that paroxetine has antidepressant potency. The data however dc
adequately distance this impression from the realu o5l -chatigs .»r1 do not allew
study to be unsmbiguously categorized as a "win". :

5: Ronald Fleve, Principal Investigator

tad of whom 2 were lost after the baseline visit les
ample. The All Efficacy sample includn.
had the follo.

121 patien
119 pacients in the
of these patients.
characteristics: ’
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Reviewer’ mments

The Week 4 LOCF results for HAM-D total and HAM-D depressed mood itern show a significant
treatment difference between parcxetine and placebo but the OC resuits do not. Also, no other primary
or secondary variables showed paroxetine toc be consistently better than placebo. ’

To further examine the results at Week 4, Dr. Masahiro Takeuchi (FDA Division of Bicmetrics,
HFD-713) reanalyzed the HAM-D total data using the generalized estimating equation (GEE} approach.
This 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 imipramirie response as seen in Tables 15 and 16 was smaller than the paroxetine response
and not diffarent 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
trug treatment sffects due to the large number of, patients who drop early, before a responss is
generally expected. This is born out by the fact that the 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 nacessarily suggest that the trial
was 3 failed trial incapable of distinguishing paroxetine from placebo. .

Duse to the lack of positive effects on most of the efficacy variables. this reviewer would not
consider this trial as a clear "win® for paroxetine, howsver, the HAM-D results provide supportive
statistical evidence of the benefit of paroxetine in the treatment of depression. Aiso, 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.

14
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Par 03-004 Investigator Shrivastava
{Conducted May, 1985 to December, 1986)

Sponsor’s Results

Cne hundred twenty patients were entered in this study; 40 patients were randomized to each
of tha 3 treatmen: groups. The treatment groups wers comparable at baseline with regard to
demographics and primary efficacy measures. At baseling, 79% of the patients wers rated moderately
il and 21% markedly ill. About 42% of the patients were female and 88% were white. The mean age

-of the patients was 34.5 years; 62% of the patients wars under the age of 35 vears. About 66% of
the patients had experienced previous psychiatric treatment; only 9% of those patients had ever been
haspitalized for psychiatric treatment for 24 or more hours.

More than 703 of the patients were stll on study after 3 wesks 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 13). Statistically

significantly more patients completed the study in the paroxetine group than in the imipramine grcug,ﬂ,ﬂﬂ

(p=.001}. - o :
Table 13. Study 03-004 Patients on Study

WEEK PAROXETINE - PLACEBC IMIPRAMINE
1 40 (100%) 40 (100%] 40 (100%])
< 31 {78%} 35 (88%!) 32 (80%) -
3 30 (75%) 29 (73%) 28 {70%)
4 23 (73%) 125 {63%) 18 (48%)
6 26 (65%) 18 (45%) 10 (25%)

The reasons for withdrawal follow a different pattern than what was seen in the other studies
under the PAR 003 protoco! 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’s dropped due to
reasons unrelated to drug (for example, trauma and respiratory disorder) and abeut 1/3 for reasons
unknown. Also, the percentage of placebo patients dropped due tc lack of efficacy s notably smailer
than what was observed for other studies in this series; 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 dus to adverse events

in the imipramine group than the other two treatment groups (p<.01}.

Table 14. Study 03-004 Reasocns for Dropouts

Reason for Dro-pout PAROXETINE PLACERO IMIPRAMINE
Lack of efficacy 3 (8%} 8 (15%) 2 (5%)
Lack of efficacy combined with a 1 (3% 2 {5%) 8 (20%]}
drug-related adverse experience

Drug-related adverse experience 6 (15%) 4 {10%) 11 {28%)
Other 4(11%) 10 (26%) 9 (23%)
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Cue to the small percentage of patients remaining on study by Week 8, only the sponsor's ITT
sample results for Weeks 3 and 4 are presented in the following tables. Alsa, only the HAM-D total and
HAM-D depressed mood item results are shown. No statistically significant treatment differences were

- observed for the CGl global imgrovement score and the PGE at Weeks 3 and 4; paroxetine was
significantly different from placebo on the CGIl severity of iliness score only at Week 3 for the OC

analysis.

The HAM-D 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 (p =.12). in addition, the placebo response
is slightly larger than the imipramine response; this was not seen in the other PAR 03 studies. The
results for the completers at Week 6 are mare consistent with what was seen for this variable in the

ather studies; ths response for the drug groups was about -15 and for the placebo group -10.2 .

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

PAROXETINE - PLACEBO IMIPRAMINE P-VALUE » -~
Mean (SE) . Mean {(SE) Mean {SE) PAR vs PLA f A
Baseline 27.6 {0.6) 27.0 {0.6) 26.5 (0.6} 43
Week 3
LOCF -8.1{1.1) -5.6 (1.1} <5.0 (1.1} 10
ocC -9.8 (1.3} -6.4 (1.3} -6.3 {1.3) 07
Week 4
LOCF -13.4 (1.3} -6.7 {1.3} 5.8 {1.2} 04
oC v -12.4 {1.3) v -9.3 (1.5} 8.7 (1.7} 12 &— 1.
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 imipramine group is
not significantly different from the piacebo response.
Table 16. Sponsor's HAM-D Depressed Maood Item Results
ITT Sample of Study 03-004 T .
PAROXETINE PLACEBO IMIPRAMINE P-VALUE
Mean (SE}' Mean (SE} Mean (SE) PAR vs PLA
Baseline 2.8 2.7 2.9 .24 ‘
Week 3 :
LOCF v -0.8 -0.6 -0.6 » 27
QC -1.1 10.2) -0.7 {0.2) -0.7 {0.2} . 10
Week 4
LOCF -1.1 -0.6 -0.7 .0%
ocC v -1.3 (0.2} v 0.8 (0.2} -1.1 0.3} A1 G

' Standard errors were not provided for the LOCF data.
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PAR 03-005 investigator Fieve
{Conducted Juiy, 1985 to December, 1386}

Sponsor's Results

A total of 119 patients were enrolled in this study; 40 in the paroxetine grous, 42 in the
placebo group and 37 in the imipramine group. At baseline, 63% of the patients were rated moderately
ilt on the CGI severity scale; 28% were rated markedly ill and the remaining 9% wera rated sevare.y
il on the CGI. The average age of the sample was about 44 years. Thirty-one percent of the patients
were female (the lowest percentage in any of the studies); 9.2% of the patients were black {the
highest percentage in any of the studies}.

The groups were comparable at baseline on demograpi‘c and efficacy variables with 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 (60%) or the paraxetineg group (70%). Mare than one third of -the:.

imipramine and paroxetine patients had been hospitalized for 24 hours or longee while only about 174
of the placebo-treated patients had been previously hospitalized for psychiatric treatment,

A notably higher percentage of patients remained on study for the duration of this 6-week trial
compared to any other study conducted under the PAR 03 protocol (Table 17). in addition, unlike the
other studies, fewer patients dropped out in the imipramine group than in the other two treatment
groups.

Table 17. Study 03-005 Patients on Study

WEEK PAROXETINE PLACEBO IMIPRAMINE i
1 40 (100%) 42 (100%) 37 (100%)
2 36 (90%) 1 (98%) 33 (89%)
3 34 (85%) 40 (5%} 32 (86%)
4 31 (78%) 33 (79%! 31 (84%)
6 29 (73%) 31 (74%) 28 (76%)

The placebo patiénts predominately dropped due to lack of efficacy. The number of patients
reporting adverse events in the drug treatment groups was smaller than what was generally 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 “other” category, exact!y
half of the patients in each group dropped for non-drug related reasons and the other half dropped for
unknown reasons.

Table 18. Study (3-005 Reasons for Dropouts

Reason for Dropout PAROXETINE "FLACEBO IMIPRAMINE
Lack of efficacy 1 {3%] B {14%} 1 {3%)
Lack of efficacy combined with a 215%) 1 (2%]) 3 {8%)
drug-related adverse experience "

Drug-related adverse experience 2»{5%) 0 (0%} 1.(3%)
Other 6 (16%) 4 {10%) 4 {10%)
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FAR 03-005; Ronald Filewe, Principal Investigator
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Paroxetine N=40 Flacebo N=42 Imipramine N=37 p

Mean age 43.8 Lh 7 42,1 0.80
% male ' 58 76 73 0.17
Baseline HAM-D (SE) 26.1 (.82 26.8 (.80} 27.4 (.85) 0.53
Mean Daily Capsules (SE) 5.3 (0.2) 5.7 (0.2} B (L. T HIEE
Mean Daily Dose (mg) 31.6 . e +61.6 -
Mean Endpoint Dose 38.3 -w - 187.3 ' -
# Days in Sctudy (SE) 36.0 (1.9 37.3 (L. 36.8 (2.0 >.05%
Overall Complliance (%) 94 97 11¢

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

With the exception of previous psychiatric treatment (p=.03) there were no
significant (p<.05) between group differences on any demographic, historical or
diagnoestic wvariable. 68% of the placebo group had not received any vprior
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 were:

Treatment Baseline Week 1 Week 2 Yeek 2 Week 4 Week 6

Paroxetine &0 40 (100%) 36 (90%) 34 (85%) 31 (78%) 29 (73%)
Placebo 42 42 (100%) 41 (98%) 40 (85%) 33 (79%) 31 (74%)
Imipramine 37 37 (100%) 33 (89%) 32 (863) 31 (84%) 28 (76%)

This study, unlike its 4 predecessoxrs in the PAR 03 series, did not have a problem
with discontinuations. Efficacy can therefore be assessed at the planned 6 week
- eudpoint. The changes from baseline at & weeks were:

INTENT TO TREAT- Week 6- LOCF

1-Paroxetine 2-Placebo 3-Imipramine
Variable n meapn (S.E.} n mgan (S.E n pean (S . E.) D B
lvs2 lvs3
HAM Total V40 -10.02 (1.56)42 -4.07 (1.52) 36 -15.56 (1.21) .007 .0lé
HAM Depressed Moodvh0 -1.32 --- v42 -0.55 --- 36 -1.72 ---  .002 .09 .
HAM Retardation 40 -3.22 (0.47) 42 -1.29 (0.46) 36 -4.81L (U.50) .004 .02Z3
Raskin Total 40 -2.80 (0.47) 42 -1.45 (0.46) 36 -&.44 (0.49) ,062 017
‘ce1 Severity VGO -1.05 (0.19)4a2 -0.48 (0.19) 36 -1.78 (0.20) .035 .0ll&
CG1 Improvement 40 2.75 (0.23) 42 3.76 (0.22) 36 2.28 (0.24) .002 .16
PGE 60 <1.10 (0.23) 42 -0.07 (0.23y 36 -1.64 (0.26) .002 .11
SCL Depression 40 -6.69 (1.23) 42 -2.7L (1.20) 36 -9.43 (1.3C; .023 .13
/ MADRS 38 -12.25 (1.83) 42 -4.76 (1.79) 36 -17.47 (1.33; .00& .0S2

Covi Arxiety Scale 40 -0.52 (0.26) 42 0.03 (0.25) 36 -0.97 (0.27) .12 .24

Results at week 6 on the visit-wise analysis for the paroxetine-placebo and
paroxetine-imipramine comparisons was similar to the LOCF for all variables except
the Raskiv and the CGI severity. Results in the All Efficacy group at week 6 by
LOCF were, nct surprisingly, identical with the results observed ‘n the Intent to
Treat sample. ‘ ‘ s

In the Intent To Treat sample the proportions of patients who improved by 30% or
more in their HAM-D total scores ‘were:
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Week 6

Paroxetine ' 16/40  40%
Placebo 12/62 293
lmipramine 21/36 538%
p value paroxetine vs. placebo 0.353
p value pavoxetine vs. {mipramine ¢.011 o

Analysis of Covariance with HAM-D total score as the depeudsnt variable disclosed
significant (p<.l0) treatment by covariate interactions for sex, marital status.

onset of present episode and current treatment status. After baseline correction
the significant advantage of paroxetine over plscebo and of imipramine over

paroxetine vemainad unchanged. Comparison of the means of each subgroup for each
of the &4 significant covariates revealed that: (means in parenthesis, s.e. in:
brackets) .

males responded much than females to imipramine (-17.72 {1.93] vs. -10.30 {3.06}); -

patients who were married respunded better to paroxetine than single patients '
(-12.37 {1.88] vs. -5.50 [2.82]); )

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 {1.81}) 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 whichk more than 70% of patients in
all three treatment groups completed 6§ weeks of treatment. This study provides
evidence for the effectiveness of paroxetine in outpatients with major depression.
This result is not surprising. HMore unusual is the greater improvement with
imipramine than with paroxetine, a result which sattained or approached
significance on nearly all outcome variables and in the proportion of patients whe
improved by at least 50% in their HAM-D total scores. This may have razsulted 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.

{?::M;3—6;ZZ>Louis Fabre, Principal Investigator

S s

Mtion.
. ratients
the following

120 patients were randomized 116 of whom had at least one efficacy
5 patients haa taken a concomitant psychoactive medication leayss
in the All Efficacy sample. The Intent (¢ Treat sampl
characteristics: i

, Paroxetine N=39 Places Inipramine N=29 p
Hean age 35.7. . 35.1 0.86
% male 44 i 33 0.66
Baseline HAM-D (SE) 29.7 (.62 28.7 (.63) 27.9 (.62) 0.12
HMean Daily Capsules (SE) &.25-_3 4.7 (0.2) 4.7 (0.2 >.05%
Mean Daily Dose (mg) S0y e 134.5 “mo
Mean Endpoint Dose St “aa 164.2 ) ---
# Days in Study i 29.6 (2.1) 23.1 (2.1) 28.6 (2.1) <. 05%

%7 95 96 93
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The sponsor’s efficacy results show paroxetine statistically significantly superior to placeto on
each of the 5 primary efficacy variables from Week 3 to Week 6 (the Week 6 results only are given
in Table 19}. The imipramine response in this trial was larger than the paroxetine response for each of
the 5 variables; for HAM-D total and CGl severity of illness, imipramine was statistically significantly
better than paroxetine. Also, imipramine was found to be significantly superior to placebo as early as

Week 2; a week earlier than paroxetine.

N

Table 19, Stud‘,(03-=005 ponsor's iTT Efficacy Results

Efficacy Paroxetine sl Placebo fmipramine p-vaiue
Variable Mean (SE) Mean {SE} Mean (SE) PAR vs PLA

HAM-D Total

Baseline 28.1 {0.8) 26.8 (0.8) 27.4 (0.9} .53

Week 6 LOCF -10.0 (1.8} -4.1 (1.5} -15.6 (1.6} 007

Week & OC v=11.9 {1.8] v -B.7 {1.8) -17.7 {1.8} 017
-HAM-D Depressed

Mead item

Baseline 3.0 3.0 2.8 .B6
Week 6 LOCF -1.3 -0.6 -1.7 003

Week 5 OC v -1.4 v 0.7 «1.9 02
CGI Severity -

Baseline 4.4 (0.1} 4.5 (0.1} 4.5 (0.1} 81

Week 6 LOCF -1.1 {0.2} -0.5 (0.2} -1.8 (0.2} 04

Week 6 OC v -1.2(0.2) -0.7-(0.2} -2.1(0.2) A2
CGI Global

Week 6 LOCF 2.810.2} 3.8 {0.2} 2.310.2) 002

Week 6 OC 2.5 (0.3} 3.5 {0.3) 2.0 (0.3} .01
PGE

Baseline 4.01{0.1} 4.00.1) 3.9 (0.1} .50

Week 6 LOCF -1.1 (0.2} -0.1 (0.2} -1.6 (0.2} 002

Week 6 QC -1.3 {0.3) -0.4 {0.3) -1.9 {0.3} - 01

Reviewer's Comments

This study 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 this study may be due to the
larger doses used in this study (see the Dosing secticn of this review) as noted by Dr. Brecher (HFD-
120} in his review. It is passible also, since a higher proportion of imipramine patients had undergone
previous psychiatric reatment than the paroxetine and placebo patientg, that the imipramine patients

may have been more responsive to treatment.
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PAR 03-006 Investigator Fabre
{Conducted April, 1985 to July, 1988)

Sponsor’'s Results

A total of 116 patients were followed in this study; 39 were treated with paroxetire, 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 CG! severity of illness scores showed 46% of
the patients were moderately ill, 50% were markedly I! and 4% were saverely ill. Three of the 4
patients rated as severely ilf at baseline were in the paroxetine group. The average age of the patients
was about 36. Sixty-two percent were female and §8% of the patients were white. About 2/3's of
the patients had undergone previous psychiatric treatment; of those patients, 25% had been
hospitalized for 24 hours or more.

Compared to the other 5 PAR 03 studies, this study had the fewest total number of patients
still on study by Week 6. After only two weeks of therapy, sbout 20% of the placebo patients
discontinued from the study; half of those dropouts discontinued due to lack of efficacy. About 40% .
of the patients in each of the drug trestment groups completed the study while 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%) 38 (100%)] 39 {100%)

2 35 (30%]) 35 (92%; 33 (85%!

3 30 {77%:) _ 24 (53%? 29 (74%)

4 22 {56%) 13 (34%) 20 {51 %) & OC.

6 16 (41%) 7 (18%} 17 {44%)

Table 21. Study 03-0086 Reascns for Dropouts

Reason for Dropout - PAROXETINE PLACEBO IMIPRAMINE
Lack of efficacy 8 {21%:} 20 (53%]) 6 (15%)
Lackvof efficacy combined with a 4 {10%) 2 (5%} 4 (10%)
drug-related adverse experience -
Drug-refated adverse experience ) 6 (15%]} 3 (8%} 6 {15%}
QOther 5 {13%] 6 (16%}) 6 (16%]}
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Due to the small number of patients completing this study iparticularly in the placeba group!
only the results for Weeks 3 and 4 are presented (Tables 22 to 25).

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

Table 22. Sponsor’'s HAM-D Total Results
ITT Sample of Swdy 03-006

PAROXETINE PLACEBO IMIPRAMINE P-VALUE
Mean {SE) Mean (SE) Mean (SE) PAR vs PLA

Baseline 28.7 (0.6) 28.7 (0.8} 27.8 (0.6} 12
Week 3
LOCFE 7.4 {1.1) -3t (1.1} 8.5 {1.1) 007
ocC -3.0 (1.3) -4.2 (1.3} -8.0 {1.3} .01
Week 4 )
LOCF -7.8 1.2} -3.4 {1.2) -7.3 1.2} .01
oC 1/42.4 {1.4}) v-6.9 (1.7} -11.2 {1.4) 02 o

As for HAM-D total, the results for HAM-D depressed mood item clearly show paroxetine to
be superior to placeébo. Again the treatment difference was statistically significant as early as Week
2 and through to Week 8. Imigramine, on the other hand, only heats placebo at Week 3 OC and Week
6 CC. : : :

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

PAROXETINE PLACEBO IMIPRARMINE P-VALUE
Mean (SEY Mean (SE} Mean (SE) PAR vs PLA

Baseline 3.08 3.03 2.82 BT
Week 3

LOCF 0.8 0.4 0.7 .03
ce 1.0 {0.2) -0.5 (0.2) 1.0 (0.2} .04
Week 4

LOCE .09 . 0.4 0.7 .04

oc /1.4 10.2) 1.1 (0.2) -1.2 (0.2 .37

' The sponsor did not include standard errors with the reporting of the means for the LOCF analysis

of this variable.




At baseline, the paroxetine and placebo patients were comparable {p=.19} with both groups
rated as markedly il on the CGl severity of iilness scale. The paroxetine 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.

Table 24. Sponsor’s CGl Severity of lilness Results
: ITT Sample of Study 03-006

PAROXETINE PLACEBO IMIPRAMINE P-VALUE
Mean (SE) Mean (SE) Mean (SE} PAR vs PLA

Baseline 4.7 {0.1) 4.6 (0.1} 4.4 {0.1} .18
Week 3
LOCF -1.0 {0.2] -0.3 10.2) -0.7 (0.2} 001
ocC - -1.2 {0.2) -0.310.2) .. -0.9 (0.2} 001
Week 4 ‘
LOCF -1.1 {0.2) -0.3(0.2) -0.9 (0.2} 001
oC -1.6 {0C.2) -0.6 {0.2) -1.3 (0.2} 004

According to the CGI global improvement score, both drug treatment ‘groups showed steady
improvemeant cver the 6 weeks of the study while the placebo group was rated as minimally improved

with mean values of about 3 at each timepoint. The paroxetine mean resporises ranged from about
3 {minimally improved) at Week 1 to about 1 {very much improved] at Week 6 OC. Paroxetine was

statistically significantly different from placebo at Weeks 3, 4 and 6.

Table 25. Sponsor’'s CGl Global Improvement Results
ITT Sampie of Study 03-006

PARQOXETINE PLACEBQ IMIPRAMINE B-YALUE
Mean (SE) Mean (SE)} Mean (SE) PAR vs PLA

Week 3 s
LOCF 2.7 0.2} 3.510.2) 2.910.2) .008
oC 2.4 (0.2} 34 (0.2} 2.5 (0.2} 002
Week 4
LOCF 2.7 0.2} 3.5(0.2} 2.7 {0.2) ©.008 -
ocC 2.0 (0.2} 2.81{0.3) 2.0 (0.2} .01
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Week 6

Paroxetine 16,40 40%
Placebo 12742 293
Imipramine 21/36  58%
p value paroxetine vs. placebo 0.353
p value pavoxetine vs. imipramine 0.011

Analysis of Covarlance with HAM-D total score as the dep ) variable disclosed
significant (p<.10) treatment by covariate interactiopgl #8r sex, marital status.
onset of present episcde and current treatment statygl BAfrer baseline correctisn
the significant advantage of paroxetine over plfi#bo and of imipramine over
paroxetine remained unchanged. Comparison of thidéans of ecach subgroup for each
of the 4 significant covariates revealed thyg@P(means in parenthesis, s.e. in:
brackets) . y . .
males responded much than females to imig‘ﬁﬂ e (-17.72 {1.93) va. -10.30 [3.06]);
patients who were married respunded b - to paroxetine than single patients
(-12.37 [1.88) vs. -5.50 [2.82)); ¢ )
patients whose episode was shortgl
those whose episode was longepd
patients who were not rece

placebo than those who wg

fhan one month did better on imipramine than
£4.00 [3.99) vs. -13.86 [1.81]) and

P psychiatric treatment at entry did better on
Prn treatment (-6.50 [1.76) vs. 2.17 {2.79].

Comment .l

This is the only 1 in the PAR 03 series in which more than 70% of patients in

all thrse trea K groups completed 6 weeks of trestment. This study provides

evidence for giPeffectiveness of paroxetine in outpatients with maior depression.

This resu ¥ not surprising. More unusual is the greater Improvement with
g han with paroxetine, a result which attained or approached

ce on nearly all outcome variables and in the propertion ¢f patients who

& by at least 50% in their HAM-D total scores. This may have rasulred from

mean endpdint dose of imipramine was at least 20mg/d higher than in any of the
er PAR 03 series active control trials.

[Baxr 03-006; ;mouis Fabre, Principal Investigator

“
120 patients were randomized 116 of whom had at least one efficacy evaluation.
5 patients had taken a concomitant psychoasctive medication lesaving 111 patiants
in the All Efficacy sample. The Intent Lo Treat sample had the following
characteristics:

st

Paroxetine N=39 Placebo N=38 Imipramine N=39 p

Mean age 35.7. . 36.4 35.1 G.86
$ male (¥ 37 33 U.66
Baseline HAM-D (SE) 29.7 (.62) 28.7 (.63) 27.9 (.62) 0.12
Mean Daily Capsules (SE) 4.7 (6.2) &.7 (6.2 4.7 (0.2) >.035%
Mean Daily Dose (mg) 28.5 e 134.5 “e-

. Mean Endpoint Dose 34.6 - 164.2 -=-
# Days in Study (SE) 29.6 (2.1) 23.1 (2.1) 28.6 (2.1 <. 05%*
Overall Compliance (% 95 96 9s

¢

@ Superscripted character signifizgs "for all 3 between group comparisons”.
* For paroxetine-placebo comparison
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There were twe significant (p<.05) between group diffevences on demographic,
historical or d{agnostic variables. The placebo and imipramine groups were both
more likely to have a lineal family member with a nonpsychetic psychiatric
disturbance than the paroxetine cohort. The paroxetine patients alsc experienced

more unemployment in the preceding three years than imipramine or placebo
patients.

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

Treatment Baseline Week 1 Week 2 Week 2 Week & Week 6

Paroxetine 39 39 (10C%) 35 (80%) 30 (77%) 22 (56%y 16 (4lw)
Placebo 38 38 (100%) 35 (92%) 24 (63%) 13 (34%) 7 (18%)
Imipramine 39 19 (L00%) 33 (83%) 29 (74%)y 20 (Sls} 17 (44%)

Only one patient discontinued because of improvement. 34 patients (8 paroxetine,
20 placebo and 6 imipramine) dropped out for lack of efficacy. Another 10
patients (4 paroxetine, 2 placebo and 4 imipramine) dropped out for lack of
efficacy combined with an adverse event.

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

v 1.OCF
Week 2 Week 3 - Week &4 Yeek 6
K HMean (s.e.} N |Mean {(s.e.} N Mean (s.e.} N Hean (s.e.
Paroxetine 39 -7.13 (1.06) 33 -7.46 (1.11) 39 -7.85 (1.19) /39 -9.08 (1.29)
Placebo 37 -4.03 (1.09) 37 -3.11 (1.14) 37 -3.38 (1.22) V37 -2.97 (1.32)
Imipramine 3% -5.99 (1.06) 39 -6.49 (1.11) 39 -7.26 (1.19) 39 -7.62 (1.29)

parox. vs. placebo p=. 044 p=.007 p=.01 p~.001
parox. vs., imipramine p=.30 p=.54 p=, 72 p~ 42
Visic-wise
Week 2 Week 3 Week &4 Yeek 6
N Mean (s.e.} N |Hean (s.e, N Hean (s.e.} N Mean (s.e.)

Paroxetine 33 -8.42 (1.10} 26 -9.,04 (1.27) 20 -12.40 (1.38) 17 -15.94 (1.32)
Placebo 3% -4.35 (1.08) 26 -4.17 (1.33) 13 -6.92 (1.71) 7 -3.43 (2.06)
Imipramine 33 -7.00 (1.10} 26 -8.04 (1.27) 20 -11.20 (1.38) 17 -13.8% (1.32;
parox. vs. placebo p=.010 p=.010 pe=. 016 p=<.001
parcx. vs. imipramine p=.36 p=.58 pe. 54 p=.28

An identical pattern of significant results were cbserved on the HAM-D retardacion
factor. On the HAM-D depressed mood item, which was only assessed by LOCF,
paroxetine was superior to placebo at Weeks 2, 3, 4 and 6 and not significently
different than imipramine at Weeks 3, 4 and 6.

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

: /
Paroxetine was superior to placebo at Weeks 2, 3, &4 and & on the CGI severity
scale on both the LOCF and visitwise analyses. Faroxetine-imipramine compivisons
were not significant at Weeks 3, 4 and 6.

e
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With one minor exception (Week 2, global improvement. LOCY' paroxetine was
superior to placebo on the Raskin, MADRS and Cul global lrprevement at Weeks 2,
3, 4 and 6 on both the LOCF and visit-wise snalyses.

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

In the Intent To Treat sample the proportions of paﬁients whe improved by 50% or
more Iin their HAM-D total scores were:

Veek 6
Paroxetine ' 12/39 3is
Placebo 3/37 8% -
Imipramine 14/39 26s%
p value paroxetine vs. placebo 0.02
p value paroxetine vs. imipramine .80

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

Comment

The patients in this trial had a mean HAMD score at baseline of 28.§ is highar
than any of the previocusly reviewed trial. Paroxetine dosages were in the low 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 significant 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 trials. Despite the small number of subjects remaining at week 6 in the
vigit-wise analysis and the limited power of the statistical comparison,
paroxetine was able to demonstrate superiority over placebo. Despitce. the high
proportion of dropouts, the study provides evidence for paroxetine’s effectlveness
as an antidepressant.

PAR G4

This study was & #ix center, double blind, placebo controlle<: : AR 03,
It was conducted at the same 6 centers as PAR 03 with«w’ P 6 principal
investigators.

Subjects and Design e
Only subjects who were enrolled in PAg

Patients who completed Protocol §
placebo) in FProtecol 04 orv,~”'
over to the alternate acLidl
paroxetine. Paticoasl
of efficacy ¢
in Protoge

buld participate in the extension.
elect to continue on the same drug (or
received -active drug in PaK 03, could cross
8¢. Patients crossing over from placebo were given

Bctive drug who dropped out of Protocol 03 due to lack
E experiences could cross over to the alternate active drug
. Following 1 ’year of treatment under Protocol 04, only
Rreated patients could enter an open-label extension that provided for
ional 3 years of paroxetine therapy.
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The PGE results showed no statisticaily significant differences between either paroxetine or
imipramine and placebo at any week of the study. The completers data {Week 6 CC) showed "minimal
improvement” in the placebeo group and "much improvement” in the two drug groups while the LOCF
data shows "minimal improvement” in all 3 groups.

Reviewer’ omments

The dropout pattern in this study is similar to the ong 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 averwhelmingly positive. The 4 nrimary efficacy variables ([HAM-D total,
HAM-D depressed mood item, CGl severity of iliness and CG! giohal improvement) show paroxetine
superior to placebo for the treatment of depression. The treatment differences were significant from
Week 2 to Week 8 and for both the LOCF and OC analyses. (Similar results were seen also for the
imipramine-placebo comparison.) Study 03-006 provides strong statistica! evidence of the efficacy of
paroxetine over placebo for the treatment of depression.
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With one minor exception (Week 2, global improvement. !0C™ paroxetipgl
superior to placebo on the Raskin, MADRS and 'CuI global improvement at g
3, 4 and 6 on both the LOCF and visit-wise analyses.
Similar patterns of eff{icacy were observed in the All Efficacy d:'ﬂ Set in which
enly LOCF analyses were performed. 4

¢

In the Intent To Treat sample the proportions of patients g improved by 50% or

more in their HAM-D total scores were:

_ Week &
Paroxetine 12/39 3ls
Placebo 3/37 8% -
Imipramine 10/39 264
p value paroxetine vs. placebo 0.024

p value paroxetine vs. imipramine

) iéy sample did not reveal any significant
¥ctions for any of the 10 variables examined.

&nalysis of covariance in the All E
{p<.10) treatment by covariate ing

Comment
The patients in this tria}
than any of the previous]
of the range observed
high dropout rate fgi

¥d a mean HAMD score at baseline of 28.§ is higher
eviewed trial. Paroxetine dosages were in the low end
Bs far. These twe factors may have contributed to the
Pack of efficacy.

peonsistent efficacy over placebo in both the LOCF and visit-
e manifestation of a significant treatment effect after only two
Bent is further indication of paroxetine's antidepressant action.

ion baseline in the paroxetine patients were similar to that observed
@Wials. Despite the small number of subjects remaining at week 6 in the
Pe analysis and the limited power of the statistical comparison,
Eine was able to demonstrate superiority over placebo. Despite the high
rtion of dropouts, the study provides evidence for paroxetine's effectiveness
an antidepressant.

Paroxetine show,
wise analyses

This study was a six center, double blind, placebo controxle&%extensisn &f PAR 03.
It was conducted at the same 6 centers as PAR 03 with the-same 6 principal
investigators.

Subjects and Design
Only subjects who were enrolied in PAR 03 could participate in the extension.

fatients who completed Protocol 03 could slect to centinue on the same drug (or
placebe) in Protocol 04 or, if they received-active drug in PAR 03, could cross
over to the alternate activa drug. Patients crossing over from placebo were given
paroxetine. Patients on active drug who dropped sut of Protocol 03 due to lack
of efficacy or adverse experiences could cross ever to the alternate active drug
in Protocol 04. Following 1 *year of treatment under PFrotocel 04, only
paroxetine-treated patients could enter an open-label extension that provided for
an additional 3 years of paroxetine therapy.

3
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Crossover patients were dosed according to the PAR 03 titration schedule.
Patients who continued on the same treatment could have their medication raised
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 medication was sconrsional S500mg
chloral hydrate for insomnia.

Patients who did not cross over were treated for another 336 days and were
evaluated on day 70 and at é week intervals thereafter. Crossover patients were
treated for 378 days and were evaluated at the same time polnts as the patients
whose treatment did not change.

The efficacy instruments were the same as in PAR 03.

Results .

529 patients were enrolled in PAR 04, 517 of whom comprised the Intent to Treat
sample. Mean age of patients who received paroxetine, imipramine or placebo were
all 41 years. 4&44% of paroxetine, 72% of placebo and 49% of imipramine patients
were male. Compliance was recorded as close to 100% in all three groups. 503 of
the Intent to Treat patlients had at least 1 efficacy evaluation. The Intent to
Treat sample had the following characteristics: ‘

Treatment (*) N Mhp? MED? Days in
Crossover (evaluable) Study
Parox {(Imi) 89 37.0 33.7 113.5
Imi (Parox) 77 181.7 .161.7 121.2
Parox (Placebo) 127 wam °w 148 .8
Continuation

Parox (Parox) 93 &2 .4 36.3 188.6
Imi (Imi) 75 200.6 178.0 169.7
Placebo (Placebe) 42 “ew .o 161.3

* (PAR 03 treatment): l-HMean Maximum Daily Dese; 2-Mean Endpoint Dose

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

L

Number Number of Patients Completing Interval (%)

Treatment (*) Enxolled - 6 weeks 3 months 6 months 9 months 1 _vear
Crossovers _

Paroxetine (Imipramime) 91 52 (57)y 34 (3% 23 (25) 14 (15) 13 (14)
Imipramine (Paroxetine) 79 44 (56) 33 (42) 22 (28} 16 (20} 13 (16)
Paroxetine (Placebo) 128 . 82 (64) 61 (48) &7 (373 38 (30} 31 (24)
Continuation

Paroxetine (Paroxetine) 94 82 (87 67 (J1) 50 (53) 34 (36} 26 (28)
Inipramine (Imipramine) 79 58 (73) 49 (62) 39 (4% 27 (34} 18 (23)
Placebo (Placebeo) 46 38 (83) 30 (65) 17 (37 12 (26} 9 (20)
All patients 517 356 (69) 274 (53) 198 (383 161 (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 who 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 oi .eir PAR 03 rrveatment had similar
dropout rates. Patients who crossed over to the other active drug discontinued
more freguently than patients who did not switch, but the Aropout rates for the
paroxetine (imipramine) and iwmipramine {paroxetine} were similar. Data is
presented below for the HAM-D total followed by graphic presentation (Figures
la-le) of the results of the HAM-D total and the &4 secondary nutcome variables,
Statistical comparisons wevre not provided by the sponsor.

Treatment® Endpeint 03 6 weeks 3 months 6 months 9 months 1 vear
mean (se) mesn (se) mean (se) mean (se) mean (se) mean (se}

Crossgovers !

Parox (imi) 23.4 (0.6) 17.6 (0.9 11.0 (1.0) 11.0 (1.63 7.3 (1.6) 5.6 (1.0}
Imi (parox) 2Z.5 (0.6) 15.0 (1.0) 11.2 (1.2) 11.0 (L.9)» 7.1 (1L.3) 7.4 (1.4)
Parox (placebo)25.0 (0.3} 14.2 (0.8) 9.0 (0.8 9.6 (1.C0) 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 8:1 (L.1) 6.8 (1.4)
Placebo (plac) 1.1 (0.7) 9.7 (0.9) 10.4 (1.1) 9.7 (1.5)y 6.8 (1.7) 6.3 (1.8)

* PAR 03 treatment in parenthesis

The responses over time are consistent over all 5 variables. Non-responders who
crossed over to paroxetine (imipramine and placebu 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 comparisomn.

The paroxetine, imipramine and placebs responders whose treatment was continued:

maintained thelr low depression ratings for one year. In these groups as with 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 contrelled trials, it does not provide data addressing the advantage

of paroxetine over placebo. The only comparison of paroxetine versus placebo
follows a group of PAR 03 paroxetine, imipramine and placebs respondexs for a year
and records similar relapse rates. This does not adequately demonstrate that

paroxetine is effective in preventing relapse because the patlients were not
rand.1ized at the beginning of the extension and because only 67% and 2&% 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 antive drug mon-responders. There is nc 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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FIGURE V1.3
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Analysis of covariance with HAHM-D total score as _h: deperndent variabls revealed
only one treatment by covariate interaction. Patients experiencing thelr first
episode of depression (as opposed to a recurrent episode) who received 10 mg of
paroxetine improved less than other groups. This finding 1{s difficult to
interpret and probably represents random 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 promiment finding in this trial was that 20mg was the most efficacious
dose of paroxetine. The fixed dose protocei without titration teo target dose
prevented dose optimization and led to more early dropouts in the 30 and 40 ng

groups compared to 20 mg. The disproportion in early discontinuations blased the™

results against the higher dose groups.

This. study was not designed to provide pivotal evidence of paroxetine‘s
superiority over placeboe. The number of significant comparisons versus placebo,
while not by themselves convincing, support dats from‘other trials which
demonstrated paroxetine’s efficacy.

~ PLACEBO CONTROLLED TRIALS; FOREIGN STUDIES

G. J. Naylor, Principal Investigator

) gs 2 4 week, single center, double blind, placebo controlled trial of
paroXWgie 30 mg HS vs. placebo in patients with depression.

Subjects werd
Feighner‘’s crite
scale for depressiV
threshold was lowered™

65 years old with a diagnosis of depression diagnosed by
land who had a score of at least 18 on the 21 ltem Hamilton
. After patient 20 was enrolled the Hamilton inclusion
Patients with severe co-existing disease, current
or past evidence of orgary ain syndrome, who had received ECT within the past
month, who were considered sWMEk for suicidal acts or gestures or who were known
abusers of drugs or alcohol werc¥illgluded. Pregnant and lactating women were also
excluded. A

Following a baseline evaluation and a
placebo or 30 mg paroxetine to be taken a
as the first day patients received drug or p
weeks after the baseline examination.
studies a second assessment was not
spontanecusly improved. '

'-washcut patients were randomized to
: Day 1 of the study was defined
which eccurred as much as two
e previcusly described U.S.
e  exclude patients who

Flunitrazepam was prescribed for insomnia. .Patients were a
& weeks. The outcome variables were the 21 item Hamilton dé
observer-completed 6 point global assessment scale, a patien®
Depression Inventory and a patient completed self rating visual
{Visual analog data was not submitted).

ed after 1, 2 and
Resion scale, an
pleted Beck

The sponsor defined a standard Intent to Treat population and a smaller "Ef
group which differed from the Intent to Treat group insofar as they met
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\\hv’wVZJ)Vard Smicﬁ, David Dunner, Ferris Pltts, Principal Investigator:s

This was 2 multicenter, six week, double-blind, randomized, parallel

placebe and amitriptyline controlled trial in inpatients with moderately
te severe depression with melancholla. The study was initiasted in Qctob:
and terminated 10 monchs later because of low patient enroliment.

Subjects and Design

Patients were at least 18 years old, had to meet DSM-III eritevia 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 c.
the Covl Anxiety Scale. Exclusion criteria were similar to the v
protocols.

Prior to the start of active treatment there was a single blind screening/-

period of at least 4 days. Patients could be discharged from the hospica:l
& minimum of one week of active treatment. Outcome measures were the sam.
the previous studies.

The dose range was 1-6 capsules :orning and evening with initvial dosing bo
capsules at each time. Paroxetine capsules were 10 mg in the moraing and -
in the evening while the amitriptyline capsules were 25 mg on both occc.
Hedication was titrated by changing both the morning and evening dosze
capsule. ’

Results
Enrollment was limited to 24, 5 and 9 patients at each of the three site:
nurber of patients remalning in the s 4y at each assessment point ware:

Treatment Baseline Week 1 Veek 2 Week 3 Veek 4 Week 6

Paroxetine 13 13 (100%) 11 (85%) 11 (85%) % (69%) 8 (623
Placebo 12 12 (100%) € (75%) 9 (75% 2 (75%) 7 (58%"
Amicriptyline 13 13 (100%) 13 (100%) 13 (100%) 12 (9%2%) 11 (8Ss

There were no_significant between group differences on any efficacy wea:
‘& oY 6 weeks by either the LOCF or visitwise analysis; On all the kay ¥&
there was a trend favoring paroxetine over both amitriptyline and pgaceb
study had a 10% chance of detecting ~ 20% difference at week 6.

Comment -
This trial, included in the service of completeness, is tas small «©.
meaningful inference. )

;Mwas a multicenter, 12 week, double blind; placebo controlled study of
A 30, 40mg} of paroxetine in adult outpatients with mode:
ge depression without mamia.

Subfects and Design ™y
The admission criteria werl't®
exclusion which was omitted.

washout for patients on any psychotrop

-

ame as in PAR 03 except for the hyper:
Bccding protocols there was a 7 day
Mibicn and & 14 day placebo -




awlbf feat & A e v e

This was a multicenter, six week, double-blind, randomized g Prallel

placebo and amitriptyline controlled trial in inpatients witiiEderately
to severe depression with melancholia. The study was initj#d in Octob-
and terminated 10 monchs later because of low patient eny nt,

Sublects and Design

Patients were at least 18 years old, had to meet DSM-[#@Wtritevia for melar
have a score of at least 21 on the first 17 ite pof the Hamilton Sc:
Depression and have a Raskin Depression Scale scgiW greater than thelr :-
the Covi Anxiety Scale. Exclusion criteriadF-e similar to the pr
protocols.

Prior to the start of active treatment theyfias a single blind screening/
period of at least 4 dsys. Patients co Pe dlscharged from the hospita.
& minimum of one week of active treatmgfii¥ Outcome measures were the samc
the previous studies.

The dose range was 1-6 capsules .oy
capsules at each time. Paroxeti
in the evening while the amit
Medication was titrated by ch
capsule.

g and evening with initial dosing be
sules were 10 mg in the worning and =
yline capsules were 23 mg on both occ.
ng both the morning and evening dose

f‘f% Results
T Enrellment was limited |
nusber of patients reg

4, 5 and 9 patients at each of the three siter
iing in the sr-—dy at each assessment point were-

Treatment Heele 1 Week 2 Week 3 Week 4 WYeek 6

Paroxetine 13 (100e) 11 (85%) 11 (85%) 9 (69%%) B (623

Placebo 12 (100%) ¢ (75%) 9 (75%) 9 (75%) 7 (58%:
13 €100%) 13 (100%) 13 (100%) 12 (928) 11 (85%

Amitriptylineg

significant _between group differences on any efficacy wmear
the _LOCF or visitwise analysis, On all the kaf”$~

> included in the service of completeness, is tooe small ©o
Eaningful inference. ’

PAR 09

Thié was a multicenter, 12 week, double blind; placebo controlled study of
‘doses (10, 20, 30, 40mg) of paroxetine in adult outpatients with mode:
moderately severe depression without mania.

Sublects and Design

The admission criteria were the same as in PAR 03 except for the hyper:
exclusion which was omitted. As in preceding protocols there was a 7 day :
washout for patients on any psychotroplc medication and a 14 day placebo -
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for patients on a MAOI. Previocusly 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 each of the paroxetine doses. Patients took their
medication in the morning and were assessed at days 7, 14, 21, 28, 42, 63 and 84,
Trere was no titration to assigned dose. “he protocel specified the ‘primary
endpoint at 42 days after whlch patients who felt they were responding could
continue for another & weeks. The primary outcome variable was the HAM-D total.
The secondary variables were the HAM-D retardation factor and depressed mood item,
the SCL depression factor, the CGI severity of Illness and the(MADRS. The Covi,
Raskin and Patient Global Evaluation scales were also administered,

Results '
474 patients entered the double blind phase of whom 454 had at least one efficacy
evaluation which may have occurred after less than one week of treatmenc. ThHe .
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 diagnostie variables or in the proportien of
patients whose treatment was interrupted. The number of patients remaining at
each timepoint were: )

Ireatment Weel: 1 Week 2 Week 3 Heek & Week 6§ Week 9  Week 12
Placebeo 51 (100%) &7 (92%) 43 (84%) 39 (76%) 34 (67%) 23 (45%) 21 (41%)
Parox 10mg 102 (100%) 91 (89%) 82 (80%) 77 (75%) 71 (70%) 53 (52%) 45 (45%)
Parox 20mg 104 (100%) 93 (89%) 92 (B8s%) 83 (80%) 68 (65%) 54 (52%) 46 (42%)
Parox 30mg 101 (100%) 83 (82%) 70 (69%) 66 (65%) 61 (60%) 44 (44%) 40 (40%)
Parox 40mg 102 (100%) 84 (82%) 78 (76%) 69 (68%) 65 (64%) 56 (55%) 48 (47%)

73% of the entire sample remained at week &; 65% rcnained at week 6. Week &4, the
last timepoint with 70% of subjects remaining will be highlighted as the primary

endpoint. Data collected after week 6 1s biased by non-randomization and a high
dropout rate.

There were no significant between éroup differences at baseline for any efficacy
variable. Change from baseline results from the week & Intent te Treat population
Last Observation Carried Forward were:

;

Weelc &  TOCF, Intent to Treat €$)A
. -
Placebo 10 mg 20 mg 30 mg 40 mg p-valuex*
Variable Now 51 N=100 N=104 N=99 = N=100 Treatment Invest. Linear
HAM-D Total -8.23 -7.58  -10.57+ -9.00 -9.39 0.0438 <.001 .166
Retardation -2.33 -2.,38 ° -3,08+ -2.52 -2.91 0.154 <.001 . 152
Depressed Mood -0.93 -1.06 -1.27% -1.18 -1.24 0.180 <.001 .037
CGI Severicty -1.00 -0.76 -1.26+ -1.01 -1.06+ 0.039 <.001 .248
SCL Depression -&.27 -G 42 -6.78%+ -5.59 -5.54 0.351 .166 L0938
MADRS Score -8.90 -8.26 -12.13%+ ~10.19 -11.14+ 0.0L7 .002 .050

*p<.05 vs. placebo; +p<.03 vs. 10mg;
**Treatment X Investigator interacticn term deleted from the statistical model
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For all 6 variables the peak effect occurred at 20 mg and decreased at higher
doses. A similar LOCF table was constructed for patients who cempleted une week
of treatment. These data showed the same pattern as the Intent to Treat sample,

but the p values were smaller. The Intent to Treat sample showed a slighrly
weaker paroxetine 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
HADRS the week 6 results showed a stronger paroxetine effect than at week 4 for
both the Intent to Treat group and the 1 week completers. The results tabulated

above are therefo he least favorable to paroxetine, The week 6 results from
thé one week completers, the data most favorable to paroxetine, shows zhe 20, 30
and 40 mg doses all superlior to 10 mg paroxetine on the HAM-D total, retardation
factor, depressed mood item and CGI severity and the 40 mg dose also superior to
placebo on the HAM-D retardation factor and depressed mood ltem.

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 significant comparisons
between the "adequate" dose groups (20, 30 and 4Omg) versus placebo and versus
10nmg. "

Number of Significant Comwparisons 20, 30 _and 40mg (Maximum 12}

Variable ve. placebo vs . 10mg Comment
HAM-D Total 1 7 Effect vs placebo in 20mg paroxetine group
Retardation Factor 3 Effect vs placebo in 20mg paroxetine group

2
Depressed Mood Item 8 5
CGL Severicy 0 11
SCL Depression 4 4 All 8 significant comparisons in group
who received 20 mg paroxetine
MADRS 2 16 Effect vs placebe 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 l0mg and -
placebe 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 group.

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 advancage at
4 weeks. Only 2 of 36 comparisons versus placebo (3 doses X 2 timepoints X 6
variables) showed a significant advantage versus placebo.

Among one week completers there was a significant 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 differerices
in the propeortion of 50% responders between placebo and any of the paroxetine
doses. There was no treatment effect on the proportion of 50% responders in the
& and 6 week Intent to Treat data.




both studies patients had to have "Raskin depression scores greater than -Covi
anxifety scores and could not have a decline in depressianhratings 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 p;acebo
controlled trials.

Patients were titrated to doses of 10-40 mg/d of paroxetine and 50-200 mg/d of
doxepin. The only psychotropic medication permitted was chloral Lydrate for
insomnia. Mean daily dose of paroxetine was 23.4 mg; mean endpoint paroxetlne
dose was 22.7 mg.

Results

Enrollment wvaried from 9 patients 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 thelr demographic, historical and diagnostic characteristics.
67% of the paroxetine and 71l% of the doxepin patients completed the study with
similar reasons for discontinuation %t each group. The changec from baseline were
similar to those observed in the controlled trials with younger patients.

Change From Baseline- Intent to Treat Sample- LOCF

Qutcome Variable Paroxetine Doxepin RMS Error p-value
< Mean i Mean

HAMD Total 132 -9.87 132 -9.78 7.55 0.92

HAMD Retardation Facteor 132 -2.92 - 132 ~2.63 2.61 0.36 Coan

HAMD Depressed Mood 132 -1.37 132 -1.05 --- 0.01 " ﬁk
l'scL pepression 128 . -4.84 125  -5.00  6.22 0.84 pAE
{ MADRS 131 -11.63 131 -11.12 8.87 0.63 §
/CGI Severity of Illness 132 -1.36 131 -1.17 1.12 0.16

58 of 132 (44%) patients in each group showed an improvement of 50% or more in
their HAMD total scores.

Commernit

Although this trial did not contain a placebo group and did not provide an
analyslis of investigator Ly drug interactions, 1t provides a measure of assurance
that the efficacy observed in placebo controlled trials also obtains in older
patients.

Other Studies ot

The sronsor also presented data from 6 active controlled European trials in
get Lat.ric patients. 3 of these trials enrolled less than 10 patlients in each
cell. In the other 3 trials paroxetine 20 or 30 mg/d was compared to clomipramine
6-7% mg/d or mianserin 60 mg/d. There was no significant advantage for elther
rompound in any of the three trials, but there was lmprovement ever baseline for
all 6 patient groups.

UNCONTROLLED TRIALS
The sponsor reported on 1B open trials 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 with efficacy.
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Analysis of covariance with HAM-D total score as .hc d variable revealed
only one treatment by covariate intervaction. Pat} i
episode of depression (as opposed to a recurrepsiy

Sode) who received 10 mg of
paroxetine improved less than other gro_ﬁ

his finding is difficult vto

Comment
The most prominent £ g In this trial was that 20mg was the most efficacious

e fixed dose protocoi without titration to target dose

t the higher dose groups.

Pady was mnot designed to provide pivotal evidence of paroxetine‘s
Fority over placebo. The number of significant comparisons versus placebo,
e not by themselves convineing, support data from‘ other trials which
pnonstrated paroxetine’s efficacy.

PLACEBO CONTROLLED TRIALS; 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 crganic brain syndrome, who had received ECT within the past
month, who were considered at risk for sulcidal acts or gestures or who were known
abusers of drugs or alcchol 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 mg paroxetine to be taken at LOPM. Day 1 of the study was defined
as the first day patients received drug or placebo which cccurred as 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. .Fatients were assessed afcer 1, 2 and
4 weeks. The outcome variables were the 21 item Hamilton depression scale, an
observer-completed & peoint global assessment scale, a patient completed Beck
Depression Inventory and a patient completed self rating wvisual analog scale.
(Visual snalog data was not submitted).

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 medication other
than flunitrazepam.

¢

Results
The Intent to Treat group consisted of 22 paroxetine patients and 23 placebo

patients whose mean age was 41 of whom 29% were male. 61% of placebo patients and
33% of paroxetine patients had a previcus depression (p=.068). The ‘placebo
patients alsoc had higher (p~.007) anhedonis 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 placebe patients discontinued.

With 3 minor exceptions there were no significant paroxetine-placebo differences
on change from baseline for any variable at any timepoint in either the Intent to
Treat or the Efficacy data sets analyzed by either JLOCF or visit- -wise methods.

The exceptlons were week 2 visitwise comparisons where parcxeéiﬂe was superior on
the global assessment in the efflcacy data set and on the Beck Inventory in the
efficacy and Intent to Treat data sets. Change in Ham-D total scores at week &4
were minimally higher Iin the paroxetine than in the placebo group in the visitwise

data and minimally higher in the placebo patients in the LOCF data set.

Comment

This low power study did not show paraxetiﬂe to be an effective antidepressant.
fFene tesults had been significant, inference would bé IImited because of the
failure to eliminate spontaneous improvers, the delay between baseline assessment
and the initiation of treatment and the fallure of randomization to produce fully
matched groups.

'%uj. G. Edwards, Principal Investigator

was & 6 week, randomized, double blind, parallel group study of paroxetine
, night vs. placebo in outpatients with depression.

18-65 years of age who were suffering from unipolar or bipolar
gess, whose illness was characterized as "autonomous™ inscefar as it
was largely i pendent of envirormental influences. The inclusion criteria
specified a HAM-Motal score of at least 15 at enrollment and at least 12 at the
start of blinded atment., These cyiteria differ from previcus studies in
allowing bipolar pa™@nts and having a lower threshold on the HAM-D total.
Exclusion criteria wer@@imilar to previously described trials.

Patients
depressive

Patients received a 4-7 da3 -lacebo washouc before beginning on either 30 mg
paroxetine or placebo To be t3 at night., Concomitant psychoactive medication
was proscribed except for a shoWg cting benzodiazepine for inscmnia. Patients
were assessed at 1, 2, 4 and 6 ' on the Hamilton Depression Scale, Global
Assessment Scale, Leeds Self-assessr Scale, a self rating visual analog scale
and a clinliciarn’s overall efficacy sc: ’

Results
The Intent te Treat sample comprised 41 paticNgh
44% male whe did not differ on demographic, F-
Despite the low threshold for inclusion, mean HA

paroxetine and 7 placebo patients "(41% of the Intend

(20 paroxetine), mean age 44 and
ical or baseline wvariables.

otal score was 26. COnly 10
Lo Treat sample) completed
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inclusion/exclusion criteria and did not receive psychotrop “éation other

than flunitrazepam.

Results

The Intent to Treat group consisted of 22 paroxg
patients whose mean age was 41 of whom 29% we were mdlEc
33s% of paroxetine patients had a previous, § 0 Pession (p=.068). The placebo
patients alsoc had higher (p=.007) anhedon r ores and melancholia factor scores
(p=.024) at baseline than the paroxet [ Patients. Mean baseline HAM-D total
score was 24. 10 paroxetine patientgs | 3 placebo patients discontinued.

e patienua and 23 placebo
61t of placebo patients and

With 3 minor exceptions there ,r" o significant paroxetine-placebo differences
on change from baseline for 5~f; triable at any timepoint in either the Intent to
Treat or the Efficacy dac;*'x 'S analyzed by either LOCF or visit- wise methgds
The exceptions were weeled ),’sitwise comparisons where paroxetine ‘was superid? on
the global assessmentg@@#Pthe efficacy data set and on the Beck Inventory in the
efficacy and Inte(x'vg'Treat data sets. Change in Ham-D total scores at week 4
were minimally hi@f in the paroxetine than in the placebo group in the visitwise
data and minig

higher in the placebo patients in the LOCF data set.

Comment 4 ,
wwer study did not show paroxetine to be an effective antidepressant.
Pesults had been significant, inference would be Iim{ted because of the
e to eliminate spontaneous improvers, the delay between baseline assessment
he initiation of treatment and the fallure of randomization to produce fully
ched groups.

UK 0§'3J G. Edwards, Principal Investigator

This was a 6§ week, randomized, double blind, parallel group study of paroxetine
30mg at night vs. placebo in ocutpatients with depression.

Subjects and Design

Patients were 18-65 years of age who were suffering from unipolar or bipolar
depressive illness, whose illness was characterized as "autonomous” insofar as it

was largely independent of envirommental influences. The inclusion criteria
specified a HAM-D. total score of at least 15 at enrollment and at least 12 at the
start of blinded treatment. These criteria differ from previcus studies in

allowing bipolar patients and having a lower threshold on the HAM-D total.
Exclusion criteria were similar to previously described trials.

Patients received a 4-7 day placebo washout before beginning cn either 30 mg
paroxetine or placebo to be taken at night. Concomitant psychoactive medication
was proscribed except for a short acting benzodiazepine for insomnia. Patients
were assessed at 1, 2, 4 and 6 weeks on the Hamilton Depression Scale, Global
Assessment Scale, Leeds Self-assessment Scale, a self rating visual analog scale
and a clinician’s overall efficacy scale. '

Results !

The Intent te Treat sample comprised 41 patients (20 paroxetine), mean age 44 and
44% male whe did not differ on demographic, ristorical or baseline variables.
Despite the low threshold for inclusion, mean HAM- D total score was 26. Only 10
paroxetine and 7 placebo patients ‘(41% of the Intent te Treat sample) completed
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b weeks of treatment. There was no significant difference between paroxetine and
placebo on the HAM-D total score or any factor score at any ?ime point by either

LOCF or wvisitwise analysis. Both the paroxetine and placebo groups showed
progressive iwmprovement over time with the paroxetine advantage approaching
significance. There was a significant parcoxetine advantage in the propertion of
patients who improved by 50% in the LOCF analysis (p—.037), but not in the visic-
wise comparison (p=.25). On the(Global Assessment Scale paroxetine was $uperier
to placebo 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 effect on 2 of the 4 wvisual
analog scales. :

Comment

The small sample size the high proportion of dropouts and the inconsistency ofg
the findings between efficacy variables and between methods of analysis for theg
same efficacy variable render inference from this data hazardous. The data is |
supportive of other studies which showed paroxetine to be an effective

antidepressant. The study is best classified as neither a “win" or a "loss", but

rather as equivocal" N

UK 12; H. R. Trimble, Principal Investigator

This was a 6 week, two site, randomized, double blind, parallel: group,ﬁ v o and
mianserin coatrolled trial in depressed outpatients.

Subjects and Design

The submission did not include a protocol. Patients were 138 3
17 item HAM-D scores of 15 or greater. They were diagpii as having unipelar
depression, but diagnostic criteria were not specifiegw‘ fe patients had been off
other antidepressants for two weeks and were ccnsg' Pd suitadble for tricyclie-
like thorapy™. They received 30 mg of paroxetln: *he morning or mianserin 30-
90 mg in the evening or placebo. The protocol, Ecribed the use of psychoactive
compounds other- than oxazepam, a restrictigui ch the investigator concedes was
honored in the breach. Efficacy inst its were the HAMD and the Global
Assessment. r

ears of age with

S

Results r
The number of subjects’ in the i

. Completed

Paroxetine K:“ rin Placebo Paroxetine HMianserin Placebo
N 19 v ’ 16 12 11 6
Mean age 39.7 51.6 39.6 41.9 55.1

oup sizes resulted from the refusal of the ethicsl committee
Pllow the administration of placebe. The protocol was rewritten
but the data was combined. ;

There £ no between group differences on the HAM-D total scores, any of the
cores or the Global Assessment at 4 and 6 weeks.

The disparity ‘f
at one site 4

03
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Etween naroxetine and
~£vj time point by either

6 weeks of treatment. There was no significant differe
placebo on the HAM-D total score or any factor scg

progressive lmprovement over time with

LOCF or visitwise analysis. Both the parg and placebo groups showed
.faraxetine advantage approaching
significance. There was & significa Xetine advantage in the proportion of
patients who improved by 50% in thge analysis (p=.037), but not in the visic-
wise comparison (p=.25). On th ‘.z-al Assegsment Scale paroxetine was superior
to placebs on the visit-wj alysis, but not on the LOCF. Paroxetine was
superior to placebo onv eeds total score, specific depression and general
depression scores. e tine showed a significant effect on 2 of the & visual

analog scales.

Comment V. 4 _—
The small Fle §Lze, the high proportion of dropouts and the inconsistency of
the fi gs between efficacy variables and between methods of analysis for the

cacy variable render inference from this data hazardous. The data is
ive of other studies which showed paroxetine to be an effective
_ depressant. The study is best classified as neither a "win® or a "loss”, but
her as “egquivocal®. . M

UK 12; M. R. Trimble, Principsl Investigator,

This was a 6 week, two site, randomized, double blind, parallel group, placebo and
mianserin coatrolled trial in depressed outpatients.

Subjects and Design

The submission did not include a protocol. Patients were 18-70 years of age with
17 item BAM-D scores of 15 or greater. They were diagnosed as having unipolar
depression, but diagnostic criteria were not specified. The patients had been off
ather antlidepressants for two weeks and were "considered suitable for tricyclic-
like thorapy”. They received 30 mg of paroxetine in the morning or mianserin 30C-
%0 mg in the evening or placebo. The protocol proscribed the use of psychoactive
compounds other than oxazepam, a restriction which the investigator concedes was

honored in the breach. Efficacy Iinstruments were the HAMD and the Global
Assessment.
Results ‘

The number of subjects in the trial were:

Entered . Lompleted
Paroxetine Mianmserin Placebo Paroxetine Mianserin Placebo
N 19 16 10 12 11 6
Mean age 39.7 42.7  51.% 39.6 61.9 55.1

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 HaM-D total scores, any of the
factor scores or the Global Assessment at 4 and 6 weeks.
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Comment Q\i.

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
psychoactive 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 o3
weeks of active treatment. Thevre were only 30 patients in the Intg
sample and statistical analysis was not performed. This data cang
question of efficacy.

tdress the

ACTIVE CONTROLLED TRIALS
General Population

Xrials, mostly of six weeks
these trials had less than
‘es there was no significant
lanserin 3C-90 mg/d or imipramine
Prudies there was no significant
PLficant differences inm retardation
favored paroxetine over mianserin in
' {n the other. In two trials comparing
Famitriptyline (75 mg/d), paroxetine was
ce was observed in ancther. In two
pation there was no difference in relapse
fomipramine was superior to paroxetine.

The sponsor presented data from 34 active controllg
duration, all of which were conducted abreoad. 14

10 subjects in each cell. In 11 of the g
differences between amitriptyline 100-150 mg/d4
150 mg/d and paroxetine 30 mg/d. In tyd
difference in HAM-D total scores, but si
factor and melancholic factor scores wh
one trial and amitriptyline over parore
paroxetine 30 mg to an inadequate dose
superior in one case and no diffe
continuation trials with limited part
rates. In one trial, DFG-119 DUAG,

DFG-119 DUAG
This was a randomized, double }
30mg/d versus clomipramine
Antidepressant Group.

, parallel group, 6 week trial of paroxetine
PUmg/d conducted by the Danish University

Design : :
The subjects‘were depre 8 inpatients between 19 and 64 years of age with scores

6f 18 or more on the item HAM-D or scores of 9 or more on a 6 item HAM-D
subscale. Exact ICD#Miagn~stic criteria were not provided. Exclusion criteria
"were similar te.thg employed in the placebo controlled trials including use of
a MADI withid twe s of active treatment and spontaneous jimprovement during the

ent to Treat sample included 60 patients randomized te paroxetine and 56
Pmipramine. 33 paroxetine and 30 clomipramine patients completed 6 weeks of
tment ., 12% of the paroxetfine and 18% of the clomipramine patients had
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Comment j
This study was seriously flawed by the refusal of the ethi €
the sites to allow ez }

i - - 1 0y the protocol Given the small sample size
ardly surprising that: neit:her active treatment was superior to placebo.

HMDUK 14; P. Tyrer, Principal Investigatot

This study was included among the placebo controlled trials although the "placebs
control® referred to a two or four week placebo phase elther before or after &
weeks of active treatment. There were only 30 patients in the Intent to Treat
sample and statistical analysis was not performed. This data cannot address the
question of efficacy.

ACTIVE CONTROLLED TRIALS
General Populstion < | "

The sponsor presented data from 34 active controlled trials, mostly of six weeks
duration, all of which were conducted abreoad. 16 of these trials had less than
10 subjects in each cell. In 11 of the studles there was no significant
differences between amitriptyline 100-150 mg/d, mianserin 3C-90 mg/d or imipramine
150 mg/d and paroxetine 30 mg/d. In two studles there was no significant
difference in HAM-D total scores, but significant differences in retardation
factor and melancholic factor scores which favored paroxetine over mianserin in
one trial and amitriptyline over paroxetine in the other. In two trials comparing
paroxetine 30 mg te an Inadequate dose of amitriptyline (75 mg/d), paroxetine was
superfior in one case and no difference was observed in ancther. In two
continuation trials with limited participation there was no differernice in relapse
rates. In one trial, DFG-119 DUAG, clomipramine was superior to paroxetine.

DFG-119 DUAG

This was a randomized, double blind, parallel group, 6 week trial of paroxetine
30mg/d versus clomipramine 150mg/d conducted by the Danish University
Antidepressant Group.

Design -
The subjects were depressed inpatients between 19 and 64 years of age with scores

6f 18 or more on the 17 item HAM-D or scores of 9 or more on a 6 item HAM-D
subscale. Exact ICD-9 diagnnstic criteria were not provided. Exclusion criteria

"were similar to.those employed in the placebo controlled trials including use of

2 MAOY within two weeks of active treatment and spontaneous improvement during the
one week placebo washout. :

Patients were titrated tu 30 mg paroxetine or 150 mg clomipramine in three days.
Lichium could be continued and oxazepam could be prescribed for sedation.
Although exact characterization of concomitant medication was mnot 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. 128 of the paroxetine and 18% of the clomipramine patients had
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NDA #: 20-031 / Drug Class 18 .?"}';ﬁ; 1520 /Ayg}ﬁ
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Applicant: SmithKline Beecham Pharmaceuticals - a
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- Name of Drug: PAXIL' (paroxetine hvdrochioride) NS ;»;TJ
T MONITCR,

- 8/27/31 and 3/9/92. Medical review of Dr. Martin Brecher (HFD-120) dated June 3, 1391 and

~ flaws. None of these foreign studies will be discussed in this review.

~ Keywords: benefit-risk relaticnship, depression; dropouts, minimum effective dose, active control.

. controlied studies conducted in the USA and in foreign countries to show the efficacy and safety of
sparoxetine in the treatment of depression. The focus of this review wiii be 6 studies conducted under -
~Protocol PAR 03. These § studies, all conducted in the USA, consisted of hrce treatment arms:

‘paroxetine. This trial is discussed in the section of this review titled "Dosing®. Tr. Brecher also

¥ The trade name was originaliy Aropax.

indication: Treatment of depression.
Bocuments Heviewed: Volumes 1.450, 1.661.1 and 1.477 to 1.543. Amendments dated 2/19/91,
statistical review of Kenneth Petronis (HFD-713); issued simultaneously with this review. g

Medical Input: Thomas Laughren, M.D. (HFD-120) has been consuited during the process of this
review. : '

Backaround

The sponsor has presented in this submission the results of both placebo-controlled and active-

yaroxetine, placebo and imipramine. Other characteristics of these studies are discussed in the ..t

section of ti~is review entitied "General Comments on the PAR 03 Studies”. Five additionsl USA studies

were conducted under Protocols PAR 01 and PAR 02. The design of these five studies was similar to

the design of the PAR 03 studies except these studies had no active control arm. A mﬂﬂiﬁ:&lﬁm—___
of these studies was completed by Mr. Ken Patronis (HFD-713).

In addition to the USA studies, the sponsor has submitted the results of over 40 foreign
studies. Approximately 30 of these studies were active-controlied studies with genérally less than 40
patients enrolied in each study. The active controis used in these studies were ciomipramine,
amitriptyline, mianserin, maprotiline and imipramine. Four foreign studies were placebo-controlled
studies. Like the active-controlled studies, thesa studies were small studies with usually less than 20
patients in each arm. Three of the placebo-controiled trials were reviewed by Dr. Martin Brecher {HFD-
120} and found to provide inconclusive evidence of efficacy due to the small sampls sizes and design

The sponsor conducted one trial {PAR 09) to establish the minimum eHPctsve dose of

raviewed this study.

in addition to the efficacy studies, the sponsor conducted several studies designed to addre ss
specific issues related to the use of paroxetine, such as, in-patient use (PAR (07}, morning versus
evening dosing (UK study by Wade), long-term use (PAR 04}, correlation between plasma
concentration and effect {foreign study conducted by Vangtorp and Meidshi} and relapse (Study
28060/11/083/MC). These studies will be discussed by this reviewer in an addendum o this review.
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HAX-D

48
28
104
26
FA
25
66
29
78
28
113
25
120
25
1264
26
120
27
119

- 27

116
29

-503

23
i8
30
654
25

45
24
1
26
4
22

35imp o
op
15mp /d
ar
35mp/d
or
&lmg/d
oP
3’mg,/d
oP
30mg/d
o
3lmg/d
op
bmg/d
or
40mg/d
op
I8mp/d
or
35nmag/d
o
I5mp/d
op
20mg/d
ip/oP
NA
aop

30mg/d
op
I0mp/d
or
30mp/d

- oP

Site

|
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Single
S!nélc
Single
Single
Single
Single
Single
Sinple
Single
Single
Single
6 sites
6 sites

10 sites

Single
Single

2 sites

P

Gutcome at Endpoint

No effect on HAMD or HAMD 4
factors, CGI, Zung, cr MADRS,
FEtfective on HAM-D total, HAMD
depression {tem, < CGL. :
Effective on HAM-D total, HAMD
Retardation Factor, CGI.

No significapt effect ¢n any

outcome varisble.

Paroxetine superior to pjlacebo .

on most measures weeks 4 and 6.

Not effective in ITT sanple:

effec=ive All Efflcacy group.
Significant cfficacy on most

measures in all analyses.

No demonstrable advantage for

paroxetine over placehs.

Results cquivocal; trend ... ShSceidin )
favors paroxetine. %ﬁjﬁﬁiﬁi@fJ ’
Paroxetine superfor te placebo. o
Imipramine beats paroxetine.

High dropout rate; parexctine

effective vs. placebho, _ s
Study design does not allow - & b“ﬁmvﬁ’
inference regarding efficacy,

Study had insufficlent power;

. trend favored paroxetine.

Fixed dose study. 20 mg most
efficacious dose. - -

~ Low power flawed study.

Low powar study, high dropout
rate, equivocal resulis.

Low power, methodologically
flaved study.

+ Inpatient or Outpatient
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PAR Q5 was a long term, open U.S. trial inm which patients showed substantial
improvements from baselime in all outcome variables. 353 patients were enrolled
of whom 130 completed 1 year of treatment. This study provided paroxetine plasma
levels in patients In different ocutcome categories. Hedlan plasma levels were:

6 week responders 38.7 ng/ml; 6 week non-responders 54.0 ng/ml;
all responders 30.75 ng/ml; relapsers 49.9%5 ng/ml.

The lLack of separation in the plasma levels of responders and non-responders is
reflected in the non-significant correlation coefficient of -.37 for the plasma
level -HAMD Total score relationship.

RAD/PAR/C3 was an open Danish study in which 18 subjects received 40-80 mg/d for
4 weeks. Mean steady state plasma concentrations (SD) were:

40 mg/d - 65 (34) ng/ml; 60 mg/d - 124 (63) ng/ml; 8C mg/d - 157 (78) ng/ml.
No relationships were observed between steady state paroxetine concentration and
final HAMD total score.

Studies MDUK 41 and 42 compared morning and evening doses of 30 mg of paroxetine.
There was no difference in outcome assessed by the HAMD and, CGI Severity, but more
insomnia was observed with the evening dose.

INTEGRATED EFFICACY SUMMARY

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 0L, 02 and 03 provide the pivotal
demonstration of efficacy. The protecol for these trials specified ocutpatients
meeting DSHM-I11 criteria for depression and having HAMD total scores of at least
18. These patients had mean baseline HAMD total scores in the 25-29 range
justifying their characterization as being moderately severe to severely
depressed. 4 of the 6 other placebo controlled trials (PAR 07 and the 3 U, )
trials) were insufficiently v powered and the remaining 2 (PAR 04 aﬁd‘ﬁzg,o iﬁ;j;w
not dé“fgned ‘t6" address the issue of short term efficacy. Tablswf includes
e
summary results of these t¥lals.

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
triale (01-001, 02-003 and 03-002) the paroxetine patients showed non-significant
greater improvement than their cohorts on placebo. In one trial (03-003) the
improvement in the parcxetine and placebs groups were almost equal. The chance
probability of 6 of 10 trials being significant at the .05 level is 2.7 X 107 §,

The clear demonscration of efficacy in the 6 "win" trials 1s buttressed by the
results in Par 09, the fixed dose trial, which showed trends favoring paroxetine
at doses of 20 mg and higher.

Figures 2A and 2B summarize the differences between paroxetine and placebo at &
and 6 weeks on the HAMD total in the Intent to Treat patients assessed by LOCF.
In all but one of the piveotal 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 LOCF
but not the visitwise analysis.

The sponsor classified the 11 trials conducted under protocols 0L, 02 and 03 as
providing pivotal evidence of efficacy if there was a significant difference
between paroxetine and placebo on the HAMD total and the(CGI severity at & weeks
by LOCF analysis in the Intent to Treat population. The data from 5 trials (02-
0L, 02-04, 03-01, 03-05 and 03-06) met this standard. Par 02-02, which was
counted as a "win" did not qualify as a pivetal trial under the sponsor’s
categorization rule because the paroxetine advantage was not significant at week
4. Trials were considered supportive if any two of the primary efficacy variables
(HAMD total, HAMD retardation factor, HAMD depressed mood, CGI severity, SCL
depression factor and(MADRS) showed & significant paroxetine advantage (Intent to
Treat, LOCF) at either 4 or 6 weeks. 3 studlies (2-02, 03-02 and 03-04) met this
cericterion. Studies which did not meet either of the above criteria were
classified as equivocal. 5 trials (01-01, 02-03, 03-03, UKO6 and UK09) fell into
this category.

The 6 head to head comparisons of imipramine and paroxetine in the PAR 03 series
show paroxetine to be at least as efficacious as imipramine. Kean week &
improvement Iin HAMD total scores (LOCF) was grester inm the paroxetine group in S
of the 6 trials. Paroxetine and imipramine each showed a significant advantage
in one trial. Mean week 6 improvement in HAMD totuls (LOCF) showed paroxetine
superior to imipramine in & of 6 trlals with each compound having a significant
advantage in one study. The mean changes from baseline in HAMD total scores were:

Yeek &4 (Intent to Treat, LOCF) Week 6 (Iuntent to Treat, LOCF)
Study Paroxetine Imipramine 23 Paroxetine Imipramine o]

Mean N Mean N Mean N Mean K
Shrivastava -10.4 37 -5.8 40 .OLl* -11.49 37 " -6.38 40 L01=
Fleve. -9.6 40 -14.6 36 LQl#kx -10.02 40 ~15.56 35 L02%*
Feighner -9.8 39 7.2 40 .08 -10.77 39 -7.72 40 .06
Cobury -8.0 40 -7.8 37 .90 -8.60 40 ~9,59 37 .56
Kendels -9.5 39 -7.8 41 .43 -2.,90 39 -9.02 &1 . .68
Fabre -7.5 35 -7.3 39 72 -9.08 39 -7.62 39 43

* paroxetine superior; #*% imipramine superior

In these & studies the pooled proporction of paroxetine patients who lzproved Uy
at least 50% on thelr HAMD total scores was 29.4% with 70% of ‘subjects remaining
(week 3 or 4) and 38.35% 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 are 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 mlultiple comparisons were performed te detect
haseline imbalances between treatment groups and treatment X covariate
intaractions. As expected from the number of statistical comparisons an
occasional relationship was observed {n a single study. However, no pattern of
imbalance was detected nor did any pattern of covariation emerge. The incidental
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Paroxetine — Placebo

A

Figure V.1

Difference Between Paroxetine and Placebo Means

Using HAMD Total ~Baseline HAMD Total
Week 4, Extender Data Set
Intent—to—Treat Population
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significanc result can be safely attributed to & chance result in a sea of
observaticn. ‘

-

Dosing and Efficacy
The protocols of the pivetal trials called for doses of 10-50 mg. The mean

endpoint dose in these trials was generally in the 35-40 mg/d range. Mean changes
from baseline in HAMD total scores (visitwise data set) from 21l patierts in
protocols O0l, 02 and 03 were:

Bose Week 4 Week 6
N Change N Change
Plac-bo 296 -8.80 226 -10.10
10mg 7 -13.43 6 -12.33
20mg 42 -1464.31 32 -15.81
30mg 37 -14.56 48 -16.02
40mg 66 -12.50 56 -14.63 s
50mg 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 09. The somewhat smaller recponse
at ‘higher doses in variable dose trlals represents upward dosing of slewer or
nenresponders. The difference in improvement in the 50mg/d group compaved to
placebo, 3 units on the HAMD total scale at week 6, is of the same wmagnitude as
the paroxstine-placebo difference in these trials. The demcnstration of efficacy
in trials using a 10-50 mg dose range and the persistence of a therapeutic effect
at 50mg/d allow the recommended dose range to extend to 50mg/d despite a higher
irncidence of adverse events at this dose.

Efficacy in Severe Depression

The sponsor pooled the paroxetine and placebo patients from PAP 01, 02 and 02 and
divided them into those with baseline HAMD total scores of 27 or less designated
as the moderately depressed group and those with HAMD total scores of 28 or
greater designated as the severely depressed group. P-values for the Treatment
X Severity interaction was .21 for the HAMD total and .18 for the CGI Severity
scale. Means and paroxetine-ulacebo differences (LOCF) in the change at week 6
from baseline for the two variables were:

HAMD Total CGL Severity
Moderate N Severe N Moderate N Severe B
Paroxetine -9,90 256 -13.26 165 -1.19 256 -1.18 165
Placebo -5.21 255 -8.77 166 -0.59 255 ~0.84 166
Difference 3.7¢ 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 tlind trials conducted in the
U.S. or Eurcpe was done with age above and below 65 vears as the categorical
variable. Means and paroxetine-placebo dif£ferences (LOCF) in the change at week
6 from baseline were: )
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HAMD Total GGl Severity

<63 N 2635 B <63 N >£5 N
Paroxetine -11.32 1395 -10.69 248 -1.27 1245 -1.52 221
Placebo -6.69 518 -8.90 21 -0.71 518 -0.86 21
Difference 4.63 1.79 .56 .66
p-value <.001 0.38 <.001 .02

The age X treatment interaction had a p-value of .18 for the HAMD total and .71
for thel!CGL Severity. The older group showed less improvement than the younger
patients on the HAMD, but the opposite pattern was observad on the*TGI. All of
these comparisons are limited by the small number of patients older than 65 whe
received placebo.

Changes from baseline in pooled active control patients versus pooled paroxetine
patients were:

HAMD Total ‘ CGL Severity
<65 . N 283 N <65 R 265 N
Paroxetine -11.32 1395 -10.69 248 -1.27 1245 -1.92 221
sctive Control -12.38 810 -12.22 166G -1.30 653 -1.56 172
Difference 1.06 1.53 .03 .04
p-value .009 .08 .58 . .8C

The treatment X age interaction had a p value .63 for the HAMD total and 99 for
the(CGI Severity. '

An analysis of patients enrolled in geriatric studies in which 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 (Gl in patients on elther side
of the 65 year cutoff.

Effect of Baseline Arctiety

The sponsor pooled all the Intent to Treat subjects in trials 01, 02 and 03 and
dichotomized them into anxiety and no-anxiety groups on the basis of a baseline
Covi Anxiety Score greater than 6. P-values for the Treatment X Anxlety
interaction were .74 for the HAMD total and .53 for the CGI. Paroxetine was
significancly superior to placebo as measured by change in HAMD total score (LOCF)
and change in CGI score (LOCF)} in both the anxiety and no-anxiesty groups. The
paroxetine advantage cbtained with and without the inclusion of one center (Fieve)
which was responsible for a significant Treatment X Anxiety X Investigator
interaction. .. : :

Long Term Treatment ;
Long term data was cbtained in U.S. trials PAR 04 (and extension) and 03 and in

trials MDUK13, DFG1l9 Duag and HQMD II conducted overseas. The PAR 04 extension
and the PAR 03 study were open trials and are therefore mute regarding
paroxetine‘s long term efficacy. Only 17 of 41 patients who entered the PAR 04
extension remained after one year. The foreign trials were designed small and
included only 13 paroxestine and 14 amitriptyline patients in MDUK12, 9 paroxetine
and 4 clomipramine patients in DFG119 Duag and 75 paroxetine and 1 mianserin
patient in HQMD II whe were studied for one year.
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In PAR 04 (reviewed above) there were very few differences Iin HAMD or CGI scores
between the paroxetine, imipramine and placebo groups assessed 3, 6, 9 and 12
months after the conclusion of a 6 week short term trial. Only 105 of 503 (2l%)
patients 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 Kaplan-Meler survival rates was .not
performed. Duration of response cemputed by the(Kaplan-Meier)method was 342.9
days for paroxetine, 156.7 days for imipramine and 121.5 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 whiles both the
paroxetine and imipramine groups included patients who continued to receive the
same treatment 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 paroxetine is not fleeting, but dees not allow
a claim regarding long term treatment. The efficacy of long term parcsetine

treatment remains an open issue.

RECOMMENDATIONS FOR LABELIRG

Indications and Usayge ' .
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 flucoxetine, the most
recently approved antidepressant. The sponsor’s cenclusions 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.

Dosage and Administration
Theo statement "Tolerance to adverse experiences is rapld” should be deleted. This

assertion {s undefined, unsubstantiated by data and at variance with the summary
statement in Volume 1.408 p. 43 which states that "Tolerance to most adverse
experiences developed within one to three weeks of dosing for most patienrns.”

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 blioed
concentrations and greater interindividual variability than younger patients given
the same dose. In trials PARO6 and PARLI I =l.ich elderly patients werc titrated
ts a clinically optimal dose, the mean endpoint dose was 23 mg/day wnich is
substantially below the 30-43 mg/d range observed In the plvetal trials which
excluded elderly patients.

‘The twe paragraphs under the heading "Maintenance/Continuation/Extended Treatment

should be deleted for lack of data from an adeguate and well contrelled ctrial.
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BENEFIT-RISK ASSESSMENT

The benefits anticipated from the well documented efficacy of paroxetine
unambiguously outweigh this drug’s relatively benign side effect profile.
Paroxetine was statistically superior to placebo in 5 or 6 well designed trials
and trended in that direction in all but one of the remainder of the placebo
controlled 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 demonstrates that paroxetine is safe

Mot Bl

Martin Brecher, ¥.D., D.M.Sc.
June 3, 1991

cec:

Original NDA 20-031

HFD-120 .
HFD-120/F Leber, T Laughren, M Brecher, P David

AR EE
1 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 safe and eﬁfgctlve,'-I agrei
that, in the aggregrate, these data provide suff;cleht evxaepfg&o;
paroxetine's antidepressant efficacy to support its agprovablflgy.
I will provide ‘more detailed comments on efficacy 1ssues 1n my
supervisory memo, to follow. I have prepared the‘cllnlcai saections
of the draft SBA and the draft labeling that will accompany the
approvable package.

» /7 7 .
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the only one with results that consistent!y demonstrated paroxetipaigii onzy to placebo.
Although its week 6 OC results were statistically insignificag BBably because less than 70
percent of placebo patients remained at week 0) its weg PSults were consistent across analyses.
These findings indicated that the sponsor may ha ; anticinated the dropout rate for the 6
week period. T

- Atweek 4 therc were 33 pas
was a considerable drop at weg
week 4 dropped out; 7 g
Up until week 6 theg

c and 27 placebo patients remaining in the trial. Thcm
Nine of the 33 paroxetine patients (27 percent) remaining at
7 (26 percent) placebo patients remaining at week 4 dropped out.
WOt ratc for each treatment group was not unusual. The sponsor offered |
'sudden drastic dropoff at week 6. Demographic and clinical characteristics
- at left the trial between week 4 and week 6 should be provided by the sponsor in
¥explain why the dropout rate suddenly increased.

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 results. Trials PAR 01-001 and PAR 02-003
failed to demonstrate that paroxetine was superior to placebo. Trial PAR 02-001 provided strong
- evidenceof paroxetine’s efficacy when andlyzed as a single center trial; that strength was fost in the

multicenter 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 inconclu-
sive; a statistically significant treatment 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 CGI 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 2
few less than 72. Only trial PAR 02-004 enrolled more than 72 patients in a single center; it was
the only one wi.a 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 rate for the 6

week period.
L Stmed Vs

Kenneth R. Petronis, M.S., M.P.H.
Mathematical Statistician

Concur: Dr. Nevius [See Group Leader's Comments on tollowing page.]

Dr,l?ubcy 6)?, gy 79
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cc:
Orig. NDA 20-031
LAFD-120
HFD-120/Dr. Leber
HFD-120/Dr. Laughren
HFD-120/Mr. David
HFD-713/Dr. Dubey [File DRU 1.3.2] :
HFD-713/Dr. Nevius
HFD-713/Ms.Mele
HFD-713/Dr. Takeuchi
HFD-713/Group 2 file
HFD-344/Dr. Lisook
Chron.

KRPetronis/SERB :krp:11/22/91; revised/sen:9/5/92

This review contains 14 pages plus 3 appended figures.

 GROUP LEADER’S COMMENTS:

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-center” analyses, they were still
significant at the 5% level. Treatment reversals occurred only for the “combined” center (3 placebo
patients, 6 paroxetine patients) and the Schweizer center (7 placebo, 4 paroxetine patients). |
would consider the results of this study as supportive 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 approximately 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 .S. The dropout rates in both
tr&?tmcnt groups was similar, I would consider the results of this study as supportive evidence of
efficacy. v

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 §
suggest that this study simply failed to distinguish paroxetine from placebo (P 2 .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 considered a negative study.

PAR 02-004 (Kiev): It might be noted that less than 55% of the placebo patients were
observed at week 6; the power to detect a difference of the ragnitude 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 studies difficult in cases where a clear
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'veen 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 mcapabic 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 aiso presents an
overview of results from both the PAR 02 and PAR 03 studies.

CONCLE.{SION The resu

gparaic review provide sufﬁcxent staasncal
poericss of pa.mxetmc for the tmatment of derpession.

S. Edward Nevius, Ph.D.
Group 2 Leader
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Table 28. HAM-D Total Mean Change 'from Baseline Week 4 LOCF Results
PAR 01, PAR 02 and PAR 03 Studies

3TUDY PAROXETINE PLACEBO p-value' Stat.
Evidence?
NT | (%) | HAM-D | N | (%) | HAM-D
01-001 24 (79%]) -12.9 24 | {75%) -10.4 20 Negative
02-001° 43 | (77%) -11.8 44 | (77%) -7.4 .02 Supportive
02-002 38 | (78%} -10.2 34 | (74%; -6.6 07 Supportive
02-003 38 | (82%! -8.9 37 | (88%]) -7.4 .43 Negative
02-004 36 | (32%) -12.2 38 | {(71%] -7.2 .002 Positive
03-001 39 | {75%) -3.8 37 | {71%} -5.1 .002 Positive
03-002 40 | {68%) -8.0 40 | {55%] -6.2 .25 Failed
03-003 39 1 {73%) -3.3 42 | (79%) -3.2 .98 Failed
03-004 37 | {(73%)]) -10.4 37 | (83%) -8.7 .04 Supportive
03-0C5 40 | {78%) -3.8 42 | {79%) -5.2 .02 Positive
03-006 32 | (56%) -7.9 37§ (34%]) -3.4 .01 Positive

4qil

PAR Q2 trials which did notshow 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 placebo and paroxetine aiso did not
distinguish imipramine from placebo suggesting a lack of sensitivity of the test situation. That is, since

the trials themselves failed, the evidence agsinst paroxetine could not be considered negative.

' Results of sponsar’'s ANOVA.

? The statistical evidence of efficacy showing paroxetine superior to placebo accordi’ng to the
statistical reviswer {Mr. Petronis for PAR 01 and 02 and Ms. Mele for PAR 03].

I N is the number of patients available for the Week 4 LQCF analysis.

* % is tha percentage of patients still on study at Week 4.

¥ Excluding Dr. Clary's site results.
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PERCENTAGE OF PATIENYS

FIGURE 1. Percentage Of Patients On Study
All PAR 03 Studies Combined
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CHANGE FROM BASELINE

FIGURE 2. Sponsor's HAM-D Total Results
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CHANGE FROM BASELINE

FIGURE 3. Sponsor's HAM-D Total Results

PAR 03 Studies
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Dosing
Dosing in PAR 03 Studies

For all studies conducted under the PAR 03 protocol, the starting dose for paroxetine
was 20 mg/day and the starting dose for imipramine was 80 mg. Dasing could range from. '
mg/day for paroxetine and frarn 85 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 85 mg in the
- imipramine group. '

The mean daily doses used in the PAR 03 studies and the mean doses recommended by the
investigators for the two drug treatment groups are shown in the foilowing table. For the 6 studies
combined, approximately 30 mg/day of paroxetine was used while investigators recommencded a higher
dose of about 38 mg/day (which is approximately equal 1o the mean maximum dosse used in these

studies). From this data, there appears to be no clear relationship between the magnitude of the’

paroxetine dose administered and response, that is, the doses used in the positive trials are not
distinguishable from the doses used in the othiér trials.

Table 28. Mean Daily Doses and Investigator Recommended Doses for PAR 03 Studies

PAROXETINE : IMIPRAMINE

STUDY | MEAN DAILY | RECOMMENDED | MEAN DAILY | RECOMMENDED

' DOSE DOSE _ DOSE DOSE
03-001° 26.1 30.5 - 110.4 . 156.8
03-002 36.9 39.5 - 140.9 193.8
03-003 27.8 36.9 133.5 197.8
03-004 32.1 45.5 138.5 188.3
03-008* 31.6 40.5 161.6 171.0
03-006* 28.5 37.1 134.5 187.3° |7

* Positive trials which clearly show paroxetine to be superior to placeno.

{t is interesting 1o note that the largest dose for imipramine «ss used in the study where the
largest response to imipramine was observed, Study 03-008. This raviewer, however, did notice that
this study had the highest percentage of males so that the dosing rasy 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 refative magnitude of the dosing was not altered by expressing 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 03-008, the largest imipramine dose. it may be,
then, that the large imipramine response observed in Stwdy 03-005 was due to the dose used.




Resuits of FAR 09

The sponscr has presented the resuits of a fixed dose, multicenter study, PAR 09. The
objective of this study was to identify the lowest effective dose of paroxetine. Patients wera
randomized to one of € 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 randomized to each paroxetine group
compared to the placebe group (about 100 patients in each dose group and 50 patients in the placebo
groupl. The ITT sample consisted of 454 patients with about 40 patients at each site. The study was
conducted in two phases; Period | was a 5-week randomized double-blind phase foliowed b/y Period
Il which was another 6-week phase patients entered if they chose. Sa Period i data was from patients
who were considered responders during Period 1. {For more details regarding this trial see page 27 of
Dr. Brecher’'s review.}

, The efficacy results of patsents\hcomﬁfet'ng Feriod | and those completing Pariod il arg shown

in the table below. {For the Week 4 LOCF resUlts, see page 28 of Dr. Brecher's raview!. It is interesting
to note that the percentage of patients still an study at 6 weeks and at 12 weeks is about ths same
for ali groups. The reasons for discontinuing, hawever, did vary: the placeba patients dropped primarily
due to lack of efficacy (16%) while the paroxetine groups dropped priraarily due to adverse events
{about 15% in the 10 and 20 mg group and absut 25% in the 30 and 40 mg groups). The efficacy
resuits for HAM-D total showed that the 20 mg, 30 mg and 40 mg groups were not different from
placebo but were different fram the 10 mg group. The largest significant response was seen in the 20
mg dose group; this was true across centers. - These results were sean at &€ weeks as well 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 coripared to the 20 mg group,
howaever, it should be noted that the magnitude of the OC responses were larger in the 20 mg group
than the higher doses as well. Clearly, these results show nc trends in response related to dose.

ety 5 Los

Table 27, Corﬁbéeterﬁesu tts for PAR-0OS

- Paroxatine Dose mg/day
8] 10 20 30 40
Periocd |
8 Weeks
N 33 7¢ &3 61 85
{% of Enrolled) {65%] (69%) {65%) (60%} {B4%) _
HAM-D Total ’
Mean Change -13.5 -10.8 -14.6 -13.4 -13.9
Period i '
12 Weeks
N , 21 47 45 40 49
{% of Enrolied) {41%) {46%) {43%) {40%) (48%!
HAM-D Total : '
Mean Ch‘ange _ -15.7 -13.8 -17.2 -18.3 -15.86

Reviewer’'s Comments
The results from PAR 03 and PAR 09 suggest the following to this reviewe:.
1. Doses of parcxetine less than 20 mg/day are not effective and may be detrimental.

2. The optimum dose of paroxetine is not known. Deses ranging from ng/day appear
equally effective for the treatment of depression.




Summary and Conclusions

* The sponsor has submitted the results of 11 USA efficacy trials conducted under the PAR 01,
PAR 02 and PAR O3 protocols. The PAR 01 and PAR 02 studies had 2 treatment arms, paroxetine and
placebo while the PAR 03 studies had 3 arms, paroxetine, placebo and imipramine. The designs for
these B-waek trials were essentially the same. The PAR 01 and PAR 02 studies {a total of 5 studies!
were reviewed by Mr. Ken Petronis (HFD-713} 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 statisucian.

The resuits cf the PAR 03 studies are summarized below.

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 treatrnent-related
adverse events. Fiqure 1 depicts the dropout rates for all the studies combined by treatment group.
The drop seen in the drug groups, particularly imipramine, following 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 remained on study attesting to a more favorable risk-benefit
ratic for paroxetine compared to imipramine.

2. The small number of patients completing the studies {less than 80%) dictated basing
conclusions primarily on LOCF analysas 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 03-008} were
clearly positive. From Figure 2 it is readily apparent that the placebo response in the 3 positive trials
ts smalier than what was observed in the other 3 trials. The results for HAM-D depressed mood item

«. and both CGI scales were consistent with the HAM-D total resuits in that paroxetine consistently beat

placebo with p-values less than or equal to .04. The results from Study 03-004 were considersd
supportive because the HAM-D total results clearly favored paroxetine over placebo 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 paroxeting
response; this may be related to variability in the dropout patterns for imipramine. .+

3. The two trials (Studies 03-002 and 03-003) which failed to show paroxetine superior to
piacebo also failed to show imipramine .-:perior to placebo. The latter suggests that 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 would yield negative resuits since some of
the nositive trials in this series have the same characterjgtics. For exampie, the targe number of
dropouts in each taiied trial may have compromised the power of these trials, however, the trial {03-
COBY with the most dropouts vielded very positive resuits in favor of both drugs over placebo.

it is comforting to see that the niagnitude of the HAM-[) results for paroxetine {Table 23} are
consisteént with the results from the positive trials. Also, it should be noted that the PAR-01 and PAR-
02 results are consistent with the PAR O3 results (Table 28).
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4. Since all 8 PAR 03 studies were single center studies conducted under the same protocol,
this reviewer combined their data to perform an gverall analysis. An ANDVA model including an
interaction term for treatment by center showed paroxetine to be statistically significantly better than
placebo (p<.001) on all § primary efficacy variables. The interaction term was significant for the HAM-
D depressed mood item, CGI severity iliness and global improvement due to reversals of the treatment
response in Study 03-003. When Study 03-003 d=ta was excluded from the analysis, the interaction
was no lenger significant. (The means for HAM-D total for the combined data are shown in Figures 2
and 3.}

5. Since LOCF analyses may underestimate treatment effects, according to the dropout
patterns observed, itis important to fook at OC results for comparison. In doing so, it can be seen that
within treatrment groups the maanitude of the OC response is greater than the magnifude of the LOCE
response {see efficacy tables for the individual studies). Figure 3 as comaared to Figure 2 illustrates
this point. The magnitude of the OC responses for both the paroxetine aad imipraming groups in the
positive and supportive studies {03-001, 03-004, 03-005 and 03-008} zre notably larger than what
was seen for the LOCF resuits. Note that the placebe responses from the CC and LOCF analyses are
not appreciably different. These differences between the LOCF and OC responses are not surprising
since patients showirg improvement may be expected to stay on trial lorger, 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 depression, therefore there is little reason to be
concerned about the lack of efficacy.

7. The results of the fixed dose study {PAR 08} 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 sivow 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, also, the average dose recommended by investigators).

The mean daily dose of paroxetine in mg/kg ranged from .37 to .44 and the maxirmmum dose
ranged from .47 to .57 mg/kg in the 11 USA 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 provida sufficient statistical evidence of the
effectiveness of paroxetine for the treatment of depression.

’AC‘,{ g,l “YL"‘J\,.‘Z.,LM

)
Joy D. Mele, M.S.
Mathematical Statistician
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EBM Reviews - Cochrane Central Register of Controlied Trials 4th Quarter 2006

Results of your search: from 5 [limit 4 to yr="1985 - 1995"] keep 11-20

‘Resylts Available: 10
Re s Displayed: £-10

Result 1.

 Accession Number CN-00088476

Author Feighner 1P

‘ Institution Feighner Research Institute, San Diego, California.

Titie A double-blind comparison of paroxetine, imipramine and placebo in depressed

| outpatients.

isource International clinical psychopharmacology. Vol.6 Suppl 4, pn.31-5, 19582 Jun.

Eﬁbséraﬁé Diagnostic criteria, random paraliel 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 i a large multicentre, randomized,
placebo-controlled, double-blind, paraliel design study in the USA. The study involved
717 outpatients with major depressive disorder; after & cne-week washout period
they were treated for 6 weeks, being assessed at weekly intervals. The resuits from
all 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. Paroxetine was better tolerated than imipramine with fewer dropouts from
side effects. This combined study clearly indicated that paroxetine was an effective
and weli-tolerated antidepressant.

Result 2.

 Accession Number CN-00090268

:Authctr Claghorn JL, Kiev A, Rickels K, Smith WT, Dunbar GC

j Institution Clinical Research Associates, Houston, Tex.

jf'?’itig Paroxetine versus placebo: a double-blind comparisen in depressed patients.

igﬁm&@& The Journal of clinical psychiatry. 53(12):434-8, 1992 Dec.

EAbsEvact BACKGROUND: Paroxetine is a potent and selective 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-III
criteria for major depression, and having a Hamiiton Rating Scale for Depression
(HAM-D) score > or = 18 on the first 17 items of the HAM-D-21 were randomized to
paroxetine or placebo for 6 weeks of treatment. Efficacy cutcome variables included
the HAM-D, the Montgomery-Asberg Depression Rating Scale, the Clinical Global
Impressions Scale (CGI), and the Covi Anxiety Scale. Tolerabllity was assessed by
asking a non-ieading guestion. Routine laboratory safety and vital sign data from all
four centers were pooled. The primary analysis used the intention-to-treat sample
and for efficacy variables the last-observation-carried-forward data set was
employed. Statistical methods inciuded one-way analysis of variance for parametric
and Fisher exact test for nonparametric variables. RESULTS: Significant differences
{p < or = .05} were found between paroxetine and placebo on the HAM-D anc CGI
by Week 2 and on all efficacy cutcome variables by Week 4. Improvement on the
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HAM-D sleep factor occurred 2 weeks prior to that seen on the retardation factor.
Simitar results were obtained when an adequate treatment group (therapy for > or =
28 days) was considered. A full clinical response (CGl-severity of iliness score 1 or 2)
was seen in over 40% of subjects. Adverse events were more commeon for paroxetine
compared with placebo (p < or = .01). Somnolence was twice more common than
nervousness. Dropout due to adverse events was similar between therapies.
Paroxetine had no clinically significant effect on laboratory safety data or vital signs.
CONCLUSION: Paroxetine was an effective, well tolerated, and safe antidepressant.
Side effects were typical of the SSRI class of drugs. Symptoms indicative of a
nonalerting profile were more common than those assoclated with alerting effects.

Accession Number CN-00082174

Luthor Kiev A

%ﬁﬁﬁsﬁﬁﬁﬁdﬁ Soclal Psychiatry Research Institute, Inc., New York, N.Y. 10021.

Title A double-blind, placebo-controlled study of paroxetine in depressed outpatients.

i
The Journal of clinical psychiatry. Vol.53 Suppl, pp.27-9, 1992 Feb.

Paroxetine is an investigational antidepressant that acts through selective inhibition
of serotonin reuptake at the synapse. In this study, 81 outpatients with major
depression according to DSM-III criteria were treated with either paroxetine or
placebo in a8 6-week, randomized, double-blind study. Paroxetine was significantly
superior to placebo on all major efficacy variables, including depression as well as
anxlety, cognitive disturbance, insomnia, psychomotor retardation, and sleep
disturbance. Significant differences in favor of paroxetine were apparent by Week 2.
Paroxetine was also well tolerated. The results support the efficacy and safety of
paroxetine as a treatment for patients with major depression.

CN-00082175
Rickels K, Amsterdam J, Clary C, Fox I, Schweizer E, Welse C

Department of Psychiatry, University of Pennsylvania, Philadelphia 19104.

Titie The efficacy and safety of paroxetine compared with placebo in cutpatients with
r major depression.

The Journal of clinical psychiatry. Vol.53 Suppl, pp.30-2, 1992 Feb.

Paroxetine, a phenylpiperidine derivative, Is an antidepressant that selectively inhibits
serotonin reuptake. In this study 111 cutpatients with major depression diagnosed by
DSM-III 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 paroxetine
were apparent by Week 2. Paroxetine was also well tolerated. These results support
the efficacy and safety of paroxetine as a treatment for patients with major
depression.

A CN-00082176
Author Claghorn JL
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Clinical Research Associates, Houston, TX 77098.

The safety and efficacy of paroxetine compared with placebo in a double-blind trial of
depressed outpatients.

The Journal of clinical psychiatry. Vol.53 Suppl, pp.33-5, 1992 Feb.

Considerable research shows that serctonin dysfunction is implicated in major
depression. Paroxetine 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 clear and significant superiority of
paroxetine on all of the major outcome variables. These included physician-rated
measures such gs 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 well with
patient-rated measures like the Hopkins Symptom Checklist and Patient Giobal
Evaluation Scale. Paroxetine was also very well tolerated. Nausea and constipation
occurred significantly more often with paroxetine, but only 9% of paroxetine patients
dropped out of the study due elther 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,

Resuit 6.

Accession Number CN-00082177

Author Smith WT, Glaudin V

Ir  tution Pacific Northwest Clinical Research Center, Portland, OR 97232.

Titie A placebo-controlled trial of paroxetine in the treatment of major depression.
The Journal of clinical psychiatry. Vol.53 Suppl, pp.36-9, 1992 Feb.

Paroxetine is a phenylpiperidine compound that selectively inhibits neuronal serotonin
uptake in man. In this study, the efficacy of paroxetine was compared with that of
placebo in the treatment of 66 cutpatients with the diagnosis of moderate-to-severe
major depression. The research was a 6-week, prospective, double-blind design after
a l-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. Paroxetine did produce significantly greater improvement than
placebo for patients whose iliness had lasted more than 1 vear, and there was a
significant reduction in suicidal ideation. Significantly fewer dropouts were due to lack
of efficacy in those patients treated with paroxetine compared with those in the
placebo group. Paroxetine was well tolerated. There was no difference between
paroxetine and placebo in the rate of adverse effects or in the number of patients
who dropped out because of adverse effects.

CN-00082178

Fabre LF
i tution Fabre Clinic, Houston, TX 77004,
Titie A 6-week, double-blind trial of paroxetine, imipramine, and placebo in depressed
: outpatients.
E%@rc% The Journal of clinical psychiatry. Vol.53 Suppl, pp.40-3, 1992 Feb.
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Paroxetine is a novel antidepressant that selectively inhibits neuronal reuptake of
serotonin. Results are reported from a 6-week, double-blind trial of paroxetine,
imipramine, and placebo Iin 120 outpatients with DSM-III major depression.
Paroxetine was significantly superior to placebo on almost all measures. This Included
the main ocutcome variable, the Hamilton Rating Scale for Depression (HAM-D}, and
its factor scores, anxiety-somatization, cognitive disturbance, psychomotor
retardation, and sleep disturbance. There were no significant differences between
paroxetine and imipramine on the same scales. Imipramine-treated patients were
significantly more likely than those taking placebo to report one or more adverse
effects, which were predominantly 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 studies indicate that paroxetine
is an effective treatment in major depression and has a fevorable side effect profile.

sien Mumber (CN-00082179

Author Feighner JP, Boyer WF
| Institution Feighner Research Institute, La Mesa, Calif.
Title Paroxetine in the treatment of depression: a mrﬁp&rés@n with imipramine and

placebo.
The Journal of clinical psychiatry. Vol.53 Suppl, pp.44-7, 1992 Feb.

Paroxetine is a selective serotonin reuptake inhibitor with significant antidgepressant
properties. This was a 6-week placebo- and imipramine-controlled study of 120
outpatients with major depression. Paroxetine was statistically significantly superior
to placebo on almost all 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 iliness.

Result 9.

Accession Number CN-00082180

?ﬁ@t%@r Shrivastava RK, Shrivastave SH, Overweg N, Biumhardt CL

Institution Eastside Comprehensive Medical Services, New York, N.Y.

Title A double-blind comparison of paroxetine, 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 of
paroxetine, a selective serotonin reuptake inhibitor; imipramine; and placebo are
reported. One hundred twenty outpatients with a moderate-to-severe DSM-III
diagnosis of major depression were randomly assigned to one of the three treatments
following & 4- to 10-day single-blind placebo washout period. Significant differences
favoring paroxetine over placebo were present at endpoint on most major efficacy
measures, Paroxetine was also well tolerated; 5 (15%) paroxetine and 5 (14%)
placebo patients dropped out of the study due to adverse effects. Imipramine,
however, was comparatively poorly tolerated. Forty-five percent of imipramine-
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
paroxetine in the treatment of major depression and underline its favorable side
effect proflle compared with tricyclic antidepressants.

R( It 10.

Accession Number CN-00082181
Author Cohn JB, Wilcox CS
Institution Pharmacology Research Institute, Long Beach, CA 90807-0289.

Title Paroxetine in major depression: a double-blind trial with imipramine and placebo.

Source The Journal of clinical psychiatry. Vol.53 Suppl, pp.52-6, 1992 Feb.

Abstract 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 paroxetine 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 ionger 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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