
1.2.1 Coatzolle4 Sta4i.s 

1.2.1 .. 1 8tU4y 208 

Igye,tiqltgr,ILpgltipn, 

principal investigators and study site. are identified in 
Appendix 7.2.1.1. 

As discussed in section 5.4, efficacy data from site #13 was 
couidGrad of questionable rtlillability" . Thus, the sponsor was 
requested to reanalyze the efficacy results of this stud.y, to 
exclude sit. 20813. The review of efficacy re.ults 1s ba.ed on 
this reanalysis .. 

Qbjact;iy •• 

The primary objective of this study was t.o compare the 
antidepre.sant efficacy and .afety of venllfaxine BR with 
placebo. 

ipppl.tion 

A total of 301 outpatients with DSM-III-R major depr.s.ion were 
enrolled. Other inclu.ion criteria were: 

It ainbUll ag8 of 11 years .. 
It symptaas of depression for It least one .ontb. 
It mlnlaua prestucly 21-ita HAM-D total score of 20, with no 
greatar than a 20' deerea .. between screening and. study day -1. 
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Relevant exclusion critllU;'ia included the follovinq: 

• previous venlafaxine treatment. 
• hiatory or preaence of any psychotic disorder not related to 
depression, bipolar .Uaorder, or organic .ental disorder. 
• ue of any inveati9atioMl drug, antipsychotic dru9, or ECT 
vithin 30 days; fluoxetine within 21 days; MAOI, paroxetine, or 
aertraline within 14 day.; or any other antidapr .. sut, 
auiolytic, sedat.ive-hypnotic, or other psychotropic agent. within 
1 days (except cblcra1 hydrate) .. 
• uae ~f any non-psychopharmacologic drug' with paychotropic 
effects vithin 1 days of the study aleas a .atable doae bad been 
.aintained fer the put aoDth .. 
• drug or alcohol dependence within 1 year. 

Alao, the init.iation or change in intensity of formal 
psychotherapy vas prohibited during the study .. 

Pol ism 
Thia vas a randOldzed, double-blind, placebo-controlled,' parallel 
group study conducted at 12 u.s., situ (including site 2(813) .. 
Depressed patients vith a HAH-D total Icore ~20 underwent a 
single-blind placebo run-in for 7:tl days, during which they were 
evaluated for study eligibility. On study day "'1, baaeliDe 
safet.y and efficaey assesaments were completed and patients who 
continued to .eet selection criteria were rando.ized to begin 
either veD1afaxine ER, venlafaxine nt, or placebo on day 1. 

Treatment vaa continued for 12 weeka, followed by a tapering of 
medication for up to 2 veeka. study vis ita were sdbeduled for 
days 1, 14, 21, 28, 42, 56, and 84; a post-atudy visit occurred 
4 .... 10 days atter stu4y .edication had been discont.inued.. The BAH ..... 
D, MADRa, and COl vere performed at all visits throw;h day 84 
(week 12). An Investigatorls and Patient'. Subjective Rating as 
v.ll .as Ii Quality of Life Questionnaire were p.rforlUld on day 84 
(week 12) .. 

A fl.xible dosing schedule was employed; total daily doses are 
depict.ed be10v tor various time intervals during the !ltudy. 

PtriQd 
Day. 1-14 
Days 15-84 
T.per Wk 1 
Taper: Wk 2 

Vanlafaxine Ii 
15aq 
15 or 150mg 
o or 15119 
o 

Vglltlxine IB 
15319 
15 or 150.g 
o or 15119 
o 

Vaalaiaxine ER vas .dminister.d a. a !lingle 40se in the morning 
whereas venl.fuine Dl vas giv.n. BID.. Dos.s could be incr •••• d 
to improv. therap.utic response or reduced to iBprove tolerance . 
wi thin the ranges shown above.. Patients unable to· tolerate the 
minimum dose were to be discontinued from .the at.udy. 
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fte efficacy intent-to-treat (1ft) population included all 
enrolled patients who bad at l.ast. a ba •• lin. measure on at l •• st 
one primary efficacy param.ter, took at least one do.e of study 
aedicatlon, and bad at least one evaluation on at l .. st on. 
priaary efficacy .... ur. either during tr~tment or within l day, 
after th. last dos.. A total of XlI. patients co.prised the 
efficacy 1ft .. 

fti. revi_ fQCU8ed on one-way analysis of variance CANOVA), with 
therapy u the factor, tor the pairwise comparison. of raw .ean 
cbang'e fZ'Oll baHUne at. each visit. in four key efficacy 
variables: HUI-D and HADRS total scor .. , HAK-D depreaHd llOod 
it._, aDd CGI-severity acore.. Analysis was perforaed on both 
observed cas.s (00) and last.-obs.rvatlon-carried-forward (LeeP) 
dataseta.. stati.tical signifieanc. wall defined at the (pi 0.05 
level aDd all bypath.,is testing w.. 2-sided. 

~ditionally, the llponsor discovered that the assumption of 
DOZ'IIallty was not ut for two variables: HAK-D depr .. s.' IlOod 
itea and CGI-aeverity. Thus, non-para_trle ANOOVA was applied 
to a11 key variabl.. at each viII t for the LOCI' and OC data •• t. 
and the results of pairwi •• comparisons between venlataxine ER 
ad placebo ba.ed on ranks was provided.. . 

"Illine Dlapqrapbigl 

.as.line d_ographic data i. di.played in Appendix 1 .. 2 .. 1$1. 
Ther. were no reaarkable 4ifference. between groups at baaeline 
with respect to •• an age, age rang., gender composition, or the 
proportion of caucasian patients. 

,I,.line IIycrity Qf I11nll' 

There was no stltiltieally .i9J1ificant difference aBonV groups 
with re.peet to •• an ba.el1ne HAM-D total scorel, BAK-D d.pr •••• d 
llOod it_ score. f HADRS total .core., or CSI-. ever i ty score •• 

Patient QilpQlitipn 

Of the 2'10 patient.. randomized, 251 cOllprised the efficacy 1ft, 
of which II were randomized to velafaxine ER, 91 to placebo, and 
11 t.o venlafaxin. m. The nWlber of coapteters (i.. •• patieta 
with observed data for at least one of the four key efficacy 
variabl_), also expre •• ed al I pereentl9. of the efficacy I'rr f 

, at each vi.it is dilplayed in Appendix 1.2.1.1. 

Of the ITr, Sit (49/85) of th. venlafaxine ERe 41' (43/91) of the 
placebo, ,and 48' (39/11) of the v.nlaflxine IR patients completed 
12 weeb of double-blind. treatment; as expected, th •• Olt 
frequent rea. on for dropout a_on9 v.nlafaxin. ER patient. was an 
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adY.... .vent (11' of the patients in the safety 1ft) I failure to 
retum for follow-up among placebo patients (lIt), and failure to 
return ~or ~ollow-up among venlafaxine IR patients (15t). 

Six patients dropped out due to a protoool violation: 

~ venlafaxi_ BR patient 20813-018 - took_tbamphetaaine .. 
~ venlafaxine IR patient 20819-004- elevated SGOTat soreening; 
inadvertantly randaizacl.. . 
• venlafaxine IR patient 20813-021 ~ schedul.d too early for last 
visit .. 
~ valafaine IR pati.ent 20816 .... 006 - nODccmpliant with study 
medication. . 
~ placebo patiut 20821-025 - failure to keep appointments and 
waintain consistent dosage. 
~ placebo patient 2~821-031 - stopped .tudy drug on own. 

The visit at which at lea.t 10' of the patients in both groups 
w ... still in-study and had observed efficacy data was week 4, 
with .,' of the venlafaxine D, '" of the placebo, and 83t of 
the venlafaxine IR patients remaining at that timepoint. .. 

POling InforpotiPD 

The .ean daily dose tor all venlataxine ER and venlataxine IR 
patients at each visit i. displayed in Hean 
doses reached a plateau by weak 4, with mean venlafaxine ER 
dose sligbtly higher than the .ean venlafaxine IR dose (135 vs .. 
123.g/day) .. 

concomitaDt Hedigation. 

Of all stwly participants, mo.t patients in each treatment group 
received a conco1l.itant aec1ication: venlataxine D89', placebo 
86', and venlal.xine IR 8St. The two most commonly used classes 
of concomitant agents were "anti-inflaamatory/non-ateroidal 
antirheumatica" and "other an.lge.ic./antipyretics .... 

Four p.tients (,I venlat.xine ER .nd 3 pl.cebo) received 
antidepre •• ant medication with the study drug: 

~ placebo patient 20821-031 took £flexor 31.5mg bid beginning on 
day 8 .nd dropped out 4 d.y. later. 

e placebo pati.nt 20122-030 took vanlafaxine IR on days 2-4, then 
dropped out on day 6. 

e placebo patient 20820-036 completacl 12 week. of treatment and 
.tarted Bffuor during the taper pha .... 



\1 venlafaxine D. patient 20822"'t003 took trazodone on day 5, then 
dropped out 2 days later due to insomnia. 

Sedative-hypnotic agent. were us.d by 4' of venlafaxine ER, 10' 
of placebo, and 10' of venlafaxine IR patients. Chloral hydrate 
up to 1000 ag at bedtime vas permitted for sleep. 

~ only other psychotropic drug use vas one venlafuine ER 
patient; who uae4 a psych08tilNlant, and one placebo patient, vho 
WIled 1m anxiolytic dr'u9.. The details of this Wle vere not 
located in the aubmission but this ftS not felt to playa 
IId.gnificant role in the efficacy findings, particularly in light 
of the robwrtnes8 of the results.. . 

oYerall, the a~ cteacribed conCUJ.'Ten't: use of paychotropic 
aedication i. not felt to bave appreciably influenced the 
efficacy result. of this study .. 

As noted previously, tbe following review is based on tha 
efficacy reanalysis which excluded site 20113. 

This review focused on the raw chang- from baseline for the four 
key efficacy variables: the BAH"')) total-score, HAM-D depressed 
JI.OCd it .. (it_ 11), MADltS total score, and the CGI-severity 
accre.. Efficacy analysis re.ults are displayed for the LaCF and 
the OC datuets in Appendix 7.2.1,,1. 

Vcmlafaxine ER displayed consi.tent and highly .ign.ificant 
.uperiority over placebo from week 4 onward for all four key 
variable. in the LOCF analy •••• 

Similar re.ults were ob.erv.d from the OC analysi .•• 

~e results of non-parametric ANCOVA (including_ita 20813) 
likewise provide strong support of efficacy. (Data are dillplayad 
in vol. 1.66, pagall 33-53). . 

Tba sponsor as •••• ed for a traatment-by-center interaetion acro •• 
all study centerll at each visit for all four key variables (both 
OC and LOCP datallet.II,: thera was no evidence of a consi.tent 
treabent.-by ... center interaction. 

The sponsor al.o conducted a responder analysis, response being 
defined a. a decrease of et50' from bueline in HAM"')) total or 
DDRS total scora or a CGI-improva.ant score of 1 (very INch 
improved) or 2 'much iaprovad). The proportion. of efficacy 1ft 
patients ... ting respon.e criteria were determined at each visit 
for both the LOCP and OC d~tasets. stati.tical testing ~a. done 
WIling the 1"isher-1II exact te.t. Data froa study week 6 onward are 
~ri.ed below.. Thi. analysis corroborate. the above findings .. 
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:tIlD II 2J.lsaJ;J,g Q .... ulU. 
DM-D :tGSil.J. CLOCr) 

Week G i2t 35' <0.001 

Week I i5' 36' <0.001 

Week 12 70' 32' <0.001 

RAM-a SisaSiaJ. (s.K:) 

Week 6 6t' 31t <0.001 
.eek a 74' 3tt <0 .. 001 

Week 12 77' 41' 0.005 

Dna :tisaSiI;L U",) 

Week 6 iO' 31' <0 .. 001 

Week 8 iOt 31' <0.00l. 

Week 12 65' 27' <9.001 

DDRI tot:aJ. (gel 
Week i 67' 33' <0 .. 001 

Week I iat 35' <0 .. 001 

Week 12 75' 39' <0 .. 001 

gaX-i&mx ••• ut (LOCJ'l 

Week 6 13% 42' <0.001 

Week a 73% 31% <0.001 

Week 12 71' :n, <0.001 

t:GX .... ;l.mRJ;:s:2X ••• Ut (o(.a 

Week 6 12t 46% <0 .. 001 

Week 8 84' 40' <0.001 

Week 12 lit 55t <0.001 

C,gnSJ.iilisaUI 

This study provides solid evidence of antidepressant efficacy. 
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APPINDIX 7..2.1.1 

. 
... 201. _ cu.. ,.. _1&1. III .......... _ .. DaI C-l. 2OaU) 

4fnaw-t .... U_ weeki · ... 2 .... 4 ... 6 .... ... 12 
Group • .... • A • A • A • A • A • A . 

!.1ft 08llavaa_ caBl ..... -.au --. I. 2.15 .5 -0.65 • 5 -0 •• I. -1.54 .5 -1 .. '71 IS -1.6. .S "'1.'1 ,'j 

PUC '1 2.11 '1 -0.42 '1 -0.11 '1 -0.90 '1 -0.,' '1 -1.01 91 .... 92 
__ u II 2.11 .1 -0.10 81 -0.'. .1 -1.31 81 -1.62. 81 -1.52 II -1.6' 

2-.l4tMI p-yal_ 101." ~ 0'INIJPII&"u-. ...... 0."'7 0.05 0.04 <0.001 <0.001 <0.001 <0.001 

J. ••• • 0.554 0.13 0.01 O.OOS <0.001 0.003 <0.001 

• ft. I. 0.610 0.14 0.14 0 .. 32 0.61 0.4. . 0.21 
• ... ___ -.nz. .... IS 2 .. 15 IS -0.65 .0 -0 •• 13 -1.64 51 -1.'6 5 • -1.'3 4' -2.18 

K&C .• 1 2.'71 '1 -0.42 83 -0.63 '70 -1.00 5. -1 .. 03 54 - •• 01 a -1.33 
__ Ill 

.1 2.'76 .0 -0 .. 61 '74 -1.01 61 -1.41 55 -1.'5 51 ... 1.13 3' -2.00 

2-8l4tM1 P'"ftl- I • ........... ri .... ..... 0.111 0.06 0.10 <0.001 <0.001 <0.001 <0.001 

D •••• 0.554 0.12 0.01 0.01 <0.001 0.002 0.004 

..... Ja 0.6S0 0.1' 0.31 0.31 0.58 0 .. 61 0 .. 42 
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APPENDIX 7.2.1.1 

... 20 •• _ ................ __ ....... (aol. 2OIU) 

'fn&w.K .... 1.1._ -w.u 1 ... 2 "'4 .... 1 .... ...12 
Gnu. 

A A 
. 

A A II - •• • • II • A • A ,... .................. _1. 
".-. 8. . 21.41 I • -3.72 8. -S.tl II -12.12 •• -13.'1 •• -14.31 I. -11.16 f" 

PUC '1 21.22 .1 -3.'4 .1 -'.01 tl ....02 .1 -'.77 '1 -a.7' '1 -1.32 

VIII D 81 21.3' .1 -4.7' .1 -7.1' .1 -11.10 .1 -13.12 .1 -13.21 .1 -13." 

1-a14e4 p-yal_ foe ..... nl~ ~a.uu-. 

.• ft •• O.tll 0 •• 0 •• 0.004 co. 001 co. 001 co. 001 

IR .... 0.'72 '0.2' 0.01 0.03 0.002 0.002 <0.001 

..... D 0.'20 0.14 0.30 0.41 0.11 0.43 0.20 
____ ~ -.wal. 

". . 81 21.41 81 -3.72 10 -I." 73 -13.10 17 -11.2' 18 -11.1' ., -11.27 

l'L&C '1 26.22 '1 .... 3.14 '3 -1."41 70 -1.84 I' -'.71 14 -'_II 43 -11.U 

VIR D '1 21.33 • 0 ...... 74 -7.11 '7 -12.21 II -11.04 11 -11 •• 3' -1'.12 
2-.......... ~_. foe J8inlM..-xol_. 

••••• 0.'11 0." 0.13 0.007. <0.001 co. 001 0 .. 01 

Ia .... 0 .. 872 0.21 0.01 O.M 0.002 0 .. 001 0.03 

..... III 0.820 0 .. 21 0.20 0.11 0." 0.1' 0.80 
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... 201a ....... ,.. .... 1. D GlI-RUUft ... (aol. 20.11) 

'fnat.nt "'.U,_ __ 1 __2 ..... -- _ .. Ill ..... 12 
G~, • -- II A II A II 4 • A. II A II 4 

Laft ouavau_ CUUID .... .... 1. 
aR_ II •• 11 II -.32 II ..... 11 15 · ... 1 •• 0 IS -1 .. 56 15 "'1 .. 79 II -2 .. 01 

PUC 91 ... 21 91- -.31 '1 ...... , '1 .... 92 11 -1 .. 04 91 "'1 ... 91 -1 .. 00 

aR IR 11 .. " 11 -.28 81 -eM II -1.12 81 -1 .. 41 81 -I ... ' 11 -1 .. 51 

2-.1chd ..... a1 ... for paini ....... ri_ 

...... P 0.210 0.11 0 .. 11 . 0.005 0 .. 003 <0.001 4 .. 001 

U .... P 0.128 0.1. 0 .. 24 0.24 0 .. 04 0 .. 04 0 .. 006 

BIt .... IR 0.03 0.10 0.19 0 .. 11 0 .. 31 0.0" . 0.003 . . 
_&aD .... A8Um1IIII 

wa_ II ... 18 15 ... 0.12 80 .. ~ 13 -1.52 51 "'1 • .,5 58 -1.,ii 4' -2.20 

I'LAC 11 4 .. 21 11 ..... 31 .1 .... 55 10 ... 1'.01 51 -1 .. 11 54 ,-1.11 .1 "'1 .. 35 

va IR 11 4 .. 01 80 -.21 14 .... 68 " -1.2. 55 -1 .. '" 51 "'1 .. 15 3' ...1 .. 12 

2-~ ..... a1 •• for painl8 ..... 1C'.t....a 

D ••• II' 0 .. 210 0.91 • ~ 0 .. 00. --1--0,,001 ~ <0 .. 001 

IR .... II' 0.121 0.11 0 .. 11 0 .. 02 0 .. 01 0 .. 01 

BIt v ... IR 0 .. '13 0.13 L 0.12 0 .. 22 0 .. " o .. :n 0 .. 13 
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provided similar evidence in favor of the efficacy of venlafaxine 
XR. 

This reviewer c.onsulted Dr ... ~~~itsky (HFD-120) regarding the most 
important efficacy varIililes. -"-, "They are "Change from Baseline in 
HAM-D Total", "Change from Baseline in BAM-D Depressed Mood 
Item", "Change from Baseline in CGI Severity of IllnessN , and 
"Change from Baseline in MADRS Total." 

1 • • ta4r 'OOB-IOI-p' 

The Table of some Design and Enrolled Patients Aspects and Names 
of Investigators are ~n the attached Table .0.1.1. 

Essential features of the study, including details of the Desig~ 
and study conduct, (Patient) Population, Results, and Conclusions 
may be seen in the synopsis provided by the sponsor in the pages 
iii to vi of the statistical vol. 1.113. In addition, the 
Clinical Reviewer' s. report contains essential featu.res of 'the 
study. 

This reviewer will discuss only the efficacy results. and a few 
other items as needed below and provide all other criticisms 
under the "Reviewerls Comments". 

lA. Ob~ tu;tiye 

The primary objective of this study was to campare the 
antidepressant efficacy and safety of venlafaxineXR with 
placebo. A secondary objective was to compare the overall 
profile of ve~lafaxine XR with that of venlafaxine IR. 

lB. Qispolition Of PAtient I 

Patient Disposition is presented as the attached Tables 1;1.1 to 
1.1.3. Figure 1.1.4 of Percentage of Patients Continuing Over 
Time involves only those patients for whom efficacy measures were 
accepted for analysis in those weeks. 

Fifteen of the 293 patients who received randomly assigned study 
medication had no primary evaluations on therapy or within 3 days 
of study drug discontinuation. The remaining 278 patients were 
included in the intent-to-treat efficacy analysis. 

The percentage of patients completing the study was 59t, 11\, and 
60\ respectively for the'placebo, Effexor Ka, and Effexor IR 
groups. 



The placebo group differed statistically significantly from the 
other groups with respect to (wrt) Adverse Reaction (less) and 
Unsatisfactory Response/Efficacy (more). 

Adverse Event occurred more durinq Week 1, and ~!'ailed to Return· ... 
and ~Unsatisfactory Response/EfficacyN occurred more during Weeks 
6-12. 

le.Saseline Comparability of Tr,atment GrQUPi 

The sponsor stated,. "There were no statistically siqnificant 
dif·ferences between the treatment groups for the demographic and 
baseline characteristics. None of the patients had any known 
illnesses at baseline that might have interfered with the 
activity of the study medication or the interpretation of the 
results." 

In the Int;ent-to-Treat patients set, 

the percentaqe of·females varied as: 59% (placebo), 63% (Effexor 
Xi), and 67% (Effexor IR)~ and 

the percentage of patients with baseline severit.y score of 
4 (mild) varied as: 69% (placebo), 58' (EffexQr XR), and 83% 
(Effexor IR).; 

ID. EfficlcyR,sulti (Sponsor's Analyses) 

Following are t.he (Raw) Mean Chanqes From Baseline for all three 
treatment groups, and the venlafaxine XR "IS placebo mean 
differences and p-values. The Tables and Graphs for adjust.ed 
Mean Changes From Baseline are attached as Tables 1.:3.1 and 1.:3.2 
(HAM-D Total), 1.4.1 and 1.4.2 (HAM-D Depressed Mood Item), 1.5.1 
IilnQ 1.5.2 (CGI Severity of Illness), and 1.6.1 and 1.6.2 (MADRS), 
and as Figures 1..3.3 and 1. 3 ... (HAMD-Total), 1.".:3 and 1. 4 • 4 
(HAM-D Depressed Mood Item), 1.5.3 and 1.5.4 (CGI Severity of 
Illness), and 1.6.3 and 1.6.4 (MADRS). 
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BEST POSSIBLE COpy 

~ffu@1: D Itfner lEt rw.c:1OO I"IIIE II XI E:II~~ 
uu I' HIM H HIM H m:u Differtmc. '-value 

1 92 -4.12 111 -4.32 99 ~4.31 -c.n 0.32 

2 92 -7.34 In -1.53 9$1 -5.il -1.13 0.02 " 

l 92 -9.26 81 -II. In U -1.12 -1.54 0.05 '" 

4 92 -11.75 In -lO.n 9t -a •• 9 -~.IIG <O.mll .. , 92 -13.10 In -11.1'2 99 -t.n -3.9:3 <0.001 .. 

iii 92 -U.S9 In -11.62 99 -9.3@ -4.29 <0.0(11. '" 

12 92 -15.011 n -U.:U 99 -9.02 -S.tl <O.OI)! .. 

.. I~C&t .. statistical .i~f1~ce lit the 0.05 level for~. 

, ." QMDDP 

au ~ n.<:IH BUILl. 

lIftexol: n Iff_OJ: II ~ I:t':~r: 1.1 XI 211eebc 

UU Ii'It au I' HIM Ii au Mftertmc. P;'vullle 

1 92 -4.112 U -4.37 gt -4.:31 -0.45 13.32 

2 16 -7.31 80 -7.93 811 -5.'9 -1.311 o.oe 
J n -9.61 n -1I.n IS -6.42 -1.26 0.1:1. 

4 7' -12.4115 71 -n.n 15 -9.67 -2.n 0.001 .. 

f 61 -U.35 511 -13.6' 63 -t.8@ =~.3G <0.001 .-

II 62 -U.98 53 ~U.53 5' -lO.UI -4.110 <0.001 " 

12 52' -16.85 U -14.1114 U -U.U -5.44 <o.oen .. 

.. Iw:U.cate. .taUni"l significance at the 0.05 level fo~~. 

5 
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BEST POSSIBLE Ccr~·" 

P'PY'P' PUU'IJ'" VlldP .. pep, ....... u. 

JAZ 

RIll CIWIR nell IAQLDI 

Utaor Xll BUaoz III ftoKDO It!~'-IE II II l'lliillaa .. .. IIUII .. NUll .. IIUII Dlff.rac • '-valu • 

1 .2 -0.72 .., -O.il •• -0.41 -0.:51 0.02 '" 

2 .2 -0.'7 87 -0.'$1 I!iI -o.S8 -Cl.n CI.ell '" 

3 !iI2 -1.35 87 -1.24 n -0.10 -0.45 O.OOS '" 

4 !iI2 -1.61 87 -1.41 ,. -o.IZ -0.6$1 <0.001 '" 

6 !iI2 -1.77 87 -1.61 It -o.M -c.n <0.001 '" 

8 gZ -1.70 .., -1.'2 It -0.1' -o.n <0.001 '" 

12 gZ -1.'5 .., -I." t. -0.11 -1.04 <0.001 "It 

'" IndLc:atu .t&t1atic:al .1p1flc:uce lilt tIut 0.05 leftl fo~ AIIO'IJ.I.. 

9"IIYR' 

I11III CIIUGI: nell UDLIIIB 

BffUOZ Xll Ufaozlll. ILM:UO ~, .... II 2'I~he 

au: II IIUII .. ... .. I11III OUf.nllee '-vallie 

1 .Z -0.72 " -0.452 It -0.41 -0.31 0.02 '" 

2 If -0." 10 -1.05 II -o.a .:0.33 0.06 

3 11 -1 •• 2 76 -1.32 16 -0.'1 -0.414 0.03 '" 

4 ,I -l.it '71 -1.52 "J5 -1.03 -0.'6 <0.001 '" 

6 61 -2.00- 58 -1.88 i3 -1.00 -1~00 <0.001 • 

8 a "1.84 53 -1.75 5'7 -1.05 -0.'71 <0.001 • 

12 52 -2.21 t2 -1.98 U -1.30 -o.n <0.001 .. 

'" IDdic:ate. et&t1at1c:al e1tD1f1c:uce at the 0.05 left1 tOI: oIIIIOVA. 
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-'. BEST POSSIBLE COt 1 7 

GLI'JGNe GLOM, '''P'lAU 'CNt' - IIIIIIZX or 'LJeI' 

.WIZ 

... CIIlUIGI nail IASlLIU 

IIIff .. r: XI. IIIUexor: II tLICDO 1,~·.aE·I.!I !IIGI~ .. R MIU R 111M .. ... DiU.nne • P.."alue 

1 92 -0.39 8'7 -0.21 99 -0.36 -0.03 0.72 

2 92 -0.74 8'7 -0.6'7 99 -0.5' -0.20 0.0'7 

3 92 -1.0' 8'7 -0.89 " -0."1'7 -0.32 0.03 ... 

4 92 -l.n 8'7 -1.16 " -0.99 -0.'l1li 0.001 ... , '2 -1.'3 8'7 -1.0 9' -1~09 -0.5. <0.001 ... 

8 92 -1." 8'7 -l.U H -1.11 -0.13 <0.001 * 
12 92 -2.12 8'7 "l.n " -1.04 -1.01 <0.001 .. 

.. IBdic.tu at:at1aUc.l. a1piflcuce at tile 0.0$ 1.".1 foz: AIIOI.'a. 

9M!!DD 

HDII CIWIGa nail aua.xU 

Iff_or: XI. iliff_or: III PLlCIIIIO, &~~A1UIE II 21 111r!-.e .. • MIU .. MIU • IIIIU DiffUtme:e f-va1ue 

1 92 -0.39 If -0.2' 99 -0.3' -0.03 0.'72 

2 86 -0.7. 80 -0.'70 It -0.5'7 -0.17 0.0'7 

3 81 -1.15 " -0.17 86 -0.111 -0.:" 0.03 .. 

4 '78 -1.58 '71 -1.31 15 -1.05 -0.13 0.001 .. 

6 61 -1.80 58 -1. '72 6l -1.21 -O.st <0.001 .. 
. 8 62 -2.02 53 -1. '7S 5'7 -1.21 .. 0.111 <0.001 .. 

12 52 -2.27 42 -1.11 4. -1.34 .. 0.13 <0.001 .. 

.. lDdlc.tu atat1aUc.l a19Difl.c:aac:. at tile 0.05 1 ... 1 for: AIICWA. 



. BEST POSSIBLE COpy o-
S 

.... Ry/y .. EN' - TArN. ISOII 

IQIZ 

... CIIIIICiII .... u.nr.ua 
Iffuor: xa IflUOr: Ia HICDO .eIUE II II I& ........ A ... II IIIU .. Malt • IIIU Differ:uce P-vuue 

1 92 -4.29 81 -4.'2 " -3.g2 -C.37 C.U 

2 '2 -6.5C 81 ,..7.2' ft -5.1'7 -1.33 c.n 
3 t2 "9.34 11 -9." 99 -6.9' -2.37 C.02 .. 

• 92 -12 ... 2 81 -11.21 '9 .. •• 12 ·4.3C <C.CCl .. , '2 -14.15 87 -13.10 tt -8.11 -5.26 <C. COl .. 

• 92 "14-•• ' 11 -12 •• " -1.85 -5.'. <C.OCl .. 

12 g2 -15.92 87 -13 •• ' " "8.44 .. ., ... <O.CCl * 

ogRI'P 

IIIU CBAIIB nail uar.ra 
_"u:or: xa IUuor: III PLICIIO I"u. II II 21 ... eMn 

na II IIIAII .. ... II IIIU Diffutmce 1>-v.l" • 

1 92 .... 29 86 ..... , II -3.12 -C.37 C.59 

2 16 -6.53 8C --'.66 It -5 •• C -1.13 C.32 

3 81 -t.8C 7i -10.n " -7 •• 8 -2.32 C.C3 .. 

4 'Jill .. i3.35 71 -12.2' 15 -8.77 .... 58 <O.COI * , 61 -15.38 58 -15.28 63 -1.'6 -s.a <C.OOI • 

8 f2 -16.16 53 -15.32 5'7 -9.61 -6.55 <O.OCl * 

12 52 -17.42 U -16,1'7 U -11.85 "5.51 <0.001 .. 

* Indic:atu .uU.Uc:al· .1ga1f1c:aaCe at tht! 0.05 le .. l for: 1WCWlo. 

We see, from the above sponsor's results, that Study 2G8-US provides 
strong statistical evidence in favor of venlafaxine XR. The 
analyses (not presented in this review) provided by the sponsor in 
the Sept. 18, 1996 submission, excluding data from Dr. Diamond's 
site (under investigation for alleged research misconduct), provided 
similarly strong results. 
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Based on the sponsor's submitted results, Study 208-US provided 
strong, statistical evidence in favor of the efficacy of venlafaxine 
XR. This reviewer'S analyses by 2-sample Wilcoxon test and the 
sponsor's supplemental analyses based on ANCOVA on ranks proviQed 
simdlar evidence. 

9 

The sponsor stated in the protocol, '-A two-way analysis of 
covariance with treatment and investigator as factors will be used, 
provided that the assumptions of the analyses appear to be satisfied 
(otherwise a suitable transformation or a nonparametric test will be 
sought.)" As an introduction to the above supplemental analyses, the 
sponsor sta~ed in the report, "Due to the breakdown of the normality 
assumption on the CGI severity and the Depressed Mood item ( ••• ); 
non-parametric ANCOVA was applied to all the key efficacy parameters 

" ' 

The Mean Daily Dose for the Effexor XR group was almost always <at 
each week) greater than that in the Effexor IR group; the highest 
for the Effexor XR group was 139.6 mg (Week 9) and that for the 
Effexor IR group was 125.1 mg (Week 5). Average number of capsules 
in the placebo group was not provided. [p.45 of Stat. Vol. 1.1131 

Mean HAM-D Total scores for subgroups of patients dropping out at 
different t~es are in Figures 1.3.5 to 1.3.1. Among the patients 
dropping out just after Week 8, venlafaxine (XR and IRl patients had 
better HAM-D Total scores compared to the placebo patients (less 
true with respect to HAM-D Item 1 or CGI Sev.). This fact is likely 
to favor the placebo group in tbe DC analyses after Week S'. Except 
for this subgroup (for placebo, those dropping after Week 6), the 
subgroup of patients who completed the study had the best scores. 

Those who dropped just after Week 4 and just after Week 6 showed 
trends somewhat opposite to those mentioned above. Consequently, 
the DC results may be slightly inflated in favor of venlafaxine XR 
for'week 6 and, especially, Week 8. However, combined with the 
effect in the previous paragraph, the OC results after Week 8 should 
not be inflated in favor of venlafaxine. 

Those patients who dropped out just after Week 2, generally, had 
worse scores (compared with those of patients dropping out at other 
times or of completers), irrespective of the treatment group (except 
placebo patients wrt CGI sev.). , 
To address the missing data problem, the sponsor applied ETRANK and 
longitudinal data analyses to the HAM-O total score, to c~pare the 
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LOCFANALYSIS 

PIIcdIo • V. n ¥ 1M 

PIuIbo 'II V. II Sphw: 
\Wi III 'II V. II Sfpi&acs 

SnJDY108 

i IIII! pi. 
t l1li ,i. 

.. Il1O "Jl6 

II • p,.m. 
ttlllipiJ! 
... 0iIi P' J1 

... p,.l 

m !II ".em 
...... ".em 

30 



I 
I 
I 
I 
! , 

J 
Is 
I. 
I 

8 

.. 
'-

FIGURE 1.5.4. 
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OBSERVED CASES ANALYSIS 
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Principal inv.stivators and study sites are listed in Appendix 
1.2.1.2. 

Qbj_ms 

'l'be8tudy objective was to ~e the antidepre.sant efficacy 
aDd aafet.y of ven1afaxine D v th plaoua. 

Pqppla1jipn 

A total ot 204 outpatients with DSiI-IV _jor depr .. sion wU'e 
em-olled. other J.ncluion criteria vere: 

• alDt.ua av. of 18 year •• 
• ayapt.caas ot depression tor at l.ast one JIOnth. 
• alnlaua prutu4y 21-itea IWI-D total acor. of 20, vith no 
greater than a 20' deer ... e between scraaninv and .tudy day -1. 

Relevant exclusion criteria included the following: 

• previoua venlafaxine treataent. 
• hlatory or praaence ot any psychotic disorder Dot related to 
d....-ion, J:tipolar diaorcler, or aental disorder due to a uclical 
ccm4ition. 
• us. ot any investigaticmal drug', antipsychotic drug, or BCT 
within 30 days; fluoxet1ne within 21 days; BOl vithin 14 day.; 
or any antidepr .. sant, anxiolytio, seclative-bypnotic, or other 
paycbotropic agent vithin. "1 day. (except abloral bydrata). 
• u •• of any DOD-paycbopbaraacologic drug vithpaycbotropic 
effacts within 1 day. of the study unl .. s a stable do .. bad bean 
.. inta1necl for tbe paat !lOath. 
e drug or alcobol dependence vitbin 1 yaar. 

Al.o, the initiation or cbanga in intanaity of fOrJUl 
psycbotherapy vas prohibited during' the Rudy. 

PUip 

This vas a randOld.zed, double-blind, placebo-controlled, parallel 
group study oonducted at 12 u.s. situ. Depr ... ed patients with 
a BAII-D total aeon ~20 underwent a single-blind placeJ:»o run-in 
tor 7:t3 days, duriDV Wbieb they were evaluated for .tudy 
eligibility. on study day -1, ))aseline sataty anclafticacy 
a •••• ..-nts vere coapleted and pati.nts Vbo continued to .. et . 
_lection criteria vere rand~ized 1:0 begin eitber venlafaxine BIt 
or plaoebo on day 1. 

Double-blind traatlient vas continued ~or 8 veeJca, tol.lowad by 

.age 2S BDA 20,'" 

. .. .-



Bedication tapering for up to 2 weeks. Study visits occurred on 
'. days 7, 14, 21, 21, 42, and 56; the HAM-D, MADU, and CGI were 

a.ini.tered at each visit. Alao, an Inve.tigator 8a·and 
Patient'. SuJ:)jectiv. Rating was done on day. 14, 21, and 56, and 
a Quality of Lif. OU.st.ionnair. was don. on day 56 .. 

A flexible dosing regimen va. eaploy.d as .hown below to 

brip4 
Days 1-14 
Day. 15-21 
Days 2'-56 
'1aper Wk 1 
'1aper 11k 2 

Yanlltlxine IlPAa. 
15119 
15 or 15089 
75 or 150 or 225119 
o or 15 or 150..; 
o or 15ag· 

Pat.ients vere instructed t.o t.ake the .tudy Iledication once daily 
in the Ilorning.. Doa.. w.r. incr.as.d if clinically indicated to 
improve r.spons.. Th. do.e could be reduced at. .ny t.ime t.o 
blprove tolerance, with a minimum don of 15ag after day 7 .. 

AnllDia 

The efficacy intant. .... to ... t.r •• t. (ITT) population included all 
enrolled patient. wbo bid at least a be •• line .... ur. on at l.ast 
·one eff'icacy pU'a1lt8t.er, t.ook at l.ast. on. do.. of .t.udy 
aadication, and had at l.ast. one .valuat.ion on at. l ... t one 
.fficacy aeaaure either during tr.atment. or within 3 days after 
the la.t. do.... A t.otal of 191 plt.ient.s cOllpri.ad the .fficacy 
1ft .. 

'lbe efficacy analy.i. discussed below i. ba.ed on an overall F
t. •• t., cOliparing the venlafaxine ER group with the placebo group, 
with respect to the raw mean chal\ge frOli baseline at .aeh visit 
for four key .fficacy variables: H»t-D and MADRS total scores, 
HAK-D depr.ssed mOod ite., and CGI-s.verit.y scor... Analysis was 
parforsea em both observed cas.. (00) and last-obs.rvation
carried .... forward. (LOCF) datas.t.s. Stat.ist.ieal significance WIS 
defined at the aw 0.05 l.vel and all hypath .. is test.inc; was 2'" 
sided .. 

Addit.ionally, since the assumption of normality tor the HAK-D 
depre •• ed aood it.ea and CGI-•• verity was not. _t, the sponsor 
provided the results of a Don-para.trie AHCOVA for all key 
variables at. each visit for both the LOCF and OC datasets. 

I,s.line ptaggraphips 

Baseline demographic data is display.d in Appendix 7.2@1.2. 
'lber. wer. no stat.iati.eally significant differeno.s betw •• n 
vroupa at. baseliDe with respect. to av., sex, or race CPU 0.26, 
0.50, and 0.61, resp.ctively). 



",elina .ey.ri1iv Of 111M.' 

Th. difference in be •• lm. DJI-D acor .. between 9Z'oupe approached 
lltat.i,t.ical ,ipifiaance: 1IUft ,cor. ~or v.nlafaxiD. BRa 24.53 
and for placebo- 23.63, P- 0.07. 8OW8¥IZ', th. difference in 
ba •• liDe DD1lS .aoru va, not. .ignifiC&llt.: 'YIlllafaxin. BR _n-
21.11 and placebo ..an- 21.75, pa 0.75. 

IIe&n CGI_evwit.y aaor .. at. be,aline VIZ" Z'01I9hly coaparabl.; 
.. t patienta in .ob group .... rated .. "11114· (6'" of 
vanlafaxiDe _. va. 74' of placebo patient.a) •. 

Tba r.lationahip _tween ... lin. acoru and outaoaa vUl l:Ma 
exploradby the atati,tical revi ..... 

PRiaDij Pi'PO,fijian 

Of th. 20. patienta enrolled, 117 were randomized and 111 
coapriHd the .fficacy Ift', of wbich 91 war. randcmizecl to 
venlafaxiD. BR aDd 100 to plac.bo •. ft. nWlbar of coapl.tere 
(! .e. patients with observed data for at l.at on. of the' four 
key efficacy 'YU'iabl_), al.o expr •••• a. a percenta.,. of the 
efficacy Ift, at each via it ia 4ieplayecl in Appendix 1.2.1.2. 

Of th. ITT, 66,,60/11) of th. venlafaxiD. IR and 51' (51/100) of 
the placebo patieata coapl.beI • weeJca of double-blind treataarat; 
a. expected, the .. t. fI.'eq\1ent raucm for dropout &lIOn'll 
venlafaxin. Ell patients vas an adver ••• vent (11' of the patients 
in th. aaf.ty 1ft) and the aost frequent r .. 8On in the placabo 
CJZ'OUp waR lack of adequate r .. pcmae (22' of th. .af.ty Ift'). 

Thr.e patients (2 venl.faxine ER and 1 placebo) dropped out for 
protocol violaticm,: 

• ,venlafexine BR patient 20105-031 - dlacontinued atudy 
aedicaticm • 
• venlafaxine BR patient 20110-001 - dJ:'ug' acreen po,itive for 
clru.9' ofaxelulon .. 
e placebo patient 20906-014 - ,oncampliant with daily'U8' of 
,tudy .edication. 

Tba viait at which at l .. ,t 70' of the patient. in both CJrOup' 
vere atill . in-1IttIdy and bad obMrved .fficacy data va, week ., 
with 86' of th. vanlafaxin. BR and 80' of th. placebo patients 
reaalnlD9 at that t1aepoint. . 

pgaipg XpfOrwdjipp 

'1'ha ~ dally do_ for all venlafaxiDl D patlenta at _ch vlsit 
1, ct1aplayac1 ill Appendix 7.2.1.2. '!h. ~ do.. appeara to have 
reached a pla~u at .lightly over 110 'II4/c1ay durim) the laat. 
balf of th. study. 

»ag. IS aa. 10,'" 



COnpgaitaDS; ",(ligaS;ipn, 

CODC:9!1i:tant .. diaation u •• vas very comnon but generally .imilar 
betwHn groups vi til respect to the proportion of pati.nts takinc; 
given cla •••• of agents. The .o.t cammonly used •• dications vere 
ealg_ics/antipyretics (56' of both group.) and anti
inflamaatory/non-steroidal antirbemutic agents (33' of 
venla~axine BR and 43' of placebo patients) .. 

It is notable that 3 venlafaxine BR and 3 placebo patients 
received an antidepressant drug during the study.. Of tha 3 
vanlafaxina U·patiuts, 2 (20901-027 and 20902-002) dropped out 
on days 35 and 28, respecti valy, due to inadequate therapeutic 
responsa, they were prescribed the antidepra ... nts (vanIa ruin. 
D and sertralin., respectiv.ly) dw:'ing th. taper periods.. Th. 
third patiant (20901-020) c01lpleted the .tud but was started on 
vanlafaxine IR during the taper period. S luly, the 3 placebo 
patients dropped out due to lack of efficacy and took 
antidepr .. sant ..aication during the taper p.riod. Given that 
none of these 3 patients took an antidepressant during the 
critical I week period for evaluating efficacy I this use· should 
not affect the efficacy results of the study@ 

I((igacy a.lUlt' 
'!'bis review focused on the rav change from. baseline fcr the four 
key efficacy variables: the RAM-D total score, HMl-D depressed 
rIOOd item (it_ #1), MADRS total .cor., and CGI-severity score. 
Efficacy analysis results are displayed for the OC and LaCF 
datasets in Appendix '7.2. 1 .• 2 • 

ifbe LOC" analyse. dtDlOnstJ:at. consistent. and statistically 
~ivniticant supericrity of venlafaxine ER over placebo for all 4 
variables at the end of weeks 4 f 6, and 8; this difterence wa. 
highly significant at. the end of week I (p <0" 0(1)." 

Por the 0<: analy.e~, findings were not con.iatent over th .. e 
visita.. Differences were significant at: the end of week 4, 
except for the KADRS total score whieb waa in the trend range 
eP-O .. OI). This wa~ followed, at the end of week G, by a .izable 
deere_ iD both smaple a1z .. , continued overall improvuent in 
~ groups, end los. of statistical ~ignif1cance despite 
Dmacical superiority of drug over placebo. Then at the end of 
veek I, there vas further attrition in both groups but mor. so in 
the placebo group; veniafaxine ER pat.ients·sbaved further overall 
iaprovement while tha placebo patients d1d not improve, r.storing 
stati.tical superiority to the drug .. 

'!'be result. of the Don-paraetric, rank-ba.ed compari.ons of 
venlafaxine ER and placebo s1a1luly support the efficacy of 
veDlafaxin. BR; u with the para1ltltric analys .. , th. OC re.ults 
were not as consistent over ti •• as the IDeF results. Thes. data 

_ag. 16 aDA 10,6" 



are displayed in vol. 1..15, pages 25"'46 .. 

The sponsor asse.sed for a treatment-b¥-oanter interaetion across 
all study centers at each visit for all four key variables (both 
OC and LOCI' datas.ta): there was no evidene. of a consi.tent 
treataant-by-center interaetion. 

Til. sponsor also conducted a responder analysis, re.pon •• being 
defined as a d.er.... of ~50' trOll ba •• line in DM-D total or 
HADRS total score or a CGI-improvaant acor. of 1. (vary JlUch 
:iDpr0V8d) or 2. Caucb. improved).. The proportions of efficacy ITT 
patienta .eating respons. criteria wara d.tarainad at each visit 
for both the LOCF and OC datasets.. statistical te.ting was done 
Wiling the Fisber's exact te.t. Statistically significant 
differenc •• are ."-arized below. 

X.n IB flAg·be g .... ul:y. 
OM .... D !ictal (J.QCI) 

Weak 6 49' 34' 0 .. 04 . 

Weak I 51' 2'" <0 .. 001 

OM-D ts:ttAl U~Cl 

Week I 73' 45' 0 .. 003 

MADU :t2tll (LOCF) 

Week I 41' ,21' 0 .. 005 

DnU tgtAl. (gel 
Week I 63' 43' 0,,04 

CGI-i.am::QXll!l1U!nt (LOCI) 
Week 6 51' 42' 0 .. 03 

Week I 60' 3" 0 .. 001 

s:il-j.'Brov"·nt (!2Cl 
Week 8 13' 55' 0 .. 05 

s:smgl»'liQnl 
The LOCF analysi. provide. .trOft9 .v;Ldene. of antidepre •• ant 
.fficacy fro. Week <4 onward •. The OC analysis, vbile not a. 
strong probably as a result of both at.trit.ion and placebo 
z-_ponse, also is considered to su.pport the LOCI' r_u.lts. 
Pinally, the respcmder analysis sbow. clear differences ·between 
drug and placebo at. the end of weeks 6 and 8" OVerall, this 
study pz-ovides solid evidence of antidepressant efficacy for 
wmlafaxlne D .. 
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treatment differences between the two groups OV4U: time (pages 25 to 
32 of Vo1.1.116). The sponsor concluded, VI ••• confirm significant 
advantages of both Venlafaxine-XR and Venlafaxine-IR over the 
placebo treated patients as shown in Table 6." 

The sponsor stated (p 202, vol. 1.1), "' ••• the results of a study 
that directly compared ven~afaxine XR and veniafaxine IR (study 
600B-208-05) i.n which venlafaxine XR was significantly more 
effective than venlafaxine IR for all primary efficacy parameters at 
week 12." 

The Table of some Design and Enrolled Patients Aspec.ts and Names of 
Investigators are in the attached Table 0.1.2. 

Essential features of the study, including investigators, details of 
the Design and study conduct, (Patient) Population, Results, and 
Conclusions may be seen in the synopsis provided by the sponsor on 
the pages iii to v of the statistical vol. 1.123. In addition, the 
Clinical Reviewer'S report contains essential features of the study. 

This reviewer will discuss only the efficacy results and a few other 
items as needed below and provide all other criticisXMI under the 
"Reviewer's Comments". 

2A. Objectiye 

This study was cond,ucted to compare the antidepressant efficacy and 
safety of venlafaxine ER with those of placebo. 

28. Pi.position of ,Patients 

Various types of information related with Patient Disposition are 
presented as the. attached Tables 2.1.1 to 2.1.3. Figure 2.1.4 of 
Percentage of Patients Continui~q Over Time involves only thos. 
patients for whom efficacy measures were accepted for analysis in 
those weeks. 

Six of the 197 patients who received randomly assigned study 
medication had no primary evaluations on therapy. The remaining 191 
patients were included in the intent-to-treat (same as the "all 
patient· in this study) efficacy analysis. 

The percentages of patients completing the study were 60% and 13% 



respectively for the placebo and Effexor XR groups. However, the 
corresponding percentages of patients in the OC analyses at Week 8 
were only 50' and 63'_ 

11 

The placebo group differed statistically significantly from the 
Effexor ER group with respect to (wrt) Unsatisfactory 
Response/Efficacy (especially, during Weeks 8-10: 6 for placebo and 
1 for Effexor ~) • 

~Adverse Event W occurred more (1 from placebo and 5 from Effexor XRl 
during Week 1 compared with any other week. (maximum of 3). 

2C.BaseliDe Comparability of Treatment GroUps 

The sponsor stated, "There were no statistically significant 
differences between the treatmerit groups for the demographic and 
baseline characteristics. None of the patients had any known 
illnesses at baseline that might have interfered with the activity 
of the study medication or the interpretation of the results." 

In the Intent-to-Treat patients set, 

the percentage of females varied as: 59' (placebo)and 64' (Effexor 
XR), and 

the percentage of patients with baseline severity score of 4 (mild) 
varied as: 74' {placebo) and 64' (Effexor XR) . 

2D. Efficacy iesults (Sponsor·s Analyses) 

Following are the (Raw) Mean Changes From Baseline for the treatment 
groups, and the (venlafaxine BR or XR vs placebo) mean difference~ 
and p-values. Tbe Tables and Graphs for adjusted Mean Changes From 
Baseline are attached as Tables 2.3.1 and 2.3.2 (HAM-D Total), 2.~.1 
and 2.4.2 (HAM-D Depressed Mood ~tem), 2.5.1 and 2.5.2 (CGI Severity 
of Illness), and 2.6.1 and 2.6.2 (MADRS), and as Figures 2.3.3 and 
2.3.4 (HAND-Total), 2.4.3 and 2.4.4 (HAM-D Depressed Mood Item), 
2.5.3 and 2.5.4 (CGI Severity of Illness), and 2.6.3 and 2.6.4 
(MADRS) . 
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BEST POSSIBLE copy 
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wax .. HUll II' HUll D1 enace .... &1 .. 
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II 10 -14.3' 51 -9.25 -5.13 < 0.001 .. 
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:I. 89 -4.151 It -4.41 0.2(1 0.6:2 

:& 1112 -7.09 93 -5.39 -1.70 O.l!j 

:3 82 -8.52 .8 -~.53 -1.99 @.U 

4 111 .. 10.35 110 -7.'1'1 -2. ~4 . o.oe 
€i 65 .. U.42 62 -"11.32 -2.10 o.:n 
II 60 -U.OZ 51 -Ul.U -S.1II8 0.005 " 

He see, from the above sponsor's results, that Study 209-U8 provides 
overall reasonable statistical evidence in favor of venlafaxine XR 
or ER, although the observed (OC) results are weaker. 
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Although the OC results were weaker, based on the sponsor's 
submitted results, Study 209-US provided reasonable (at least 
towards the later weeks) statistical evidence in favor of the 
efficacy of venlafaxine XR. This reviewer'S analyses applying. 2-
sample Wilcoxon test provided similar evidence. Out of the many. 
supplemental an~lyses provided by the sponsor (Vol. 125), there was 
hardly any where at least the Week 8 result was not significant. 

The sponsor st~ted in the protocol, ~A two-way analysis of 
covariance with treatment and investigator as factors will be used, 
provided that the assumptions of the analyses appear to be satisfied 
(otherwise a suitable transformation or a nonparametric test will be 
sought.)- As an introduction to-the above supplemental analyses, the 
sponsor stated in the report, ~Due to the breakdown of the normality 
assumption on the CGI severity and the Depressed Mood item ( ••• ); 
non-parametric ANCOVA was applied to all the key efficacy parameters -
The mean daily dose for the Effexor XR group was the highest at-Week 
1 and was 179.7 mg (p.39 of vol. 1.123). Average number of capsules 
in the placebo group was not provided. 

Mean HAM-D Total score for subgroups of patients dropping out at 
different times are in Figures 2.3.5 to 2.3.6. In the venlafaxine 
group, 1 patients, who dropped after Week 2 and after Week 3, had 
better responses than the comPleters. A similar statement cannot be 
made for the placebo group. This fact is likely to favor the 
placebo group in the OC analyses after Week 3. 

To address the missing data problem, the sponsor applied ETRANK and 
longitudinal data analyses to the HAM-D total score, to cQmPare the 
treatment differences between the two groups over time (pages 16 to 
24 of Vol.l.125). ~he sponsor concluded, ~The two longitudinal 
parametric approaches, confirm significant advantages of both 
Venlafaxine-XR over the placebo treated patients as shown in Table 
5." This statement is 'correct for GEE longitudinal a~alysis but not 
quite correct for ~Proc Mixed- (p-value • .117). However, the 
totality of all ETRANK and longitudin~l results are no worse than 
other results discussed before .• 

3.. .t;a4y IOU-Sll-au 

The Table of some Design and Enrolled Patients Aspects and Names of 
Investigators are in the attached Table 0.1.3. 
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rmmB 2 .. 1 .. 1 

PA111!NT STAroS OVU 'I"IME FOR AU. RANOOMUm) PAnENTS 

wnH DATA: NUMBD. Of PA1'IEN1'S 

& •• ~ •• . ~ ~ veaWume SR· •• 

'I'imC(~ No. C- D' CDC No, C D CD 

'1II11domJud"U Mm da un 9,5 

W~I 99 l 3 19 6 6 

2 94 oS , 18 7 

J 19 5 13 13 .5 12 

4 13 4) 19 10 3 15 

S so :3 22 16 4 19 

tS 14 6 23 14 2 21 

·1 12 :2 30 12 2 23 

I 63 9 39 n 24 

>I 61 2 41 69 2 26 

TotIl 41 26 

a:: NuirllMat,.... Who~_"pcriod. 
Ir. ~at""'wIao""i""""""_~cimei"'" 
e: 0mIdMi_ ~at~wtao"i"""""~lIIiadierCII wNUlM..-r_uIM~. 

3b 



j 
l 

.. '. 

~ 2.1 .. 2 

NUMBEll€":) OF PATIENTS WHO Wll'H:DREW 
PRafA1'tMJILY BY PRIMARY REASON 

PIIcebo V.lfni. ER. 
... (a. 102) (a. ,,, 

I+JJy ... 41 (40) 26(21) 

Advcne racdaa 6C 6) 10(U) 

FIiIed 10 rean 6C 6) I( I) 

~ ..... 4( 4) O( 0) 

U...,..,.."..,~ 22(22) 5( 5). 

Pracacal ..... HI) l( %) 

~adicaI ... Hi) O( 0) 

0Cbr:r 1IOIl-1IIdcaI:.". &(1) I( n 
• 'IIIiIi ', .............. , CLCIDI.JIiIIIlB" ....... , 
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TABLB 2.3.1 HAM..o'tOTAL 
COMPARISON II'l'WEEN PIO AND YEN D· LOCF VALUE ANAL VSIS 

Mj Oap Diff Mj Meau 
Wd Oft 1knpy ~ From Adj Mam (tS",o..) 
11Iaap, Qraup cfPldaw IllIdiu (95",0..) ~VaER f-tat& 

2 

3 

4 

I) 

3 

Pbo 100 ·3.61 20.4' (19.4I.21.4ll 
VaER. 'I ·3.83 20.23(19.22.21.2') 0.22(.1.11.1.60) .16 

Pbo 
VaER. 

Pbo 
Va .. ER. 

Pbo 
V.S 

Pbo 
VaER. 

Pbo 
Vaa 

100 ·'.01 1 9.0.S{1'.91.20. 14) 
91 -6.44 11.61(16.4'7.18.761 1.44 (-0.112.99) Jll 

100 -6.5, 17.41 (16.2(5.11.14) 
9. ·1 .• ' 16.11 (14.n.n.su . LltU-O.51.3.13) .16 

-6.42 
.9.10 

.$.04 
·10.51 

·1.24 
·U.70 

11.63 (IULlI.99} 
14.96 (13.s3.16.39) 1.6'HO.n.4.~D .001 

16.02 (l4.sS.17.s0} 
13.49 n l.94.U.04l lS! (0.42.4.64) .01 

16.81 (U.21.11.3's) (./":;:--.~' 

a: ,..,.. _'1M f4e& 

12..36 (10.14.13.91) \: 4.4' {l.2S.6.~, <.001 

II IUkl' 
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TABLB 2.4.1 209-US 

DEPRESSED MOOD rrEM • HAM-D 
COM'AlUSON BETWEEN PIO AND WN at· LOCFV ALOE ANALYSIS 

~ 
AdjCbaalp DUfAdjMcas 

WakOIl Thcnpy Prom MjMam (9''1,0..) 

~ Oraup olPldcarl Bardine (9'.0.) fto.-V.EIt F~& 

Pbo 100 -nA2 2.31 (2.22.2.53) 
Van 91 -0.60 1.19 (2.03.2.35) OJ, (-0.03.0.41) .09 

Pbo 100 -0",7 1.22 (2.m.1.40) 
'1 V.at . 91 -0.11 US (1.19.1.11) 0.24 (-o.o:U).SO) .00 

Pbo 100 -0.71 2.01 (U9.2.l1} 
:3 Vean 91 -1.03 1.16 (1.56.1.96) 0.31 (0.05.0.'9) .02 

PbG 100 -0.12 2.01 n .11.1.21) 

" VeaSt 91 -1.15 l.6' (1.4:3.1.16) 0.43 (O.14.0.12) .005 

Pbo 100 .0.83 1.96 (1.15.2.11) 
1$ V.St 91 ·1.31 l.41 0.2',1.10) 0.49 (OJ UJ.79) .002 

Pbo 100 -0.14 2.05 (Ul.2.28) 
. 3 Veas 91 ·1..50 1.29 (1.06.1.'2) 0.16 (0.4S.LOI) . <.001 

Ii: po VIIluIU f. tM F .... 
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~ 2.S.~ CGI·SEVaU1"Y 20~ 
COMPAIUSON BETW'EEN PBO AND \lEN m . LOCf VALUE ANAL "'iSIS 

Mj c:::btmp: DiffMjMau 
WeekOD 1b&npy N~ from AdjMaM (9S"a..) 
~ Ornup otPilieau Budile (9S.,CU Pbc-V.B F-tc:all 

fbo tOO -0.33 4.03 (3.90.4. lei) 
VaER 91 -0.21 4D1 (:U5.4.U) -o.OS (.0.24.0.13) .56 

2 Pbc 100 -0.46 :UO O.i4.4.001 
VemER 91- -0.11 3.64 O.47.'.au 0.26 (0.03.0.49) .03 

:; Pbc tOO -0.65 :Ul (3.5;1.3.90) 
V.IER 91 .o.ts 3.41 (3.21.3.60 0.30 (Om.OST) .03 

4 Pbo 100 .0:71 3.64 (1.44.3.l4l 
VaB 91 -1.14 3.21 (3.01.3.43) 0.42 (OJ4.0.1U .004 

is fbo 100 -0.94 3.42 (3.18.l.6S) 
VenB 91 ·1.44 1.93 (1.68.3. m 0.49 CO.16.CU1) .004 

S POO 100 -G.a! 3.51 (3.21.3.16) 
VenER IJI -1..55 2.81 (2.S6.3.<m 0.10 (0.3S. t .OS) <.O(H 

.t; p.v.- l"t:l@"iMf.iea4. 
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T1aBI£' 2.6.1 MADlSroTAL 209-tS 
C'OMPAIUSON BEl"WEEN PSO AND V1!N Ell @ LOCf V A1.U! ANALYSIS 

AdjOaqe Dm'MjMaM 
Week on 'n1cnpy Number from MjMam (".a.) 
~ Ocoup ot~ Bae_ (9S'ICLl Pbc-v.a F-fatll 

Pbo 100 -4.66 23.21 (21.91.14.43) 
v.m 91 -4.25 23.62 (22.33.24.90) -0.41 (-l.U.t.331 .64 

1 Pbo 100 ·5.39 21.41 (lUn.13.93) 
V.ER 91 -6.95 20.9109.31.22.4J) U1 (..ooSo.:um .14 

l Pbo tOO -6..11 21.41 (19.15.23.11) 
v.a 91 -8.33 (90S] U7.a1.~l.l4} I.'S (.0.]6.4.17) .10 

" Pbo tOO -6.$1 ~t.3.s U9.60.2J.UJ) 
v.a 91 ·9.54- il.31 W5.49':0,16l :un (O.j4.S.S 1) .01 

( 6 Pbo tOO ·1.61 19.1S (I 1.,H.2U9) 
VenD. 91 ·lU9 15.91 (I 3.94.1 8.0n 1.27 {OoS1.6.03l .01 

i Pbo (00 ·1.11 2.0-"9 ( 1ISl.::.66) 
VCliER 91 ·12M 1.5.1103.04.11.31) 5..11 C:US.I.l fi) <.001 

~ po 'If.- t ... F-cea. 
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Qbipiye, 

The Pz'iauy =jeatlve ot this study vas to oompu-e the .. tat.y and 
efficacy of two f1xed do.. of valafuin. D (71 and 150 ll9/day) 
to placebo iD depzoused outpatients to 

2gpull1;~QD 

A total of 332 outpatients with DIM-XXI-a _jor depre.sion were 
enrolled. other inclusion criteria included: 

~ a1n1.auJI age of 11 year ... 
~ symptoma of depre.sion tor at l .. st one month. . 
~ aiD.i.llu1l prestudy 21-it_ HAK .... D total .core at 20, with no 
greater thaD a 20t dacrea.e between screening and baseline 
vi.its .. 

Relevant exclusion criteria included the tollowing: 

~ bi.tory or pr_anee at any psychotio disorder not related to 
depr .. sion, bipolar di.order, or oZ'Vanic mental disorder .. 
~ use of any investigational drug, antipsychotic drug, or BeT 
within 30 days; fluoxetine within 21 clay.; HAOI, paroxetine, or 
.artraline within 14 days, or any other "antidepressant, 
anxiolytic, .edativ.-hypnotio, or other psychotropic agent within 
1 days (except chloral hydrate) .. 
~ use of any drug with psychotropic effects within 1 days of the 
study unless a stable clole had been maintained tor the past 
month .. 
~ drug or alcohol dependence within 1 year. 

PMism 

This was a randcai.ed, double-blind, plaeebo- and aetive
controlled, double-41Dlay, parallel group, fixed dose .tudy 
conducted at 35 .ites in Burope.. ~ter a 1 .... 10 day .ingl ..... blind 
placebo run-in, which vas intended to exclude early plaoebo 
ruponder., eligible patient. were randoaized to one of tour 
trea't1lent U1U: vanlafaxine BR 75 "IIIq/day, venlafuine D 150 
mv/day, placebo, or paroxetine 20 mv/day. 

Doubl ..... blind tr.ata.nt at th. assigned fixed dOH vas continued 
for I weeks.. Dosincz durincz alII week. was constant, with no 
titration to the a.signed fixed do.... Patients took all study 
medication in the morning viv.n as thr •• cap.ules, two peach .... 

pava 28 BDl 21,1" 



colored and one blua-colore4~ -peach capsule. contained 
'. vanlafaxine BR 7Sag or pl~cabo and blue capsules contained 

paroxetine 20mg or placebo (double-dWlDY de.19ft) ~ Any patient 
intolerant of the assiqned dose was dropped out. 

During a sUbsequent 3 day taper period, all patients received 
placebo except for patients who had taken venlafaxine D 1501ag, 
Who racaived venldaxine D 75119 during taper .. 

Study visits occurred at the and of w,.aka 1, 2, ", i, and I 
during' double~bl1Dd, treataent. Prillary efficacy as.uDillnts were 
performed at each visit and consisted of the BAM-D, HAD., ancl 
CGX .. 

AMlyail 

The efficacy intent-to-treat (ITT) population included all 
patient. who had been enrolled in double-blind therapy, had a 
baseline evaluation on at l •• t one priaary variable (BAH-D, 
HADRa, or COl), took at least one dose of a.signed .edication, 
and had at least one evaluatio~ on one of the primary variable. 
either during therapy or within 3 clays of la.t treatment.. A 
total of 323 patients compri.ed the efficacy ITT. 

Tbls review focused on a one-way analysis of variance (ANOVA), 
with therapy as the factor, for the pairwise comparison.s of raw 
mean change tra. baseline at each visit in tour key efficacy 
variables: DK-D and KADRS total scores, BAH-D depre.sed mood. 
item, and COl-severity score.. Analysis was performed on both 
observed cas.s (OC) and last-observation-carried-forwarcl (IDCF) 
datasets.. statistical siCJDifiCllDce was 'defined at the 0- 0 .. 05 
level and all hypothuis testing was 2-8icl84.. Although it could 
be argued. that the a l.vel should be adjusted for multiple 
co.parisons, qiven coaparisons of the two venlafaxine ER groups 
verns placebo, it is clear frca exud.nation of the efficacy 

. resul.ts (aee below) that such adjustment would not. change the 
overall efficacy conclusion from this study_ 

purpo:ses of analysis, the 35 study sites were pooled to 
c e data from sites with _11 _pl. aize., this resulted in 
9 centera. Thi. pool1nq, whiah wa. determined prior to brellking 
the blind, is depicted in vol. 1.10 on page 20. 

IIsgline QImOgrapbip. 

Baseline deaoqrapbic data is disrlayed by treatment group in 
Appendix 1.2.1.3. There was no statistically siqnificant 
differenc. UlOng gTOups with respect to 8"e, sax, or race (ps 
0.14, 0.20, and 0.54, respectively)~ 

IIs.liM Seyeri1;y of I11n,ss 
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Thera ware DO staUstically sipificant differ_c.. bet.wean 
VZ'DUP8 with reapact. 'to basaline DM-D total scor .. , ~-D 
depr_ad IIOOd it. scar .. , JfADRS total scor .. , or CG1-Hverity 
acores. 

A 1u:ve _jority of patients iD each 9Z'OUp were rated. at baaeline 
as eitbM" Itaoden.tely ill- or -aarkedly i~l· OD the CGJ:_everity 
i'bal 7'. ~ venlafaxiD8 BR 7_, 7" of ,,8IllafaxiDe BR 15_, 
81' of plaaeJJo, Uld a,. of paroxetine patients. " 

Patient Diappsi$ign 

Of tile 332 patients 8DZ'olled, 32. were randoaized and 323 
aaII"'Z"1aecl 'tile efficacy 1ft, of whic:)l 83 were randc;ta1zed to 
vealafaxl_ •. 75ag, 78 to 150av, 82 to placebo, and ao to 
paroxe'tlDa. !'be DUIIber of coapletera (1. e. patiata with 
obHrved data for at least one of the four key efficacy 
,var1abl_), al_ expreaaed as a pe:&"C8IItage of the effic:acy :rJ.'T, 
at each visit is displayed iD Appendix 7.2.1.3. 

~ pez'etm'tag_ of patiats Who cOlipleted 8 weeka of doubie-blind 
traataent ill eaeb group is as follows: 

Venlafaxine • 7_ '4' (53/83) 
Venlatax1De • 150ag '2' (48/78) 
Placebo 65' (53/82) 
Paroxetine 60' (48/80) 

The aoat freqwmt reason for dropout in each treat:aent group (' 
of the _fety 1ft) is .. follows: 1nad~ate r"poIUIe in the 
7_ patients (7.), an adverse event in 'the 15_ patients (12.), 
iaad-zuate raponee in the placebo group (16.) and inadequate 
reap0n8e in the paraxetine vroup (16'). 

Two paroxetine patients were withdrawn for protocol violaticms: 

• patlen't'3672'-Ol' - intake of alprazolaa. 
• patlen't 3'739-003 - high transulDa.e value at ba .. line • . 
!'b. vi.it at whieb at lea.t two-third. of the patiata in both 
IJZ"OUPI were still iD-atucIy and had obaerYacl efficacy data was we_ If with 70' of the 7btJ group, 6" of the 15_ group, 70. 
of the plaGebo 9Z'OUp, and 6" of the paroxetine group ~ining 
at ~t 1:1aepo.t.nt. 

llare than 50' of patients ill eaeb group received concoaitant 
Il8dica'tion duririg the atucJ.y. By far, the aoat =--only Wlad drug 
al.a.. (t.twaen 40-45. of 'patients ill eaeb group) wa. 
~oleptiC8:- this conaistad al.ost entirely of cbloral 
hydrate and zolpid .. , the.. drug. were peraitted for sleep by 

»age so IDa 20,'" 
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protocol.. "Psychoanaleptics" (not defined by the sponsor) were 
uaed by l' of placebo and '" of paroxetine patient.. %t is not 
f.lt that the above concoaitant drug u •• substantially influenc.d 
th •• tudy .fficacy results • 

.,flpaW ".u11;. 
Thi. review focuaad on the raw chang. froa baseline for the four 
key efficacy variabl •• :th. BAH-D total scor., BAH-D d.pr •••• d 
aced it_ (ita 11), MA.DRS total .cor., and the CGI-.everity 
score.. Efficacy analy.i. r.sults are di.played for the OC and 
the LOCI' data.ets in Appendix 1 .. 2 .. 1 .. 3. . 

Ther. w.re no con.i.tent patterns of .tatistically significant 
differences between either venlafaxine IR group and placebo tor 
any of the four k.y variabl •• for either the LOCI' or OC analys •• , 
even without adjustment tor .ultiple compari.ons. There was one 
i.olated significant ditference: at the final vi.Bit, the 1S.g 
group was superior to placebo for the observed cases dataset Cpa 
0 .. 03). . 

Ther. ware no stati.tically .ignificant differences betwe.n 
paroxetin. and placebo at any ti.epoint, for any key variabl., 
for either dataset in this .tudy. 

The spon.or a ••••• ed for a tre.tBent-by-center interaction at 
.ach vi.it for the following .... ur •• : BAH-D total score, KADRS 
total .core, and CGI improvement .core (LOCI' data.et): overall, 
there was no evid.nce of a consistent. treataent- enter 
interaction. However, the stati.tical reviewer d note that two 
sites (36717 and 36122) were atypical in that there was a 100' 
respon.. rate with respect to the RAM-D total score Cse. below) 
aeross all treatment groups at these .ite. (combined B-21) • 

A re.ponder analysis, with re.ponse defined as a ~50' decrease 
trOll baseline in HAM-D or MADU total .core. or a CGI-i1Iprovement 
score of "much improved" or "very much improved," revealed no 
stati.tioally significant differences for the overall comparisons 
ot the proportions of responder. aaong the four tr .. tment groups. 

cpngluMipnM . 

study 367 provided no per.uasive evidence of ant.idepressant 
efficacy for venlafaxine Ia. comparison of weak 8 change fro. 
baseline data for the key variables from thi. study with the 
corresponding data from stUdies 208 and 2o, reveals the following 
patterns: 

e the mean change. froll ba.eline for the venlafaxue D groups in 
361 . are generally greater than those of 208 and 209 .. 

Pav- 31 ~ II,'" 



$.-

.. the .. an cbanves from baseliJle for the placebo group in 367 are 
generally groter, often considerably so, than those of 208 and 
209. 
• the absolute difterence between the mean vGnlafax1ne ER and 
placebo change. troa ba •• line are generally considerably le.s 1n 
361 compared to theae in 208 and 209. 

From th_ ob8ervations, it ._ that a ujor' rea.on for the 
lack of ch-wJ-placebo differencu in thi. .tudy is' the luge 
placebo response. 

11; is DOtable that paroxetina, vbiob i. a widely recognized 
antidepressat aqot, also tailed to deaonstrate superiority over 
placabo.. Of course, this baeJ. the quaation of whether 2_ can 
be conaideJ:ed a effective dose in the.e patioul current 
label1nq racoaraend.. atidepruaant do ... in the range 20-50 
"IlII'I1d.ay for most. pat~ants. In fact., .everal of the lHan change. 
for.placebo surpassed tho •• of paroxetine, sugge.ting that 
paroxetine bad. a minimal effect for many of thUG patient.., 
inconsistent with its reputation a. an established. .. 
antidepre.sant. The question of how many of these paroxetina 
patients would bave ruponded at higher dos.s must remain 
wmnswered.. Honethale .. , sinc. 201Dg is d_d to be in tbe 
.ffectiv. do •• rang., it is assumed tbat there existed poor assay 
s.n.itivity in thi. study and tbi. study i. considered failed. 

APPEARS THIS WAY 
ON OR\GiNAl 

APPEARS'THIS WAY 
ON OilGlNAl 
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Essential features of the study, includinq investiqator.s, details of 
the Design and study conduct, (Patient) Population, Efficacy 
Assessment and Statistical Methods, Results, and Conclusions may be 
seen in the synopsis provided by the sponsor in the pages iii to v 
of the statistical vol. 1.130. In addition, the Clinical Reviewer's 
report contains essential features of the study. 

This reviewer will discuss only.the efficacy results and a few other 
item.s as needed below and provide all other criticisms under the 
"Reviewer.' s Comments". 

3A. Objective 

1) To compare the efficacy and safety of two fixed doses of 
venlafaxine XR (15 and 150 mq) versus placebo in depressed 
outpatients after 8 weeks of treatment. 

2) To compare the efficacy and safety of veplafaxine XR (15 and 150 
mq) versus paroxetine, and the efficacy and safety of paroxetine 
versus placebo in depressed outpatients after 8 weeks of treatment. 

3D. Qisposition Of fatient' 

Various types of information related with Patient DispOSition are 
presented as the attached Tables 3.1.1 to 3.1.3 •. Figure 3.1.4 of 
Percen.tage of Patients Continuing Over Time involves only those 
patients for whom efficacy measures were accept.ed for a.nalysis in 
those weeks. 

Six of the 329 patients who received randomly assigned study 
medication did not satisfy the crit.eria for being included in the 
intent-to-treat efficacy analysis. Four of these 6 patients were 
from the venlafaxine XR 150 mg group, one from the placebo group, 
and the remaininq one from the paroxetine 20 mg group. 

The percentaqes of patients completing the study were 11%, 80%, 65%, 
and 65' respectively for the placebo, Effexor XR 75 mq, Effexor XR 
150 mg, and paroxetine groups. ' 

"Adverse Event" occurred the most in the Effexor XR 150 mg 
qroup{12%). "Unsatisfactory Response/Efficacy" occurred most in the 
placebo (16%) and paroxetine(16%) groups (the most at Weeks 3-4 with 
respect to Time). . 
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3C. G@nder Compositign of the Stud¥ PopulAtign 

In the Intent-to-Treat patients set, the percentage o·f females 
varied as: 67% (placebo), 70% (Effexor XR 75 mg), 61% (Effexor XR 
150 mg), and 54% (paroxetine). 

30. Effieec¥ Sesults (Sponsor's Analyses) 

18 

The analyses of Raw Means (with pairwise comparison p-values) are 
attached as Tables 3.3.1 and 3.3.2 (HAM-O Total){f 3.4.1 and 3.4.2 
(HAM-D Depressed Mood Item), 3.5.1 and 3.5.2 (CGI Severity of 
Illness), and 3.6.1 and 3.6.2 (MACRS). The analyses o.f Adjusted 
Means are attached as Tables 3.3.3 and 3.3.4 (KAMD-Total), (Detailed 
HAM-D Depressed Mood !tem analyses were no.t provided), 3.5.3 and 
3.5.4 (CGI Improvement, CGI Severity o.f Illness not provided), and 
3 . 6. 3 and 3. 6. 4 (MAORS). In the Tables for R.lU' MEANS, the col wrin 
labeling under the .... P-VALOES -- were wrong. The correct order is 
V7S MG VISa MG,PARO. 

Overall, this was a failed study; even paroxetine did not show 
efficacy. Even without multiple comparison adjustments, there were 
very few Significant p-values. Venlafaxine groups showed numerical 
superiority to other treatment groups. 

my ensl CpAApai.9M gp ,t;u4y 317-& 

1. This was a failed study - neither negative nor positive. 
However, venlafaxine groups showed numerical superiority to other 
treatment groups. 

, , 

2. Sample size per treatment ar.m was around 80 in this study, while 
in the other two studies discussed before, it was, generally, above 
90 and approximately 100 in a few cases. 

3. The sponsor stated, "A large placebo response rate was observed 
in the efficacy results, ranging ·from 51% to 81'. This may account 
for the lack of clear differentiation of the active treatment 
groups, particularly the paroxetine treatment group, frOM placebo." 

4. There were two atypical centers (36717 and 36122) in which a 100' 
response rate (in HAM-D) across all treatments was observed, in 
contrast to a maximum: of 7SI in all other centers. These two 
centers had 'enrolled 21 patients. 
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TABLE 3.1.1 PAYlar OIPOSRflON 367 ... 51 

SU.,ine 107' IHio 1s-a 2t.~ 4l.St. lOS' Taper 
It C I) C 0 C II C I) C C C I» ( I) c I) 

'l .... au @ a (I 79 4 m " 6S 11 6@D 591£4 4114 
V 1'5 .. aa I) 12 1 51 Z " " 6t " 

6116 66 n' 51 '1' 
'" 1S0 III aa 0 ." 7 73 t 65 11 6022 55 U Ult 46lt 
' ..... tf .. 11 11 I) 11 ! 7' '1 66 15 st22 Sl21 $] a 4421 

Ih ~ of ........ Hd ,.u",c. 
c: ~ of ,.ttenra ~etlne _ tillll il'ltenat 
0: Qaltadv. I'II.IIIIIIIr IIIIf ,.ttent. cUKOI'Itinuil'll 

: ... f' 
\ 
\ 



... '-

'D\IU: 3.1.2 NUMBER (%) Of PATIENTS WHO WlTHDeW llY PlUMAAY REASONS 367-m 

~ V15m3 V 250M, ~ 
Reuoos (n-l3) (ft-a3) (II"'G) (a-In peVaiiW' 

Aft,! Ra.sons 24(29) 17(20) 29(35) 21(35) Ul 
Adverse reaction 3(4) 5(6) IO(2) 1(9) 0.20 
failed to MUm 4(5) 3(4) 5(6) 0(0) (tiS 
~subjm~ 3(4) i U) 1(4) 4(5) 0.S9 
UuacisflCUlf)' ~. U(6) 6(1) 9(£1) 13 (16) 0.2S 
efficacy 
Protocol vioWitm 0(0) 0(0) G(O} . 2(2) 0.060 
Other medical event Hn 2(2) O{O) HI) (Ul 
Other rum-m~ ewnt 0(0) 0(0) 2 (2) t (n 0.24 

2: FisdMf's alllCl mil 



'l'ABLE 3.1 .. 3 361-EU 

PRIMARY DASONS POR DlSc."ON11NUA"!'KI'f OVER mom 
NUMBD(.)OPPA1DNTS 

&MONS 1'DA'fMINT TDtm(~ 

1·1 $..14 1,.21 2t-a 43·56 :>56 TouJ. 

M'I11IIS(IM ~ O(@) 4(!} 9(11) S(6) 5(6) HO 14(29) 
V7Sma 1(1) H1) 12(14) 0(0) 2. (2) 1 (1) 11 (20) 
VlSOma 1(9) - l (2) 1(10) 5(6) S ('1 1(2) 29 (3S) 
~ 3(4) 4(S1 a no) 1(') 6(1) 0(0) 28 (3S) 

~nacttCIU PIabo 0(0) 1(1) 1 (2) Ceo) O(@) 0(0) 3(4) 
V7Sma HI) 1(l} 3(4) 0(0) 0(0) 0(0) 5(6} 
VISOma 5(6) 0(0) 3(4) Ceo) 2(2) 0(0) 10(12) 
~ 2(2) 2(2) 2(2) 0(0) 1(1) 0(0) 7(9) 

~W£1ltlD PIabo 0(0) 0(0) 0(0) 3(4) 1 (1) 0(0) 4(5) 
V1Sme 0(0) 0(0) 2(1) 0(0) H1) O(O} :; (4) 
v ISO me 1 en 0(0) 2(2) O(m H1) 1 (1) S(6) 
~ 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 

~mbjcct~ Pb&:ebo 0(0) 0(0) 1(1) 1 U) 1(U 0(0) 3 (4) 
V7Sme 0(0) 0(0) 0(0) 0(0) 0(0) I U) 1 (1) 
V lSOma 1 (1) 0(0) 1(1) 1(0 0(0) 0(0) H4} 
~ O(@) 1 (1) 0(0) 2:(2) 1(1) 0(0) 4(S} 

UDlads~~ ~ 0(0) 3(4) 6(1) 1 (1)- 1 (2) 1 U) 13 (16) 
-e~ V"ms 0(0) 0(0) 5(6) 0(0) H1) 0(0) 6(7) 

V 'SOma 0(0) 2 (2) 2(2) 3 (4). 1 (1) 1(1) 9un 
~ 0(0) 1 (1) . 6(1) 3(4) 3(4) 0(0) 13(1I!.i} 

~oi Yic1aWm.- ~ 0(0) 0(0) o CO} 0(0) 0(0) 0(0) 0(0) 
V1Sma 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 
VISOma 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 
~ 1(1) 0(0) O(O} 0(0) 1 (1) 0(0) 2 (2) 

Odlet mtJdal fMIM ~ 0(0) 0(0) o CO) o CO} t (1) 0(0) l{O 
V15ma 0(0) 0(0) l (2) 0(0) o eO} 0(0) 2(2) 

VUOma 0'(0') 0(0) 0(0) o eO} 0(0) 0(0) 0(0) ,.. .. 0(0') 0(0) 0(0) I U) - 0(0) 0(0) HI} 

Odlet IiOIHIIIdica1 ~ 0(0) 0(0) 0(0) 0(0) (HO) 1)(0) €l(€l} 

Pat. V?Sme 0(0) 0(0) O(€l} 0(0) 0(0) 0(0) €l(O) 

v (sOma 0(0) 0(0) 0(0) 1(U t U)' 0(0} 1(2) 

~ 0(0) 0(0) 0(0) ten 0(0) 0(0) HO 



FIGURE 3.1.4 

PERCENTAGE OF PATIENTS OVER TIME 
STUDY_ 
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au WDD I»f~ - ~ OF USB1~ nR ------p=v~------
THDAl'lI' GII.GUP 'A'l'%DI'l'S BAH u.sa.lNB F-TBft V150 NO vn KIll PMO 

-'1 n..a.cao 81 26.60 -J.n .0' .0:5 .IJ • lUi 
V 15 NO 112 2f.4' -5.:" .OJ .OJ V 150 _ 75 21.U -J.~' .'7 
p~ $1) u.n <L5@ 

~2 ~ U 26.$1) -(11.20 .l~ .U .42 .41 
V 7S IIG 12 U.U -'.19 .f1 .03 
V 150 IIG 7!i :n.:n -"n .11 
II'MtOXI.'l'XD 10 26.13 -1.21 

au ~ P~ U 26.'0 -U.26 .@' .J' .1'5 .n '11'15 _ 112 :u~.u -U.!ll .5f ,07 
V no·_ 75 :n.u -u.n .@2 
PMOXB'l'Xft lUI 26.n ·',84 

Qat 6 ~ 111 21S.60 -1.2.411 .04 .21 .24 .20 
V 75 IIG n 26." -1'," ." .01 
V 150 IIG 75 27.11 -14.40 .02 
Puou:rDIB 110 21S.U -10.40 

~II ~ U 26.fO -U.l@ .06 .14 .:n .27 
V·'75 18') 12 26.n -15.59 .57 .01 
V 150 IIG 7S :n.n -1 ... 63 .os 
PMOXft:tn 10 26.n -U.26 
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~ RMi~ 
'1'IWIAH 01' IUI£LlM nOM ------.-V~------

CIROD PA'nIIIH KDII UHl:dD lI'-ftn' V150 MG vn JIG 'ARO 

~~ IU 36.GO -J.65 .O~ .@S .In .36 
82 U.U -s.n .IU .03 

V 150' MG 75 21.U -3.47 .''7 
PAIlCD'I'Dlil 80 2Ci.13 -3.50 

PLACDO 10 2i." -1.25 .22 .10 .1-5 .n 
V 15. n 2'.i1- -10.16 • fill .U 
V 150 11m 61 21.13 -!.ft .n 
p~ n 25.'7 -I.:n 
PLAaCIIO iS5 25.'2 -u.u .24 .76 .n .4l1i 
V 75_ " 2',35 -13.18 .lCl .:U 
V 150 _ fiO 2i.1I2 -15.21 .04 
p~ 62 n." -12.n 

~ 51 26.01 -15.84 .@1 .J6 .:is .410 
V 75 IG 51 26.U -11.5" .85 .02 
V 150 IG 54 26.3' -11.30 .OJ 
PAROXB'l'IU 55 25.05 -U.12 

Il'w.cao 53 2S.Cii -U.641 .n .11 .0Ci .n 
V '7S 11m 53 26,(" -ll1.SI .55 .n 
II 150 811 41 2'.415 -1'." .05 
PUOD'I'lD 48 25.11 -U.S. 



TAmE 3.3.3 367-m 

~lUMARY EFFICACY VAIUA8LES: PA!RMsE COMPAIUSONSOf ADJUSTED MEANS 
LOCf ANALYSIS 

'-tat PaiiWGi 
To. CCImpIrison 00f'mmce" ~EM ""CL p-V.luc p"'VaJue' 
HAM-D TOTId.; SCORE 

Wcmkl ~ Vi V15ms 1.7 1).1 ( U.3.4) 0.OS7 0.03S 
Placebo VI V i50ms ..o.l O.~ (-2.0.1.4) 0.14 
PIaabo Vi ~ ..0.0 (U (gU. ti) 0.% 
V15m, vs V UC)ntJ -1.0 0.9 (·1.1 • ..0.4) a.CHI 
V 15ml vs Patwcetine ·1.8 (U (~1.4: • .o.2) o.o:n 
V ISO mg vs Plnxetine 0.2 0.9 (.1,5, U) 0.11 

Wnkl Placebo vs V1Smg 1.& I.l ( ..0.5.4.0) CUlt7 (Ul 
PIIabo V$ VUOml 0.9 1.2 ( ·t4.l.l) 0.44 
~ Vi hroxetiM -i.O 1.2 (·:U. I.l) O.lS 
V1SIa, V$ V 150ml ..0.1 1,2 (-3.2.1..5) 1>.41 
V15ma V$ hmxetine ·:u 1.2 (·s.D. .0.5) eM)!? 
v ISO l1li Vi 

Pare __ 
.1.9 1,2 (""'.l.0.4) C.U 

J<.r~ 

Week 4 , .. Vi V1Sma 1.4 I.~ ( .t4.4.2) 0.0.59 0.32 
~ vs V ISOla, 1.1 U ( .0.1. S.C)) «U6 
~ Vi Pamudne ·1.6 1.4 (-4.4,1.2) 0.26 
V15m, Vi V 150m, IU 1..5 (.l.l. l.Ci) O.M 
V 7S l1li Vi PIiI'oxne -3.0 1.4 (·5.' • .0.2) IU)3S 
V 1S0m, vs PIIourine ·.:u 1..5 (..6.6,-o.S) O.l'Hl 

Week' ,~ Vi V7Smi 2.1 1,6 (·Ll.S.2) OJ)24 0.20 
,~ vs V lSOml 1.9 1.1 (·1.3. S.2) 0.24 
,~ vs ParoXebne ·2.4 U (·S.6.0.1) a.iS 
V1Sma VI V lSOml -0.1 1.1 (·:U.l.n 0.94 
V 15 Inl Vii ~ ""'.4 1.6 (·7.6. -tj) 0.006 
V ISO l1li VI hroxetie ""'.J 1.1 (.1.'_ .1.0) O.Oll 

Wed a PlICebo VI V1Smi ::U 1.1 ( .0.1, Sol) 0.031 OJl 
Placebo Vi V!SOlnl Ui 1.1 ( ~U,5.0) 0.35 
Placebo V5 PIroxetiM .::u 1.7 ( •. U, U) 0.20 
'115 ml \'$ VISOml .0.9 1,7 (-4.3.2.4) 0.059 
V1Sml ViS hroxetiM -4.1 1.7 (-1.0.-1.4) O.OOS 
V ISO 11\1 vs Puoxeme -.U 1.7 ($1.2. -0.3) 0.032 

final on..mcnpy Piac_ 11'5 V15ml ;U 1.1 (.tU. S.9) Q.029 lUi 
Placebo vs V lSOm, 1.6 1.1 ( ·U.4.9) 0.)1 
Placebo V$ PaNlItetine ~:U \.7 ( -S.S. tl) IUO 
V1Sm, VI VUOml -1.1 1.1 { ""',4.1.3} 0.S3 
V1S Inl vs Parmcet. -4 .• 1.7 (.$.@. m 1.5) o.oos 
V lSOmsvs PaNxerme ·J.7 i.7 (01'.1. .(!.J) 0.034 

:I: Aa ...... ol ___ - ... CIW!Ii'-fqll~byal*Klw.~. 

II: It ~ ~ IS. ~ IfdW,.valueoflile F-tat • aile 11-,,"1111 .. c_,.. ___ II ", .. U,05, 
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.. '. 

~ 3 .. 4,,1 

wm.u'AlWm 1m ftWY GOOI)-:U'" 

ItMHl! ~ IIiIDCID l'f'llillh D'NII'f-TO-ftU.T CQIttOHIIQR ~ ~" ~ • ~ UALYSIS CUM IUWiSI 

-. -- 1WIi~ 
CIe: ~ 01' u.ar.lD nON ------P-II~------
~ ~ IPAftllft'S DUll IUS"!D 1I'-ftS'f vue IC '\1'75 KG PAM 

-'1 ~ 11 2.111111 -0.0 .n .21 .n .l' 
V '7$ • 1112 2.U -o.n .04 .04 
V 150 IE 1S 2.111 -1I.n .'0 
'"~ 10 2.1n -0.1' 

waltl ~ i:I. 2.1111 -0.91 .U .@' .'" .64 
V 15 IE 12 2.'l -l.2" .12 .03 
V 150 BIG 15 2.111 -@." .60 
IP~ 10 2.'1 -@.9C1 

aa 4 ~ In. 2.811 -1.l2 .n .U .43 .80 
V 15 IG 82 l.U -1.46 ." .30 
vuo. 15 2.111 -1.41 .l@ 
IPUOU'l'iD II! 2.U -:1..21 

--.' :P~ U 2.11 -l.U .H .2' .n .45 
II '75. 13 2.U -1.73 .J' .01 
V 150 • 15 2.n -1.55 .41 
i'A.lQDtta H 2.$1 -loU 

nul nN::DO 11 2.111 -1.5t .n .15 .11 .13 
v 75 IE 12 2.'3 -1.117 .25 .011 
'1150. n l.U -l.U .5' 
,~ .1 l.ln -1.53 
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'l!J\Bt..'I 3.5.3 PRIMARV EfFtCACY VAlUABLES (CONTINUED) 367-EU 
PAlRWlSE COMPAJUSONS Of ADJUSTED MEANS LOCf ANAL VSIS 

'.Tat PairWise 
Time ~ ~ Sa. 95%CL p-Va1uc p-VataW' 
CGIIMPROVIMENT 

Weekm PIIctbo 'IS V15ma 0.1 (1.2 (.0.1. 0.4) IU26 0.59 
PIIcebo \'II V ISOml -O.l 0,1 ( .0.6.0.0) 0.0'2 .... 'IS PIrox .. -0.3 0.2 ' ( -0.6. fU) 0.* 
vn .. n V ISOml -O.~ 0.1 (.0.1, .0.1) C.OEl 
V1Sma q ~ -0.4 0.2 (-0.1. -OJ) o.on 
V 1S0man Parcxmne 0.0 0,1 (-0.3,0.4) {).Sl 

Week 1 Placebo Ylli 'I 15 ml O.l 0.2 (.0.2. C.,> O.U 0.26 
~ 'IS V (sOml 0.1 0.2 ( .0.2.0.6) 0.14 
PEIabo \IS PIroutine -o.l 0.1 ( -0.6, 0.2) 0.36 
V7'ma 'IS V tSOml -0.0 0.2 ( 4,1.4.0.4\ IUS 
V 15 ml YlIi PIroxedne .o.~ III (..0.1 • .0.0) OJJ41 
V ISOml YlIi hzoxeane -0.4 (U (.0.8, {Un 0.065 

Week 4 PIIc:ebo YlIi 'I 15ml (tl 0.2 (-0.2. 0.1) lU61 0.29 
PIIabo VI VUCml 0.4 0.2 ( .Q.!.€U) O.ll 
PiIabo 'IS ~ -C.l 0.1 (.o.1,O.2) 0.33 
V 15 me YlIi 'IISOml 0.1 0.2 { .. 4'U, 0.6) 0.61 
V1Smi \IS hzoxeme .0.5 0.2 (.o.t • .0.0) 0.042 
V ISOmlVl hroxe«il'lC' .0.6 0.2 {-IJ) • .o.n (UU) 

Week 6 p~ YlIi V1Smi O.l 0.1 (.0.2. 0.1) 0.24 lUI 
~ \IS V 1.501111 0.2 0.1 ( ~.l.O:n IMG ,.. 

YlIi PiNKetiM ·0.2 0.1 ( .0.1. (tl) 0.45 
V75 ma VI V!SOml .0.1 0.1 (.0.5. eM) (UI 
V15ml VI ~ .0.4 0.2 (00.9, cu.) OJJ61 
V ISOmin ~ .0.4 0.1 ( ..0.9.0.0 IUl 

Weeki p..., YlIi V7Smi 0.3 0,2 ( ..o.l.€U) 0.12 0.23 
~ YI V lSOml 0.0 0.2 (..005.0.5) lUI) 
~ VI PiroutiM .0.3 0.1 ( 4U.0.2) 0.21 
V'75 ml YlIi V ISOml -0.1 0.2 (4U,O.2) 0.29 
'115 Iftl YlIi PIroxedH .0.6 0.2 H.I.-O.!) 0.016 
V UOmlVl PiNxeOftt! -O.l 0.1 ( .0.1. Ool) 0.19 

Fmal_-dIerIpy Pia:ebc Viii V15ml OJ 0.2 ( -O.2.4U) 0.011 0.11 
~ YlIi V lS0ml 0.0 0.2 (-o'st 0.5) 0.90 
~ VI ~ -0.3 Q.l (..o.I.O.l} {I.21 
V15ma 'IS V'tSOml .0.3 0.2 (..0.1.0.1) 0.24 
'115m, n '--mne ..0.6 0.2 HJ. -G.:!} (loOH) 

V lSOmlVS hzoxedne .0.3 0.3 ( ..o.I.o.n 0.11 

It: Aft ......... oilllelllilDld_ .......... lilt is iIIdic:Hd.., 1"III.d~. 
Ii" A ~~ is ~ if dill ,.vaiueoldlilf-tm .clle ,.~ef _.:~_tlllm< .. o.@S. 

7{) 
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~ 3 .. 5·~4 PRIMAllY &FICACY VAlUA.IW (CONTINUED) 
PAlI.WJSE COtaCPA.IUSONS 0' ADruS1'!D MEANS OISDVBD CASIS ANALYSiS 

ItS 
~ ec.p.- DUre_. sat t~a.. p-VIlu 

CClJMPROVEMENT 

Weetl PIIabo • "?Sme 0.1 tU ( .a1.0.4) 0.026 
Placebo • V UOme 4l 0.2 (46.0.0) 
PIIc:ebo • ~ -0.3 0..2 (-0.6.0.0) 
V'1Sma • " 150m; ...0.4 0.2 (-0.'1. -0.1) 
V'1'ma • ~ ~A 0.2 (-4.'1. -0.1) 
VlSOaq .• ParoxedR 0.0 0.2 (43.0.4) 

Weekl ~ • '1'15 l1li 0.3 0.2 (41.U> CUI 
i'tacebo • '1150l1li 0.3 0.2 ( ·4U.0.1) 
Placebo • ~. -0.1 0.2 ( 45.0.3) 
V?Sma • ViSO .. -0.0 0.2 . (-004.0.4) 
'V?Sma • ~ -0.4 0.2 (-0.1.0.0) 
'1150l1li VI ~ -004 0.1 (OU.CU) 

Wed!; 4 ~ VI V1Szq -0.0 0.2 ( -OA.O.4) OMS 
~ VI V lSOIDl 0.3 0.2 ( -O.l. 0.1) 
~ VI ~ -0.4 0.1 ( 4.1.0.0 
V'1SI111 VI VISOmc 0.1 0.1' . (-Cu. 0.1) 
V?Sma VI ~ -004 0.2 ( -0.1.0.1) 
v 1SCIDI. PnutiM -0.1 0.2 (*1.1,-0.2) 

Wak6 ~ VI V"ma . 0.1 0.1 ( ·CU. O.S) IU' 
~ VI V lSOIq 0.0 0.2 ( .oA.O",) 
~ VI PIroDWIe -0.1 cu (-0.6, 0.3) 
V1Sm, w V 150ma -0.1 0.1 ( 45.0.3) 
V1Smi VI PamudDI .0.2 0.2 ( 41.0.1) 
V lSOIq. Pa:roxIt1De -0.1 0.2 ( .040.3) 

WeekS ~ • V1Sm, CU 0.1 ( .o.3.0.s) 0.83 
~ vs VUOma 0.1 0.2 (-0.3.0.6l 
PIIabo VI ~ 0.0 0.2 ( -0.4.0.5) 
'11.5., .. V1SOq 0.0 0.2 (...0.4.0.4) 
V?Sma VI PnudIe .0.1 0.1 (.0.6,0.3) 
V ISO ... ~ .:0 •• 0.1 (-0.6,0.3) 

a; M ..... ", ........ _ ............. iIIIIIIcIIfId"apllili ....... 
It: A pIIiIwIIIl , ... ·itli ........ ·I_,......, .. F.-IIIII .. ,....ClfIlll ............. US. 

361-ru 

PiL& 
poV_" 

0"" 
O.OSl 
0.084 
(UU3 
0.023 
on 
€U1 
O.lO 
0.64 
0.99 
0.013 
0.0" 

039 
0.2! 
O.09S 
0.23 
omt 
0.G06 

0.63 
0.93 
0"'" 
0.69 
0.21 
0.49 

0.41 
0.46 
0.93 
0.91 
0.s1 
o.ss. 

7/ 
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TAaB 3.6.3 PRIMARY EFFICACY VAlUA8LES(CONTINUED) 361-EU 
PAIRWISE COMPAJUSONS OF ADJUSTED MEANS LOa ANALYSIS '.1. hirWiie 

DiIfeIwlW SEN .-a. pov .. ,.V .... 

Weeki PIM:eIIo " V1S .. 1.5 G.9 ( .cu.l.3) 0.020 0.11 
PIIabo " V ISO .. .1.0 1.0 ( .. 2.t.G.9) 0.3. 

. PIIcIbo " ........ -1.2 0.9 ( .3.1.0.1) 0.21 
V15 .. " V 150m, ·1.4 1.0 (-4.3. -0.6) 0.011 
V1S III, " PIIouriIe .:1.6 O.t (-4.5. .0.1) 0.005 
V ISO ... " PIroxecine -0.2 1.0 ( ·2.1. 1.1) 0.83 

Weekl PIIcebo " V1Smi 1.1 1.3 « .0.1.4.4) CU»64 0.t6 ,... VI V lSOm, 0.3 1.4 ( ·:1.4.3.0) 0.15 
PIabo vs PIroxetiu -1.8 1.4 ( -4.5.0.9) CUI 
V7Smi " V 150ml -1.6 1.4 ( -4.2. 1.1) 0.25 
V 15m, VI PInrIredne ·3.6 1.3 (-6.3. -1.0) 0.007 
V1SOma" Paoaedw ·1.1 i." ( -4.1.0.1) 0.14 

Week 4 PIIcetIo VS V1S'; 1.6 u ( ••• 7.4.9) 0.061 0.34 ...... VS V'SOma 2.l t7 (-1.2.5.6) Cl21 
PIIcetIo " ....... ·2.1 1.7 (-S.5. 1.3) 0.22 

V'S ... " V 1SOlllJ 0.6 l.1 (-2.1.4.0) 0.'13 

I V1S .. " ....... -3.7 1.7 <-,1.0. -0.3) 0.031 
i' VISOm," PIroxtdae -4.3 U ( .. 1 ... -0.1) 0.016 

Week, .... vs V?S .. 2.4 1.9 (-1.3 ••• 1) 0.054 0.21 ,... 
" V ISO., 2.1 2.0 (-1.1. 5.9) 0.29 

PIIabo " ....... ·2.4 l.9 (-6.2. 1.4) 0.21 
V1S., " V ISOm, .0.3 1.9 ( ·U.l.S) lUI 
V7S .. " ........ -4.' 1.9 (".6.-1.0) 0.013 
V 150 ... " PIaautine .. 1.5 1.0 ( ... 4 .... 6) 0 •• 

Weeka PIIc:tbo VS V7Sma 3.0 l.O ( -0.9.6.1) (Urn 0.t3 ,.. 
" V lSOm, U 2.0 ( -U.S.9) 0.37 

PIII:ebo " ........ -1.0 2.0 ( -6.0.2.0) 0.32 
V7Sms " V1SOms . -1.1 1.0 ( .. 5.1.2.9) O.sa 
V1S1111 ". PIroaIine -5.0 1.0 ( ... 9.· •• 0) 0.Ot3 
V 150m," PIi'oudIte -3.9 l.t ( ".0.0.2) OMS 

Fiul..........", ...... " V7S .. 3.4 1.0 (-0.5.7.2) 0.054 0.017 
PIII:ebo " V ISO .. U U ( ·U.S.9l 0.3' 
PIIabo " PIntadDe .1.9 1.0 ( ·5.9.1.') 0035 

V 75l1li " V 1S0mi -1.5 2.0 (-S.5,2.5) 0.46 

V1S ... " ....... ·S.3 1.0 (-9.2. -1.3) 0.009 
V 1SOIIIIVS Pnadne ·:U 11 ( ·'1.9.0.4) om 

a: Aa ...... ., ....... __ ....................... .., ......... I II 

-.: " ....... :a , .... " ...... " .......... " ............ ,..,.,01 ... =. , ........ _0.05. 
, . 
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..... 3.6.4 PllMAltY EmC.\CY VAlUABLES (CONTINUED) 
PAlltWlSlCOMPAIUSONS Of AIWSTID MEANS OBSDVED CASES ANALYSIS ,·t. r_ c.rnon . 01 ....... seN. 95%CL p-Value 

MADRSTOTALSCOU 

Weeki PIIcebo VI V1S .. 1.5 0.9 ( ..0.11.3) 0.020 
PfIceIIo VI V ISO .. -1.0 I.G ( ·2.9.0.9) .... VI PIIOudae .1.2 0.9 ( ·;U.G.7) 
V?'m, VI V ISOm, -2." 1.0 (4.3 • .0.6) 
V1' .. VI ....... .. 2.6 0.9 ("".5 • ..0 • ., 
V ISO III VI PInJxeIine ..0.2 to (-2.1. 1.7) 

Week 1 ..... VI V7Sm, 2.1 1.3 (..0.5.4.1) 0.12 
PIIabo VI V lSOm, 0.9 U (-1.1.3.6) 
Placebo VI ...... .1.1 1.4 (-3.9.1.6) 
V'7S ... VI V lsom, .1.2 .. '" (-3.9.1.6) 
V1S ... VI ......... ·3.2 1.4 (-6.0 • ..0.5) 
V lSOm,VI PIfOxedae -2.1 1.5 ( "".9. 0.1) 

Week" ........ VI V7S .. 0.1 U (·3.1.3.3) 0.29 ........ VI V ISO ... U 1.7 (-U4.7) ..... VI ...... ·:U· 1.7 (·5.5,1.2) 
V7S .. VI V ISO ... 1.1 1.7 (.:2.2.4.5) 
V75m, VI PIIoudIIe .2.2 1.1 (·5.5, 1.1) 
V ISO l1li VI PIroxedne -3." U (.9.0.2) 

Week 6 PIIcebo VI V7S1111 0.6 1.9 ( ·l.0 .... 3) 0.24 
PIIabo VI V ISOm, -0.1 1.9 '( -3.9.3.6) ,... VI ........ -3.0 1.9 ( -6.9,0.1) 
V?S ... VI V ISO .. -0.1 U E """.2.9) 
V1S .. VI PIroxedM -3.7 1.9 (-7.4. G.I) 
V ISO .. VI PIroxetiae -2.9 1.9 (-6.1.0.9) 

WeekS PIIabo VI V 75., 1.1 1.8 (·1.4.5.6) 0.34 
PIIabo VI V ISO 81, 3.3 U ( ..0.3.6.9) ,... VI PIroxtIiDe 1.6 ~.O (-2.4.5.5) 

. V1S .. VI' V ISO .. 1.3 1.1 ( -:1.1.4.6) 
V 15 III VI PIroxedne -0.5 1.9 (-4~3. 3.3) 
V ISO .. VI PIntxIdae ·1.1 1.9 ( ·S.~.l.l) 

II: -................ -..., ... __ ......... .., ............... 
II: It ...... $ ............................................. __ ............. _0.05. 

361-fD 

hilWise 
p-V .... 

0.11 
O.ll 
0.:21 
0.01 I 
0.005 
CUl 

0.12 
0.52 
G.41 
CUt 
O.D2t 
0.16 

0.95 
CUI 
0.22 
0.51 
(UI 
0.062 

0.73 
0.9S 
0.12 
0.61 

. O.OSS 
0.13 

0.24 
0.010 
0.43 
0.47 
0.79 
0.36 

75' 
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..... 127 ... C!:. __ 8ON&', n.t_l •• t, .~ ... II ,.nt:.Lw 
IMtI . UJ..,. Vial, _rnl M1a YO"",., , .. 16), 

'NDldMlae .. -- «7. III., wa1afaJae za __ (37.' III q 
12 .... ) . 

.... 1M_ :C;1Ue1, ~, n .... ' .... , 4 .. ,. GaIIJIIU'K1ft 
24115 It aU.atUl_ vla1, _1 8le .. l .... c. C .. ll), 

ftIIlafuJ.ne ..... ,75 III GIl., ftalafad.M za ... (37.1 ., 
UD) 

.... 13 ... ___ label, CtZ'Oa'O ..... , aDd_h., 4 ..,. _1Up1a __ 
26141 nlBl_ b1oaftUabUlt.y lit.,., ...... 1 M1e .. f-.l.e 

;,01 ...... ·' .. 24)1 ftftlafu .......... «75119 8m u4 110 
III _., ftftlIfuiae D 3 da,. t.1U&Uoa _ 37.5 III 81D and '5 
.,818 

-..13 ..... =label, n ... , .... , ~ ... , .=- dole fOO4 .ffeat: 
21771 « edlf .... ., ..... l.al ... 1 ...... ,.- ), ftB1afU1u .. 

dole ,7'.,) 

1OOa-141-aK OpIa-labIl, n""..s, ao_o,., aae1e-.... . 
26'. ~1U_ tItady, _.1 au. ad '-1. ... 1uat. .... 

CB-24-), ftBlaf ............ (Ix'i III and la1SO .. ),. 
~1ae III -- CIO III) . 

6008-144-1'R Doabla-bllDd, n ... I •• , pl. ..... o-aoat.n11ec1, ......,., 
26111 aiDg1 ...... , -.01 .. b .... a11abUlt.,. ..." _1 -.Ie 

.. lat .... ( .. II), "..l.fa1ae ..... (71 III), ~fa.t.De 
za ... CSO .. J, veal_" ••.. !9'" (10 III) 

.... 14I-0Il =1abel, &'AIIIIIa.l..d, __ iKwiItc, a_J.e-doae,· fOO4 effeat 
26'.' C edit .. " _1 M1e ... f.ale ... 1 ..... C.-16), 
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7.2.2 

All noted aentionad in tb. overview to the .~ficacy .action, ther. 
are ~ -tara, open label lled stwli.. of 
ven~ax1ne apr outpat ents: .. 65 and 369. 
IDterD reports, to 1nc:lud. interia .fficacy da , or .... 
lltudi .. wer. included in the or191nal ntad .•• ion and: .ill be 
..... rl.ed belov. 

I1;gdz 3.' vas • six IIOnth st.wly, vith the -possibility of six 
additional IIOntba of tr .. taant. it -.,linically ·1ndicated, wb.iob vas 
CODduc:tad at 37 Buropean cantara. . Nt1.ttI'ltII who COJIPleted IItu4y 
3a7 and were in nucI of furtber ant14epr_aant tnataent could be 
enrol1edl however, other patients vith DSB-III-a _"or 4epn.asion 
could be. enrolled .. veIl. '!'he cutoff date for the :l.nteria 
report va. AutJUt 31, 1995. Bfficacy variabl .. included the JIAK
D total scar. and CGI-s.verity scor.. In the LOCF analysis 
( .... 244), the ~ raw c:hang.s f'ra baseline in the JIAK-D total 
ac:ore froa 'aOIltba 4 to 10 were conai.tently in the rante of -10 
to -11, with 95' CZ's of about- -9 to -12. TIlere waa IIUl)stantial 
attrition after JICmtb 4 but, up to that tiaapoint, OC rMult8 
vere .i_ilar. CGI-aeverity scor. raw chaDfJ88 f~ baselin. fro. 
.onths 4 to 10 were in the rang. -1.6 to -1.8 (95' CI's about -
1.4 to -2.0) in the LOCI' analysis. At aonth 4, OC renlts were 
sillilar. Th. sponaGr r.ports a sipificant tberapy-by-center 
intU'action in tbis study: at aoae canters, there waa no 
ai9fti~ic:ant change frca baseline while aubatantial illprov_ent 
was noted at other sites. '!'bls vas .ttr1l:M.1ta4 by the sponsor to 
wld. di~ferencea at baselin. in lllnu~ aeverity. '.ftl. aponsor 
a1ao perfonaad a raaponcler analyai8, with r.spons. defined as a 
deer.... in HAM-D total score of at l.ast 50' oa a CGI
biprov-m 8core of -1- (very JlUeb iJlproved) or ·2· (BlUcb 
iJlproved). In the LOCr d.t ... t, at l ... t 45' of patients .. t 
response criteria on vlsita at .onths 2, 4, and a, ·witb alightly 
biper corresponding rat.. ln the OC dataa.t. 

Study 369 was .. six aoath study, wlth the possibility o~ six 
additional aontbll o~ tr .. taent if clinically varranted, which .. s 
conducted. at 10 U.S •• It... 211. cuto~~ date ~Gr the lnteria 
report was saptabU' 30, 1995. '!'b. priaary objective or this 
stUdy v.s to collect 10nv-tU1l safety data;. there~ore, only 
lialted efficacy data are availabl.. Bfticacy _ .. aaent wall 
balled on CGI "or... LOCI' ~ chanp. fra "seline ~or the 
CGI-a.verity scor. (N-ll1) wer. in the ranq. -1.35 (JIOnth 2) to -
1.92 (aontb 6); ~or the OC analy.!s, ... c:haftCJ.s were slightly . 
hiper, probably a •• retnllt of •• 1eCtion bias dar1Dq tbe coura. 
C)~ the atudy. The aponsor also perforaed a r.apon4er analysia, 
with r_ponae 4e~ined •• a CGI-Uaprov_t .cor. of -1" (very 
aucb iJlprOved) or "2- (auch 1Iaprovad). In the LOCP 4a1:& .. t, at 
lea.t two-tbird.a (a7') of patients .. t response criteria on 
visits at JIOnths 2, 3, 4, 5, and 6, wlth .1ailar r.sults in the 
OC dataset. 



Bfflaacy r .. ~lts froa thes. uncontrolled studi.s cannot provide 
persuasive evidence of efficacy but do 8\l9gest the bypothesis 
that venlafaxin. BIt bas lOD9-t.erJa .fficacy.. "1'his bypoth •• i. 
sbould be tested using an appropriately de.igned trial (e .. g. a 
relapse prevention study).. . 

., .. 3 .... ry of Data »ertiDut to lapo~tut CliDioal % __ 1.1 •• 

SUbset analys.. based on age «60 or it60), aex ,_Ie or faale), 
and baaeline HAH-D _corp «21 or it21) vere perforaed for th. pool 
of stucU... 201 and. 209.. An analysis based em race waa not 
cOWlidered due to tbe _11 Dumber of patJ.ent. in non-white 
etbnic group. in tb.s. two .tudies .. 

The adjusted mean cbange frem bas.line in HAH-D total score at 
week 8 for venlafaxine BIt patients under 60 C8-116) wa. -12,6 
versus -10.4 for those 60 and older C8-1) I aaan cbanges in the 
placebo subgroups were -1.1 (N-111) and -1.0 (N-12), _. 
respectively. This difference 1n aeans is not felt to be 
clinically rnarkable.. However, given tba relatively Dall 
nWlber of older r.tients, this data aust be interpreted with 
caution; no stat stical ·testing was done by tbe sponsor. 

, ." 

In th1s pool of studie., f ... lo outnumbered' malea almost 2: 1 in 
tbe venlafaxine Ba, venlafaxine IR, and placebo treatment groups. 
For the gender sl.lb9roup., analyai_ of the adjusted .ean changes 
from baseline to week I for th. LOCFdataaeta with respect to the 
RUI-D total score, BAK-D depressed .cod ita, K.AJ:mS total score, 
and COl-severity score across the three "treatment groups revealed 
no consistently significant 'Jander .ffect. (a-0.l0). 

About two-thirds of the patients in each of the three treatment 
groups in tbis study pool had les. severe depression (HAH-D score 
<21) at' baseline. Baseline severity su.bgroup analysis was 
performed witb respect to tbe IIAM-D total score, HAM-D depressed 
mood it .. , KADRS total score, and COl-severity score. Por each 
severity subset, there was consistent statistical superiority cf 
venlafaxine ER over placebo" at weeks 4, 6, and I for all 
variables.. However.. for the venlafaxine BIt patients, tbe 
adjusted _n changes from baseline at, weak • were nwpv!cally 
greater tor patients with aore .evere depression versus le.s 
aevere depression at ba.eline. 

~. poolability of the three efficacy trials (208, 209, and 
36') was tested using tbe Invei:n-Chi-Squre .. thad for the BAK-D 
total scores at week I: the coab~ed null bypotbesis of ·no 
significant protocol effect with respect to treatment differenc •• 
waa rejected. . 

•• g8 34 JmA ,2,'" '" 
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OVerall, ther. vas no evidence.'to .Q998tIt a sip1flc:ant effect of 
.9a, sex, or baaelin. 111ne •• severity on ther.peutic outcoae. 

110 infoZ1l8tion " .. provided to support • pl_ concentration
reaponae rel.tionship for venl.fax1ne D. 

%t i. 41fficult to abaract.erize the t.reataent effect .ize for an 
antidepr_ant agat. Additionally, any :O=laon of t:r .. t:aent 
e:ffectll aarCHIs atwU ... IlWIt be int:upretecl " til a buge graiD of 
alt, given the JIUl.tiplicity of poteDtial conf~ variabl ... 
With this 1D aind., the placebo-acljuated effect .i ... on each of 
'the four key variabl.. at week , froll the obIIeJ:vecl ___ analy • .t.a 
ara depicted in ~e 7.3.2 below for: 

• atudy 208 (vanlafaxine BIt and IR), 
• stad,y 301 (the .oat robu.t flexible do.. .fficacy atudy in the 
oriviDal venlafuine !fDA 20,151, using • dos. rllftga of 75-225 . 
lItJ/clay), and_. 
• atudy 003-022 (the 8trongeat flexible clos. afficacy study in 
RDA 20,415 for Jlirtazepine, the' .,8t recently approved 
antid.pr •••• nt). . 

,'-~ All druq-placebo difference. were .tatiatically aip1ficant (a-
0 .. 05) .. All atud.i .. Wled th. 21-itell veraion of the IIAK-D. 

~abl. 7.3.1. 
GllllIICru' fro. _eliDe at .eek i. 

-8.4 

-0 7 

'.rhe ruUlt8 frca .tudy 209 are not eliaplayed in tid .• table 
tNacaue, at week 6, vanlafaxine la/placebo differGce. were not 
.tatiatically .iqn1ficant; however, .t v.. a, venl.faxin. _ " •• 
atatiatically .uperior, vith effect ai ... rougbly camparabl. to 

·Score. - (..an drug chang. froa be •• line) aiDua ' .. an . 
placebo cbange fJ:'OJl be.elin.). ThWl, nevative nuaber. iJDply ckug 
8uperiority over pl.cebo • 

•• 9. 35 ~ 10,6" 



'those in study 208: RAN-D total- -5.1, HAM-D item #1- -0.7, 
HADRS total- -5.9, and COI-sev.rity- -0.1. 

Probably the most reliable comparison is between vanlafaxin. ER 
and IR within study 201, since th.se two 'treatmMt groups can be 
auUllClCl to be r .... onably balanced with reap.at to potential 
confounder.. Prca this compari.on, it i •.•• an that the Dean 
affect .1z.. for venlafaxina BIt are .liqhtly hipar than those 
for venlafaxine D, an approv.d antid.pr .... nt. . 

Data fro •• tudy 3", the fixed do •• trial, di4 not prov1cle solid 
ev1dUCCill of .fficacy for either the 15a; or 1501'19 do •• of 
venlataxiDe. !'hua, an evaluation of dose-reaponae frOll this 
study ia not teasible. Dose-re.ponse cannot be reliably ass.ssee! 
in flexible do.e trial •• 

The sponsor proposes to indicat. in labelinq that the usual 
therapeutic dose of .ffexor XR is 75 .. DUJ/day and that, foz:. furth.r 
clinical effect, the dose may be increa.ed to a .aximum of 300 
'lII4/day" 

In aupport, the sponsor provid •• the re.ults of an analysis ot 
tho.e patients from the pool of the two positive studi •• (208 and 
209) wboramained at 15 iI19/day (i .. e. those for whom do •• 
increases were not de .. ed to be n.c;:e •• ary to improve efficacy): 
this .ub •• t comprised 43' (19/183) of the venlafaxin. patients. 
A comparison group was the placebo patients in this pool who did 
not require an increase in the nWll':ter of study cap.ules. 
Pairwise compari.ons of m.an change fram bas.lin. in the four k.y 
variable. at w.aks 2, 3, 4, 6, and 8 between these two subsets 
revealed statistically significant superiority of venlataxine ER 
over placabo (LaCF dataset). A similar analysis using thos. 
patients who required an incr.ase in study medication dose did 
not indicat. consistent statistical superiority for venlafaxine 
a. until week I.. Additionally, a responder analysis basad on 
CGI-!.mprovement scora. utilizing thes. sa.. .\lbtroupa of . 
venlafaxin. ER and placebcpatients revealad clear superiority 
(p~O"OOl) of 4J:'ug at week 8 (IDe!'). 

It ia reasonable to ask whether those patients wbo requir.d a 
dose increas. above 75119 experienced an enhanced therapeutic 
effect coapared to thoae who remained at tbe low dose: an 
examination of placebo-adjusted response rates at week I 
indicate. a sligbtly higber re.ponse rate among patients who 
needed no dose increase (approximately 35' vs .. 25'); this finding 
is supported by larger placebo-adjusted mean changes fro. 
baseline in BAM-D total and CGI-severity scores among low do •• 
patients (-6 .. 2 vs .. -l.1 and -1 vs .. -0 .. 6, respectively). Thus, 
the sponsor concludes that the 15119 dOH is effective for a larve 
portion of depressed patients and these patients t.nd to 

»ag8 36 UD& 20,6" 



~" .. 

experience iJlproveaent 1n dePZ' ... ion similar t.o that observed in 
pat.ient. who require ados. increas •• 

It lIust be C08aefttad that the 15119 patianta do Dot represent a 
randomized s .. ple but rather a group .elected on the basis of 
response" to that dose; it i. likely that patienta who are 
ralatively traataent-resiatant are overrepre.ented in the group 
that required dose escalation to either 150119 or 225119.. Thu., 
efficacy compari.ons between the low and higher 40se patients 
.. t be viewadalceptically. Nonetheles., aaauaiDg' that 1) the.e 
patients, a. a whole, reasonably repruent the general tarqet 
population with respect to therapeutic reapomd:vtm... and 2) the 
flexible do.ing used in the.e triala refleat. how vanlafaxine D 
i. likely to be used in clinical practice, it i. reasonable to 
conclude that a large proportion of patients will respond to a 75 
'II9/day 40.... Both a .• suaptiona are plaU8ible. 

fte proposed aax1Jma dOH i. 300 lI9/day.. However, the lIuilIwI 
daily dose studied in the clinical efficacy trials wa. 225 1I9/day 
(study 2(9). Th ..... n dos •• were about 1.38 ./day and 1.16 lI9/day 
in studi •• 208 and 209, r •• pectively., It waa ccm..idere4 -that the 
higher propo.ed aax1Jma dose may be based em. extrapolation from 
the efficacy databa.e for Bffaxor eRDA 20,151) .. 

Two Effexor trial. duIonstrated efficacy at do.e. above 225 
BJ/day: a flexible dOH .tudy (206) in depre •• ed.. melancholic 
inpatienta u.ing a _n close of about 350 lI9/clay (max. 315 
1I9/4ay) and a fixecl do.e study (203) in depre.sed outpatient., 
which showed .uperiority over placebo tor 15, 225, and 315 JIg/day 
but without evid.nc. that the highe.t dose had any advantag. over 
the two lower dose... Given th. increased riak of hypertension 
with high.r do ... , it wa. felt that there would be no benefit, 
but incr .... d ri.k, to u.. a 40 •• higber than 225 mg/4ay in most 
patient.. Therefore, Effexor labeling indicates no evidence of 
usefulness of dosea greater than 225 mg/4ay for aoclerately 
4~re •• ed patients but ada that .ever.ly d.pr •• sed inpatient. 
reaponded to a aean doe. of 350 mg/day, 1n th. latter group, 
doH. up to 375 aq/day may be h.lpful, 9enerally in three divided 
do ..... 

Tbis fails to explain why aD Bftaxor D dose up to 300 mg/day 
should be proposed for veneral use.. In the ab.enee of • 
compell1n9 rationale forusinv a hivher aaxhma doee, it is 
reccmmended that a waximuJI dose of 225 WJ/day be labeled. 

Finally, it i. not clear why a starting 40s. of 31.5 JAg/day was 
chosen.. Ift th. three controlled trials with Bffexor D, 
venlafaxin. va •• tarted at do ••• of 15 'IA9/day (201, 209, and low 
do.e patients in 36') and 150 aq/clay (high do •• patient. ift 361). 
It do.. not appear that thea. .tarting dos.. were poorly 
tolerated and ther. doe. not appear to be any advantage to 
delaying titration to th. usual therapeutic 40.... Thus, a 
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/ 
starting dose for most patients. should be the usual therapeutic 
dose, 75 ag/day. 

Duration of ~r .. ta.nt 

The effectiveness of venlafaxine ER for more than 12 weeks has 
not been systematically evaluated in controlled studies. 

7.4 Conclusions •• gar4iDg Bfficacy 

Table 7.4 summarize. the efficacy results for the three 
controlled efficacy trials at week 4, the timepoint at which at 
least 70t of the ITT sample for each treatment group remained in 
study. 

Th ••• data, in conjunction with the more detailed efficacy data 
displayed in the Appendice. and discu •• ed previously, clearly 
show a significant drug effect favoring venlafaxine ER over 
placebo in studies 208 and 209. 

No effect was evident in study 367, even without adjustment of 
the alpha level due to placebo comparisons with two dose qroups. 
Since no effect was observed for the active comparator, 
paroxetine, this study is best considered failed, probably in 
large part due to a substantial placebo response. 

considering these studies as a Whole, it is concluded that 
convincing evidence of antidepressant activity for venlafaxine ER 
has bean demonstrated. 

APPEARS THIS WAY 
ON ORIGI14AL 
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Statistical Reyiew and Eyaluatign 

HDA I: 20-699/ Drug Class 3S 

Applicani: .yet~-Ayerst Laboratories, Inc. 

Date: 

H ... of the prug: Effexor ~ (venlafaxine hydrochloride) 
Extended Release Capsules 

Indicatign: Treatment of Depression 

JAN 28 1997 

pgcgments Reviewed: Volumes 1.1, 1.110 to 1.112, 1.112A to 
1.ll2Y, 1.113 to 1.13S, amendments dated 8-
14-96, 9-6-96, 9-18-96, 10-17-96, 11-12-96, 
12-20-96, 1-6-97 

Clinical 8eyienr: Gregory Dubitsky, M.D. (HFD-120) 

The issues in this review have been discussed with the reviewing 
medical officer, Dr. Gregory Dubitsky, M.D. (HFD-120). 

Various Sections of this review are: 

I. Background/Introduction 
II. Clinical Studies 

1. Study 0600B-208-US 
2. Study 06008-209-US 
3. Study 06008-367-EU 

III~ OVerall Reviewerls COIIIII8nts 
IV. OVerall Conclusion 

The immediate-release (IR)dosage form of venlafaxine, Effexor, is 
already approved (NDA No.20-1S1) for the treatment of depression. 
It has also been regi.stered in over 30 countries with approvals 
pending in approximately countries. 

A. 



Venlafaxine XR (or ER)has been developed to provide a formulation 
of venlafaxine that requires only once a day administration. It 
has not been marketed in any country, and no registration 
applications are pending at the time of this NDA submission. It 
has been evaluated in controlled clinical studies. The sponsor 
states that two phase III studies, 208-08 and 20g ... m; provide the 
primary evidence of safety and efficacy.. The third phase III 
study, 367-EO ~s supportive. Summary informat~on of these three 
studies is attached as Tables 0.1.1 to 0.1.3". 

Study 208-0S w~s double-blind, flexible-dose, twelve-week 
efficacy study in U.S.A. of 75 .. 150 mg Effexor XR, 75-150 mg 
Effexor, and placebo in outpatients (301 enrolled and 287 ITT 
patients) with major depression. 

Study 209-US was double-blind, flexible-dose, eight-week efficacy 
study in O.S.A. of 75-225 mg venlafaxine XR and placebo in 
outpatients (204 enrolled and 191 ITT patients) with major 
depression. 

Study 367-£U was double-blind, fixed-dose, eight-week efficacy 
study in Europe of 75 and 150 mg venlafaxine Ka, 20 mg Paxil, and 
placebo in outpatients (332 enrolled and 323 ITT patients) with 
major depression. 

II. Cl.;I,p;l,pal, I.di-

All analyses referred to in this report are the sponsor's 
analyses, except where specifically mentioned to'be done by this 
reviewer. 

In the Tables providing Raw Means, sametimes, the p-values are 
the same as those in the Tables providing' adjusted means and, 
sometimes, they are not. When Siune, they are from 2-way ANOVA 
mentioned in the protocol. When not same, the p-values for the 
Raw Means were calculated by the 1-way ANOVA and those for 
Adjusted Means were always done by the 2-way ANOVA (telephone 
confirmation on 11-21-96). 

Both parametric (in all the Tables included in this report) and 
non-parametric (no Tables included in this report) an~lyses 

1 m 1M Table (or AppIiDdtx «Pipn; DO ............. S)'ItIIu haft bMD ~ for the8e) 
ma_ LjJc. i .... fur the Hrial __ of the SIDdy ill the lit or .... • ft(~ tim 0 ~ owriIli or 
"eommcm to aU").j staads fur .. s.ct:iaD .. Group __ for the ... ill I pardwllr study, ad t stmds for" 
l'.le mIIIIlbu ill dad ~ 
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data- from these two atypical centers. These subset-analyses 
provided stronger results but were not yet capable of claiming 
consistently statistically significant evidence. 
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Study 208-0S provided strong statistical evidence, Study 209-0S 
provided reasonable statistical evidence, and Study 367-EO provided 
no statistical evidence but numerical superiority, in favor of the 
efficacy of venlafaxine XR. The venlafaxine XR 150 mg dose performed 
no better tha~ the venlafaxine XR 75 mg dose. 

Ninety-five. percent confidence intervals for the main studies, side
by-side, are presented in Graphs 0.2.1 to 0.2.3. These qraphs 
provide a reasonably acceptable picture about the efficacy of 
venlafaxine XR, although Study 367 did not provide (adequately) 
statistically siqnificant evidence in its favor~ Also, these graphs 
provide s~me idea about the probable margins of error. 

Cumulative distribution functions with respect to HAH-D Total, for 
the three studies, are attached as Figures 0.2.4 to 0.2.6. 
Reqarding the separation of treatment qroups, these functions with 
respect to CGI Severity and HAM-D Depressed Mood Item are similar. 
Separation between venlafaxine XR and placebo at Endpoint is the 
widest in Study 208, medium in Study 209, and narrowest and 
negligible in Study 367. T~is is consistent with all other results. 

Through discussion with the Clinical Reviewer, this reviewer did not 
receive any safety statistical issues to consider. . ' 

Placebo pa·tients, generally, dropped more after Week 3. In Study 
367, paroxetine patients dropped the most; however, the difference 
in the rate of dropout was not substantial. 

Cgnsistency IsrQ" Site. 

The sponsor stated, "The potential significance of the treatment-by
investiqator interactions was also exam1n~d as part of the . 
statistical analyses for each multicenter study. These analyses 
also demonstrated that it was appropriate to pool the data within 
each study." 

The Treatment by Center interaction p-values have been pr~ided in 
the NDA (vol. 1.116 p.ll; vol. ·1.125 p.12; vol. 1.133 p.14). A few 
significant p-values out of nearly 200 are negligibl •• 



.. . ~ 

Ninety five percent confidence intervals for the sites side-by-side 
and the overall study (pooled) are presented in Figures 0.2.7 to 
0.2.9, for the Mean Difference between venlafaxine XR and placebo 
with respect to Mean Change from Baseline in HAM-D Total. Although 
there was a moderate amount of inconsistency, almost all sites in 
studies 208 and 209 showed positive effects of venlafaxine XR. 
Center 18 in Study 208 showed outstandingly strong evidence in favor 
of venlafaxine XR; the intervals for this site and the Combined 
(pooled-sites) 'were non-overlapping. Site 04 of Study 209 showed a 
similar trend; however, it was only with respect to HAM-D Total and 
not other efficacy variables. 

In Study 367, in addition to inconsistency, unac:c:eptability of the 
evidence as positive is apparent. Final on-therapy Treatment by 
center interaction p-value (.OS?) for HAM-D Total was nominally 
significant but had to be neglected because of multiple comparisons. 

Subgrgup Analy,e, (Race. Gender. Age. Ba,eline HAM-P Total) 

Subgroup analyses were performed after pooling data from the 
flexible-dose, double-blind, placebo-controlled studies performed 
under protocols 600B-208 and -209. 

The sponsor stated, ~A subset analysis based on race was not 
considered because the number of patients in non-white ethnic groups 
in these two studies was small." 

These subgroup analyses were presented Qn pages 89, 134, and 135 of 
VQ1. 1.111. Out of 24 interaction p-values, there were only :3 
significant ones at the 15% level of significance. All of these 3 
were with respect to the HAM-D Depressed Mood Item, where the 
females showed better efficacy than the males. With respect to 
other important efficacy variables also, females, generally, showed 

. slightly better efficacy than the males. 

Therapy p-valueswere almost always significant (i.e., after 
eliminating the effect of Gender.). 

There were only 19 patients older than 60 years in the placebo and 
venlafaxine XR groups together, -in the studies 208 and 209 combined. 
Therefore, the reduced efficacy (venlafaxine XR vs placebo mean 
difference) by an amount 2.1 in Change from Baseline in HAM-D Total 
in the older Pt!tients is statistically non-interpretable. 
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Baseline HAM-D Total Score 

The sponsor investigated the effects of baseline level of severity 
on response. Level of severity was defined as a baseline HAM-D 
Total score of less than 21 for patients with less severe depression 
and greater than or equal to 27 for patients with more severe 
depression. 

These subgroup analyses were presented on pages 90 to 94 and 136 to 
143 of vol. 1.111. 

The sponsor stated, "For both of the severity subgroups, pAtients 
treAted- with venlA.faxine XR and venlafaxine 1R had significantly 
qreate~ improvement on all of the efficacy parameters at the final 
evaluation than did the respecti:/e placebo-treated patients. For 
venlafaxine XR or venlafaxine 1R, but not for placebo, the adjusted 
mean changes from baseline were greater for the patients with more 
severe depression compared with" those with less severe depression at 
baseline." " 

fatients With AssQciated Anxiety 

In the Integrated Efficacy Summary, the sponsor seems to emphasize 
relieving the symptoms of anxiety, and stated, ~rn addition, 
positive results were found for venlafaxine XR treatment compared 
with placebo treatment of depressed patients with associated 
anxiety; venlafaxine XR was effective in both relieving the symptoms 
of anxiety and treating the depression in these patients." 

This was not included in the objectives, factors for stratification p 

or pre-identified subgroups (in the protocol). However, the sponsor 
st.ated,. "These subset analyses were planned before studies 600B-208 
and -209 were completed or unblinded. N The rat.ionale for these 
analyses were the findings from previous studies. 

APPEARS tHIS WAY 
ON ORIGINAL 

------------------------
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IV. Oyval,l, ConCl.uUm 

Overall, there is reasonably acceptable statistical evidence in 
favor of the efficacy of venlafaxine XR. The venlafaxine XR 150 mq 
dose performed no better than the venlafaxine XR 15 mg dose. 

This reviewer is not sure if it would be worthy of investigation why 
paroxetine did ,so poorly (Study 361-EO). 

~to C~~ 1-\6-q 1 
Japobrata Choudhury, Ph.D. 
Mathematical Statistician 

Concur: Dr. Sahlroot iffS /,.r1- i1' 
Or. Chi ~ 

~1q1 
CC: 
Archival NDA 20 ... 699 

HFD-120/Dr. Leber 
HFD-120/or. Laughren 
HFD-120/or. OUbitsky 
HFD-120/Mr. Purvis 
HFD-120/Mr. David 
HFD-344/Dr. Lisook 
HFD-710IDr. Chi 
HFD-710/Dr. Sahlroot 
HFD-110/Dr. Choudhury 
HFD-110/Chron .. 
J.Choudhury:x1151S:0B I: 01/16/91 

This review consists of 22 pages of text and 15 pages of Tables, 
Figures, etc. 
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