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NDA_#: 20-699/ Drug Class 3S
Applicant: Wyeth-Ayerst Laboratories, Inc.

Name of the Drug: Effexor XR® (venlafaxine hydrochloride)
Extended Release Capsules

Indication: Treatment of Depression

Documents Reviewed: Volumes 1.1, 1.110 to 1.112, 1.112A to
1.112Y, 1.113 to 1.135, amendments dated 8-
14-96, 9-6-96, 9-18-96, 10-17-96, 11-12-96,
12-20-96, 1-6-97

Clinical Reviewer: 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 0600B-209-US
3. Study 0600B-367-EU
III. Overall Reviewer's Comments
IV. Overall Conclusion

I. Background/Introduction

The immediate-release (IR)dosage form of venlafaxine, Effexor, is
already approved (NDA No.20-151) for the treatment of depression.
It has also been registered in over 30 countries with approvals
pending in approximately countries.

ey



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-US and 209-US provide the
primary evidence of safety and efficacy. The third phase III
study, 367-EU is supportive. Summary information of these three
studies is attached as Tables 0.1.1 to o.1.3!.

Study 208-US was 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 U.S.A. of 75-225 mg venlafaxine XR and placebo in
outpatients (204 enrolled and 191 ITT patients) with major
depression.

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

II. Clinical Studies

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, sometimes, the p-values are
the same as those in the Tables providing adjusted means and,
sometimes, they are not. When same, they are from 2-way ANOVA
mentioned in the protocol. When not same, the p-values for the
Raw Means were calculated by the l-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) analyses

! In the Table (or Appendix or Figure; no separate numbering systems have been created for these)
number i.j.k, i stands for the serial number of the study in the list of studies above (except that 0 indicates overall or
"common to all"), j stands for the Section or Group number for the tables in a particular study, and k stands for the
Table number in that Section.
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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-U§

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. 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 Comments".

1A. Objective

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.

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. 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), 63% (Effexor
XR), 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
Illness), and 1.6.3 and 1.6.4 (MADRS).
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BEST POSSIBLE COPY

Effexor XR
N MEAN
92 -4.82
92 -7.34
92 ~9.26
92 -11.75
92 -13.10
92 -13.59
92 -15.00

Effexor XR
N MEAN
92 -4.82
86 -7.37
61 -9.68
78 -12.46
61 -14.25
62 -14.98
52° -16.85

STUDY 208-US
LOCE
MEAN CHANGE FROM BASELINE
Effexor IR PLACEBO
N MEAN N MEAN
87  -4.32 99 -4.37
87 -7.53 99 -5.61
87 -8.87 99  -7.72
87 -10.63 99 -8.89
87 -11.72 99 -9.17
87 -11.62 99 -9.30
87 -12.25 99 -9.02
for ANOVA.
QBSERVED
MEAN CHANGE FROM BASELINE
Effexor IR PLACEBO
N MEAN N MEAN
86 -4.37 99 -4.37
80 -7.93 89 -5.99
76 -9.79 86 -8.42
7 '-11.39 75  -9.67
58 -13.69 63 -9.89
53 -13.53 57 -10.18
42 -14.64 44 -11.41
ANOVA.

Effexor XR Vs Placebo
Difference P-value

;0.45 0.32

-1.73 0.02 *

-1.54 0.05 *

-2.86 <0.001 *

-3.93 <0.001 *

-4.29 <0.001 *

-5.98 <0.001 *

Effexor XR Vs Placebo

-0.45
-1.38
-1.26
-2.79
~4.36
-4.80

-5.44

Difference P-value

0.32
0.08
0.11 ]
0.001 *
<0.001 *
<0.001 *

<0.001 *
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WEEK

w N

8
12

* Indicates statistical

8
12

* Indicates statistical

MEAN CHANGE FROM BASELINE

Effexor XR
N MEAN
92  -0.72
92  -0.97
92  -1.35
92  -1.61
92  -1.77
92  -1.70
92  -1.95

significance at the 0.05 level

MEAN CHANGE FROM BASELINE

Effexor XR

N MEAN
92 -0.72
86 -0.95
81 -1.42
78 -1.69
61 -2.00
62 -1.84
52 -2.21

Effexor IR
N MEAN
87 -0.61
87  -0.99
87 -1.24
87 -1.41
87 -1.61
87 -1.52
87 -1.66

Effexor IR
N MEAN
86 -0.62
80 -1.05
76 © -1.32
71 -1.52
58 -1.88
83 -1.75
42 -1.98

LOCE

PLACEBO
N MEAN
99 -0.41
99 -0.58
99 -0.90
99 -0.92
99 -0.96
99 -0.99
99 -0.91
for ANOVA.
QRSERVED
PLACEBO

N MEAN
99 -0.41
89 -0.62
86 -0.98
75 -1.03
63 -1.00
57 ~1.08
44 -1.30

significance at the 0.05 level for ANOVA.

BEST POSSIBLE €7~ -

Effexor XR Vs Placeho
Difference P-value

-0.31 0.02 *

-0.39 0.01 *

-0.45 0.005 *

~-0.69 <0.001 *

-0.81 <0.001 *

-0.71 <0.001 *

-1.04 <0.001 *

Effexor XR Vs Placebo

~0.31
-0.33
-0.44
-0.66
-1.00
-0.79
-0.91

Difference P-value

0.02 *
0.06
0.03 ~
<0.001 *
<0.001 *
<0.001 *

<0.001 *



- BEST POSSIBLE CGr: -

LOCE

MEAN CHANGE FROM BASELINE

Effexor XR Effexor IR PLACEBO Effexor XR Vs Placebo

WEEK - N MEAN N MEAN N MEAN Difference P-value
1 92 -0.39 87 -0.29 99 -0.36 -0.03 0.72
2 92 -0.74 87 -0.67 99 -0.54 -0.20 0.07

3 92 -1.09 87 -0.89 99 -0.77 -0.32 0.03 *

4 92 ~-1.47 87 -1.16 99 -0.99 -0.48 0.001 *

6 92 -1.63 87 -1.43 99 -1.09 -0.54 <0.001 *

8 92 -1.84 87 -1.45 9% -1.11 -0.73 <0.001 *

12 92 -2.12 87 -1.49 99 -1.04 -1.08 <0.001 *

* Indicates statistical significance at the 0.05 level for ANOVA.

szmmh

MEAN CHANGE FROM BASELINE
Effexor XR Effexor IR PLACEBO, Effexor XR Vs Placebo

WEEK N MEAN N MEAN N MEAN Difference P-value

1 92 -0.39 86 -0.29 99 -0.36 -0.03 0.72

2 86 -0.74 80 -0.70 89 -0.57 -0.17 0.07

3 81 -1.15 76 -0.97 86 -0.81 -0.34 0.03 *

4 78 -1.58 71 -1.3 75  -1.05 -0.53 0.001 *

6 61 -1.80 58 -1.72 63 -1.21 -0.59 <0.001 *

"8 62 -2.02 §3 -1.75 57 -1.21 © -0.81 <0.001 *

12 52 -2.27 42 -1.81 a4 -1.34 ‘ -0.93 <0.001 *

* Indicates statistical significance at the 0.05 level for ANOVA.



- BEST POSSIBLE Copy -

MONTGOMERY /ASBERG SCALE - TOTAL SCORE
LOCE
MEAN CHANGE FROM BASELINE
Effexor XR Effexor IR PLACEBO Effexor XR Vs Placebo
WEEK © N MEAN N MEAN N MEAN Difference P-value
1 92 -4.29 87 -4.82 99 -3.92 -0.37 0.59
2 .92 -6.50 87 -7.26 99 -5.17 -1.33 0.17
3 92 -9.34 87 -9.66 99 -6.97 -2.37 0.02 *
4 92 -12.42 87 -11.21 99 -8.12 -4.30 <0.001 *
6 92 -14.15 87 -13.10 99 -8.89 -5.26 <0.001 *
8 92 -14.49 87 -12.98 99 -8.85 -5.64 <0.001 *
12 92 -15.92 87 -13.48 99 -8.44 -7.48 <0.001 *

* Indicates statistical significance at the 0.05 level for ANOVA.

QBSERVED
MEAN CHANGE FROM BASELINE
Effexor XR Effexor IR PLACEBO Effexor XR Vs Placebo

WEEK N MEAN N MEAN N MEAN Difference P-value

1 92 -4.29 86 -4.87 99 -3.92 -0.37 0.59

2 86 -6.53 80 -7.66 89 -5.40 -1.13 0.32

3 81 -9.80 76 -10.61 86 -7.48 -2.32 0.03 *

4 78 ~13.35 71 -12.28 7% -8.77 -4.58 <0.001 *

6 61 -15.38 58 -15.28 63 -9.76 -5.62 <0.001 *

8 62 -16.16 53 -15.32 57 -9.61 ~-6.55 <0.001 *

12 §2 ~17.42 42 -16.17 44 -11.86 -5.56 <0.001 *

* Indicates statistical significance at the 0.05 level for ANOVA.

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.



1E. mumnn_mm;mwm

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 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

” .

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. 1.113]

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, 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 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.).

. k)
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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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 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 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.”

2. Study 600B-209-US

The Table of some Design and Enrolled 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 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 criticisms under the
"Reviewer's Comments".

2A. QObjective

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

' 2B. Di iti £ patient

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 percentages of patients completing the study were 6i% and 73%
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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
Effexor ER group with respect to (wrt) Unsatisfactory
Response/Efficacy (especially, during Weeks 8-10: 6 for placebo and
1 for Effexor XR). :

“Adverse Event” occurred more (1 from placebo and 5 from Effexor XR)
during Week 1 compared with any other week (maximum of 3).

2C.Baseline Q9méaLahilitx_gﬁ_lzgaxmgnn_ﬁxguna

The spdnsor 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 64% (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 COFY

STUDY 209-US

MEAN CHANGE FROM BASELINE

Effexor XR

WEEK N MEAN
1 91 -3.87

2 91 -6.51

3 91 -7.86

4 91 -9.22

6 91 -10.52

8 91 -11.66

P
N
100
100
100
100
100
100

12

Difference P-value

LOCE
LACEBO
MEAN
-3.34 -0.53
-4.81 -1.70
-6.34 -1.52
-6.45 -2.77
-7.71 -2.81
-6.78 -4.88

* Indicates statistical significance at the 0.05 level for ANOVA.

Effexor XR

WEEK N MEAN
1 89 -3.96

2 82 -6.82l

3 82 -8.11

4 - 78 -9.62

6 65 -11.78

8 60 -14.38

MEAN CHANGE FROM BASELINE

QBSERVED

PLACEBO

N MEAN

89  -3.37 -0.59°
93 -4.98 -1.84
88 -6.68 -1.43‘
80 -7.23 -2.39
62 -9.94 -1.84
51 -9.25 -5.13

0.76
0.07
0.16
0.008 *
0.02 »
<0.001 ~»

Difference P-value

* Indicates statistical significance at the 0.05 level for ANOVA.

0.72
0.04 *
0.30
0.03 +
0.19

< 0.001 *
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BEST POSSIBLE CG: .

LOCE
MEAN CHANGE FROM BASELINE
Effexor XR PLACEBO

WEEK - N MEAN N MEAN
1 91 -0.60 100 -0.40 -0.20
2 .91 -0.80 100 -0.56 -0.24
3 91 -1.01 100 -0.70 -0.31
4 91 -1,15 1000 -0.74 -0.41
6 91 -1.31 100 -0.82 -0.49
B8 91 -1.47 100. -0.71 -0.76

* Indicates statistical

QBSERVED
MEAN CHANGE FROM BASELINE
Effexor XR PLACEBO
WEEK N MEAN N MEAN Difference
1 89 -0.62 ' 99  -0.40 -0.22
2 82 -0.79 93 -0.55 -0.24
3 82 -1.05 88 -0.77 -0.28
4 78 -1.19 80 -0.86 -0.33
6 65 -1.38 62 -1.05 -0.33
8 60 -1.82 51 -1.12 -0.70

* Indicates statistical significance at the 0.05

significance at the 0.05

level for ANOVA.

level for ANOVA.

i3

Difference P-value

0.09
0.08
0.02 ~
0.005 +

0.002 *

<0.001 *

P~value

0.08
0.11
0.09
0.05 *
0.10
0.005 *



LOCE

MEAN CHANGE FROM BASELINE

Effexor XR

WEEK N MEAN
1 91 ~-0.29

2 91 -0.74

3 . 91 -0.96
4' 91 -1.16

- 6 "9l -1.42
8 91 -1.53

* Indicates statistical

significance at the 0.05

PLACEBO
N MEAN

100 -0.31
100 -0.44
100 -0.64
100 -0.75
100 -0.93
100 -0.82

BEST POSSIBLE G-

Difference P-value

0.02
-0.30
-0.32
-0.41
-0.49
-0.71

level for ANOVA.

QRSERVED

MEAN CHANGE FROM BASELINE

Effexor XR

WEEK N MEAN
1 89 -0.29

2 B2 -0.76

3 82 -1.00

4 78 -1.25

6 65 -1.58

8 60 -1.92

* Indicates statistical

PLACEBO

N MEAN
99 -0.31
93 -0.46
88 -0.69
80 -0.88
62 -l1.23
51 -1.24

0.56
0.03 *
0.03 *
0.004 *
0.004 *
<0.001 *

Difference P-value

0.02
-0.30
-0.31
-0.37
-0.35
-0.68

significance at the 0.05 level for ANOVA.

0.58
0.03 *
0.10
0.02 *
0.17

0.01 *




MEAN CHANGE FROM BASELINE

Effexor XR

WEEK N MEAN
1 91 -4.10

2 . 91 -6.92

3 91 -8.22

4 91 -5.69

6 91 -11.75

8 91 -12.38

N

100
100
100
100
100
100

BEST POSSIBLE CC™

15

Difference P-value

LOCE

PLACEBO

MEAN

-4.38 0.28

-5.22  -1.70

-6.28  -1.94

-6.79  -2.90

-8.54¢  -3.21

-7.01  -5.37

* Indicates statistical significance at the 0.05 level for ANOVA.

MEAN CHANGE FROM BASELINE

Effexor XR

WEEK N MEAN
1 89 -4.19

2 82 -7.09

3 B2 -8.52

4 78 -10.35

6 65 -13.42

8 60 -16.02

P
N

99
93
88
80
62
51

QBSERVED
LACEBO
MEAN
-4.47 0.28
-5.39 -1.70
-6.53 -1.99
-7.1 -2.64
-11.32 -2.10
-10.14 ~5.88

0.64
0.14
0.10
0.02 *
0.02 *

<0.001 =*

Difference P-value

* Indicates statistical significance at the 0.05 level for ANOVA.

0.62
0.18
0.21
0.08
0.21
0.005 *

We see, from the above sponsor's results, that Study 209-US provides
overall reasonable statistical evidence in favor of venlafaxine XR
or ER, although the observed (0C) results are weaker.
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2E. Reviewer's Comments and Conclusions on Study 209-US

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 analyses provided by the sponsor (Vol. 125), there was
hardly any where at least the Week 8 result was not significant.

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 e e

The mean daily dose for the Effexor XR group was the highest at Week
7 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, 7 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 compare the
treatment differences between the two groups over time (pages 16 to
24 of Vol.1.125). The 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 analysis but not
quite correct for “Proc Mixed” (p-value = .117). However, the
totality of all ETRANK and longitudinal results are no worse than
other results discussed before. '

3. Study 600B-367-EU

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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Essential features of the study, including investigators, 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. 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 Comments".

3A. Objective

1) To compare the efficacy and safety of two fixed doses of
venlafaxine XR (75 and 150 mg) versus placebo in depressed
outpatients after 8 weeks of treatment.

2) To compare the efficacy and safety of venlafaxine XR (75 and 150
mg) versus paroxetine, and the efficacy and safety of paroxetine
versus placebo in depressed outpatients after 8 weeks of treatment.

3B. Disposition of Patients

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
Percentage of Patients Continuing Over Time involves only those
patients for whom efficacy measures were accepted for analysis in
those weeks.

Six of the 329 patients who received randomly assigned study
medication did not satisfy the criteria 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 remaining one from the paroxetine 20 mg group.

The percentages of patients completing the study were 71%, 80%, 65%,
and 65% respectively for the placebo, Effexor XR 75 mg, Effexor XR
150 mg, and paroxetine groups. ‘

“Adverse Event” occurred the most in the Effexor XR 150 mg

group (12%) . “Unsatisfactory Response/Efficacy” occurred most in the
placebo (16%) and paroxetine(16%) groups (the most at Weeks 3-4 with
respect to Time). '



18

3C. Gender Composition of the Study Population

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

3D. Efficacy Results (Sponsor's Analyses)

The analyses of Raw Means (with pairwise comparison p-values) are
attached as Tables 3.3.1 and 3.3.2 (HAM-D Total), 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 (MADRS). The analyses of Adjusted
Means are attached as Tables 3.3.3 and 3.3.4 (HAMD-Total), (Detailed
HAM-D Depressed Mood Item analyses were not provided), 3.5.3 and
3.5.4 (CGI Improvement, CGI Severity of Illness not provided), and
3.6.3 and 3.6.4 (MADRS). 1In the Tables for RAW MEANS, the column
labeling under the -- P-VALUES -- were wrong. The correct order is
V75 MG V150 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.

3E. Reviewer’'s Comments and Conclusions on Study 367-EU

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

2. Sample size pér treatment arm 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 57% 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 36722) in which a 100%
response rate (in HAM-D) across all treatments was observed, in
contrast to a maximum of 75% in all other centers. These two
centers had enrolled 27 patients.

The primary efficacy variables were reanalyzed after excluding the
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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.

III. Qverall Raviewer's Comments

Study 208-US provided strong statistical evidence, Study 209-US
provided reasonable statistical evidence, and Study 367-EU provided
no statistical evidence but numerical superiority, in favor of the
efficacy of venlafaxine XR. The venlafaxine XR 150 mg dose performed
no better than 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 graphs
provide a reasonably acceptable picture about the efficacy of
venlafaxine XR, although Study 367 did not provide (adequately)
statistically significant evidence in its favor. Also, these graphs
provide some idea about the probable margins of error.

Cumulative distribution functions with respect to HAM-D Total, for
the three studies, are attached as Figures 0.2.4 to 0.2.6.

Regarding the separation of treatment groups, 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. This is consistent with all other results.

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

Placebo patients, 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. '

: i ) I E sol

The sponsor stated, “The potential significance of the treatment-by-
investigator interactions was also examined 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 prowided in
the NDA (vol. 1.116 p.11l; vol. 1.125 p.12; vol. 1.133 p.14). A few
significant p-values out of nearly 200 are negligible.
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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, unacceptability of the
evidence as positive is apparent. Final on-therapy Treatment by
center interaction p-value (.057) for HAM-D Total was nominally
significant but had to be neglected because of multiple comparisons.

Subgroup Analyses (Race, Gender, Age, Baseline HAM-D 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.”

Gender

These subgroup analyses were presented on pages 89, 134, and 135 of
Vol. 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-values were almost always significant (i.e., after
eliminating the effect of Gender).

Age

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 patients 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 27 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 venlafaxine XR and venlafaxine IR had significantly
greater improvement on all of the efficacy parameters at the final
evaluation than did the respective placebo-treated patients. For
venlafaxine XR or venlafaxine IR, 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.” '

Pati Hith 2 . { Anxi

In the Integrated Efficacy Summary, the sponsor seems to emphasize
relieving the symptoms of anxiety, and stated, “In 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,
or pre-identified subgroups (in the protocol). However, the sponsor
stated, “These subset analyses were planned before studies 600B-208
and -209 were completed or unblinded.” The rationale for these
analyses were the findings from previous studies.

PPEARS THIS WAY
A ON ORIGINAL
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IV. Overall Conclusion

Overall, there is reasonably acceptable statistical evidence in
favor of the efficacy of venlafaxine XR. The venlafaxine XR 150 mg
dose performed no better than the venlafaxine XR 75 mg dose. -

This reviewer is not sure if it would be worthy of investigation why

paroxetine did so poorly (Study 367-EU).
% Ci«.—e-v\.o |-—l6—°f?

Japobrata Choudhury, Ph.D.
Mathematical Statistician

Concur: Dr. Sahlroof:. 11"5 I,/:7_77_

Dr. Chi%
CC:

Archival NDA 20-699

HFD-120/Dr. Leber
HFD-120/Dr. Laughren
HFD-120/Dr. Dubitsky
HFD-120/Mr. Purvis
HFD-120/Mr. David
HFD-344/Dr. Lisook
HFD-710/Dr. Chi
HFD-710/Dr. Sahlroot
HFD-710/Dr. Choudhury
HFD-710/Chron -
J.Choudhury:x71518:DB I: 01/16/97

This review consists of 22 pages of text and 75 pages of Tables,
Figures, etc. ‘



(sanupuoo ajqe)

(Kep/Bw o)
O) poseanut 2q pnod
0P ‘DA 7 )
(c») M9870 UHY/ES dU-T6TE ol AspAug
TL- 61 ASINIE A k4 ‘osopaquealy Y|

(Aep/Biu 05t

' 0) paswaroul 5q pjnod
. ITOP ‘SAM T 1)) (sstap
(0r)  mesnoimyauvi dU-p6/10 w7 AepBu gy yms/eaTIsEALYS
e oL-8l d09/NLE AHLE ‘wopIAQIX3Y YJ /31quasary
nHor'1-6vi°t Mgy
eIt d4-16/90 /Apauua3josqit)
orumi UXAL ArRUaLYPUOLLEI]
T Wwreel oo o) ) aaneredwod pueyduiuun)
L] disz d-v6/10 ate ‘pajlonuos-ogawid fipwneg)
9i9ri o) MYSHURUYT  ids62 ol A R ‘dno18 payered ‘putjq-sjqnop S6/20 - ¥6/50 $9197
] §9-02 J6S/NTY M 10¢ o3 oMzl oqd ‘pozRucpuRI NN SN parpdue) SN-ROT-7009

NOLLVOIIQNI NOISSTYdAd - SAIGALS TYDINITI GITTOYLNOD-093DV'1d
RO (W) uduo N._._._ pUtdoRG ' uomemg ‘amoy o hua udisaq Apmg NS mq (sJoneSnsaaup)
slunsyemq afuwy Ypnpg mwpRs ONpErg  ‘housnbary‘asoq Apms doigams J3qumy poday
proday ) pv 2P0 Moy smng ~8aquny [030j014
UONNI0"]

669-0T VAN NI 43 ANIXVAVINTA 40 STIANLS TYIINITD 11V 40 FT4VL

T°T°0 THEVL

wuud 4181580d L5734




(sarunuoo ajqe])

(Kep/Bw g7

o1 fM W Z
13yJe hep/Bur og1 o) (131519
1AMV % J8-€6/Z1 1M T 17w paseasonl RS LASPIOD
el TELK/910ar6Y 3q pInod 350p) fs393u0 g juosnB1ag
IEINE 314 (on MOGHUEE pur  om g Awpuigy /ruydagading
168 1€zl 99-81 d09/NSE JLLY/OZOar6V P00p QNI MY feARYj[PIRL/UYOD)
oWy » d 161 pafjonuod-oqawid [STRYD/UEUIR D)
6LIELT @ MSGHI/GUVI M L6T dA-v6/10 ‘dnoxd-pajeaed ‘purjq-sjqnop S6/80 - ¥6/T1 852LT
v L 19Ty 90T orLe nmg  oqd ‘pozRUOpURI ‘BRI SN peRdwo) SN-60Z-4009

. (panupuo)) NOILVOIANI NOISSAYAAA - STIANLS TVIINI'T) GATIOUINOD-093IVId
1O (wwap) Lo 1 FUNdRA  uomem om0y s udisaq Apms s arq (sjomeBusaaup)
siopsrieeg o%uwy Yoy Aaps oNyg  ‘Aowsnborg‘woq Apmg doyg-ung Jaqumy poday
proday ® v 7950 maorg sung -1aquiny [od0jaig
TonRI0} .

669-07 VAN NI Y3 ANIXVAVINTA 40 STIANLS TYIINITO 1TV 40 ATV

Z°1°0 TTEVL

Ad09 1181550d 1534

Mmoo i S 5 55 8 e ORI e i 15y 5t s ot et Mk L s L e




(sammuos ajqe )

A ]
]

(Aqym

Auno g eusyop

fzouussy | nutjeay

fzzARYRouey

WON-+6/50 ARsnH NuIRosagy

UMy AAe PR ey

pue reandeyqepy s

dA-p6/L0 ®Im g KepBuw gz 1£2qnoBarybassyya

gd1e ‘asoppaxy  xyg mopdurysisoy sy

(3v) MBLAO 11T /SNURHARID-501)

SL¥T arvmLe dd-v6/10 A g “LepBu g /KLied-uoson

AHLE 50p ‘paxy  y3 Auopassinpnesan

(sy) alsgi /133410330054

vL-bT dESN6T ddb6/10 g SepBuigy /3318uainpuag

IET-szT1 AHLE ‘moppaxy  yg HassuagoeuBuneg
AT 45 18] (sv) MISN0T . : 11 fsseq R0
/avETT-0E1't  £2-81 486/NsT WOlN-Z6/Z1 (x1d 105) AN MuoRRI/s103dinog
14 d £2g Orme °qq Pajjonuos-ogacwd 4 Anojeuog)
URlapys 1081 (sp) MmTemdl 6T dd-v6/10 (43 50))  ‘dnosd-japresed ‘pung-aqnop 1S $6/80- ¥6/01 8LST
Fusy] 1261 dALS/N9T 4 e arLe PME  oq4 ‘Poziwopue ‘wdnngy  3g powjduioy n3-L9¢-4009

NOLLVDIGNI NOISSA¥43d - (104 1NOD FALLDY H1IM) SRIANLS TVOINITD GITIOUINOD 083DV
D (weapy) uiug N.r: ptId-a*a  wonmng ‘anoy Jnag . uBissq Lpmg S mq (ss0198n1s3au7)
Munsr g Bury ._...-tm ARpes "ON Yoreg ouanbaig asoq Apmg doig-ymg aaqumy poday
modsy () s3v 257P020 majjomy meg ~Jaqumy] j030j044
‘uonea0] : : .

669-0T VAN NI 4q ANIXVAVINGA JO SAIANLS TVIINITO 11V 40 319V.L ]

£°1°0 ITEvL

aaud 1181SS0d 1538




Mean Difference from Placebo (Raw Means)

FIGURE 0,2,1
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Mean Difference from Placebo (Raw Means)

FIGURE 0.2.2
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Mean Difference from Placebo (Raw Means)
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FIGURE. 0.2.4

- Cumulative Percent Vs HAM —D Total Scores
Study 208
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FIGURE 0.2.6
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Mean Difference from Placebo (Raw Means)

FIGURE 0.2.7
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Mean Difference from Placebo (Raw Means)

FIGURE .0.2.8
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" Mean Difference from Placebo (Raw Means)

FIGURE 0.2.9
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TARLE 1.1.2 208-US

NUMBER (%) OF PATIENTS WHO WITHDREW

BY PRIMARY REASON

: Placebo Venlafaxine ER Venlafaxine IR
Reason (n = 100) (n=97) (n=96) p-value*
Any Reason 41 (41) 28 (29) 38 (40)
Adverse Reaction . 2 (2 111 12 (13) 0.015
Failed to return 16 (16) 9 (9) 14 (15)
Patient/Subject Request 33 1 (D 33
Unsatisfactory Response/Efficacy 12 (12) -2 (@ 4 (4) 0.01
Protocol Violation 2 (2 2 (2 2
Other Medical Event 2 (2 1 (1) 2
Other non-medical event 4 (4) 2 (2) 1 (1)

x Fisher's Exact Test was used in the comparison between treatment groups.
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PERCENTAGE(%)

FIGURE 1-1,4

PERCENTAGE OF PATIENTS OVER TIME
STUDY 208
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HAM - D Total (Adjusted Means)

FIGURE 1.3.3

HAM-D TOTAL VS TIME ON THERAPY
LOCF ANALYSIS
STUDY 208
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HAM ~ D Total (Adjusted Meana)

FIGURE 1.3.4

HAM-D TOTAL VS TIME ON THERAPY
OBSERVED CASES ANALYSIS
STUDY 208
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FIGURE 1.3.5

Mean HAM-D Total Score

Protocol 208
Therapy: Placebo
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FIGURE 1.3.6

Mean HAM -D Total Score
Protocol 208
Therapy: Venlafaxine ER

Mean Score
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FIGURE 1.3.7

Mean HAM~D Total Score
Protocol 208 »
Therapy: Venlafaxine IR
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HAM~D Depressed Mood Item (Adjusted Means)

5B

EeRE R g

FIGURE

1.4.3

HAM-D DEPRESSED MOOD ITEM VS TIME ON THERAPY
LOCF ANALYSIS
STUDY 208
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HAM — D Depressed Mood [tem (Adjusted Means)

FIGURE 1.4.4

HAM-D DEPRESSED MOOD ITEM VS TIME ON THERAPY
OBSERVED CASES ANALYSIS
STUDY 208
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CGI — Severity (Adjusted Means)

L
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FIGURE 1.5.3

CGI-SEVERITY SCORES VS TIME ON THERAPY

LOCF ANALYSIS
STUDY 208

3

©-0-0 Placgho §68

-
-
..

cooVemmimeER | 0 TTeel :"
, [[ATA Veslticne 1R 56 @
Baseline Week 2 Week 4 Week 6 Week 8 Week 10 Week 12
_‘nuon'num
Placebo va Ven ER Significance: § = ps 05  §§ = ps 01 §6§ = ps 001
Placebo vs Ven IR Significance: t = ps.05 1+ = ps 01 ft = ps 001
Ven ER vs Ven IR Significance: + = ps05  #» = ps 0l 2z = pg 00

30



CGI — Severity (Adjusted Means)

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 1.6.3

MADRS TOTAL VS TIME ON THERAPY
LOCF ANALYSIS
STUDY 208

:| ©©-8 Plaesbo 566 _
:| &** Vealafaxine ER T

Baseline Week 2 Week ¢ Week 6 Week 8- Week 10 Week 12
Time on Therspy
Placeho vs Ven ER Significance: § = ps .06 §§ = pz .01 §6§ = ps .001

Placebo vs Ven IR Significance: t+ = ps 05 tt = ps 0l tt = ps 001
Ven ER vs Ven IR Significance: + = ps 05 2 = ps 01 #2% = ps 001
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FIGURE

1.6.4

MADRS TOTAL VS TIME ON THERAPY

OBSERVED CASES ANALYSIS

Baseline Week Week ¢ Week 6
' Time on Therapy

Placebo vs Ven ER Significance:
Placebo vs Ven IR Significance:
Ven ER vs Ven IR Significance:

§ =ps S
t=ps 05
* = ps 05

5 =ps 01
Tt = pg 0l
#% = pg (1

58§ = psg 001
ttt = ps 001
2% = pg (01
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TABLE 2.1.1

PATIENT STATUS OVER TIME FOR ALL RANDOMIZED PATIENTS
WITH DATA: NUMBER OF PATIENTS

- - - -Placebo- - - - - -Venlafaxine ER- - -
Time (week) N. € D @ N ¢ D oD
Randomized patients with data 102 ' 95
Week | _ 99 3 3 89 6 6
2 94 5 8 88 L7
3 89 5 13 83 5 12
4 83 6 19 80 3 15
5 80 3 22 % 4 19
6 74 6 28 74 2 21
-7 7 2 30 72 2 23
8 63 9 39 71 | 24
>8 61 2 41 69 2 26
Total - 41 . 26

a:  Number of patieats who completed the time period.
b:  Number of patients who discontinued within the specified time interval.
¢ Cumulative oumber of patients who discontinued eariier oc within the specified time iaterval.



TABLE 2.1.2

NUMBER (%) OF PATIENTS WHO WITHDREW
PREMATURELY BY PRIMARY REASON

Placebo Vealafaxine ER
Reason (n=102) (n=95)
Any reason 41 (40) 26(27)
Adverse reaction 6( 6) 10(11)
Failed to rewurn 6( 6) 8( 8)
Patient/subject request 4( 4) 0(0)
Unsatisfactory response/efficacy 22(22) 5(5)*
Protocoli violation Icy 2(2
Other medical event Icn 0(0
Other non-medical event 1 TR

* Significantly different from placebo: p < 0.001, Fisher's exact test.
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FIGURE 2.1.4

PERCENTAGE OF PATIENTS OVER TIME
STUDY 209

8848 PLACEBO
€90 VEN ER

PERCENTAGE (%)
g
|
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B

- TABLE 2.3.1 HAM-D TOTAL
COMPARISON BETWEEN PBO AND VEN ER - LOCF VALUE ANALYSIS

Adj Change Diff Adj Means

Weekon  Therapy Number From Adj Means 95% CL)
Therapy Group . of Patients Baseline (95% CL) Pbo-VenER  F-test®
1 Pbo 100 -3.61 20.45 (19.48.21.41)

Ven ER 91 -3.83 20.23 (19.22.21.25) 0.22 (-1.17.1.60) .76
2 Pbo 100 -5.01 19.05 (17.97.20.14)

: Ven ER 91 -6.44 17.61 (16.47.18.76) 1.44 (-0.12,2.99) 07

3 Pbo 100 -6.59 17.47 (16.20.18.74)

Vea ER 91 -7.89 16.17 (14.83.17.51)  1.30(-0.52.3.13) .16
4 Pbo 100 -6.42 17.63 (16.28.18.99)

Ven ER 91 -9.10 14.96 (13.53.16.39) 2.67(0.73.4.61) .008
6 Pbo 100 -8.04 16.02 (14.55.17.50)

Vea ER 91 -10.57 13.49 (11.94.15.04) 2.53(042.4.64) 02
8 Pbo 100 -7.24 16.81 (15.27.18.35)

Ven ER 91 -11.70 12.36(10.74.13.98) . 4.45(2.25,6.66) <.001

a: p-values for the F-test.
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HAM -D Total (Adjusted Means)

FIGURE 2.3.3

HAM-D TOTAL VS TIME ON THERAPY
LOCF ANALYSIS
STUDY 209
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Time on Therapy
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FIGURE - 2.3.4

HAM-D TOTAL VS TIME ON THERAPY
OBSERVED ANALYSIS
STUDY 209
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Mean Score

FIGURE 2.3.5.

Mean HAM-D Total Score

Protocol 209
Therapy: Placebo
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FIGURE 2‘ 3.6
Mean HAM -D Total Score
Protocol 209
Therapy: Venlafaxine ER
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TAELE 2.4.1

DEPRESSED MOOD [TEM - HAM-D
COMPARISON BETWEEN PBO AND VEN ER - LOCF VALUE ANALYSIS

209-Us

. Adj Change Diff Adj Means
Weekon  Therapy Number From Adj Means (95% CL)
Therapy  Group of Patients Baseline (95% CL) Pbo-Ven ER F-test*
Pbo 100 -N42 2.38(2.22.2.53)
1 Ven ER 91 -0.60 2.19(2.03.2.38) 0.19 (-0.03.041) 09
Pbo 100 -0.57 2.22(2.03.2.40)
"2 Ven ER -9 -0.81 1.98 (1.79,2.18) 0.24 (-0.03.0.50) .08
Pbo 100 -0.71 2.08 (1.89,2.27)
3 Ven ER 91 -1.03 1.76 (1.56.1.96) 0.32 (0.05.0.59) 02
Pbo 100 0.72 2.07(1.87.2.28) _
4 Ven ER 91 -1.15 1.65(1.43,1.86) 0.43 (0.14.0.72) .005
Pbo 100 -0.83 1.96 (1.75.2.18)
6 Ven ER 91 -1.32 1.47 (1.25.1.70) 0.49 (0.18.0.79) .002
Pbo 100 -0.74 2.05(1.83,2.28)
8 Ven ER 91 -1.50 1.29 (1.06.1.52) 0.76 (0.45.1.08) <.001

a: p-Values for the F-test,
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FIGURE 2.4.3

HAM -D DEPRESSED MOOD ITEM VS TIME ON THERAPY
LOCF ANALYSIS
STUDY 209

23 1

22

21 4

20 4

17 1 s

HAM ~D Depreased Mood Item (Adjusted Means)

16

15 4 T

13 {| ©-© Placsbo - e
© 0 @ Venlafaxine ER

Baseline Week 2 Weeak ¢ Week 6 Week 8
Tima on Therapy
* = ps 06 ¢ = ps Ol ¢e* = ps 001



HAM - D Depressed Mood Item (Adjusted Means)

16 1

15 1

13 1

10 4

FIGURE 2.4.4

HAM-D DEPRESSED MOOD ITEM VS TIME ON THERAPY

OBSERVED ANALYSIS
STUDY 209

09 <

©6-© Placshe
©©® @ Valfuxine ER

Baseline

* = psg .06

Week 2 Weak ¢ . Week 6 Weak 8

Time on Therapy
** = pg .01 ¢s* = psz .001
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0.70 (0.35.1.05)

TABLE 2,5.t CGI-SEVERITY 209-US
COMPARISON BETWEEN PBO AND VEN ER - LOCF VALUE ANALYSIS
Adj Change Diff Adj Means
Weekon  Therapy Number From Adj Means (95% CL)
Therapy  Group  of Patients  Baseline (95% CL) Pbo-VenER  Futest®
| Pbo 100 -0.33 4.03 (3.90.4.16)
"~ VenER 91 -0.28 408(3.954.22)  -005(-024.0.13) 56
2 Pbo 100 -0.46 3.90 (3.74.4.06) A
Vea ER 91 -0.72 364(347.381) 026003049 3
3 Pbo 100 -0.65 3.71(3.52.3.90)
Ven ER 9t -0.95 341321361 030(003.057) .03
4 Pbo 100 -0.72 3.64 (3.44.3.84)
Ven ER 91 -L.14 322(301343)  042(0.14071) 004
. 6 Pbo 100 -0.94 3.42(3.18.3.65) -
Ven ER 91 -1.44 293(2683.17  049(0.160.82) 004
8 Pbo 100 -0.85 3.51(3.27.3.76) ‘
Ven ER 91 -1.55 2.81(2.56.3.07) <.001

a: p-Values for the F-test.
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CGI ~Severity (Adjusted Means)

&7 4

38 4

a5 1

34 1

CGI-SEVERITY SCORES VS TIME ON THERAPY
LOCF ANALYSIS
STUDY 209
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CGI —Severity (Adjusted Means)

&7 4

uq
33 1
32 4

CGI-SEVERITY SCORES VS TIME ON THERAPY
OBSERVED ANALYSIS
STUDY 209
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FIGURE 2.5.4

Baseline

Week 2

* = ps .05

Weak ¢

Week 6

Tise on Therapy

"'=ps.01

*** = pg.001
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TABLE 2.6.1 MADRS TOTAL

209-US

COMPARISON BETWEEN PBO AND VEN ER - LOCF VALUE ANALYSIS
Adj Change Diff Adj Means
Week on Therapy Number From Adj Means (95% CL)
Therapy Group - of Patients  Baseline  (95% CL) Pbo-Ven ER F-test®
1 Pbo 100 4.66 23.21 (21.98.24.43)
_ Ven ER 91 425 23.62(22.33.24.90)  -0.41(-2.15.1.33) 64

2 Pbo 100 -539 © 22.48(21.02.23.93)

Ven ER 91 -6.95 20.91(19.38.22.43)  1.57(-0.50,3.63) 14
3 Pbo 100 -6.38 21.48 (19.85.23.12) .

Ven ER 91 -8.33 19.53(17.8221.24)  1.95(-0.36.4.27) .10
4 Pbo 100 -6.51 21.35(19.60.23.10)

Ven ER 91 -9.54 18.33 (16.49.20.16)  3.03 (0.54.5.51) 02
6 Pbo 100 -8.62 19.25(17.31.21.19)

Ven ER 91 -11.89 15.97 (13.94.18.01)  3.27(0.52.6.03) 02
8 Pbo 100 -7.27 20.59 (18.53.22.66)

Ven ER 91 -12.66 1521 (13.0417.37)  5.38(2.45831) <001

a: p-Values for the F-test.
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FIGURE 2.6.3

MADRS TOTAL VS TIME ON THERAPY
LOCF ANALYSIS
STUDY 209
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FIGURE 2.6.4

MADRS TOTAL VS TIME ON THERAPY
OBSERVED ANALYSIS
STUDY 209
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TAELE 3.1.1 mméur DISPOSITION

367-EU

Screening 1-7 8-14

15-28

29-42 43-56 >56 Taper

R Co co co co co co co c o

Placebo 8383 0 & o0 ™ 4 70 13 65 18 60 23 59 2 47 2
VSeg 838 o 82 1 81 2 69 1% 69 1% 67 16 66 17 57 17
ViSOmg 828 0 5 7 9 65 17 60 22 55 27 53 29 46 29
Paroxetine 81 81 0 78 3 7% 7 66 15 59 22 53 28 53 28 4 28

R: Number of randomized patients

C: Number of patients completing the time interval
D: Cunulative number of patients discontinuing
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TABLE 3.1.2 NUMBER (%) OF PATIENTS WHO WITHDREW BY PRIMARY REASONs 367-EU

, Placebo V75mg V 150 mg Paroxetine
Reasons (n=83) (n=83) (n=82) (n=81) p-Value*
Any Reasons 24 (29) 17 (20) 29 (35) 28 (35) 0.13
Adverse reaction 3(4) 5(6) 10 (12) 7(9) 0.20
Failed to retumn 4(5) 3(4) 5(6) 0(0) 0.15
Patient/subject request 3(4) (1) 3(4) 4(5) 0.59
Unsatisfactory response - 13 (16) 6 (7N 9(11) 13 (16) 0.25
efficacy
Protocol violation 0(0) 0(0) 0(0) 2(2) 0.060
Other medical event I(H 2(2) 0(0) (1) 0.81
Other non-medical event 0(0) 0(0) 2(2) L (1) 024

a:  Fischer's exact test
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TABLE 3.1.3

367-EU
PRIMARY REASONS FOR DISCONTINUATION OVER TIME
NUMBER (%) OF PATIENTS

REASONS TREATMENT TIME (days)
17 814 1528 2942 4356 56 Total
Any reasons Placebo 00  4(5) 901) 56 56 10) 2 (29)
V75 mg ) 1M 1204 0@ 22 1q) 17 (20)
V 150 mg 70 -22) 8(10) 5(6) S56) 202) 29 (35)
Paroxetine 34) 49 s8u0) 7 9 6(7) 0(0) 28(35)
Adverse reaction Placebo 00 () 20 00 00 o0@ 3 @)
V75mg 11 1(1) 3(4) 000) o0 0 5(6)
V 150 mg 56 00 3¢4) 00 22 o) 10 (12)
Paroxetine 2(2) 2(2) 2(2) 0(0) 1(1) 0(0) 7(9)
Failed to return Placebo 0 00 00 3@ 1) 0@ 4 (5)
V75 mg 00 0 22 0(® 1) o0@ 3 @)
V 150 mg L 00 20 0 1) 10) 5(6)
Paroxetine 00) 00 0@ 0(® 00 o0¢@) o ()
Patient/subject request  Placebo 0 0 1) 1) 1) 0@ 3 @)
V75mg 00 0@ 00 0@ 0@ 1) 1(1)
V 150 mg I 00 1) 1) 0@ o) 3(4)
Paroxetine 0 1M 00 2@ 1) o0w© 4 5)
Unsatisfactory response ~ Placebo 00 3@ 6 11> 20 1) 13 (16)
-efficacy V75mg 00 00 56 00 1) o0 6 'eh)
V 150 mg 0  2) 20 34 1) 1) 9N
Paroxetine 00 1(1) 6(M 34 3@ 0@ 13 (16)
Protocol violation- Placebo 0() 00 00 00 0 0@ o0
V75mg 00) 00 0@ 0 00 o0 o)
V1S0mg 000 0 00 0@ 0@ 00 o)
Paroxetine Im 0@ o0 o@ 1) 00 20
Other medical eveat Placebo 0 0 0 0@ 1)) 0@ 1()
V75mg 0000 0 2 00 0 0@ 2
© V150 mg 0000 0 00 00 00 0@ 0(0)
‘ Paroxetine 00 0(® 00 1) 0 o0 11
Other non-medical Placebo 0(0) 00 0® 00 0 00 00
event V75Smg 00 0 00 00 0@ o0 0()
V 150 mg 00) 00 00 1 1) 00 202
Paroxetine _0 (0) 0(0) 0(0) 1) 0(0) 00 1(n

&0



PERCENTAGE (%)

FIGURE 3.1.4

PERCENTAGE OF PATIENTS OVER TIME
STUDY 367
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TARLE 3.3.1

VENLAFAXINE ER STUDY 600B-367

HAM-D TOTAL: INTENT-TO-TREAT COMPARISON BETWEEN THERAPY GROUPS - LOCF ANALYSIS (RAW MEANS)

WEEK NUMBER RAW CHANGE
ON THERAPY OF BASELINE FROM  -—=-e- P-VALUES------

THERAPY GROUP PATIENTS MEAN BASELINE F-TEST V150 MG V75 MG PARO

WEEK 1 PLACEBO ° 81 26.60 -3.65 .09 .05 .83 .86
V 75 MG 82 26.49 -5.37 .03 .03
V 150 MG 75 27.11 -3.47 .97
PAROXETINE 80 26.13 -3.50

WEEK 2 PLACEBO 81 26.60 -8.20 .15 18 .42 a1
vV 75 MG 82 26.49 -9.79 .61 .03
V 150 MG 75 27.11 -9.17 .11
PAROXETINE 80 26.13 -7.21

WEEK 4 PLACEBO 81 26.60 -11.26 .09 39 15 .33
vV 75 MG 82 26.49 -12.51 .56 .07
V 150 MG 75 27.11 -13.37 .02
PAROXETINE 80 26.13 -9.84

WEEK 6 PLACEBO 81 26.60 -12.48 .04 a1 .24 .20
vV 75 MG 82 26.49 -14.48 .96 .01
V 150 MG 75 27.11 -14.40 .02
PAROXETINE 80 26.13 -10.40 :

WEEK 8 PLACEBO 81 26.60 -13.10 .06 4 37 .27
V.75 MG 82 26.49 -15.59 .s7 .01
V 150 MG 15 27.11 -14.63 .05
PAROXETINE 80 26.13 -11.26
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TABLE 3.3.2

VENLAFAXINE ER STUDY 600B-367

HAM-D TOTAL: INTENT-TO-TREAT COMPARISON BETWEEN THERAPY GROUPS - OBSERVED CASES ANALYSIS (RAW MEANS)

WEEK NUMBER RAW CHANGE
ON THERAPY OF BASELINE FROM = ccee- P-VALUES------

THERAPY GROUP PATIENTS MEAN BASELINE F-TEST V150 MG V75 MG PARO

WEEK 1 PLACEBO 81 26.60 -3.65 .09 .08 .83 .86
vV 75 MG 82 26.49 -5.37 .03 .03
V 150 MG 75 27.11 -3.47 .97
PAROXETINE 80 26.13 -3.50

WEEK 2 PLACEBO 80 26.49 -8.25 .22 .10 .15 .92
V 75 MG 79 26.61 -10.16 .88 .13
V 150 MG 68 27.13 -9.99 .19
PAROXETINE 73 25.97 -8.37

WEEK 4 PLACEBO 66 25.92 -13.36 .24 .76 .19 .46
vV 75 MG 69 26.36 -13.78 .30 .30
V 150 MG 60 26.82 -15.27 .04
PAROXETINE 62 25.69 -12.31

WEEK 6 PLACERO 57 26.07 -15.84 .07 .26 .35 .20
vV 75 MG 58 26.31 -17.59 . .85 .02
V 150 MG 54 26.39 -17.30 .03
PAROXETINE 55 25.05 -13.82

WEEK 8 PLACEBO 53 25.66 -16.64 .13 .18 .06 .95
V 75 MG 53 26.06 -18.58 .55 .17
V 150 MG 48 26.46 -19.48 .05

PAROXETINE 48 25.21 -16.54
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TABLE 3.3.3 367-EU
PRIMARY EFFICACY VARIABLES: PAIRWYSE COMPARISONS OF ADJUSTED MEANS
LOCF ANALYSIS
F-test Pairwise
Time Comparison Difference* SEM 95%CL p-Value  p-Value®
HAM-D TOTAL SCORE
Week | Placebo vs V75mg 1.7 0.8 (0.1.34) 0.057 0.035
Placebo vs V 150 mg 0.3 0.9 (-2.0.1.4) 0.74
Placebo vs Paroxetine -0.0 0.8 (-1.7, 1.6) 0.96
V75mg vs VI150mg -2.0 0.9 (-3.7,-0.4) 0.018
V75mg vs Paroxetine -1.8 0.8 (-34.-0.2) 0.033
V 150 mg vs Paroxetine 0.2 0.9 (-1.5,1.9) 0.78
Week 2 Placebo vs V75mg 1.8 1.1 (-0.5.4.0) 0.097 0.13
Placebo vs V 150 mg 0.9 1.2 (-14,3.3) 0.44
Placebo vs Paroxetine -1.0 1.2 (-3.3.1.3) 0.38
ViSmg vs VI150mg -0.8 2 (-3.2,1.5) 0.48
V75mg vs Paroxetine -2.8 2 (-5.1.-0.5) 0.017
V 150 mgvs Paroxetine -1.9 2 (4.3,04) 0.1
Week 4 Placebo vs V75mg 1.4 14 (-14,42) 0.059 0.32
Placebo vs V ISOmg 2.1 1.5 (-0.8,5.0) 0.16
Placebo vs Paroxetine -1.6 1.4 (44,12) 0.26
V75mg vs V150mg 0.7 1.5 (-2.2,3.6) 0.64
V75mg vs Paroxetine -3.0 1.4 (-5.8.-0.2) 0.035
V 150 mg vs Paroxetine -3.7 I.5 (-6.6.-0.8) 0.013
Week 6 Placebo vs V75mg 2.1 1.6 (-1.1,5.2) 0.024 0.20
Placebo vs V 150 mg 1.9 1.7 (-13,5.2) 0.24
Placebo vs Paroxetine -24 1.6 (-5.6,0.8) 0.15
VisSmg vs V150mg -0.1 1.7 (-34,3.1) 0.94
V75mg vs Paroxetine 4.4 1.6 (-7.6,-1.3) 0.006
V 150 mg vs Paroxetine -4.3 1.7 (-7.6, -1.0) 0.011
Week 8 Placebo vs V75mg 2.5 1.7 (-0.7.58) 0.032 0.13
Placebo vs V150 mg 1.6 1.7 (-1.8,5.0) 0.35
Placebo vs Paroxetine -2.1 1.7 (-54.1.2) 0.20
VISmg vs VISOmg -0.9 1.7 (-4.3,24) 0.59
V75mg vs Paroxetine 4.7 1.7 (-8.0,-14) 0.005
V 150 mg vs Paroxetine -3.8 1.7 (-7.2,-0.3) - 0.032
Final on-therapy Placebo vs V 75mg 2.6 1.7 (-0.6.5.9) 0.029 0.11
Placebo vs V 1SO0mg 1.6 1.7 (-1.8.49) 0.37
Placebo vs Paroxetine =22 1.7 (-55.1.2) 0.20
V75mg vs V150mg -1 1.7 (-44,23) 0.53
V75mg vs Paroxetine 4.8 1.7 (-8.0.-1.5) 0.00s
V 150 mg vs Paroxetine -3.7 1.7 (-7.1.-0.3) 0.034

a: Anadvaniage of the second treatment group over the (irst 1s indicated by a positive difference.
b A pairwise companson 1s sigmficant if the p-value of the F-test and the p-value ot the companson ase both <= 0.05.
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TABIE 3.3.4

367-EU

PRIMARY EFFICACY VARIABLES PAIRWISE COMPARISONS OF ADJUSTED MEANS
OBSERVED CASES ANALYSIS

_ F-Test Pairwise
Time Comparison Difference* SEM 95% CL p-Value  p-Value
HAM-D TOTAL SCORE
Week | “Placebo vs V75mg 1.7 0.8 (0.1,34) 0.057 0.035
Placebo vs V 150 mg -0.3 0.9 (-2.0,14) 0.74
Placebo vs Paroxetine -0.0 0.8 (-1.7, 1.6) 0.96
V7Smg vs V150mg -2.0 09 (-3.7.-04) 0.018
V75mg vs Paroxetine -1.8 0.8 (-34,-0.2) 0.033
V 150 mg vs Paroxetine 0.2 09 (-1.5,1.9) 0.78
Week 2 Placebo vs V 75mg 20 1.1 (-0.2,4.3) 0.12 0.070
Placebo vs V150 mg 1.6 1.2 (-0.7,3.9) 0.18
Placebo vs Paroxetine -0.3 2 {-2.6,2.0) 0.81
VIS5mg vs V150mg -0.4 (-28.19) 0.71
V75mg vs Paroxetine -23 2 (4.6, -0.0) 0.047
V 150 mg vs Paroxetine -1.9 1.2 (43,0.5) 0.13
Week 4 Placebo vs V75mg 0.3 1.4 (-24,3.0) 0.19 0.82
Placebo vs V |50 mg 1.5 1.5 (-14,4.3) 0.32
Placebo vs Paroxetine -1.8 1.4 (-46,1.1 0.22
V75mg vs V150mg 1.1 1.4 (-1.7,4.0) 043
V75mg vs Paroxetine -2.1 14 (-4.9.0.7) 0.14
V 150 mg vs  Paroxetine <32 1.5 (-6.2,-0.3) 0.033
Week 6 Placebo vs V75mg 1.1 1.6 (-20,43) 0.15 0.47
Placebo vs V 150 mg 0.2 1.6 (-3.0.34) 0.90
Placebo vs Paroxetine -2.5 1.7 (-5.8,0.7) 0.13
VIiSmg vs V150mg -0.9 1.6 (-4.0,22) 0.56
V75mg vs Paroxetine -3.7 1.6 (-6.9, -0.5) 0.025
V 150 mg vs Paroxetine 2.7 1.7 (-6.0,0.5) 0.10
Week 8 Placebo vs V75mg 20 1.5 (-1.0,50) 0.28 0.18
Placebo vs V 150 mg 29 1.5 (-0.1,59 0.060
Placebo vs Paroxetine 1.2 1.7 (-2.1.4.6) 0.47
VISmg vs V150mg 0.9 1.5 (-2.0.3.8) 0.54
V75mg vs Paroxetine -0.8 1.6 (-4.0,2.4) 0.64
V 150 mgvs Paroxetine 1.7 1.7 (4.9, 1.6) 0.32

2. An xdvantage of the second treatment group over the first is indicated by a positive difference.
b: A pairwise companison is significant if the p-value of the F-test and the p-value of the comparison are both <= 0.05.
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HAM-D DEPRESSED MOOD ITEM: INTENT-TO-TREAT COMPARISON BETWEEN THERAPY GROUPS -

THERAPY

WEEK 1

WEEK 2

'

THERAPY
GROUP

PLACEBO
vV 75 M6

V 150 MG
PAROXETINE

PLACEBO

vV 75 MG

V 150 MG
PAROXETINE

PLACEBO
V 75 MG
V 150 MG

PAROXETINE

PLACEBO

V 75 MG

VvV 150 MG
PAROXETINE

PLACEBO
V 75 MG
V 150 MG
PAROXETINE

NUMBER
OF
PATIENTS

81
82
75
80

81
82
5
80

81
82
75
80

81
82
75
80

81
82
5
80

TAE[E 3.4-1

VENLAFAXINE ER STUDY 600B-367

BASELINE
MEAN

2.88
2.93
2.81
2.81

2.88
2.93
2.81
2.81

2.88
2.93
2.81
2.81

2.88
2.93
2.81
2.81

2.88
2.93
2.81
2.81

RAW CHANGE
FROM
BASELINE

F-TEST

.12

.16

.63

.34

.33

V150 MG V75 MG PARO

.27

.09

.43

.29

.16

.31 .36
.04 .04
.90
.94 .64
.12 .02
60
.43 .80
.99 .30
30
.93 .45
.34 .07
.41
.81 .73
.25 .08
.56

LOCF ANALYSIS (RAW MEANS)
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CY VARIABLES (CONTINUED)

TABLE 3.5.3 PRIMARY EFFICA 367-EU
PAIRWISE COMPARISONS OF ADJUSTED MEANS LOCF ANALYSIS
F-Test Pairwise
Time Comparison Difference* SEM 95% CL p-Value  p.vajye*
CGI IMPROVEMENT
Week | Placebo vs V75 mg 0.1 0.2 (-0.2,04) 0.026 0.59
Placebo vs V150 mg -0.3 0.2 (-0.6,0.0) 0.052
Placebo vs Paroxetine -0.3 0.2. (-0.6,0.0) 0.084
V75mg vs VI50 mg -0.4 0.2 (-0.7,-0.1) 0.013
V75mg vs Paroxetine 04 0.2 (-0.7,-0.1) 0.023
V 150 mg vs Paroxetine 0.0 0.2 (-0.3,0.4) 0.82
Week 2 Placebo vs V75 mg 0.2 0.2 (-0.2,06) 0.15 0.26
Placebo vs V150 mg 0.2 0.2 (-0.2.0.6) 0.34
Placebo vs Paroxetine -0.2 0.2 (-0.6.0.2) 0.36
V75mg vs Vi50 mg -0.0 0.2 (-04,0.9) 0.88
V75mg vs Paroxetine -0.4 0.2 (-0.8,-0.0) 0.042
V 150 mg vs Paroxetine -04 0.2 (-0.8.0.0) 0.065
Week 4 Placebo vs V75mg 0.2 0.2 (-0.2,0.7) 0.061 0.29
Placebo vs V150 mg 0.4 0.2 (-0.1,0.8) 0.13
Placebo vs Paroxetine -0.2 0.2 (-0.7,0.2) 0.33
V75mg vs V150 mg 0.1 0.2 (-0.3,0.6) 0.61
VI5mg vs Paroxetine -0.5 0.2 (-0.9, -0.0) 0.042
V I50mg vs Paroxetine -0.6 0.2 (-1.0,-0.1) 0.013
Week 6 Placebo vs V75mg 0.3 0.2 (-02,0.7) 024 0.28
Placebo vs V150 mg 0.2 0.2 (-0.3,0.7) 0.40
Placebo vs Paroxetine -0.2 0.2 (-0.7,0.3) 045
V75mg vs V150mg 0.1 0.2 (-0.5,04) 0.82
V75mg vs Paroxetine 0.4 0.2 (+0.9, 0.0) 0.067
V 150 mg vs Paroxetine 0.4 0.2 (-0.9,0.1) 0.12
Week 8 Placebo vs V75mg 0.3 0.2 (-0.2.0.8) o0.12 0.23
Placebo vs V1S0mg 0.0 0.2 (-0.5,0.5) 0.89
Placebo vs Paroxetine -0.3 0.2 (-08.0.2) 0.23
V75mg vs VIS0mg -0.3 0.2 (-0.7.0.2) 0.29
V75mg vs Paroxetine -0.6 0.2 -1.1,-0.1) 0.016
V 150 mg vs Paroxetine -0.3 0.3 (-0.8,0.2) 0.19
Final on-therapy Placebo vs V75mg 0.3 0.2 (-0.2,0.8) 0.082 0.18
Placebo vs V 150 mg 0.0 0.2 (-0.5,0.5) 0.90
Placebo vs Paroxetine -0.3 0.2 (-0.8.0.2) 0.21
Vi5mg vs Vi50mg -0.3 0.2 (-0.8.0.2) 0.24
V75mg vs Paroxetine -0.6 0.2 (-1.1,-0.2) 0.010
V 150 mg vs Paroxetine 0.3 0.3 (-0.8.0.1) - 0.17

3. Ao advantage of the second trement $TOUp over the first is indicated by a posive difference.
b A parwise companson is significant if the p-value of the F-test and the p-value of the companson are both <= (.05,
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TABLE 3.5.4 PRIMARY EFFICACY VARIABLES (CONTINUED) 367-EU
PAIRWISE COMPARISONS OF ADJUSTED MEANS OBSERVED CASES ANALYS]IS

 FTest  Parwme—
Time Comparison Difference* SEM 95% CL p-Value p-Valye*
CGI IMPROVEMENT
Week | Placebo vs V75 mg 0.1 0.2 (-02,04) 0.026 0.59
Placebo vs Vv 150 mg 0.3 0.2 (-0.6, 0.0 0.052
. Placebo vs Paroxetine 0.3 0.2 (0.6, 0.0) 0.084
V75mg vs V150 mg 04 0.2 (-0.7, -0.1) 0.013
V75mg vs Paroxetine 04 0.2 (-0.7,-0.1) 0.023
V 150 mg.vs Paroxetine 0.0 0.2 (-03,04) 0.82
Week 2 Placebo vs v 75 mg 03 0.2 (-0.1,0.6) 0.8 0.17
Placebo vs V150 mg 03 0.2 (-0.1,0.7) 0.20
Placebo vs Paroxetine 0.1 0.2 (-05,0.3) 0.64
VIi5mg vs V150 mg 0.0 02 (<04.04) . 0.99
V75mg vs Paroxetine 0.4 0.2 (-0.7,0.0) 0.073
VIS0mg vs Paroxetine 04 0.2 (-08,0.1) 0.089
Week 4 Placebo vs V75mg -0.0 0.2 (-04,04) 0055 0.99
’ Placebo vs V150 mg 0.3 0.2 (-02,0.7) 0.25
Placebo vs Paroxetine 0.4 0.2 (-08,0.1) 0.095
Vismg vs Vv 150 mg 03 02 (02,0.7) 0.23
V75mg vs Paroxetine 04 0.2 (-0.8,0.1) 0.091
V 150 mg vs Paroxetine -0.7 0.2 (-1.1,-0.2) 0.006
Week 6 Placebo vs v 75 mg 0.1 0.2 (-03,0.5) 0.75 0.63
‘ Placebo vs V150 mg 0.0 0.2 (-04,0.5) 0.93
Placebo vs Paroxetine 0.1 0.2 (-0.6,0.3) 0.5s
V7Smg vs V150 mg 0.1 0.2 (-05,0.3) 0.69
. VISmg vs Paroxetine -0.2 0.2 (-0.7.02) 0.28
V150 mgvs Paroxetine 0.2 0.2 (-0.6,0.3) 049
Week 8 Placebo vs v 75 mg 0.1 0.2 (03,05 083 0.47
Placebo vs V150 mg 0.2 0.2 (-03,0.6) 0.46
Placebo vs Paroxetine 0.0 0.2 (-04,0.5) 0.93
VISmg vs V150mg 0.0 0.2 (-04,0.4) 0.97
VI5mg vs Paroxetine 0.1 0.2 (-0.6,0.3) 0.57
V 150mgvs Paroxetine 0.1 0.2 (-0.6.0.3) 0.55.

a Aamamwmmmmmmmwamﬁnmmm -
b: Apuitwisemisminigm'ﬁuuitmep-vumdummupmdmmmbuhoo.os.
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TABLE 3.6.3 PRIMARY EFFICACY VARIABLES (CONTINUED) 367-EU
PAIRWISE COMPARISONS OF ADJUSTED MEANS LOCF ANALYSIS

F-Test Pairwise
Time Comparison Difference* SEM 95% CL p-Value  p-vajuet
MADRS TOTAL SCORE
Week | Placebo vs Vv 75 mg 1.5 0.9 (-0.3,33) 0.020 0.11
- Placebo vs V|50 mg -1.0 10 (-2.9,09) 0.31
- Placebo vs Paroxetine -1.2 0.9 (-3.1,0.7) 0.21
V5mg vs Viso mg -24 1.0 (4.3, -0.6) 0.011
V75mg vs Paroxetine -2.6 0.9 (-4.5.-0.8) 0.005
V150 mg vs Paroxetine -0.2 1.0 (2.1, 1.7 0.83
Week 2 Placebo vs v 75 mg 1.8 1.3 (-0.8.44) 0.064 0.16
Placebo vs V|50 mg 0.3 14 (-24,3.0) 0.85
Placebo vs Paroxetine . -1.8 1.4 (-4.5,0.9) 0.18
ViSmg vs Vv 150 mg -1.6 1.4 (-42.1.1) 0.25
V75mg vs Paroxetine 3.6 1.3 (-6.3,-1.0) 0.007
V150 mg vs Paroxetine 2.1 14 (4.3,0.7) 0.14
Week 4 Placebo vs v 75 mg 1.6 1.7 (-1.7,49) 0.068 0.34
Placebo vs V150 mg 2.2 1.7 (-1.2,5.6) 0.21
Placebo vs Paroxetine <2.1 1.7 (-5.5,1.3) 022
V7smg vs V150 mg 0.6 1.7 (-2.8,4.0) 0.73
V75mg vs Paroxetine -3.7 1.7 (-7.0,-0.3) 0.031
V150 mg vs Paroxetine -43 1.8 (-7.8,-0.8) 0.016
Week 6 Placebo vs v 75 mg 2.4 1.9 (-13.6.1) 0.054 0.21
Placebo vs V150 mg 2.1 2.0 (-1.8,5.9) 0.29
Placebo vs Paroxetine -24 1.9 (-6.2,1.4) 0.21
V75mg vs V150 mg -0.3 1.9 (4.1,3.5) 0.38
V75mg vs Paroxetine 4.8 1.9 (-8.6, -1.0) 0.013
V 150 mg vs Paroxetine 45 2.0 (-8.4,-0.6) 0.026
Week 8 Placebo vs v 75 mg 3.0 20 (-09,68) 0.073 0.13
Placebo vs V150 mg 1.8 2.0 (-22.59) 0.37
Placebo vs Paroxetine 2.0 2.0 (-6.0,2.0) 0.32
Vi5mg vs V150 mg - -1.1 2.0 (-5.1,29) 0.58
V75mg vs  Paroxetine -5.0 2.0 (-8.9.-1.0) 0.013
V 150 mg vs Paroxetine -39 21 (-8.0.0.2) 0.065
Final on-therapy Placebo vs V75 mg 34 2.0 (-05.7.2) 0.054 0.087
Placebo vs Vv i50 mg 1.9 2.0 (-22.59) 0.36
Placebo vs Paroxetine -1.9 20 (-59.2.1y 0.35
Vismg vs V150 mg -1.5 20 (-5.5.2.5) 0.46
V75mg vs Paroxetine -53 - 20 (9.2, -1.3) 0.009
V 150 mg vs Paroxetine -3.8 21 (-79.04) : 0.073

3 An advantage of the second wreatmen Broup over the first is indicated by a posiunve difference.
b A purwise companson 15 significant if the p-value of the F-test and the p-value of the companson are both <= (.05,



TABLE 3.6.4 PRIMARY EFFICACY VARIABLES (CONTINUED) 367-EU
PAIRWISE COMPARISONS OF ADJUSTED MEANS OBSERVED CASES ANALYSIS
F-Test Pairwise
Time Comparison Difference* SEM_ 95% CL p-Value pvyjyer
MADRS TOTAL SCORE
Week | Placebo vs Vv 75 mg 1.5 0.9 (-0.3.33) 0.020 0.1
Placebo vs V50 mg -1.0 Lo (-29.0.9) 0.3]
Placebo vs Paroxetine -1.2 09 (-3.1,0.7) 0.2]
V7Smg vs V150mg 2.4 1.0 (<4.3.-0.6) 0.011
V75mg vs Paroxetine -2.6 09 (-4.5.-0.8) 0.005
VI50mgvs Paroxetine 0.2 1o (2,17 0.83
Week 2 Placebo vs Vv 75 mg 2.1 1.3 (-0.5,47) o0.12 0.12
Placebo vs V150 mg 0.9 14 (-1.8,3.6) 0.52
Placebo vs Paroxetine -1.1 1.4 (-3.9. 1.6) 041
Vismg vs Vviso mg -1.2 14 (-3.9. 1.6) 0.39
VISmg vs Paroxetine =3.2 1.4 (-6.0. -0.5) 0.021
V150 mgvs Paroxetine 2.1 1.5 (-4.9.0.8) 0.16
Week 4 Placebo vs V75 mg 0.1 1.6 (-3.,33) o0.29 0.95
Placebo vs Vv iso mg 12 1.7 (-22.4.7) 0.43
Placebo vs Paroxetine 2.1 1.7 (-55.12) 0.22
V7ismg vs Viso mg 1.1 1.7 (-2.2,4.5) 0.51
V75mg vs Paroxetine -2.2 1.7 (-5.5,1.1) 0.18
V150 mgvs Paroxetine -34 1.8 (-6.9,0.2) 0.062
Week 6 Placebo vs v 75 mg 0.6 1.9 (-3.0,43) 024 0.73
Placebo vs V 150 mg 0.1 1.9 (-3.9,.3.6) 0.95
Placebo vs Paroxetine -3.0 1.9 (-6.9.0.8) 0.12
ViSmg vs Viso mg -0.8 1.9 (44,29 0.68
Vi5mg vs Paroxetine -3.7 1.9 (-74,0.1) 0.055
V 150 mg vs Paroxetine <29 1.9 (-6.8,0.9) 0.13
Week 8 Placebo vs V75 mg 2.1 1.8 (-1.4,56) 0.34 0.24
Placebo vs Vv |50 mg 33 1.8 (-0.3.6.9) 0.070
Placebo vs Paroxetine 1.6 20 (-24,5.5) 043
VISmg vs V150 mg 1.3 1.7 (-2.1, 4.6) 0.47
V7S mg vs Paroxetine -0.5 1.9 (4.3.3.3) 0.79
V 150 mgvs Paroxetine -1.8 1.9 (-5.6.2.1) 0.36
Anuwdmmmmmm firstis indimbyaposmvednrrem.

p-value of the memep-valueonhcommmmbahao.us.
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