svidence of efficacy, will be summarized in Section 7.2.2.

7.2 Summary of Studies Pertinent to Efficacy
Te2.1 Controlled Studies
7.2.1.1 8tudy 208

Investigators/Locations

Principal investigators and study sites are identified in
Appendix 7.2.1.1. .

As discussed in section 5.4, efficacy data from site #13 was
considered of questionable reliability. Thus, the sponsor was
requested to reanalyze the efficacy results of this study, to
exclude site 20813. The review of efficacy results is based on
this reanalysis.

gbjectives

The primary objective of this study was to compare the
antigggras-ant efficacy and safety of venlafaxine ER with
plac .

Population

A total of 301 outpatients with DSM-III-R major depression were
enroclled. Other inclusion criteria were: ,

e minimum age of 18 years.

e g toms of depression for at least one month.

e min prestudy 21-item HAM-D total score of 20, with neo
greater than a 20% decrease between screening and study day -1.
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Relevant exclusion criteria included the following:

s previous venlafaxine tresatment. :
¢ history or presence of any psychotic disorder not related to
depression, bipolar disorder, or organic mental disorder.

¢ use of any investigational drug, antipsychotic drug, or ECT
within 30 days; fluoxetine within 21 days; MAOI, paroxetine, or
sertraline within 14 days; or any other antidepressant,
anxiolytic, sedative-hypnotic, or other psychotropic agent within
. 7 days (except chloral hydrate).

e use of any non-psychopharmacologic drug with paychotropic
sffects within 7 days of the study unless a stable dose had been
maintained for the past month.

e drug or aicohol dependence within i year.

Also, the initiation or change in intensity of formal
psychotherapy was prohibited during the study.

Desian

This was a randomized, double~blind, placebo-controlled, parallel
group study conducted at 12 U.S. sites (including site 20813).
Depressed patients with a HAM-D total score 220 underwent a
single~blind placebo run-in for 713 days, during which they were
evaluated for study eligibility. On study day -i, baseline
safety and efficacy assessments were completed and patients who
continued to meet selection criteria were randomized to begin
either venlafaxine ER, venlafaxine IR, or placebsc on day 1.

Treatment was continued for 12 weeks, folliowed by a tapering of
medication for up to 2 weeks. Study visits were scheduled for
days 7, 14, 21, 28, 42, 36, and 84; a post~-study visit occurred
4-10 days after study medication had been discontinued. The HAM-
D, MADRS, and CGI were performed at all visits through day 84
(week 12). An Investigator's and Patient’'s Subjective Rating as
well 2as a Quality of Life Questionnaire were performed on day 84
(weak 12}.

A flexible dosing schedule was employed; total daily doses are
depicted below for various time intervals during the study.

Period @™ = Yenlafaxine ER  Yenlafaxine IR
Days 1-14 75ng 75mg

Days 15-84 75 or 1i50mg 78 or 150mg
Taper Wk 1 . 0 or 75mg 0 or 75mg
Taper Wk 2 g ¢

Venlafaxine ER was administered as a single dose in the morning
vhereas venlafaxine IR was given BID. Doses could be increased
te improve therapeutic response or reduced to improve tolerance .
within the ranges shown above. Patients unable to. tolerate the
minimum dose were to be discontinued from the study.
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Analvsis

The efficacy intent-to-treat (ITT) population included all
enrolled patients who had at least a baseline measure on at leagt
one primary efficacy parameter, took at least one dose of study
medication, and had at least cne evaluation on at least one
primary efficacy measure either during treatment or within 3 days
after the last dose. A total of XXX patients comprised the
efficacy ITT.

This review facused on one-way analysis of variance (ANOVA), with
therapy as the factor, for the pairwvise comparisons of raw mean
change from baseline at each visit in four key efficacy
variables: HAM-D and MADRS total scores, HAM~D depressed mood
item, and CGI-severity score. Analysis was performed on both
observed cases (OC) and last-observation-carried-forward (LOCF)
datasets. Statistical significance was defined at the o= 0.05
level and all hypothesis testing was 2-sided.

Additionally, the sponsor discovered that the assumption of
normality was not met for two variables: HAM-D depressed mood
item and CGI-severity. Thus, non-parametric ANCOVA was applied
to all key variables at each visit for the LOCF and OC datasets
and the results of pairwise comparisons between venlafaxine ER
and placebo based on ranks was provided.

Baseline Dewmcaraphics

Baseline demographic data is displayed in Appendix 7.2.1.1. _
There were no remarkable differences between groups at baseline
with respect to mean age, age range, gender composition, or the
proportion of Caucasian patients.

Baseline Severity of Illness

There was no statistically significant difference among groups
with respect to mean baseline HAM-D total scores, HAM-D depressed
mood item scores, MADRS total scores, or CGI-severity scores.

Patient Disposition

Of the 270 patients randomized, 257 comprised the efficacy ITT,
of which 85 were randomized to venlafaxine ER, 91 to placebo, and
81 to venlafaxine IR. The number of completars (i.e. patients
with observed data for at least one of the four key efficacy
variables), also expressed as a percentage of the efficacy ITT,

- at each visit is displayed in Appendix 7.2.1.1.

O0f the ITT, 58% (49/85) of the venlafaxine ER, 47% (43/91) of the
placebo, and 48% (39/81) of the venlafaxine IR patients completed
12 weeks of double-blind treatment; as expected, the most

freguent reason for dropout among venlafaxine ER patients was an
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adverse event (11% of the patients in the safety ITT), failure to
return for follow-up among placebo patients (16%)}, and failure to
returnh for follow-up amcng venlafaxine IR patients (15%).

8ix patients dropped out due to a protocol violation:

¢ venlafaxine ER patient 20813-018 - took methamphetamine.

¢ venlafaxine ER patient 20819-004~- elevated SGOT at screening;
inadvertantly randomized.

oiv:nlataxino IR patient 20813-027 - scheduled toco sarly for last
visit.

¢ venlafaxine IR patient 20816-006 -~ noncompliant with study
medication.

¢ placebo patient 20821-025 -~ failure to keep appointments and
maintain consistant dosage.

¢ placebo patient 20821-031 - stopped study drug on own.

The visit at which at least 70% of the patienta in both groups
were still in-study and had cbserved efficacy data was week 4,
with 86% of the venlafaxine ER, 77% of the placebo, and 83% of
the venlafaxine IR patients remaining at that timepoint.

Dosing Information

The mean daily dose for all venlafaxine ER and venlafaxine IR
patients at each visit is displayed in Appendix 7.2.1.1. Mean
doses reachsed a plateau by week 4, with the mean venlafaxine ER
dose slightly higher than the mean venlafaxine IR dose (135 vs.
123 mg/day).

Concomitant Medications

Of all study participants, most patients in each traatnent group
received a concomitant medication: venlafaxine ER 89%, placebo
86%, and venlafaxine IR 85%. The two most commonly used classes
of concomitant agents were "anti-inflammatory/non-stercidal
antirheumatics® and “other analgesics/antipyretics.®

Four patients (1 venlafaxine ER and 3 placebo} received
antidepressant medication with the study drug:

e placebo patient 20821-031 toock Effexor 37.5mg bid bcginning on
day 8 and dropped out 4 days later.

¢ placebe patient 20822~030 toak venlafaxine IR on days 2-4, then
dropped out on day 6.

¢ placebo patient 20820-036 conplctoé 12 weeks of troatmant and
started Effexor during the taper phase.
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® venlatixino ER patient 20822-003 took trazodone on day S, then
dropped out 2 days later due to insomnia.

Sedative-hypniotic agents were used by 4% of venlafaxine ER, 10%
of placebo, and 10% of venlafaxine IR patients. Chloral hydrate
up to 1000 mg at bedtime was permitted for sleep.

The only other psychotropic drug use was one venlafaxine ER
patient; who used a psychostimulant, and one placebo patient, whe
used an anxiclytie drug. The details of this use were not
located in the submission but this was not felt to play a
significant role in the efficacy findings, particularly in light
of the robustness of the results. ) ‘

Cverall, the above described concurrent use of psychotropic
medication is not felt to have appreciably influenced the
efficacy results of this study.

Efficacy Results

As noted previously, the following review is based on the
efficacy reanalysis which excluded site 20813.

This review focused on the raw change from baseline for the four
key efficacy variables: the HAM-D total -score, HAM-D depressed
mood item (item #1), MADRS total score, and the CGI-severity
score. Efficacy analysis results are displayed for the LOCF and
the OC datasets in Appendix 7.2.1.1.

Venlafaxine ER displayed consistent and highly significant
superiority over placeboc from week 4 onward for all four key
variables in the LOCF analyses.

Similar results were observed from the OC analysis.

The results of non-parametric ANCOVA (including site 20813)
likewise provide strong support of efficacy. (Data are displayed
in vol. 1.66, pages 33-53). i

The sponsor assessed for a treatment-by-center interaction across
all study centers at each visit for all four key variables (both
OC and LOCF datasets): there was no evidence of a consistent
treatment-by-center interaction.

The sponsor also conducted a responder analysis, response being
defined as a decrease of 250% from baseline in HAM-D total or
MADRS total ascore or a CGI-improvement score of 1 (very much
improved) or 2 (much improved). The preportions of efficacy ITT
patients meeting response criteria were determined at each visit
for both the LOCF and OC datasets. Statistical testing was done
using the Fisher's exact test. Data from study week 6 onward are
sumparized below. This analysis corroborates the above findings.
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Yen ER Rlacekbo R-value

HBAM=-D total (LOCF)
Week & 62% 315% <0.001
Week 8 65% <11 2 <0.001
Week 12 70% 32% <0.001
HAM=-D total (OC)
Week 6 ( 69% 38% <0.001
Week 8 74% ass <0.001
Week 12 77% 48% - 0.005
MADRS total (LOCF}

_ Week 6 60% 31% <0.001
Week 8 60% 3i% <0.001
Week 12 65% 27% <0.001

MADRE total (0OC)
Week 6 67% 33% <0.001
Week 8 68% 35% <0,001
Week 12 75% 39% <0.001
SGI-improvement (IOCF)
Week 6 73% 428 <0.001
Week 8 73% 38% <0.001
Week 12 78% 37% <0.001
SGI-improvement (OC)
Week 6 82% 46% <0.001
Week 8 84% 40% <0.001
Week 12 88% 55% <0.001
Conclusions

This study provides solid evidence of antidepressant efficacy.
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STUDY 208:
Investigator (8ite #

PRINCIPAL IEVESTIGATORS
Location

Barry Baumel, MD (20811)

Neurcmedical Rasearch Assoclates:
Miami Beach, FL

Lynn A. Cunningham, MD (20812)

Vine Street Clinical Research
Canter

sEri_ggticld. IL

Bruce Diamond, PhD (20813)

Biotech Park
Auqusta, GA

| Arthur M. Preeman, ITI, MD (20814)

Louisiana State University
Medical Center-Shreveport
Shreveport, LA

Robert W. Gibson, Jr, MD (20815)

Piedmont Research 'usoci-am
Winston-Salem, NC

Barbara L. Kennedy, ND, PhD (20816)

University of rnuiavin(
Louisville, KY

Arifulla Khan, MD (20817)

University of wWashington
Seattle, WA

Roger 0. Patrick, PhD (20818)

Belleview Pamily Medicine
Englewood, CO

Robert A. Riesenberg, MD (20819)

BioBehavioral Research Centexr

‘Decatur, GA

Ran K. Shrivastava,‘lm (20820)

Bastside Comprehensive Medical

Services
New York, NY

Stephen M. Stahl, MD, PhD (20821)

cunical Neuroscience Research
Center :
San Diego, CA

 Kenneth J. Weiss, MD (20823)

Delavare Vallay Research
Associates, Inc.
King of Prussis, PA
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APPENDIX 7.2.1.1

STUDY 208: BASELINE DEMOGRAPNIC CHEARACTERISTICS ucl. 20813)
N Age (years) N (%) ) Race [N({%)}

20¢34) | se(e6) . | 76(89)
39 (43) 52(57) 85(93)

! 208: COMPLRTERS OVER TIME (excl. 20813)
Randomized ITT Completers [N(%)]

i L3 S S T - 12

VEN ER 90 85 | 85(100) | 80(94) | 73(86) | 57(67) | s8(68) | a9(s8)
PLAC 92 91 | 91(100) | 83(91) | 70(77} | 59(6S5) | 54(59) | 43(47)
VRN IR 88 81 80(99) | 74(91) | 67¢83) | s5(68) | s1(63) | 39(48)

2083 MEAN DOSE -gLovu TINE (oxc. 20813)
Wk 1 '
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APPENDIX 7.2.1.1

. ZOICMMMMIIMWM(M.WOH)

@\

ER vs. P

IR va. P

ER vs. IR

=4.34

80

-8, 8%

73

~32 021

-3.97

83

-5.685

70

-’-“

”061

""‘- :‘

74

-?.69

67

88 | ~13.40

3=~Bided p~valuss for paizwise comparisons

0.61

0.22

0.02.

<0.001

©.04

2.07

0.002

0.40
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Treatment

Group

APPENDIX 7.2.1.1

sm: 208: MEAE FRON % D » (excl. 20.!3

Week &

BR ve. P

IR va. P

ER vs. IR

0.32

CASES ANALYSIS

-0.88

=0.42

-0.63

70 | -1.00

=3.03

~0.61

-1.01

67 | -1.48

5% =1.8%

2-8ided p-values for pairwise comparisoas

BR ve. P

.06

0.10

<0,001

<0.3801

IR vs. P

0.12

0.01

0.01

<0.001

ER vs. IR '

0.79

0.37
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APPENDIX 7.2.1.1

Group

CARRIED AMALYSIS -
-3.72]| 85 | -5.96| 85 | -12.12| 85 | -13.96
-3.84] 91 | -5.00] 91 | -8.02] 91 | ~8.77
-4.79] 81 | -7.16} @81 |-311.10f 81 |-13.12
2-sided p~values for pairwise comparisons

c.89 0.40  0.004 <0.001
'0.28 0.06 0.03 0.002
0.24 0.30 0.48 0.56

OBSERVED CASES ANALYSIS
VEH ER ~3.72 80 -5.99 73 1 ~-13.10] S7 ] -15.28
PLAC -3 .84 83 -5.41 70 -§.84 £9 -9.78
VEN IR -4 .85 74 =7 .58 67 § ~12.21§ S8 [ ~18.04

2-8ided p~vaiues for pairwise comparisons
BER vx. P 2.8% Q.83 0.007 <0.003
IR vs. P 0.26 0.08 0.04 0.002
ER vs. IR 0.21 v 0,20 ) 0.58 0.88
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85 | ~1.40

-o" 91 "-’2

-.64 81 | -1.12

2-gided p-values for pairwise comparisons

ER ve. P

0.9:

0.18

0.002

IR vs. P

0.78

0.24

0.2¢

¢.04

ER ve. IR

0.70

0.11

0.38

~0.32

86 -. 668 73 -1.52

57

=1.T7%

"'031

83| -85 | 70 | -1.01

59

=3.317

"'029

T4 el 5. 61 =1e 2‘

"1- 67

2-Bided p~valuss for pairwiss cosparisoans

ER vn. P

0.91

0.41

0.008

0.00%

IR ve. P

0.81

0.36

0.17

ER vs. IR

0.73
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provided similar evidence in favor of the efficacy of venlafaxine
XR.

This reviewer consulted Dr. Dubitsky (HFD-120) regarding the most
important efficacy variables. They are “Change from Baseline in
HAM-D Total”, “Change from Baseline in HAM-D Depressed Mood
Item”, “Change from Baseline in CGI Severity of Illness”, and
“Change from Baseline in MADRS Total.”

1. Study 600B-208-US

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

Essential features of the study, including details of the Design
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 features 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 "Reviewer's Comments”.

1A. Qbjective

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

1B. Disposition of Patients

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 59%, 71%, and
60% respectively for the placebo, Effexor XR, 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 during Week 1, and “Failed to Return”
and “Unsatisfactory Response/Efficacy” occurred more during Weeks
6-12 L 3

1C.Baseline Comparability of Treatment Groups

The sponsor stated, “There were no statistically significant
differences between the treatment groups for the demographic and
baseline characteristics. HNone 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}, 63% (Effexor
¥R), and 67% (Effexor IR), and

the percentage of'patients with baseline severity score of
4 (mild) varied as: 69% (placebo}!, 58% (Effexor XR), and 83%
{(Effexor IR}.

1D. Efficacy Results (Sponsor's Analyses)

Following are the (Raw} Mean Changes From Baseline for all three
treatment groups, and the venlafaxine XR vs placebo mean
differences and p-values. The Tables and Graphs for adjusted
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
and 1.5.2 (CGI Severity of Illness), and 1.6.1 and 1.6.2 (MADRS),
and as Figures 1.3.3 and 1.3.4 (HAMD-Total), 1.4.3 and 1.4.4
{HAM-D Depressed Mood Item}, 1.5.3 and 1.5.4 (CGI Severity of
Iliness), and 1.6.3 and 1.6.4 (MADRS). )
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BEST POSSIBLE COPY

§TUDY 208-U8
IQCE
MEAN CHANGE FROM BASELIRE
Effexor AR Effsxor IR PLRCEBS Effexor YR Vs Placebo
WEEE | HEAN B HEAE ¥ HERN piffersnce P-value
1 92 -§.82 87 -§.32 99 w37 ;0.45 8.32
2 92 -7.34 8% =7.53 8§ -5.61 =3.73 0.02 =
3 92 -$.26 87 -8.87 22 =F.7& =1.5¢ 0.05 =
4 22 -11075- 8% -10.6€3 8% -8.6% -2.868 <3.001 ¢
1 é 82 -13.10 8% «=11.72 93 =§. 1% =3.93 <0.001 *
8 %2 =13.59 8% =11.82 98 ~9.30 =§.29 <0.001 =
12 82 -15.00 87 ~12.38 9% -9.62 =5 .98 <0.001

* Indicates statistical significasnce at the 0.0% level for AHOVAE.

QRSERVED
KEAN CHAMGE FROM BASELIWE
Effexor %R Effexor IR PLACEBG ESfexor XR Vi Blacebo

WREK " HEAN ® MEAN ] MERN biffezencs P-value

b 82 ~§ .82 86 -4.37 89 -¢.37 R 1 8.32

2 .11 =T.37 80 -7.83 8% -~5.89% -1.38 G.08
3 él -9, 68 7€ =5.7% 86 ~8.42 =3.26 0.11 i
4 T8 =lg.46 71 1-11.09 75 =G, &7 =2. 78 $.00} *
é €1 «34.2% 88 -13.6% 63 -~9.8% =§.38 <G.00% *
- e é2 -14.58 $3 =13.53 §7 -ig.18 =4 ,80 <G.001 *
12 32" =-16.85 42 -14.64 44 -11.43 -5.4¢  <0.0031 *

* Indicates statistical significance at the 0.05 level for ABOVA.
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BEST POSSIBLE C0~

LCE
MEAN CHANGE FROM BASELINE
Effexor KR Bffexozr IR . PLACERO EBffexor XR ¥3 Rlacebo

WEEK . | ] MERN ¥ HERN ¥ MERN pifference P-value

1 g2 «0.72 87 ~0.61 9 -0.41 -G, 31 8.02 *

2 92  <0.97 87 -0.9% $9 -0.58 ~0.39 0.01 *

3 82 «} .35 87  -1.2¢ 29 -0.90 ~0.45 0.00% ¢

] 92 «1.61 . 87 =1.41 89 -0.92 =G .68 <8.001 *

6 . 92 =3.77 87 -1.61 8% -0.96 0,81 <6.001 *©

8 92 -3.70 87 -1.52 88 -0.99 -0, 13 <0.0601 ®
12 92 -1.95 87 -1.66 88 ~0.91 «1.04 <6.001 *

* Indicates statisticel significance at the 0.05 level for ABOVA.

- GRSERVEDR
MEAN CHANGE FROM BASELINE
Effexor AR Effexor IR PLACEBG BEffexox ¥R Vs Placeho

WEEK ] RN ® HEAK B HERR Difference P-value

1 92 -0.72 86 -0.62 99  -0.41 -0.31  0.02 *

2 86 -0.95 80 -1.08 8 -0.62 “6.33  0.06

3 81 -1.42 76 -1.32 &6 -0.98 -0.4¢  0.03 *

e M -1.69 71 -1.52 15 -1.03 -0.66  <0.00%

6 61 -2.00 88 -1.88 63 -1.00 <106 <0.001 *

8 62 -1.84 §3  -1.78  §7 -1.08 -0.78  <0.001 *

12 s2  -2.21 €@ -1.98 &4 -1.30 -8.81  <6.001 *

¢ Indicates atatistical significance 2t the 0.05 level for ANOVAE.
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- BEST POSSIBLE CGr: -

MEAN CHANGE FROM BASELINE

Effexor XR Effexor IR PLACEBO Effexor ¥R Vs Blicebs

WEEK - W MERN L HERN N MERN Difference P-value

1 92 =0.39 a7 =0.298 58 -0.36 -0.03 g.72

2 92 =£.74 87 «0.67 8% <-0.%4¢ =0.20 8.07

3 92 «1.0% 87 -0.8% 9 =0, 77 =0.32 0.03 *

4 92 -1.47 87 -1.16 99 =-0.9% =0.48 ©.001 *

é g2 =1.63 ar =1.43 98 -—1;09 =0.54 <g.001 ¢

8 92 -1.84 87 -1.45 98 =1.11 =0.73 <§.001 *

12 92 -2.12 87 -~1.4% 99 =1.04 -1.08 <0.001 *

* Indicates lntia‘tical significance at the (.05 level for ABOVA.

SREERYED
MEAN CHANGE FROM BASELINE
Effexcr XR Effexor IR PLACEBD, Biiexox XB V5 Placebo

WEEK B MEAN ] MERM B HERE Difference P-value
1 52 -0.38 86 -0.29 99 -0.36 -0.03 0.72
2 86  -0.74 B0 -0.70 8% -0.57 -0.17 0.07
3 81  -1.15 76  -0.97 86 -0.81 -0.34 .03 ¢
¢ 1 158 71 -1.n 98  ~1.05  ~0.§3 0.001 *
6 61 -1.80 58 -1.72 6 -1.21 -0.59  <0.001 *
e 62  ~2.02 83 <1.75 $7  -1.21 ° -0.81  <0.001 *
12 $2  =2.27 2 -1.81 40 -1.3¢  -0.83  <0.001 *

* Indicates statistical significance 2t the 0¢.05 level for ANOVA.
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- BEST POSSIBLE COPY -

MOMIGOMERY/ASBERG SCALE - TOTAL SCORE
L0CK
NEAS CHANGE FROM BASELINE
Effexor %R Effexor IR PLACERS Effexar XB Vs Placebo

WEEX © ¥ HIEAN N MERN ¥ HERN Diffsrence P-value

1 92 -4.29 87  -4.82 88 -3.92 -0.37  0.59

2 92 -6.50 87  -7.26 88 -5.17 -1.33  0.17

3 92 -9.34 87  -9.66 89  -6.97 -2.37  0.02 *

‘ 92 ~12.42 87 -11.21 98 -8.12 -4.30  <0.001 *

6 92 -14.18 87 -13.16 95 -8.89 -5.26  <0.001 *

8 92 ~l4.49 87 -12.98 99  -8.85 -5.66  <0.001 *
12 52 -18.92 87 ~13.48 9 -8.44 ~7.48  <0.001 *

* Indicates statistical significence at the 0.05 level for ANOVA.

SASERVED
HMEAN CHAMGE FROM BASELINE .
Effexcr XR Effexcr IR PLACERO Effaxor XR VY3 Pliagebo

WEEE ® MEAN B MEAN L MERR Difference P-value

1 92 ~4.29 86 -4.87 9 -3.92 -0.3% 0.%9

2 86 -§.53 80 -7.66 8% -5.40 =3.33 0.32

3 81 -$.80 76 -10.62 86 -7.48 -2.32 8.63 *

4 78 -13.35 71 -12.28 1S -8.77 =4 .58 <¢.001 *

€ 61 ~-15.38 56 -15.28 61 -3.76 «§.62 <0.001 *°

8 62 «16.16 §3 -15.32 §7 -%.81 =§.%§ <0.001 ®
12 82 -17.42 42 -16.17 44 -1i.86 =556 <0.001 ¢

¢ Indicatez statistical significance at the 0.05 level for ANOVE.

- We see, from the above sponsor's results, that Study 208-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
sponscr’s supplemental analyses based on ANCOVA on ranks provided
similar evidence.

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 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

e & @

The Mean Daily Dose for the Effexor AR 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. 1.113]

Mean HAM-D Total scores for subgroups of patients dropping out at
different times are in Figures 1.3.5 to 1.3.7. Among the patients
dropping out just after Week 8, venlafaxine (XR and IR} 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 the OC analyses after Week 8. Except
for this subgroup (for placebo, these 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 é showed
trends somewhat opposite tc those mentioned above. Consequently,
the OC 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-D total score, to compare the
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FIGURE 0.2.7
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TAHLE 1.1.2

208-U8
NUMBER (%) OF PATIENTS WHO WITHDREW
BY PRIMARY REASON
Piscebo Vealafaxine ER Vendafaxine IR

Resson {n = 100) (a=9T {n = 96) p-value"
Any Reason 4t (41) 28 (29} 38 (40
Adverse Reaction . 2 2 1R 12613 (.018
Failed co retum i6 (16) 8% (9 i4(1%5)
Patieat/Subject Request I b (1} 3G
Ussatisfactory Response/Efficacy 12 (12} 2 & N O)) 0.0t
Protocol Violation 2 @& P4 2 &
Other Medical Event 2 1 INY! 2
Other non-medical event 4 & 2 {2} (1

&

Fiaher's Exace Test was used ia the comparison betwous treatment groupe.

14
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HAM -~ D Total (Adjustad Means)

FIGURE 1.3.3
HAM-D TOTAL VS TIME ON THERAPY
LOCF ANALYSIS
STUDY 208
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FIGURE 1.3.4

HAM-D TOTAL VS TIME ON THERAPY
OBSERVED CASES ANALYSIS
STUDY 208
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FIGURE 1.3.5
Mesn HAM-D Total Score
Protocol 208
Therspy: Placebo
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CG1 — Beverlty (Adjustad Means)

FIGURE 1.5.3

CGI-SEVERITY SCORES VS TIME ON THERAPY
' LOCF ANALYSIS
STUDY 208
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FIGURE 1.5.4.

CGI-SEVERITY SCORES VS TIME ON THERAPY
OBSERVED CASES ANALYSIS
STUDY 208
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MADRS Total (Adjusted Means)

FIGURE 1.6.4

MADRS TOTAL VS TIME ON THERAPY
OBSERVED CASES ANALYSIS
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7.2.1.2 Study 209

Investigators/Locations

Principal investigators and study sites are listed in Appendix
7.2.1.2.

Shiectives

The study objective was to compare the antidepressant efficacy
and safety of venlafaxine ER with placebo.

Population

A total of 204 outpatients with DSM-IV major depression were
enrolled. Other inclusion criteria were:

e minimum age of 18 years.

e symptoms of depression for at least one month.

¢ minimum prestudy 21-item HAM-D total score of 20, with no
greater than a 20% decrease between screening and study day ~1.

Relevant exclusion criteria included the following:

¢ previcus venlafaxine treatment.

¢ history or presence of any psychotic disorder not related to
depression, bipolar disorder, or mental disorder due to a medical
condition. '

e use of any investigational drug, antipsychotic drug, or ECT
within 30 days; fluoxetine within 21 days; MAOI within 14 days;
or any antidepressant, anxiolytic, sedative-~hypnotic, or other
psychotropic agent within 7 days (except chloral hydrate).

e use of any non-psychopharmacologic drug with psychotropic
effects within 7 days of the study unless a stable dose had been
maintained for the past month.

¢ drug or alcohol dependence within 1 year.

Also, the initiation or change in intensity of formal
psychotherapy was prohibited during the study.

Desian

This was & randomized, double-blind, placebo-controlled, parallel
group study conducted at 12 U.5. sites. Depressed patients with
a HAM=-D total score 220 underwent a single-blind placebo run-in
for 713 days, during which they were evaluated for study
eligibility. On study day -1, baseline safety and efficacy
assessments were completed and patients who continued to meet
selection criteria were randomized to begin either venlafaxine
or placebo on day 1. . :

Double~blind treatment was continued for 8 weeks, followed by
Page 23 NDA 20,699




medication tapering for up to 2 weeks. Study visits occurred on
days 7, 314, 21, 28, 42, and $6; the HAM-D, MADRS, and CGI were
administered at each viseit. Also, an Investigator's and
Patient's Subjective Rating was done on days 14, 21, and 56, and
& Quality of Life Quastionnaire was done on day 56.

A flexible dosing regimen was employed as shown below.

Period @ Yenlafaxine ER Dose
Days 1-14 75ng

Days 15-28 75 or 150mg

Days 29-=56 78 or 150 or 225mg
Tapsr Wk 1 0 or 75 or 150mg
Taper Wk 2 0 oxr 75nmg.

Patients were instructed to take the study medication once daily
in the morning. Doses were increased if clinically indicated to
improve response. The dose could be reduced at any time to
improve tolerance, with a minimum dose of 75mg after day 7.

Analvsis

The efficacy intent-to-treat (ITT) population included all
aenrclled patients who had at least a baseline measure on at least
one efficacy parameter, took at least one dose of study
medication, and had at least cne evaluation on at least one
efficacy measure either during treatment or within 3 days after
the last dose. A total of 191 patients comprised the efficacy
ITT.

The efficacy analysis discussed below is based on an overall F-
test, comparing the venlafaxine ER group with the placebo group,
with respect to the raw mean change from baseline at each visit
for four key efficacy variables: HAM-D and MADRS total scores,
HAM-D depressed mood item, and CGI-severity score. Analysis wvas
performed on both observed cases (OC)} and last-observation-
carried-forward (LOCF) datasets. Statistical significance was
d;fincd at the a= 0.05 level and all hypothesis testing was 2~
sided.

Additionally, since the assumption of normality for the HAM-D
depressed mood item and CGI-severity was not met, the sponsor
provided the results of a non-parametric ANCOVA for all key
variables at each vieit for both the LOCF and OC datasets.

Bageline Damographics

Baseline demographic data is displayed in Appendix 7.2.1.2.
There were no statistically significant differences between
groups at baseline with respect to age, sex, or race (p= 0.26,
0.50, and 0.68, respectively).
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Baseline Severitv of Illness

The difference in baseline HAM-D scores between groups approached
statistical significance: mean score for venlafaxine ER= 24.53
and for placebo= 23.63, p= 0.07. However, the difference in
baseline MADRS scores was not significant: venlafaxine ER mean=
27.99 and placebo mean= 27.75, p= 0.78.

Mean CGI-severity scores at baseline were roughly comparable;
most patients in each group were rated as *mild® (64% of
venlafaxine ER vs. 74% of placebo patients).

The roiationship between baseline scores and outcoms will be
explored by the statistical reviewer.

Patient Dispogition

Of the 204 patients enrclled, 197 vere randomized and 191
comprised the efficacy ITT, of which S1 were randomized to
venlafaxine ER and 100 to placebo. .The number of completers
(i.e. patients with observed data for at least one of the four
key efficacy variables), also expressed as & percentage of the
efficacy ITT, at each visit is displayed in Appendix 7.2.1.2.

Of the ITT, 66% (60/91) of the venlafaxine ER and 51i%& (51/100) of
the placebo patients completed 8 weeks of double-blind treatment:
as expected, the most frequent reascn for dropout among
venlafaxine ER patients wasz an adverse event (11% of the patients
in the safety ITT)} and the most freguent reason in the placebo
group was lack of adeguate response (22% of the safety ITT).

Three patients (2 venlafaxine ER and 1 placebo} dropped out for
protocol violations:

¢ venlafaxine ER patient 20905-031 - discontinued study
medication.

e venlafaxine ER patient 20910-007 - drug screen positive for
drugs of exclusion.

e placebo patient 20906-014 - noncompliant with daily use of
study medication.

The visit at which at least 70% of the patients in both groups
vere still in-study and had observed efficacy data was week 4,
with 86% of the venlafaxine ER and 80% of the placebo patients
remaining at that timepoint. :

DRosing Information

The mean daily dose for all venlafaxine ER patients at each visit
is displayed in Appendix 7.2.1.2. The mean dose appears to have
reached a platesu at slightly over 170 mg/day during the last
half of the study. .
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Soncomitant Medications

Concomitant medication use was very common but generally similar
between groups with respect to the proportion of patients taking
given classes of agents. The most commonly used medications were
analgesics/antipyretics (56% of both groups) and anti-
inflanmatory/non-steroidal antirheumatic agents (33% of
venlafaxine ER and 43% of placebo patients).

It is notable that 3 venlafaxine ER and 3 placebo patients
received an antidepressant drug during the study. Of the 3
venlafaxine ER patients, 2 (20901-027 and 20502-002) dropped ecut
on days 35 and 28, respectively, due to inadequate therapeutic
response; they were prescribed the antidepressants (venlafaxine
IR and sertraline, respectively) during the taper periocds. The
third patient (20901-020} completed the study but was started on
venlafaxine IR during the taper period. Similarly, the 3 placebo
patients dropped ocut due to lack of efficacy and toock
antidepressant medication during the taper pericd. Given that
ncne of these 3 patients took an antidepressant during the
critical 8 week period for evaluating efficacy, this use should
not affect the efficacy results of the study.

Efficacy Results

This review focused on the raw change from baseline for the four
key efficacy variables: the HAM-D total score, HAM-D depressed
mood item (item #1), MADRS total score, and CGI-severity score.
Efficacy analysis results are displayed for the OC and LOCF
datasets in Appendix 7.2.1.2.

The LOCF analyses demonstrate consistent and statistically
significant superiority of venlafaxine ER over placeboc for all 4
variables at the end of weeks 4, 6, and 8; this difference was
highly significant at the end of week 8 (p <0.001}.

For the OC analyses, findings were not consistent over these
vigsits. Differences were significant at the end of week 4,
except for the MADRS total score which was in the trend range
{(p=0.08). This was followed, at the end of week 6, by a sizable
decreasae in both sample sizes, continued overall improvement in
beth groups, and lose of statistical significance despite
numerical superiority of drug over placebo. Then at the end of
week 8, there was further attrition in both groups but more so in
the placebo group; venlafaxine ER patients showed further overall
improvement while the placebo patients did not improve, restoring
statistical superiority to the drug.

The results of the non-parametric, rank-based comparisons of
venlafaxine ER and placebo similarly support the efficacy of :
venlafaxine ER; as with the parametric analyses, the OC results
were not as consistent over time as the LOCF results. These data
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are displayed in vol. 1.75, padges 25-46.

The sponsor assessed for a treatment-by-center interaction acrose
all study centers at each visit for all four key variables (both
OC and LOCF datasets): there was no evidence of a consistent
treatment-by-center interaction.

The sponsor also conducted & responder analysis, response being
defined as a decrease of 250% from baseline in HAM-D total or
MADRS total score or a CGI-improvement score of 1 (very much
improved) or 2 (much improved). The proportions of efficacy ITT
patients meeting response criteria vere determined at each visit
for both the LOCF and OC datasets. Statistical testing was done
using the Figher's exact test. Statistically significant
differences are summarized below.

¥Yen ER Blacebo p-value
HAM=-D total (IOCF)
. Week 6 49% 34% 0.04

Week 8 58% 29% <0.001
HAM-D total (OC)

Week 8 73% 45% 0.003
MADRS total (LOCF)

Week 8 48% 28% 0.005
MADRS total (OC) .

Week 8 63% 43% 0.04
CeI-improvement (LOCF]

Week 6 58% 42% 0.03

Week 8 60% 37% 0.001
CGI-improvement (OC)

Week 8 73% §5% 0.05
Sonclusions

The LOCF analysis provides strong evidence of antidepressant
efficacy from Week 4 onward. The OC analysis, while not as
strong probably as a result of both attrition and placebo
response, alsgo is considered to support the LOCF results.
Pinally, the responder analysis shows clear differences between
drug and placebo at the end of weeks 6 and 8. Overall, this
study provides solid evidence of antidepressant efficacy for
venlafaxine ER.
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) APPENDIX 7.2.1.2

STUDY 209: PRINCIPAL INVESTIGATORS
Investigator (8ite #) Location .

John Carman, MD (20901)

Carnan Research
Atlan GA

 Lorna Charles, MD (20802)

Southern New Jersey Medical
Institute
Stratford, NJ

Cal Cohn, MD (20903)

The Cohn Research Center
Houston, TX

James Farrell, DO (20904)

Midvest Pharmaceutical Research,
Inc. .

.8t. Petars, MO

Maurizio Fava, MD (20905)

Massachusetts General Hospital
Boston, MA -

John Feighner, MD (20906)

Feighner Research Institute
Poway, CA

Alan Peiger, MD (20907)

Feiger PsychMed Center
Wheat Ridge, CO

James Perguson, MD (20508)

Pharmacology Research Corporation
Salt Lake City, UT

Kimberly Yonkers, MD (20509)

‘The University of Texas

Southwestern Medical Center
Dallas, TX

Susanna Goldstein, MD (20910}

Center for Psychobiology
New York, NV

Michsel Thase, MD (20911)

University of Pittsburgh
Pittsburgh, PA

Richard Weisler, MD (20912)

Holly Hill Hospital
Raleigh, NC
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APPENDIX 7.2.1.2

33(36%)

COMPLETERS OVER TIME
Completers [N(%)]

78(86)
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APPENDIX 7.2.1.2

~3.87

91

=6.51

22

-7 o.‘

"303‘

100

-4.81

100 | -6.34

200 | -6.45

2-sided p-valuss for peirwise comparisoms

0.76

0.07

0.16

OBSERVED CASES ANALYSIS

s
0.008

-3.96

82

-6.82

a2

-8 11

78 )} -9.62

-3.37

93

-‘.’.

80 | ~7.23

2~8ided p-values for paizwise comparisons

0.72

0.04
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Group

x'mnt

APPENDIX 7.2.1.2

Week 1

.1

~0.60

91

-0.80

91

=1.01

91

«1.1%

=-0.40

100

~0.56

100

-0.70

100

=0.74

2-sided p-values for pairwiss comparisons.

0.09

0.005 _

VEN XR 91 2.79 a9 } ~0.62) 82 | ~0.79] @2 | ~1.05) 76 | ~1.19] 65 | -1.38] 60 } -1.682
PLAC 00 | 279 ] 99 | -0.40] 93 | ~0.55] 88 | -0.77] 80 | -0.86] 62 | -1.05] 51 | -1.12
2-fided p-values for pairwise comparisons
N/R 0.08 0.11 | 0.09 0.05 0.005
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APPENDIX 7.2.1.2

LAST OBSERVATION ‘FORMARD ANMALYSIS
-0.31F 100] -0.44] 100} -0.64] 100 -0.7%

2-sided p~values for pairwise comparisons
0.56 ) 0.03 0.03 0.004

OBSERVED CASES ANALYSIS

-0.29] 82| -0.76| 812 | -2.00] 77 | -2.25
-0.31| 93 | -0.46| o8 | -0.69| s0 | -0.88
2~8ided p-values for pairwise comparisons

.58 0.03 0.10 0.02
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treatment differences between the two groups over time (pages 25 to
32 of Vol.1.116). The sponsor concluded, “... confirm significant
advantages of both Venlafaxine-XR and Venlafaxine-IR aver the
placebo treated patients as shown irn Table §.“

The sponsor stated (p 202, vol. 1.1}, ™... the results of a study
that directly compared venlafaxine XR and venlafaxine IR (study
600B-208~US) in which venlafaxine XR was significantly more
effective than venlafaxine IR for all primary efficacy parameters at
week 12.7

2. Study 6005-208-U3

The Table of some Design and Enroclled Patients Aspects 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 wvol. 1.123. 1In 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 criticisms under the
"Reviewer's Commentsa®.

¢A. Qbjective

This study was conducted to compare the antidepressant efficacy and
safety of venlafaxine ER with those of placebo. :

' 2B. Disposition 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 Continuing Over Time involves only those
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 percentagés of patients completing the study were 60% and 73%




il

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%.

The placebo group differed statistically significantly from the
Effexcor ER group with respect to (wrt) Unsatisfactory
Response/Efficacy (especially, during Weeks 8-10: 6 for placebo and
i for Effexo: XR} .

“Adverse Event® occurred more {1 from placebo and § from Effexor XR)
during Week 1 compared with any other week (maximum of 3).

2C.Raseline WWW

The sponsor stated, “There were no statistically significant
differences 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 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 €4% (Effexor XR).

2D. Efficacy Results (Sponsor's Analyses)

Following are the (Raw) Mean Changes From Baseline for the treatment
groups, and the (venlafaxine ER or XR vs placebo} mean differences
and p-values. The Tables and Graphs for adjusted Mean Changes From
Baseline are attached as Tables 2.3.1 and 2.3.2 (HAM-D Total), 2.4.1
and 2.4.2 (HAM-D Depressed Mood Item), 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 (HAMD-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] .




BEST POSSIBLE COPY

HEAN CHANGE FROM BRSELINE

Effaxor XR

WEER ¥ HERE
i 21 -3.87

2 T8l -&. 51

3 81 =7.86

4 81 «9.22

] 91 -10.852

8 91 -11.66

Differsnce P-value

STUDY 209-us
GE
PLACEBG
L] HEAN
106 -3%.34 -0.53
10¢ =4.81 =1.78
10¢ -6.34 ~1.82
100 -6.48 =g T
e 7.7 =2, 81
10¢ -€.78 -4 .68

* Indicates statistical significance at the 0.0%5 levael for ANOVA.

Effaxce AR

XX W HEAN
t 88  -3.96

2 82  -6.82

3 82 -8.11
€~ 18 -s.62

6 6 -11.78

) 6 -1¢.38

KEMS CHANGE FROM BASELINE

PLACEBO
MEAK Difference P-value

[ |
$9
83
88
80
€2
$1

-3.37
-4.98
«§.68
~%.23
=3.94
=§.28

-3.59°
~1.8€
-1.(3s
-2.39
=%.84

-§.13

* indicates statistical significance at the 0.05 level for ANOVA.

8.76
g.07
0.16
g.008 *
é.02 *
<0.001 *

6.%2
8.0¢ ¢
G.30
¢.03 ¢
8.1%

< 0.001 ¢
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BEST POSSIBLE CO=.

13

LOGE

MEAM CHANGE FROM BASELINE

Effexor XB PLACERO
WEEK - W MERN L] MEAN Diffezrence P-~value
1 91 -0.60 100 ~0.40 -6.20  0.09
2 91 -0.80 100 -0.56 -0.2¢  0.08
3 81 -1.01 100 -0.70 -0.31  0.02 ¢
P $1  -1,18 1000 -0.74 -6.41  0.005 ¢
6 91 ~-1.31 100 -0.82 -0.45  0.002 °
8 $1  -1.47 100. -0.71 -0.76  <0.001 ¢

¢ Indicates statistical significance at the 0.05 level for AWOVA.

HERN CHANGE FROM BASELIME

gffexcr XK PLACERO
WEEEK ¥ MEAM " HERY bDifference P-value
i 89  -g.62 ' 99 -0.40 -6.22 0.08
2 gz  -0.79 93 -0.55 -0.26 8.1
3 82  -1.08 88  ~0.