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Executive Summary

I.

A.

Recommendations

Recommendation on Approvability

I recommend “non approvable” action(s) for the following
indication(s) :

1

. Venlafaxine XR in the treatment of pediatric subjects with

Major Depressive Disorder (MDD) ;

. and Venlafaxine XR in the treatment of pediatric subjects with

Generalized Anxiety Disorder (GAD).

Basis for Non-Approvable Action(s):

1.

II.

A.

Failure of Venlafaxine XR to show statistical superiority over
placebo in the treatment of pediatric subjects with MDD in two
(2), phase IITI, parallel group, double blind, placebo
controlled, flexible dose studies.

. Failure of Venlafaxine XR to show statistical superiority over

placebo in the treatment of pediatric subjects with GAD in one
of two (2), phase III, parallel group, double blind, placebo
controlled, flexible dose studies.

Summary of Clinical Findings

Brief Overview of Clinical Program

The following clinical trials were conducted:

Pediatric Pharmacokinetics:

Studies: O0600A-126-USs (126)

0600B1-169-US (169)
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Study 126 used venlafaxine immediate release (IR) in a 2 week,
multiple dose (1 or 2 mg/kg day) pharmacokinetic study, followed
by a 6 week, double blind study in 6-16 year olds with conduct
disorder. This was followed by a 2 year open label safety and
preliminary efficacy study.

Study 169 was a single site, open label, single dose study
(0.96-2.17 mg/kg)evaluating the pharmacokinetics of venlafaxine
extended release (ER) in 6, ADHD subjects, in each of the
following 3 different age groups (6 to 7 years, 8 to 11 years,
and 12 to 17 years).

Major Depressive Disorder (MDD) :
Studies: 0600B1-382-US (382)
0600B1-394-US (394)

Two (2), 8 week, multi-center, parallel group, randomized,
double blind, placebo controlled, flexible dose studies were
conducted to evaluate the antidepressant efficacy and safety of
venlafaxine XR (37.5 mg to 225 mg/day) versus placebo in the
treatment of children and adolescents with major depressive
disorder (161 [intent to treat], 103 [completers] in Study 382
and 193 [intent to treat, 143 [completers] in Study 394). This
supplement includes safety information on a total of 182
pediatric subjects exposed to venlafaxine ER (99 Children and 78
adolescents) .

Study: 0600B1-395-US (395): Longer-Term Safety Trial

One (1), 6 month, multi-center, open label study was conducted
to evaluate the safety, efficacy, and clinical acceptability of
Venlafaxine XR (37.5 mg to 225 mg/day) during long-term
treatment in children and adolescent outpatients with major
depressive disorder (85 [intent to treat], 36 [completers]).
The open label study (395) in MDD provided 86 subjects who
received venlafaxine ER for up to 6 months.

Hence, for MDD (382, 394 and 395) a total of 268 subjects
participated in these three studies and received at least 1 dose
of venlafaxine ER. The total exposure to venlafaxine ER in the
pediatric MDD trials was 57 patient exposure years.
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Generalized Anxiety Disorder (GAD):
Studies: 0600B2-396-US (3906)
0600B2-397-US (397)

Two (2), 8 week, multi-center, parallel group, randomized,
double blind, placebo controlled, flexible dose studies were
conducted to evaluate the anxiolytic efficacy and safety of
venlafaxine XR (37.5 mg to 225 mg/day) versus placebo in the
treatment of children and adolescents with generalized anxiety
disorder (160 [intent to treat], 130[completers] in Study 396
and 153 [intent to treat], 112 [completers] in Study 397). This
supplement includes safety information on a total of 157
pediatric subjects exposed to venlafaxine ER (85 children and 72
adolescents). The total exposure to venlafaxine ER in the
pediatric GAD trials was 24 patient exposure years.

B. Efficacy

The results for the two efficacy trials and open label safety
study in MDD, and for the two efficacy trials in GAD are
summarized under their respective headers (indications)below.

Major Depressive Disorder:

For Studies 382 and 394, the primary efficacy variable was the
change from baseline in the total score of the Childhood
Depression Rating Scale, Revised (CDRS-R total score). There
were no differences between venlafaxine ER and placebo at week
eight (8) on therapy, or, the last-observation-carried-forward
(LOCF) on-therapy evaluation, as measured by this endpoint (382:
P=0.338; 394: P=0.386).

Generalized Anxiety Disorder:

For Studies 396 and 397, the primary efficacy was the lastl]
observation-carried-forward (LOCF) week 8 on-therapy evaluations
for the mean scores on the Columbia-Kiddie Schedule for
Affective Disorders and Schizophrenia GAD Subsection, 9
delineated items, total score (C-KIDDIE-SADS GAD). In study 396,
improvement (p = 0.09) occurred in venlafaxine ER treated
subjects compared to placebo at week 8 of treatment on this
efficacy measure. In study 397, venlafaxine ER showed a
statistical difference over placebo at week 8 (p < 0.001) on
this same efficacy measure based on the LOCF dataset. The
secondary efficacy variables were the total scores on the C[J
KIDDIE- SADS GAD, Complete, Severity Component (5 delineated
items) and Impairment Component (4 delineated items), the total
score on the Pediatric Anxiety Rating Scale (PARS), the total
score on the Hamilton Rating Scale for Anxiety (HAM-A), the
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total scores for parent and for patient on the Self Report for
Childhood Anxiety Related Disorder (SCARED) and the Clinical
Global Impression Scale for Severity and Improvement (CGI-S and
CGI-I). In study 397, venlafaxine ER showed a statistical
difference compared to placebo on all the secondary efficacy
endpoints: C- KIDDIE- SADS GAD Impairment (P=0.002), C- KIDDIEL
SADS GAD Complete Total (P=0.001), PARS (P<0.001), HAM- A Total
(P=0.003), CGI-S (P<0.001), CGI- I (P<0.001), and the SCARED
Parent (P=0.007) and Patient Total (P=0.002). In study 396,
venlafaxine ER showed a statistical difference compared to
placebo only on the CGI-S (P=0.038) and CGI-I (P=0.018).

C. Safety

The safety profile of venlafaxine ER in children and adolescents
was comparable to that in adults. Anorexia had an incidence of 5
% 1n venlafaxine ER- treated pediatric subjects, which was 2
times greater than placebo in both MDD and GAD studies. There
were significant mean decreases in weight with venlafaxine ER
treated pediatric subjects. The increase in height with
venlafaxine ER was smaller than that with placebo in the pooled
GAD studies. Therefore, venlafaxine ER may impact growth and
development in children and adolescents. Total serum
cholesterol showed a smaller increase from baseline in pediatric
compared to adult MDD and a higher increase from baseline in
pediatric GAD compared to adult GAD. Mean increases in pulse
rate and statistically significant inquiries in ECG heart rates
occurred with venlafaxine ER compared with placebo, comparable
to those observed in adults.

D. Dosing
No dosing recommendations can be made based upon these data,
since efficacy in the pediatric populations for MDD and GAD were

not established.

The Office of Clinical Pharmacology and Biopharmaceutics/
Division of Pharmaceutical Evaluation I (OCPB/DPE-1) notes in
their review of the two pharmacokinetic studies that exposure to
venlafaxine is slightly lower in adolescents compared to adults
when dosed at the same mg/kg dose. "Whereas when children are
given the same mg/kg dose, exposures drop sharply as age
declines in pre-adolescents. The data with the XR formulation
suggests that preadolescent children may need on average a 2 to
4 fold higher mg/kg dose as compared to adults and that
adolescents may need a 1.75 fold higher mg/kg dose".
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E. Special Populations

This supplement is limited to data in the pediatric population
which includes children (ages 7-12) and adolescents (ages 130
17) .

In study 396, venlafaxine ER had a statistically significant
treatment effect on the reduction of C-KIDDIE-SADS GAD (9
delineated items)in the white race group (p=0.01) but not in the
nonwhite race group (p=0.31). Similarly, in study 397, a highly
significant treatment effect occurred in the white race group
(p=0.003) but not in the nonwhite group (p=0.21). In study 397,
this was related to the low sample size, given that the
treatment effect in the nonwhite group was in the same direction
and of a similar magnitude. Pooling of the data for 396 and 397
(n=233 whites, 76 non-whites) showed that a statistical
treatment effect on the reduction of C-KIDDIE-SADs (9 delineated
items)occurred in the white group (p=.001) but not in the nonl]
white group (p=0.83). No such racial differences between whites
and non-whites were present in individual or pooled data in
study 382 or 394 looking at changes in CDRS-R total score in
MDD.

Clinical Review

I. Introduction and Background

A. Drug Established and Proposed Trade Name, Drug Class, Sponsor’s Proposed
Indication(s), Dose, Regimens, Age Groups

The sponsor is not seeking an indication for pediatric MDD, but
is seeking an indication for pediatric GAD. WAL’s proposed
labeling is:
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B. State of Armamentarium for Indication(s)

Prozac (fluoxetine HCl) was recently approved (1/3/2003) for the
treatment of major depressive disorder and OCD. Side effects
associated with its use include manic reaction (2.6 %), a
decrease in weight gain and a decrease in growth (1.1 cm less in
height and 1.1 kg less in weight compared to placebo after 19
weeks) .

No drugs are currently approved for the treatment of GAD in
children.

Effexor IR is indicated for the treatment of depression in
adults and Effexor XR is indicated for the treatment of
depression and generalized anxiety disorder in adults.

C. Important Milestones in Product Development

On 12/30/1998, Wyeth-Ayerst Laboratories (WAL) submitted a
Pediatric Study Request (PPSR) for Effexor XR (37.5 mg, 75 mg,
100 mg, and 150 mg) Capsules requesting that FDA provide a
written request for pediatric trials using venlafaxine so that
they could obtain the 6-month pediatric exclusivity extension
under FDAMA (1997). A written request was issued by the FDA on
04/28/1999 and amended on 07/07/2000 and 12/18/2001. The FDA
request asked for two (2) adequate, well controlled efficacy and
safety studies in children (7-11 yrs) and adolescents (12-17
yrs) in MDD and two, similar studies, in GAD; PK and safety
studies in the appropriate age groups; validated symptom rating
scale specific to the disorder and sensitive to drug effects and
a global measure; and a long term safety study at clinically
effective doses for a sufficient duration of time. Amendments to
the request changed the ages of children (ages 7-12) and
adolescents (ages 13-17); required that the same venlafaxine
formulation be used for PK and efficacy studies and that
sufficient number of subjects be evaluated for different age
ranges; and gave an additional 6 months extension for the
initial 3-year timeframe for completion of the study to
11/28/2002. A meeting between FDA and WAL took place on
08/08/2001 to discuss the content and formatting of the sNDA’s
for pediatric MDD & GAD. The studies were submitted to the
Agency on 09/25/2002. The pediatric exclusivity board convened
on 12/02/2002 and determined that Wyeth adequately met the terms
of the Agency's pediatric written request letter, and therefore,
allowed for Wyeth to receive an additional 6 months of patent
protection for all venlafaxine products.
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D. Important Issues with Pharmacologically Related Agents

Venlafaxine IR has been associated with treatment emergent
anorexia and weight loss, sustained increases in blood pressure,
nervousness, anxiety and insomnia, and increases in serum
cholesterol. Venlafaxine IR also has the potential for
interaction with moncamine oxidase inhibitor's (MAOI) which may
result in a range of outcomes ranging in tremor, seizures, a
neuro-malignant like syndrome or death.

II.  Clinically Relevant Findings From Chemistry, Animal Pharmacology
and Toxicology, Microbiology, Biopharmaceutics, Statistics and/or
Other Consultant Reviews

1. The Office of Clinical Pharmacology and Biopharmaceutics/
Division of Pharmaceutical Evaluation I (OCPB/DPE-1) notes in
their review that the exposure to venlafaxine is slightly
lower in adolescents as compared to adults when dosed at the
same mg/kg dose. "Whereas when children are given the same
mg/kg dose, exposures drop sharply as age declines in prel]
adolescents. The data with the XR formulation suggests that
preadolescent children may need on average a 2 to 4 fold
higher mg/kg dose as compared to adults and that adolescents
may need a 1.75 fold higher mg/kg dose. However, in the
pivotal efficacy studies children received on average only a
1.33 fold higher dose on a mg/kg basis, and adolescents a 1.5
fold higher dose."

2. The Division of Biometrics I (HEFD-710) confirms the results
reported by the sponsor in the LOCF analysis for the primary
efficacy, C-KIDDIE-SADS GAD (9 delineated items) for Study 396
and 397 for GAD. A statistically significant reduction in C[J
KIDDIE-SADS GAD (9 delineated items) occurred in study 396 and
397 in white, but, not in non-white groups. In study 397 this
may have been related to low sample size. Pooling of the data
for 396 and 397 (n=233 whites, 76 non-whites) showed that a
statistical treatment effect on the reduction of C-KIDDIE-SADs
(9 delineated items)occurred in the white group (p=.001) but
not in the non-white group (p=0.83). No such racial
differences between whites and non-whites were present in
individual or pooled data in study 382 or 394 looking at
changes in CDRS-R total score in MDD.

3. The Good Clinical Practice Branch I & II (HFD-46/47),Division

of Scientific Investigations, inspected 3 investigator sites
for MDD and 3 investigator sites for GAD. Deficiencies in the
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informed consent ©process, 1in source documentation and in
enrolling subjects who should have been excluded occurred at
one of the three sample sites in MDD (David Rosenberg, MD-
Warren, Michigan. Data from this was to be excluded for study
382. No deficiencies were identified in the sites inspected
for the GAD studies 396 and 397.

III. Human Pharmacokinetics and Pharmacodynamics

A. Pharmacokinetics

Two pediatric pharmacokinetic studies were conducted with
venlafaxine. Study 0600A-126-US (126) was a multiple dose (1 or
2 mg/kg day) study of the steady-state pharmacokinetics of
venlafaxine IR tablets after 14 days of dosing which was
conducted in twenty-five, 6-16 year olds with conduct disorder.
Study 0600B1-169-US (169) was a single dose study using
venlafaxine ER capsules which evaluated the pharmacokinetics in
6, ADHD subjects, in each of the following 3 different age
groups (6 to 7 years, 8 to 11 years, and 12 to 17 years). The
purpose of this study was to evaluate if absorption of a
sustained release product may be truncated in younger children
as a possible consequence of a shorter gastrointestinal transit
time.

In both studies pediatric subjects were grouped by age and
tanner stage (i.e. tanner stage > 3 = adolescents).

A summary of the study designs is shown in Table 1.

Tablel: Summary of the Pediatric Pharmacokinetic Studies
c e Study .
Indication Protocol # Study Drug Age Groups design Dose Analytes Matrices
Conduct
Disorder .
. Children &
with or . MD to SS lor2 v
without 0600A-126-US Venlafaxine IR giollgsc(e)nts BID m/kg/day ODV Plasma
MDD or Y
ADD
\%
6-7yo Ave 1.5 ODV
ﬁgﬁgr 0600B1-169-US  Venlafaxine ER 8- 11 yo SD range 0.96 -~  NDV Elgflr:a
12-17 yo 2.17 mg/kg NODV &

glucuronides

Plots of dose normalized AUC’s versus age that are presented in
the OCPB review demonstrated that exposures to venlafaxine and
the active metabolite, O-desmethyl-venlafaxine (ODV), are lower
in adolescents than in adults, when adjusted given the same

Page 9



CLINICAL REVIEW

Clinical Review Section

weight normalized dose, (e.g. mg/kg dose); plus, dose normalized
AUC’s are even lower in preadolescents and younger children.

Based upon these plots it appears that young preadolescent
children may need a 2-4 fold higher dose on a mg/kg/basis as
compared to adults. Adolescents may need only a higher slightly
higher mg/kg/dose as compared to adults. As the average dose in
adults is 2 mg/kg, an average dose of 4 - 8 mg/kg would be
expected to be needed in children of various ages, and a dose of
about 2.5 - 3 mg/kg is expected to be needed in adolescents. In
contrast, average doses of 2.6 - 2.7 mg/kg were used in children
< 50 kg in the various pediatric efficacy studies. Consequently,
children weighing < 50 kg may have been under-dosed in these
studies.

IV. Description of Clinical Data and Sources

A. Overall Data

The clinical data for these two supplements comes from two
pharmacokinetic studies (126, 169), two controlled efficacy
trials in MDD in children and adolescents (382, 394), one open
label longer-term safety trial in MDD in children and
adolescents (395), and two controlled efficacy trials in GAD in
children and adolescents (396, 397).

B. Tables Listing the Clinical Trials

Tables 2.1 A and 3.1 A summarizes the two efficacy trials, each
for MDD (382, 394)and for GAD (396, 397), and are included in
the Appendix.

C. Postmarketing Experience

The sponsor reports that marketing authorization applications
for venlafaxine and venlafaxine XR have been approved in 79 and
76 countries, respectively. The sponsor further states that they
have not submitted any marketing authorization applications
seeking approval for the use of venlafaxine XR in the treatment
of MDD and GAD in pediatric subjects.

D. Literature Review

The sponsor performed a literature search of published papers
and abstracts on pediatric subjects with MDD and, or, GAD
relevant to venlafaxine. The sponsor states that after reviewing
the world literature they found no issues that would adversely
affect the conclusions about the safety of venlafaxine XR in
pediatric subjects with MDD or GAD. Thirteen abstracts or, full

Page 10



I CLINICAL REVIEW I

Clinical Review Section

publications were included with these two supplements. These
articles were reviewed by this reviewer and generally support
the sponsor’s statement regarding safety. One report' describes a
child who developed unexplainable dystonia when venlafaxine was
used with guanfacine in a 13-year-old with depression and ADHD.
One abstract? describes the experiences of 14 cases of acute,
accidental ingestion of venlafaxine in children, 15 mths-5.5

yrs, at a dose of 2.1-5.5 mg/kg, with one needing hospitalizall
tion because of lethargy. Another article® is not clearly
relevant to pediatric MDD or GAD, albeit, indirectly.

V. Clinical Review Methods

A. How the Review was Conducted

The clinical review was divided into two general sections-
efficacy and safety review. The review of efficacy focused on
the individual pivotal studies. There was no examination of
pooled efficacy data. Safety data was examined starting from the
integrated summary of safety (ISS).Serious adverse events, and
adverse dropouts were reviewed for all studies relating to
pediatric MDD and GAD. Data from controlled clinical trials of
MDD and GAD were pooled, when appropriate, to explore common and
drug related adverse events, treatment related changes in
laboratory analytes, changes in ECG and wvital signs, and other
specific searches.

B. Overview of Materials Consulted in Review

The electronic version of this submission was used for the
entire clinical process. The NDA application was generally
complete. For the most part, the clinical review drew only from
materials included in the NDA submission.

1 Chong Y, Harris R, Kim WJ Dystonia as a side effect of non- neuroleptics Journal of the American Academy of Child & Adolescent Psychiatry 1999; 38: 793- 795
2 Herrington LF, Gorman SE Pediatric ingestion of effexor ( venlafaxine) Journal of Toxicology Clinical Toxicology 1996; 34: 558- 559

3 Hollander E, Kaplan A, Cartwright C, Reichman D Venlafaxine in children, adolescents, and young adults with autism spectrum disorders: an open retrospective clinical report

Journal of Child Neurology 2000; 15: 132- 135
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C. Overview of Methods Used to Evaluate Data Quality and Integrity

The submission was checked for internal consistency. Various
narrative summaries were checked against the table listings to
help ensure the accuracy of some of the safety data. The
Division of Scientific Investigations (DSI) was consulted and
sample site visits were made by them.

D. Were Trials Conducted in Accordance with Accepted Ethical Standards
Trials were conducted in accordance with Good Clinical Practice
Guidelines (GCP).

E. Evaluation of Financial Disclosure

The sponsor disclosed that the following principal investigators
for the identified studies received in excess of $ 25,000, and
that the financial assets that they received were not likely to
have influenced the medical assessments of the efficacy and
safety endpoint of these studies:

1.

e For honoraria, travel, and participation in the
investigators meeting

e For participation at the investigators meeting

w

e For being a visiting professor, for honoraria, travel and
for participation at the investigators meeting

4. and, [—

e For travel and for participation at the investigators
meeting.

(0]

The small sample of subjects at each of the investigator's sites
and the fact that these were double-blind trials suggest that

the integrity of these studies was not adversely influenced by
the financial conflicts.

® O
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VI. Integrated Review of Efficacy

A. Brief Statement of Conclusions

B. General Approach to Review of the Efficacy of the Drug

The review of clinical efficacy of venlafaxine ER in the
treatment of MDD in children and adolescents focused on the two
(2) parallel group, randomized, double blind, placebo
controlled, flexible dose studies (382, 394) on an individual
basis.

The review of clinical efficacy of venlafaxine ER in the
treatment of GAD in children and adolescents focused on the two
(2) parallel group, randomized, double blind, placebo
controlled, flexible dose studies (396, 397) on an individual
basis.

C. Detailed Review of Trials by Indication

Major Depressive Disorder (MDD) Studies: 0600B1-382-US (382)and
0600B1-394-US (394)

Study: 0600B1-382-US (382): This study was conducted over the
3.11 year period from 10/97-09/00, by the investigators/sites
identified in the Appendix.

Objective(s): The purpose for this study was to compare the
antidepressant efficacy and safety of venlafaxine extended
release (ER) to placebo in children and adolescents with MDD.

Population: The subjects were to be healthy, capsule swallowing,
outpatient children (7-12 years) and adolescents (13-17 years)
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who met DSM- IV and KIDDIE-SADS-PL? criteria for MDD, and whose
symptoms were present for =2 1 month. Subjects were to have a
CDRS-R score =2 40 at prestudy and study day -1 visits, and must
not have had a > 30% decrease in there CDRS-R score between
prestudy and study day -1. In addition, the subjects were to
have a CGI-S = 4 score at day -1.

Design: Following 14 t 3 day single-blind placebo lead-in period,
166 subjects were randomly assigned to venlafaxine ER capsules
or placebo, stratified by age, with flexible dosing by body
weight (37.5 mg to 225 mg/day), for up to 8 weeks, followed by a
taper period of up to 14 days. Concomitant use of psycho-
pharmacological drugs (e.g. antipsychotics, anxiolytics, other
antidepressants, lithium, stimulants and sedative hypnotics) was
prohibited.

Of the 166 subjects who entered the double blind period, 165
were analyzed for safety and 161 for efficacy (intent to treat),
with 103 subjects ending up completing the study. The treatment
groups were comparable in demographic and baseline character-
istics (weight, height, duration of current episode, CDRS-R, Ham-
D total, MADRS Total and CGI-S), except for the fact that there
were more females in the placebo group and more males in the
drug group.

TABLE 82A, DEMOGRAPHIC AND BASELINE CHARACTERISTICS FOR ALL PATIENTS
Placeho Venlataxine ER
Characieristic in = 85} (n = &0 p-Walue Statistical Test®
Age (years) in = &4} (n=7% 0,829 t
Mean 12.2 123
S0 26 26
Range 217 17 BEST AVAILABLE COPY
Children {ages 7-12), n (%) 47 (35) 42 (33
Adolescents (ages 13-17), ni%a} AR (45) AR (48]
Sex, ni %) 0185 [
Female 47(55.3) 6450
Male AR (T 44 (350)

Ethnic origin, n {%) 0777 ol
White TA(EE2) TO(ET.S

Rlack TiR2) GIT.5)

Hizpanic 335 ETER]

Cithar i} 1.3

Assessments: Screening assessments were to include a medical and
psychiatric history, physical exam, clinical laboratories, ECG,
HAM-D, CDRS-R, MADRS, KIDDIE SADS, and DSM-IV Criteria for MDD.
The primary efficacy measure was the CDRS-R total score and the
secondary efficacy measures were HAM-D total + depressed mood

‘Kiddie Schedule for Affective Disorders and Schizophrenia, Present and
Lifetime Version
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item scores, MADRS® total score and CGI-S. Safety monitoring
assessment included physical examinations, wvital signs, height
and weight, ECG’s, clinical laboratories and recording of
adverse events. CDRS- R, CGI- S scores, HAM- D total and
depressed mood items, MADRS were evaluated at prestudy, baseline
and study days 4, 7, 14, 21, 28, 42 and 56.

Analysis Plan: The primary outcome was the change from baseline
on the CDRS-R total score at week 8 of therapy, or the last
observation carried forward (LOCF) in the venlafaxine ER group
compared to the placebo group. An LOCF analysis was performed
at all other time points with the secondary efficacy data. The
CDRS-R, HAM-D total and depressed mood item, MADRS total, and
CGI-S item scores were analyzed using an analysis of covariance.
The CGI-I item score was analyzed using an analysis of variance
(ANOVA) with treatment and investigator as factors. A responder
analysis was also performed, where on the CDRS-R scale, subjects
whose total scores decreased by 35% or more from baseline were
considered responders; and where, on the HAM-D and MADRS scales,
subjects whose total scores decreased by 50% or more from
baseline were considered responders.

Study Subjects: Eighty (80) subjects received at least a single
dose of venlafaxine ER at a mean daily dose of 2.4-2.7 mg/kg for
11.01 patient exposure years. Eight-five (85) subjects received
a single dose of placebo for 11.73 patient exposure years. A
total of 62 (38%) subjects discontinued from the study
prematurely. The most frequent reasons for discontinuation in
the venlafaxine ER group were "failed to return" and "adverse
events" and in the placebo group were “failed to return” and
“lack of efficacy. Adverse events were the primary or a
secondary cause for discontinuation of on-therapy treatment for
10 (13%) of the venlafaxine ER-treated patients and 4 (5%)
patients in the placebo group. The adverse events that most
frequently (.2%) caused discontinuation of treatment in the
venlafaxine ER group were manic reaction and suicidal ideation,
and which are identified in sponsor's Table 10.3.3A which is
included in the Appendix. Forty-one (41, 51%) of the 80
venlafaxine ER-treated patients had an adverse event resulting
in a dose reduction or administration of concomitant therapy
compared to fifty-two (52, 61%) of the 85 placebo-treated
patients who had an adverse event resulting in a dose reduction
or administration of concomitant therapy.

® Montgomery-Asberg Depression Rating Scale
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Results: There was no difference between the venlafaxine ER and
the placebo groups on the primary and secondary efficacy
parameters [primary: CDRS-R total (P=0.338); secondary:

HAM-D Total (P=0.737), HAM-D Depressed Mood Item (P=0.544),
MADRS Total (P=0.405),CGI-S (P=0.792) and CGI-I (P=0.692)].
Subjects in the adolescent subpopulation did slightly better on
venlafaxine ER than on placebo, but, the difference was not
statistically significant.

Conclusion(s): This study showed that in pediatric age groups,
venlafaxine ER was not statistically superior to placebo on the
primary and secondary efficacy measures chosen. Greater, but not
statistically significant, improvement occurred in adolescent
compared to children subpopulation(s).

Study: 0600B1-394-US (394): This study was conducted over 1 year
between 08/00-08/01, by the investigators/sites identified in
the Appendix.

Objective(s): The purpose for this study was to compare the
antidepressant efficacy and safety of venlafaxine extended
release (ER) to placebo in children and adolescents with MDD.

Population: The subjects were to be healthy, capsule swallowing,
outpatient children (7-12 years) and adolescents (13-17 years)
who met DSM-IV and KIDDIE-SADS-PL criteria for MDD, and whose
symptoms were present for 2 1 month. Subjects were to have a

CDRS-R score =2 40 at prestudy and study day -1 visits, and must
not have had a > 30% decrease in there CDRS-R score between
prestudy and study day -1. In addition, the subjects were to

have a CGI-S = 4 score at day -1.

Design: Following 7 = 3 day single-blind placebo lead-in period,
201 subjects were randomly assigned to venlafaxine ER capsules
or placebo, stratified by age, with flexible dosing by body
weight (37.5 mg to 225 mg/day), for up to 8 weeks, followed by a
taper period of up to 14 days. Concomitant use of psycho-
pharmacological drugs (e.g. antipsychotics, anxiolytics, other
antidepressants, lithium, stimulants and sedative hypnotics) was
prohibited.
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Of the 201 subjects who entered the double blind period, 196
were analyzed for safety and 193 for efficacy (intent to treat),
with 148 subjects ending up completing the study. The treatment
groups were comparable in demographic and baseline charactexrl]
istics (weight, height, duration of current episode, CDRS-R,
Ham-D total, MADRS Total and CGI-S).

TABLE 824, DEMOGREAPHIC AND BASELINE CHARACTERIZTICE FOR PATIENTS [N THE
SAPFETY POPULATION
Placebs Wenlaluxine ER Spatiztical BEST AVAI LAB LE CO PY

Charscienstic in =54 ino= 1025 p-Valuz Teemt?
Age, veoars 0.778 1

Bdein 121 12.2

S0 IR 14

Range T-17 717

Children, n %5 G4 05T ET(Eh)

Adolescent=s, n (%) A (435 45 (44
Sox. n | Vol 0ElG ©

Fermale ELNEA N 44 id 3y

Mals SE ROy ER (57
Ethnic srigin, o %) 0.DER ©

Bk Ll L3l

Hisgpanic L1el2y L3¢13)

While TLiTa) & (63

Cither 22 I Ly

Assessments: Screening assessments were to include a medical and
psychiatric history, physical exam, clinical laboratories, ECG,
HAM-D, CDRS-R, MADRS, KIDDIE SADS, and DSM-IV Criteria for MDD.
The primary efficacy measure was the CDRS-R total score and the
secondary efficacy measures were HAM-D total and depressed mood
item scores, MADRS® total score and CGI-S. Safety monitoring
assessment included physical examinations, wvital signs, height
and weight, ECG’s, clinical laboratories and recording of
adverse events. CDRS-R, CGI-S scores, HAM-D total and depressed
mood items, MADRS were evaluated at prestudy, baseline and study
days 4, 7, 14, 21, 28, 42 and 56.

Analysis Plan: The primary outcome was the change from baseline
on the CDRS-R total score at week 8 of therapy, or the last
observation carried forward (LOCF) in the venlafaxine ER group
compared to the placebo group. An LOCF analysis was performed
at all other time points with the secondary efficacy data. The
CDRS-R, HAM-D total and depressed mood item, MADRS total, and
CGI-S item scores were analyzed using an analysis of covariance.
The CGI-I item score was analyzed using an analysis of variance
(ANOVA) with treatment and investigator as factors. A responder
analysis was also performed, where on the CDRS-R scale, subjects
whose total scores decreased by 35% or more from baseline were
considered responders; and where, on the HAM-D and MADRS scales,
subjects whose total scores decreased by 50% or more from
baseline were considered responders.

® Montgomery-Asberg Depression Rating Scale
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Study Subjects: One hundred and ninety six subjects (196;
venlafaxine ER: 102, placebo: 94) received at least one dose of
study medication with the mean daily dose of venlafaxine ER
being 2.4-2.6 mg/kg for 15.95 patient exposure years (vs. 15.47
patient exposure years for placebo). Of the 196 patients who
received study medication, 45 (23%) subjects (venlafaxine ER, n=
28; placebo: n=17) discontinued treatment prematurely. For the

venlafaxine ER group, "adverse event (n=8)" "failed to return
(n=8)," and "unsatisfactory response (n=8)" were the most
frequent primary reasons for discontinuation. "Other event

(placebo, n=5; venlafaxine ER, n=3)" was the most frequent
primary reason for discontinuation in the placebo group. The
adverse events that most frequently (= 2%) caused discontinuation
of treatment in the venlafaxine group were hostility (2%) and
suicidal ideation (2%). Eighty-nine (89, 87%) of the 102
venlafaxine ER patients and 77 (82%) of the 94 placebo patients
received some type of concomitant therapy. The most frequently
used concomitant medications were analgesics/antipyretics,
antihistamines, and nonsteroidal anti-inflammatory drugs.

Results: There was no difference between the venlafaxine ER and
the placebo groups on the primary and secondary efficacy
parameters [primary: CDRS-R total (P=0.386); secondary:

HAM-D Total (P=0.567), HAM-D Depressed Mood Item (P=0.211),
MADRS Total (P=0.214),CGI-S (P=0.339) and CGI-I (P=0.261)].

Conclusion(s): This study showed that in pediatric age groups,
venlafaxine ER was not statistically superior to placebo on the
primary and secondary efficacy measures chosen.

Generalized Anxiety Disorder (GAD) Studies: 0600B2-396-US
(396)and 0600B2-397-US (397)

Study: 0600B2-396-US (396): This study was conducted over 13
months between 08/00-09/01, by the investigators/sites
identified in the Appendix.

Objective(s): The purpose for this study was to compare the
anxiolytic efficacy and safety of venlafaxine extended release
(ER) with placebo in children and adolescents with GAD.

Population: The subjects were to be healthy, capsule swallowing,
outpatient children (6-11 years) and adolescents (12-17 years)
who met DSM-IV’' and C-KIDDIE-SADS GAD® criteria for GAD, and

" Diagnostic and Statistical Manual of Mental Disorders - Fourth Edition.
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whose anxiety symptoms were present for =2 6 months. Subjects were
to have a Severity Component®, 5 item, CKIDDIE-SADS GAD score >

20 at prestudy screen and SD - 1 (baseline); a Severity
Component!?, 3-items, CKIDDIE-SADS GAD score = 4 at prestudy
screen and SD - 1 (baseline); a Severity Componentn, 2 items,

CKIDDIE-SADS GAD score = 4 at prestudy screen and SD - 1
(baseline); a Impairment Component®?, 4-item, C-KIDDIE-SADS GAD
score = 7 at prestudy screen and SD -1 (baseline); a Impairment
Component!®, 1 item, CKIDDIE-SADS GAD score > 4 at prestudy
screen and SD - 1 (baseline); a CDRS-R'! score < 45 prestudy and
SD -1 (baseline); and a CGI-S'° score = 4 at prestudy screen and
SD- 1 (baseline).

Design: Following a 7 = 3 day single-blind placebo lead in
period, 164 subjects were randomly assigned to venlafaxine ER
capsules or placebo, with flexible dosing (37.5 mg to 225
mg/day), for up to 8 weeks, followed by a taper period of up to
14 days. Concomitant use of psycho-pharmacological drugs (e.g.
antipsychotics, anxiolytics, other antidepressants, lithium,
stimulants and sedative hypnotics) was prohibited.

Assessments: Screening assessments were to include a medical and
psychiatric history, recording of prior medications, physical
exam, VS, HT, WT, clinical laboratories, serum beta-HCG for
females, ECG, C-KIDDIE-SADS GAD (Complete), CGI-S, CDRS-R,
CKIDDIE-SADS PL [Anxiety (excluding GAD) and Affective Disorder
Supplements], and the DSM-IV Criteria for GAD. The primary
efficacy measure was the LOCF or week 8 on-therapy evaluation
of the C-KIDDIE-SADS GAD!® (9 delineated items). The secondary
efficacy measures were the total scores on the C-KIDDIE-SADS
GAD, Complete, Severity Component (5 delineated items) and
Impairment Component (4 delineated items), the total score on
the PARS”, the total score on the HAM—AM, the Parent and
Patient total scores on the SCAREDM, the CGI-S and CGI-I, and

¥ Columbia-Kiddie Schedule for Affective Disorders and Schizophrenia GAD Subsection

? 5 Severity questions in the 9 delineated items

1% Anxiety + worry, difficulty controlling the worry + severity of associated symptoms

! Frequency of anxiety and worry during the average week and frequency of associated symptoms during the average week.
12 4 Impairment questions in the 9 delineated items

'3 Global impairment in functioning

!4 Childhood Depression Rating Scale-Revised

'3 Clinical Global Impressions - Severity of Illness

16 C-Kiddie SADS GAD, a subset of 9 items, was chosen as the primary because it correlates with DSM-IV GAD Diagnostic
Criteria for Children; 5 items comprise the severity component + 4 items comprise the_impairment component; given weekly to
identify changes in the severity and impairment of the anxiety symptoms

17 pediatric Anxiety Rating Scale

'8 Hamilton Rating Scale for Anxiety

19 Self Report for Childhood Anxiety Related Disorder
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the C-KIDDIE-SADS GAD (9 delineated items), PARS and CGI-I
scores to assess responder status. Safety monitoring assessment
included physical examinations, wvital signs, height and weight,
ECG’s, clinical laboratories and recording of adverse events.
The efficacy measurements were made at the following time
intervals: C-KIDDIE-SADS GAD (complete) at prestudy, baseline
(day-1), and study days 28 and 56; C-KIDDIE-SADS GAD (9
delineated items) on study days 7, 14, 21, 42, and 49; PARS at
baseline (day-1) and study days 7, 14, 21, 28, 42, 49, and 56;
HAM-A at baseline (day -1) and study days 28 and 56; SCARED
parent and patient forms at baseline (day-1) and study days 28
and 56; CGI (Severity only)at prestudy visit and baseline (day
-1); and the CGI (Severity and Improvement) at study days 7,
14, 21, 28, 42, 49, and b56.

Analysis Plan: The primary outcome measures were the change from
baseline on the week 8 last-observation-carried-forward (LOCF)
on-therapy evaluation. In addition to an LOCF analysis, an
analysis of the observed data at each time point was performed
using a parametric 2-way analysis of covariance (ANCOVA) with
treatment and investigator as factors and the associated
baseline as the covariate. The observed data and LOCF data
analyses were applied to the primary and secondary variables.
Changes from baseline for the primary and secondary efficacy
variables (e.g., C-KIDDIE-SADS GAD [9 delineated items, severity
component, impairment component, and complete], PARS, HAM-A,
CGI-S, and SCARED scales), were analyzed at each time point.

Patient Disposition: Of the 164 subjects who entered the double
blind period, 164 were analyzed for safety and 160 for efficacy
(intent to treat), with 129 subjects ending up completing the
study. The primary reasons for 34 (21%) subjects discontinuing
the study prematurely are identified in Table 8.1.1A below
provided by the sponsor in Final Study Report CSR-44723. “Failed
to return” was the most frequent primary reason for
discontinuation. Adverse events were the primary or a secondary
cause for discontinuation of double- blind treatment for 3 (4%)
subjects in the venlafaxine ER treated group and for 2 (2%)

subjects in the placebo group.

The disposition over time of all the subjects who entered the
study is shown in Table 8.1C. taken from CSR-44723. The number
who completed (C) and the number who discontinued (D) are shown
by time period.
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TABLES.1C PATIENT STATUS OVER TIME: NUMBER (%) OF PATIENTS

0N THERAPY
Placebo (n = 84} Venlafaxine ER {n = &)

Time Period jdaysy" b iy [ 1]
It 7 w4 4 &0 ]
Ao 14 ] 2 79 3
15 1o 21 78 2 Th 2
221028 Th 2 74 2
2910 35 T4 1 72 4
3610 42 72 1 [ 1

3o 49 72 4 67 3
50010 56 [ 1] %) 2
=5 28 1] 38 4

a: [Does not include faper period.
b: © = the number of patients who complaed the indicated treatment period, I3 = the number of
patients who discontinued by end of each treatment paricsd.

¢ If patients completed early or missad a dose, they are not counted inthe C column.

34T 22 Mar 2002
The treatment groups were comparable in demographic and baseline
characteristics (height, duration of current episode, C-KIDDIE[I
SADS GAD (9 delineated items), C-KIDDIE-SADS (Complete), C[I
KIDDIE-SADS (Impairment), C-KIDDIE-SADS (Severity), PARS, HAM-A,
SCARED parent, SCARED patient and the CGI-severity. Statistill
cally significant baseline differences in the distribution of
sexes was present. More male subjects were present in the
venlafaxine ER than in the placebo groups, however, the mean
body weights were comparable between the two groups (venlafaxine
ER: 48.7 kg; placebo: 51.5 kg. Baseline characteristics of age,
sex and ethnic origin are identified in Table 9.2.1A provided by
the sponsor in CSR-44723.

TABLE 9.2 14, DEMOGRATHIC AND BASELINE CHARACTERISTICS
INTENT-TO-TREAT POPULATION
Placaba venlafixine ER p-valua

(haracieristic (-~ K2 {1~ T8} Statistical Tesl’
MGl years T
Mean 1.1 11.4
s L6 E el
Rgs a7 o BEST AVAILABLE
San, n () CO PY
Fomala 46 56) 27 (35) oLi0E
Malz A 44 51 (G5)
Ethnic origin, n (%)
Ardhic (R 0 {0}
Asian o 1in
Elack ] T 674"
Hispanic 14§17} 13417}
Malive American ] {1
Cither Lilj a il
Whitz T2 56 (T2)

The dose information for all subjects who were exposed to at
least one dose of venlafaxine ER (n = 80) is summarized in Table
10.1B. After the initial 28-day titration period, mean daily
doses of venlafaxine ER per kilogram of body weight were 2.6 to
2.7 mg.
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TABLE 10 1R, MEAN DAILY DOSE BY TIME INTERV AL

Diaily Diose
Time Interval (days} n Mean + 51 (mgkg)
On-therapy”
-7 a0 09+ 0.3
#-14 79 1.4 +0.5
15-21 T4 1.9+ 0.6
22-28 74 21406
29-35 72 26408
36 - 42 [ 28407
43-49 67 285407
51 - 56 63 27408
=56 e1) 2608
Taper 57 1.7 + 0.5
a: On-therapy period excludes taper doses.
b: Patients who had theit waek & vigit outside the schedulad wind ow
for this visit.
4-2ALL, 22 Mar 20602

Results: The LOCF analyses for the mean scores on C-KIDDIE-SADS
GAD (9 delineated items) total score showed marginal improvement
(p=0.06) in venlafaxine ER treated subjects compared to placebo
at week 8 of treatment. Treatment with venlafaxine ER was
significantly (p < 0.05) better than treatment with placebo
according to the results of the LOCF analyses for the mean
scores on the CKIDDIE-SADS GAD Severity component at weeks 4 and
8, the CGI-S at weeks 2, 3, and 8, the CGI-I at weeks 3, 6, 7,
and 8, and the SCARED patient at week 4. The observed cases
analyses revealed a significant benefit for drug at Week 8 on
the C-KIDDIE-SADS GAD Severity subscale (p = 0.05) and at Week 3
on the CGI-S (p < 0.03) and CGI-I (p < 0.03). Based on the CGI-I
score, significantly more subjects on drug were reported to have
been ™ much improved” or very much improved” (e.g.,
responders) at weeks 6,7, and 8 (LOCF) compared with subjects in
the placebo group (p = 0.008, 0.010, and 0.008). In the observed
—-cases analysis (CGI-I score), significantly drug subjects
responded at week 8 compared to placebo(p = 0.044). Table 9.41A,
located in the Appendix, compares the LOCF analysis between
treatment groups for the intent to treat subjects, and was
provided by the sponsor in Final Study Report CSR-44723.

AN

Conclusion(s): The results of the LOCF analyses of the primary
efficacy variable, C-KIDDIE-SADS GAD (9 delineated items)
scores, showed that subjects treated with venlafaxine ER were
not significantly better than subjects treated with a placebo at
the primary time point, week 8 (p = 0.06).

Study: 0600B2-397-US (397): This study was conducted over 16
months between 04/00-08/01, by the investigators/sites
identified in the Appendix.
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Objective(s): The purpose for this study was to compare the
anxiolytic efficacy and safety of venlafaxine extended release
(ER) with placebo in children and adolescents with GAD.

Population: The subjects were to be healthy, capsule swallowing,
outpatient children (6-11 years) and adolescents (12-17 years)
who met DSM-IV and C-KIDDIE-SADS GAD criteria for GAD, and whose
anxiety symptoms were present for = 6 months. Subjects were to
have a Severity Component, 5 item, CKIDDIE-SADS GAD score =2 20 at
prestudy screen and SD-1 (baseline); a Severity Component,
3-items, CKIDDIE-SADS GAD score = 4 at prestudy screen and SD-1
(baseline); a Severity Component, 2 items, CKIDDIE-SADS GAD

score = 4 at prestudy screen and SD - 1 (baseline); a Impairment
Component, 4- item, C-KIDDIE-SADS GAD score = 7 at prestudy
screen and SD - 1 (baseline); a Impairment Component, 1 item,

CKIDDIE-SADS GAD score 2 4 at prestudy screen and SD-1
(baseline); a CDRS-R score < 45 prestudy and SD-1 (baseline);
and a CGI-S score = 4 at prestudy screen and SD-1 (baseline).

Design: Following a 7 = 3 day single-blind placebo lead in
period, 158 subjects were randomly assigned to venlafaxine ER
capsules or placebo, with flexible dosing (37.5 mg to 225
mg/day), for up to 8 weeks, followed by a taper period of up to
14 days. Concomitant use of psycho-pharmacological drugs (e.g.
antipsychotics, anxiolytics, other antidepressants, lithium,
stimulants and sedative hypnotics) was prohibited.

Assessments: Screening assessments were to include a medical and
psychiatric history, recording of prior medications, physical
exam, VS, HT, WT, clinical laboratories, serum beta-HCG for
females, ECG, C-KIDDIE-SADS GAD (Complete), CGI-S, CDRS-R,
CKIDDIE-SADS PL [Anxiety (excluding GAD) and Affective Disorder
Supplements], and the DSM-IV Criteria for GAD. The primary
efficacy measure was the LOCF or week 8 on-therapy evaluation
of the C-KIDDIE-SADS GAD (9 delineated items). The secondary
efficacy measures were the total scores on the C-KIDDIE-SADS
GAD, Complete, Severity Component (5 delineated items) and
Impairment Component (4 delineated items), the total score on
the PARS, the total score on the HAM-A, the Parent and Patient
total scores on the SCARED, the CGI-S and CGI-I, and the CIJ
KIDDIE-SADS GAD (9 delineated items), PARS and CGI-I scores to
assess responder status. Safety monitoring assessment included
physical examinations, vital signs, height and weight, ECG’s,
clinical laboratories and recording of adverse events. The
efficacy measurements were made at the following time intervals:
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C-KIDDIE-SADS GAD (complete) at prestudy, baseline (day -1), and
study days 28 and 56; C-KIDDIE-SADS GAD (9 delineated items) on
study days 7, 14, 21, 42, and 49; PARS at baseline (day -1) and
study days 7, 14, 21, 28, 42, 49, and 56; HAM-A at baseline
(day -1) and study days 28 and 56; SCARED parent and patient
forms at baseline (day -1) and study days 28 and 56; CGI
(Severity only) at prestudy visit and baseline (day -1); and the
CGI (Severity and Improvement) at study days 7, 14, 21, 28, 42,
49, and 56.

Analysis Plan: The primary outcome measures were the change from
baseline on the week 8 last-observation-carried-forward (LOCF)
on-therapy evaluation. In addition to an LOCF analysis, an
analysis of the observed data at each time point was performed
using a parametric 2-way analysis of covariance (ANCOVA) with
treatment and investigator as factors and the associated
baseline as the covariate. The observed data and LOCF data
analyses were applied to the primary and secondary variables.
Changes from baseline for the primary and secondary efficacy
variables (e.g., C-KIDDIE-SADS GAD [9 delineated items, severity
component, impairment component, and complete], PARS, HAM-A,
CGI-S, and SCARED scales), were analyzed at each time point.

Patient Disposition: Of the 158 subjects who entered the double
blind period, 156 were analyzed for safety and 153 for efficacy
(intent to treat), with 112 subjects ending up completing the
study. The primary reasons that 45 (29%) subjects discontinued
the study prematurely are identified in Table 8.1.1A, which was
below provided by the sponsor in Final Study Report CSR-44734.
"Failed to return" was the most frequent primary reason for
discontinuation. Adverse events were the primary or a secondary
cause for discontinuation of treatment for 2 (3%) of the
venlafaxine ER-treated subjects and 7 (9%) subjects in the
placebo group.

The disposition over time of all the subjects who entered the
study is show in Table 8.1C taken from CSR-44734. The number who
completed (C) and the number who discontinued (D) are shown by
time period.
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TABLE B IC. PATIENT STATUS OVER TIME: NUMBER OF PATIENTS - ON-THERAPY

PFlaceto (n = 79) Venlafaxine ER (n=TT)

Tirme Perpod™ (Dave) Che o [ [N}

Tiwa7 Th 3 73 ]

o 14 67 9 6% 4 BEST AVAILABLE
151021 67 4] [E5] 3

12028 &2 5 62 4 COPY

1040 35 il 1 39 3

Mol 39 2 i 0

43 o 49 A6 E] 59 0

S0 o 36 53 2 59 1

a: Does not include Laper |'l|.':|'i-.‘ql

b O = ihe mumber of patients who completed the indicated thime period; 1= the
nuinber of patients who discontinued during each indicated time period

¢t Ifa patient completed sarly or missed a dose. they are nod counted inthe C column.

CTOR 3-41TTEH (29 Mar 02)

The treatment groups were comparable in demographic and baseline
characteristics (height, weight, duration of current episode,

C- KIDDIE-SADS GAD (9 delineated items), C-KIDDIE-SADS
(Complete), C-KIDDIE-SADS (Impairment), C-KIDDIE-SADS (Severity),
PARS, HAM-A, SCARED parent, SCARED patient and the CGI-severity.
Baseline characteristics of age, sex and ethnic origin are
identified in Table 9.2.1A provided by the sponsor in CSR-44734.

TABLE S 2 1A, DEMOGERAPHIC AND BASELINE CHARACTERISTICS -
INTENT-TO-TREAT POPFULATION

Plaocho WVenlataane ER
Choructenshc {n=T7) o= T = Value Statisbical Test”
Age {voars) At 1
Mean 1.3 L7
S0 28 ino
Fonge T0=-170 6.0 = 1740 BEST AVAI LABLE
Chaldren, n (%) 42 (55 A5
MAdolescents, n (%) 35 (45 AT (49 COPY
S, m o[ Yu) 90 C
Female 31 (40 29 (3R)
Blnle 46 (60 AT (623
Ethnic ongm. m{%a) 5y C
Arabic 1 {13
Asian 1 {3 I (1}
Elack 9 (13 10 (133
Hispanic ERE Y] 5 (T
Cother I (1}
White B3 (BI S50 (TR

The dose information for all subjects who were exposed to at
least one single dose of venlafaxine ER (n= 77) is summarized in
Table 10.1B. After the initial 7-day titration period, the mean
daily doses of venlafaxine ER per body weight in kg were 1.4
mg/kg to 2.6-mg/kg-body weight.
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TABLE 101H. MEAMN DAILY DOSE BY TIME INTERWVAL
Daily Diose
T Interval (days) n Mizan + 51 (maz/lg)
Cm-therapy®
1-7 77 084103
2-14 71 14406
13-21 [ L9106
2228 il 1407
29-33 62 15409
36-42 549 Iex0.9
A3-49 54 LRSI
50-56 549 FLE SR
=56 3 26+ 1.0
Taper 43 16403

1 On-therapy period excludes taper dose

CDR 4-2ALL (21 has 02)
Results: On the primary outcome measure, venlafaxine ER was
statistically more effective than placebo on the LOCF analyses
for the mean scores on C-KIDDIE-SADS GAD (9 delineated items)
total score at week 8 (p < 0.001), as well as weeks 2-7 (p <
0.05 at week 2, p < 0.01 at weeks 2-7). On the secondary outcome
measures, venlafaxine ER was statistically more effective than
placebo at week 8 on the LOCF mean scores for the C-KIDDIE-SADS
GAD Severity total (p < 0.001), C-KIDDIE-SADS GAD Impairment
total (p = 0.002), C-KIDDIE-SADS GAD Complete total (p = 0.001),
PARS ( p < 0.001), SCARED Parent total (p = 0.007), SCARED
Patient total (p = 0.002), HAM- A total (p = 0.003) and CGI-S (p
< 0.001). Table 9.41A, located in the Appendix, compares the
LOCF analysis between treatment groups for the intent to treat
subjects, and was provided by the sponsor in Final Study Report
CSR-44734. These results are graphically displayed in Figure
9.4.1A in CSR-44734.

FIGURE 94,14 ADJIUSTED MEAN SCORES FOR THE C-KIDDIE-5ADS GAD
(9 DELINEATED ITEMS [LOCF ANALYSIS])

—0— Placebo
—8— Venlafaxine ER

BEST AVAILABLE
COPY

36

28

ADJUSTED MEAN SCORES OF
C-KIDDIE-SADS GAD (9 DELINEATED ITEMS)

Baseline  Week1  Week?  Week3d  Weekd  Week 5 Werk 6 Wesk 7T Week 8
VISIT
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Conclusion(s) : Based on the week 8 results (LOCF) of the C[J
KIDDIE-SADS GAD total score (9 delineated items), venlafaxine ER
was shown to be significantly more effective than placebo for
children and adolescents with GAD.

D. Efficacy Conclusions

Major Depressive Disorder In Children and Adolescents

For Studies 382 and 394, there were no differences between
venlafaxine ER and placebo at week eight (8) on therapy, or, the
last-observation-carried-forward (LOCF) on-therapy evaluation,
as measured by the primary endpoint, CDRS-R total (382: P=0.338;
394: P=0.386). Hence, Venlafaxine ER is not effective in the
treatment of Major Depressive Disorder in children and
adolescents.

Generalized Anxiety Disorder In Children and Adolescents

For Studies 396 and 397, the primary efficacy was the lastl]
observation-carried-forward (LOCF) week 8 on-therapy evaluations
for the mean scores on the Columbia-Kiddie Schedule for
Affective Disorders and Schizophrenia GAD Subsection, 9
delineated items, total score (C-KIDDIE-SADS GAD). On this
efficacy measure, non statistically significant improvement (p =
0.06) occurred in venlafaxine ER treated subjects compared to
placebo at week 8 in study 396, while, in study 397, statistical
superiority occurred in venlafaxine ER treated subjects compared
to placebo at week 8 (p < 0.001). Hence, there is insufficient
evidence at this time to conclude that venlafaxine ER is
effective in the treatment of GAD.

VII. Integrated Review of Safety

A. Brief Statement of Conclusions

The safety profile of venlafaxine ER in children and adolescents
appears to be comparable to the safety profile in adults.
Differences noted relate to: 1) the mean increase from baseline
in the total serum cholesterol which was higher than adults in
the pooled GAD, but, not in the pooled MDD trials; 2) a slightly
higher mean pulse rate and ECG heart rate in children and
adolescents than in adults; and 3) a smaller increase in height
in children in the pooled GAD studies. Similarities in adverse
events between children-adolescents and adults with venlafaxine
ER use include 1) anorexia (2 times greater than placebo in both
MDD and GAD); 2)weight loss; and 3) sustained increases in
supine diastolic blood pressure. However, similar adverse event
may impact the child-adolescent different than the same adverse
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event in the adult. Hence, anorexia, decreased height attainment
and elevated cholesterol may impact overall growth and developl!
ment in the child-adolescent but not in the adult.

B. Description of Patient Exposure

Pooled safety data from the 2 double-blind studies reported in
the depression supplement (382, 384) resulted in a safety
population of 182 subjects who received at least 1 dose of
venlafaxine ER and 179 subjects who received at least 1 dose of
placebo for up to 8 weeks. The open label study (395) in MDD
provides 86 subjects who received venlafaxine ER for up to 6
months. Hence, a total of 268 subjects who participated in these
three studies received at least 1 dose of venlafaxine ER and 179
subjects received at least 1 dose of placebo.

Pooled safety data from the 2 double-blind studies reported in
the GAD supplement (396, 397) resulted in a safety population of
157 subjects who received at least 1 dose of venlafaxine ER and
163 subjects who received at least 1 dose of placebo for up to 8
weeks.

Results from the phase 1 conduct disorder study (126) provide
data on 25 subjects treated with venlafaxine IR for up to 6
weeks; 13 of those subjects were treated in an open-label
extension for up to 2 years.

Major Depressive Disorder:

The sponsors table below shows the total sum of exposure for
patients who took at least 1 dose of venlafaxine ER in the 3
depression studies in the safety database

TABLE 2.4 2A PATIENT EXPOSURE YEARS FOR ALL TIME PERIODS —DEPRESSION STUDIES

——————————— Venlafaxine ER - —-- cmmememeeme o= Placebo ---omemoeeee-

Patients Who Received Patient Patients Who Received  Patient Exposure

Study Number al Least | Dose Exposure Years at Least | Dose Years
B1-382 80 11.01 85 11.73
B1-394 102 15.95 a4 1547

Total double-blind |82 2695 179 27.19
B1-395 2O 30.24 N/A N/A

Total 268 57.19 179 2719

a: N/A = not applicable.

The sponsors table below shows mean daily doses of venlafaxine
ER by time interval, including the taper period.
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TABLE Z4. 1B, MEAN DAILY DOSE OF VENLAFAXINE ER

BY TIME INTERVAL

DEPRESSION STUDIES

Time Interval

Daily Dosa

{days) n Meian + 81 (mg/kg)

On-therapy
1-7 268 0.7 +0.3
4-14 262 134105
15-21 254 1.4 4106
22-28 237 20406
29-35 225 24 +0.8
36-42 214 24409
43 -48 09 25408
50 - 60 198 26409
G1 =00 a8 25404
a1 -120 58 264048
121 - 150 47 254048
151 - 1&D 44 254048
= 18D 22 25408

Taper 125 1.5+05

The demographic and baseline characteristics of all pooled
subjects in the MDD trials are shown in the following table
provided by the sponsor in the submission.

TABLE 54 DEMOGHRAPHIC AND BASELINE CHARACTERIETICS POR ALL PATIENTS IN THE
POOLED PHASE 3 STUDIES —DEPRESEION STUDIES

Placeho-controlled Sudies All3 Studies
Placebo Wenlafixine ER Wenlafixine ER

Characieristic n=17%) {n=182) {n=268)
Age, yers

Mean 1.2 122 123

g0 7 15 7

Min-Max 1.0-170 1170 T170

Madin 12.0 120 120

o

Children (7-12 years] 181 w 143
Ackolewoenis {1317 yars) T B3 125

Bax, n|H)

Femalks BE (4E]| BO |44 1Z1 [45)

Male 93 [57) 102 [%5) 147 |55)
Ethnic Crigin, n (%)

Amhic 1 21 2 [=1)

Asimn 1 (=1} 33 401

Blick 17 (@) 21 (12) 3 (13)

Hispamic 14 =] 15 % ek B

Mabve American 1] 1] I [=1)

whik: 145 [£2) 134 [74] 194 [72)

Cther 1 (=10 & (3 & (1)
Ilnghl.cmb

Meaan 154.0F 1544 154.4

s0 154° 150 148

Min-Max 1068 1 RE T 120.7-180.5 120.7-15005

Madin 1578 1545 1352
waight. kg'

Mean 6.2 6.4 312
&) 3 ne &
Min-Max I.3-1258 250125 250125
Madin 55.0 54.2 3nG

Abbreviation: Min-Max = minmum-maximum.

n: Delermined o beseline.
ke Delermined ot prestdy visil.
¢ Bused on 178 patients.
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Generalized Anxiety Disorder:

The sponsors table below shows the total sum of exposure for
subjects who took at least 1 dose of venlafaxine ER in the 2 GAD
studies in the safety database.

TABLE 3424 PATIENT EXPOSURE YEARS FOR ALL TIME PERIODE —GAD STUDIES

- Venlafixine ER -—---nm- - emermeem Placebo -

Patients Who Received  Patient Exposure  Patienis Who Received  Patient Exposure
By Mumber at Least | Dosa Y ears at Least | Dosa Yoars
R2-3096 &l 13.08 &4 13564
R2-397 77 11.63% 79 1144
Tuatal 157 2471 153 2501

The sponsors table below shows mean daily doses of venlafaxine
ER by time interval, including the taper period.

TABLE 34,18, MEAN DAILY DOSE BY TIME INTERWAIL

GAD STUDIES
Time Interval Daily Dose
{days) n Mean £ 813 fmgkg)
On-therapy
1-7 157 08403
&-14 152 1.4 +05
15-21 145 1.9+ 0.6
22-2% 140 21+ 06
29-35 134 25409
3642 27 27108
43 - 49 126 27408
S0 - 60 122 26409
= G0 24 25409
Taper 100 1.7 +0.5

The demographic and baseline characteristics subjects in the GAD
trials are shown in the following tables provided by the sponsor
in the submission: 1) all pooled subjects (Table 3.5A), 2) all
children, 6-11 years (Table 3.5B) and 3) all adolescents, 12-17
years (Table 3.5C).
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TABELE 354 DEMOGRAPHIC AND BASELINE CHARACTERIETICE POR ALL PATIENTS IN THE
SAFETY POPULATION —GAD STUDIES

Plcebo venlafixine ER

Choncieretic [n=163) (n=157)
Age, yers

Mizan 1.z 115

1] L6 i1

Min-Max &0-170 &0-17.0

Median 1.0 1o

G

EhLﬁdnen(E-H s o0 B%
Ackelewoants { 12-17 yers] 73 12

S, 0 [H)

Femal: MW .- {.‘I'.'

Male 2% 132 o |53
Ethnic Crigin (%)

Anhic (1 o

Asinn 1 (=1 2 [[1

Blick 16 (10 17 (1]

Hispanic 17 (10 12 (1]

Mative Amerion 1] 1 =]

White 125 [77) 118 [75)

Caher 2 (1) 1)
Height, cm®

Men 1484 148

s 15.1% 164

Win-Max 11LE- IB4.T 1041 - 185.4

Madin 1473 145
weight, kg'

Mian 50.3 503

sl 19.7 192

Min-Max 227 - 1075 =.0-112.9

Madin 45.0 47.1

Abbreviabicn: Min-Max = mimmum-maximum.
a: Delermined o baseline.

b Delermined of prestucy.

¢ Based on 162 patients.

TABLE 338 DEMOGRAPHIC AND BASELINE CHARACTERIETICS POR CHILDREN

{611 ¥E GAn Bl TABLE 3.5C, DEMOGRAFHIC AND BASELINE CHARACTERISTICE FOR ADOLESCENTS

[12-17 YEARS ) —GAD STUDIES

Placeba Venhfiene ER -
- Placeba Venhiimne ER
Clarcierisic (n=o0) n =85 Characteristic (n=73 In=72)
Men .3 o0 W 135 145
b L4 14 SO L& L7
ﬂ:‘:".““" ‘5“"!_; I']”:' '5“':':;"]'-':' Min-Mm 12.0- 17.0 12.0-170
an : : Madian 130 145
Sex.n (%) P
Fermale 3 (33) 8 (33] S ® (% —_
Bdule 51 (57 37 (67 Mk 34 E-t az E:é}
Btbnic Ouigin, n ) Etbmic Eigin, n 7%
Anbic ! H o Arbic 101 0
Asin 10 101 it o _—
Bhidk 7 I8 1o £12 Bk 913 7 (10
Hispanic 11013 11113 Hispanic e [é] ; UD}
While €8 (%] €3 (M) ative American o 101
2
ihier ElE ! ihier o 111
eght, fem? White 57 (73 35 (78]
Mean 1365 1385 :
Haight, [em
=n o4 h.a Mle:m[ 1605° 162.7
MinAdix 1115~ 1648 1041 - 1652 an 0F na
Median 132 3T Adin Adax 1341 1847 137.2- 1854
Weigh, (kg Mdedinn 160.0° 1626
Mean ELT 40.3 .
=n 130 14.2 w:"s':l: (kg &1 &1
Min-Adax 227812 5.0 - 904 &1 o0 177
Median il 4.9 Min s 0. 1075 Bl.1129
sbhravition: AinAdax = minimum-MeEximum. Mdedian 00 59.1

. Determined ot s ne.
h:  Datermined ol prestudy.

Abbrevmiion: Min-11x = MINIMUm - TEXIMm.

1 Determined at base ne
b:  Determined ol prestudy.
C  Based on 72 patients.
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C. Methods and Specific Findings of Safety Review

Major Depressive Disorder (MDD) :

Serious Adverse Events: No subjects died during any of the 3
pediatric depression studies. In studies 382 and 394, the
placebo-controlled studies, 14 of 182 (8%) venlafaxine ER
treated subjects and 5 of 179 (3%) placebo treated subjects had
serious adverse events. In the long- term, open-label study
(395), 7 of 86 (8%) subjects treated with venlafaxine ER had
serious adverse events. The sponsor has included Table 2.12.2A
in the submission, which lists all subjects, by body system, who
had serious adverse events. This table is included in the
Appendix of this review.

In reviewing, the narratives of the subjects who developed
serious adverse events, this reviewer's opinion was that some
might have been probably related to venlafaxine ER. Behavior or
depression worsening occurred in several subjects. The behavior
or depression worsening consisted of the development of
hypomania or mania (n=2-3), depression with psychotic features
(n=2), worsening depression (n=2), suicide ideation or attempt
(n=3-4) and aggressive behavior with homicidal ideation (n=1).
An ll-year-old female with a positive family history of epilepsy

had a brief (< 1 minute in duration), generalized tonic clonic
seizure while on venlafaxine ER. A 13-year-old female, on 75 mg
of venlafaxine ER, had a one-day history of moderately severe
dizziness and nausea and possible syncope. A 15 year old male
with a history of irritable bowel syndrome was treated with
venlafaxine ER and had a 5.2 kg weight loss and also experienced
transient tremors. An 11 y.o. BM with supraventricular
tachycardia was found subsequently to have a baseline ECG
consistent with Wolff-Parkinson-White syndrome. One subject
developed aseptic meningitis, which was probably not related to
study drug.

Adverse Events of Clinical Interest: Twenty-two (22) of 182

(12%) venlafaxine ER- treated subjects and 8 of 179 (4%) placebo
treated subjects in the placebo-controlled studies (382 and 394)
had adverse events of clinical interest. An adverse event of
clinical interest was defined as "the Wyeth's medical monitor's
assessment of the trial-emergent events, and, certain events
(e.g., pregnancies, seizures, suicide attempts, symptomatic
arrhythmias, overdoses, and abnormal liver function test
results) that are always considered of potential clinical
interest". This also included all adverse events that led to
discontinuation that were not already included in the listing of
patients with serious adverse events.
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In the long-term, open- label study (395), 21 of 86 (24%)
venlafaxine ER-treated subjects had adverse events of clinical
interest. These are listed by the sponsor in Table 2.12.3A which
is included in the Appendix.

Subject Withdrawals Due To Adverse Events: Of 268 venlafaxine
ER-treated subjects in all 3 studies, 33 (12%) withdrew from the
on-therapy period because of an adverse event. In the pooled
placebo-controlled studies, 18 (10%) venlafaxine ER-treated
subjects and 5 (3%) placebo-treated subjects withdrew from the
on- therapy period because of an adverse event. The Treatment
Emergent Adverse Events (TEAE’s) leading to discontinuation from
the on- therapy period for 1% of subjects in the venlafaxine ER
treatment group in the pooled placebo-controlled studies was:
hostility, manic reaction, overdose, and suicidal ideation. In
addition, 1% of the venlafaxine ER treated subjects in all 3
studies discontinued because of a suicide attempt. Three (3)
venlafaxine ER-treated subjects withdrew from the study because
of vital sign or weight abnormalities. These consisted of a
1.8-kg weight loss by week 3 in a 7-year-old boy, tachycardia
(standing pulse rate: + 20 at month 4) and syncope in a 13 year
0old female subsequently found to have hyperthyroidism, and
increases in standing blood pressures from week 1 to week 3
(120/88: baseline to 140/110 at week 1 to 132/110 at week 3)in a
15 year old male. No subjects withdrew because of laboratory or
ECG abnormalities. Table 2.11A from the sponsor’s submission
lists the TEAE’s, by body system, leading to discontinuation for

> 1%% of the venlafaxine ER treated subjects in all 3 studies.

TABLE 2. 11A, ADVERSE EVENTS CITED AS PRIMARY OR SECOMDARY REASONS FOR
DISCONTINUATION IM = 1% OF THE VENLAFAXIMNE ER-TREATED PATIENTS WHO
DISCONTINUED DURING THE ON-THERAPY PERION: NUMBER OF PATIENTS (%)
DEPRESSION STUDIES

--—-----— Placeho-controlled ---———- AlL3 Shdies

Body System Placebo Venlafixine ER Venlafaxine ER
Addverse Event {n=17% (n= 182} {n =268}
Any adwerse evenl 513 1& ¢ 103 33012y
Body as a whole
Orverdose 1= 13 2{ 2(=1}
Suicide attempt 1] i< 1) 3l

Nervous system
Huostility 1= 1y

Manic reaction 1i= 1%

[ S Y
[FR=]
[

Suicidal ideation il

Most Common TEAE’s in 2 % Venlafaxine ER Subjects:
The sponsor provides in the submission, Table 2.6.1.1 A of TEAEs
with on-therapy incidences of at least 2% in venlafaxine ER
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treated subjects in the pooled placebo-controlled studies by
body system. Adverse events in italics are those that occurred
more often with venlafaxine ER than with placebo. This table is
included in the Appendix.

Most Common TEAE’s in 5 % Venlafaxine ER Subjects:

The most common TEAEs with venlafaxine ER (incidence of > 5% and
at least 2 times greater than that observed with placebo) in the
placebo-controlled depression studies were abdominal pain and
anorexia. Abdominal pain was described as mild to moderate in
severity, except for 1 subject in each group, lasting on the
average for 1 day, and did not lead to discontinuation from the
study. Anorexia was described as mild to moderate in severity,
lasted from 4-104 days, usually was associated with abdominal
pain, nausea, vomiting and weight loss not greater than 2 kg.

TABLE 2.6.1.24 MOST COMMON TEAEs (= 3% WITH VENLAFAXINE ER AND
AT LEAST 2 TIMES GREATER WITH VEMLAFAXINE ER THAN WITH

PLACERD, ENVALUATED BEFORE ROUNDING DURING THE ON-THERAPY
FERIOD: MUMBER (%) OF PATIENTS—POOLED PLACERO-CONTROLLED
DEPRESSION STUDIES
Body System Placeho Venlafaxine ER
#overse Event (n= 179} (n= 182}
Any adverse event 141 (79} 1577 (86

Buody as a whole

#bdominal pain 18 (10 IE21
Ivigestive syslem

fnoTexia 42} 134T}
Abbreviations: TEAEs = reatmeni-emer gent adverss events.
a: Includes patient 394-0924, who had | on-tharapy adverse event of clinical interest

that was discovered after the database was locked. and was added by an erratum,
Laboratory Results in MDD:
Selected mean laboratory values for the MDD studies was provided
by the sponsor in Table 2.7.2 A and is included in the Appendix.
The adjusted mean changes from baseline with venlafaxine ER were
not significantly different from those observed with placebo for
any of the selected laboratory parameters, except for the final
on therapy results for chloride. Total serum cholesterol with
venlafaxine ER was not significantly increased from baseline at
month 2 (0.012 mmol/L). The adjusted mean increase from baseline
for total cholesterol with venlafaxine ER was not significantly
different from the small but significant decrease with placebo.
Total serum cholesterol with venlafaxine ER was not signifil]
cantly increased from baseline after 6 months of treatment
(0.087 mmol/ L). Two, venlafaxine ER treated subjects and 3
placebo-treated subjects had clinically important changes in
laboratory values in studies 382 and 394; and, 2 venlafaxine ER-
treated subjects had clinically important changes in laboratory
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values in study 395. Two subjects in study 394, on venlafaxine
ER, at mean daily doses of 70.9 mg and 167.8 mg, respectively
developed transient elevations in AST/SGOT (26 to 89 mU/ml in one
subject and 20 to 70 mU/ml in the other subject) and ALT/SGPT
(27 to 113 mU/ml in one subject and 10 to 52 mU/ml in the other
subject) which returned to normal after discontinuation of
therapy. Two subjects in the placebo group in study 394 had
increases in AST/SGOT and, or, ALT/SGPT. One of them had a past
history of jaundice and had a transient elevation in AST/SGOT
(29-53 mU/ml) and which returned to normal after therapy; and
the other subject had a concurrent infection while in the study.
The sponsor identifies these in the submission in Table
2.7.1.2A included in the Appendix.

Vital Sign Changes in MDD:

Blood Pressure:

In the depression studies, 4/268 (1%) of the venlafaxine ER-
treated pediatric patients and no (0/179) placebo-treated
patients were judged by the sponsor, by the criteria listed
below to have had clinically important increases in blood
pressure:

TABLE 2.8 1. 1A CRITERIA FOR DETERMINIMNG POTENTLALLY CLINICALLY IMPORTAMNT
CHANGESR IN VITAL SIGNS AND WEIGHT
Wariahle Criteria
Supine or standing pulse mate® Increase of = 15 beats/min 1o rate = 120 beats'min or
decranse of = 15 beats/min to rabe < 50 heats'min BEST AVAILABLE
Suping or standing systolic blood pressure” Increase of = 20 mm Hg to = 180 mm Hg or COPY
decrenss of = 20 mm Hg to < 20 mm Hg
Suping or standing diastolic blood pressare’ Increase of = 15 mm Hg to 2 105 mm Hg or
decraase of = 15 mm Hg to < 50mm Hg
b . ' . .
Postural blood pressure change Dacrease of = 25 mm He systolic or = 10 mm He diastolic
whan going from suping Lo standing position
Temperature” 2 101°F and a change of = 2°F
— d . - = .
Weight Change of = 7% in hody weight
2 DNfTerences were measurad from mean prastudybaseline values,
b DNiffarences were measurad from second supine to first standing value at each visit.
o Ddfferences wene measurad from prestudy valoe.
d: Differences were measurad from basaling valoe.

A sustained elevation in supine diastolic blood pressure was
defined as inclusive of all of the following: a treatment-
emergent increase of 10-mm Hg or more from the mean of the
prestudy/baseline values, on-therapy value above the
age/sex/height-specific upper limit of normal from tables from
Nelson Textbook of Pediatrics, and that these criteria be
satisfied for at least 3 consecutive visits that were at least
7 days apart. Using these criteria, one subject (8-year-old
male) in study 395 met the criteria for sustained increases in
supine diastolic blood pressure. Hence, of the 268 venlafaxine
ER treated patients in the 3 pediatric depression studies, 1
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patient (0.4%) had a sustained increase in supine diastolic
blood pressure. No placebo patient had a sustained increase in
supine diastolic blood pressure.

The adjusted mean changes for the 2 groups were significantly
different from each other between weeks 2 (week 2: supine
systolic BP: -1.58: placebo, 2.27: venlafaxine ER) and 7 (week
7: supine systolic BP: -3.07: placebo, 1.93: venlafaxine ER).
Similar but smaller mean changes were observed in supine and
standing diastolic blood pressure (approximately 2-mm Hg
increases with venlafaxine ER and 2 mm Hg decreases with

placebo). The adjusted mean changes in diastolic blood pressure
for the 2 treatment groups were significantly different from
each other between weeks 3 (week 3: diastolic BP: -1.44:

placebo, 1.43: venlafaxine ER) and 7 (week 7: diastolic BP: [
2.60: placebo, 2.24: venlafaxine ER).

Pulse Rate:

In the placebo-controlled studies (382, 394), significant mean
increases from baseline in standing and supine pulse rate with
venlafaxine ER (2 to 5 beats/ min) were observed throughout the
studies. The adjusted mean increases with venlafaxine ER were
significantly different from the changes observed with placebo
(1 to 2 beats/ min) at some time points.

Weight:

In the placebo-controlled studies, small (0.5 kg) mean decreases
from baseline in weight in the venlafaxine ER group were
significant. Those decreases from baseline with venlafaxine ER
were significantly different (p < 0.001) from the gradual and
significant increases (up to 1 kg) observed with placebo
throughout the studies. The data from the 6- month, open- label
study showed that after 6 months of treatment with venlafaxine
ER, mean weight had increased slightly to a value higher than
that at baseline (increase of 0.3 kg).

Height:

After 8 weeks of treatment, height was significantly increased
from baseline (0.8 cm) for both treatment groups (p < 0.001) in
the placebo-controlled studies. For subjects in study 395,
height continued to increase to a mean increase from baseline of
1.2 cm at 6 months.

Comparison of Vital Sign Changes with Adults in MDD:
The results for vital signs and weight in the pediatric
depression studies were comparable to the results in the adult
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depression studies. The final on therapy increases in supine
pulse rate in study 382 and 394 were 3 beats/min with
venlafaxine ER and 1 beat/ min with placebo versus 2 beats/ min
with venlafaxine ER and 1 beat/min with placebo in the adult
controlled studies. In study 382 and 394, the final on- therapy
mean increase and decrease, respectively, in supine diastolic
blood pressures were 0.8 mm (venlafaxine ER) and 0.9 mm Hg
(placebo) versus a mean increase and decrease, respectively, in
adults of 1.2 mm Hg (venlafaxine ER) and a 0.2 mm Hg (placebo).
In studies 382 and 394, and in the adults studies, a weight loss

of 2 7% occurred in 3% of venlafaxine ER and 0.6%-1% of placebo
subjects.

In studies 382 and 394, there was a significant mean increase
from baseline in heart rate of 4 beats/min with venlafaxine ER.
A significant decrease from baseline in QT interval (9 to 12
msec) with venlafaxine ER was significantly different from small
increases with placebo. There were no significant changes from
baseline with venlafaxine ER for QTc and there were no treatment
group differences in QTc. The QTc interval was calculated by
using Bazett’s formula. In the 6-month, open-label study, there
was no trend toward a further increase in heart rate and there
were no significant changes from baseline in QTc at months 3
through 6. Clinically important ECG changes occurred in 3
venlafaxine ER and 5 placebo subjects in studies 382 and 394,
and 2 venlafaxine ER subjects in the open label study (395).The
sponsor lists the subjects with clinically important ECG results
in Table 2.9.1.2A which is included in the Appendix of this
review.

Generalized Anxiety Disorder (GAD) :

Serious Adverse Events: No subjects died during any of the 2
pediatric GAD studies. In studies 396 and 397, the placebo-
controlled studies, 2 of 157 (1%) venlafaxine ER treated
subjects and 2 of 163 (1%) placebo treated subjects had serious
adverse events. The sponsor has included Table 3.12.2A in the
submission, which lists all subjects, by body system, who had
serious adverse events. This table is included in the Appendix
of this review.

Adverse Events of Clinical Interest: Fifteen(l5) of 157 (10 %)
venlafaxine ER treated subjects and 17 of 163 (10%) placebo
treated subjects in the placebo-controlled studies (396 and 397)
had adverse events of clinical interest. These are listed by the
sponsor in Table 3.12.3A which is included in the Appendix.
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Subject Withdrawals Due To Adverse Events: Of 157 venlafaxine
ER-treated subjects in studies 396 and 397, 5 (3%) withdrew
compared to 9 of 163(6%) placebo-treated subjects because of at
least 1 adverse event. The Treatment Emergent Adverse Events
(TEAE’s) leading to discontinuation for the 1% venlafaxine ER
treated subjects and 1% (n=2) placebo was abnormal/changed
behavior (oppositional defiant behavior, acting out). No subjects
withdrew because of abnormalities in laboratory, wvital signs,
weight, or ECG parameters.

Most Common TEAE’s in 2 % Venlafaxine ER Subjects:

The sponsor provides in the submission, Table 3.6.1.1A of TEAEs
with on-therapy incidences of at least 2% in venlafaxine ER
treated subjects in the pooled placebo-controlled studies by
body system. Adverse events in italics are those that occurred
more often with venlafaxine ER than with placebo. This table is
included in the Appendix.

Most Common TEAE’s in 5 % Venlafaxine ER Subjects:

(o)

The most common TEAEs with venlafaxine ER (incidence of = 5% and
at least 2 times greater than that observed with placebo) in the
placebo-controlled GAD studies were asthenia, pain, anorexia and
somnolence. The asthenia was described as mild to moderate in
severity, except for 3 venlafaxine ER subjects who had severe
asthenia, lasting for greater than 1 day. Pain (mostly mouth and
dental pain, leg pain, and general body aches) was described as
mild in severity, except for 2 patients with moderately severe
pain, lasting on average for 1 day, and according to the
investigators were not related to treatment. Anorexia was
described as mild to moderate in severity, lasted for = 1 day(s),
some was associated with abdominal pain, nausea, vomiting and
weight loss of 1-2 kg. Somnolence was described as mild to
moderate in severity, lasted for =2 1 day(s), with 1 subject
having somnolence for 71 days. The investigator definitely
related this to the study drug.

TABLE 36,124, MOST COMMON TEAF: (2 3% AND AT LEAST 2 TIMES GREATER

WITH WENLAFAXINE ER THAN WITH PLACERO, EVALUATED BEFORE
ROUMIIMNG) DURIMNG THE ON-THERAPY PERIOD: NUMBER (%) OF PATIENTS
GAD STUDIES

Rady System Placeho Venlafaxing ER

Adversa Event (n=1&3) (n= 157}
Any adverse even 131 {80 123 (TH) BEST AVAILABLE COPY
Body as a whole

Asthenia G4y 13 (8)

Pain Y] 11 {7y

Ivigestive system
Anorexia 503 20013

Mervous system
Somnolence 4023 11 {7y

Abbreviation: TEAEs = treatment-emergant adverse evenis.
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Laboratory Results in GAD:

There were significant mean increases from baseline in AST with
venlafaxine ER and placebo and were not clinically significant
(mean change in placebo: 2.0 and venlafaxine ER: 1.5 at final on
therapy). There were also significant mean decreases from
baseline in alkaline phosphatase with venlafaxine ER (mean
change: -8.3 at final on therapy). However, the adjusted mean
changes from baseline for the 2 treatment groups were not
significantly different from each other for either parameter.
Small but significant mean increases from baseline in total
serum cholesterol were observed with venlafaxine ER (0.19 - 0.20
mmol/L) . The adjusted mean increases from baseline were
significantly different from the decreases from baseline with
placebo (0.04 - 0.05 mmol/L). Final on-therapy mean increases
from baseline for total serum cholesterol with venlafaxine ER in
the 8-week placebo-controlled pediatric GAD studies (7.5 mg/dL)
were larger than the final on therapy increases from baseline in
the 8-week adult studies (1.0 mg/dL).

In the 2 GAD studies, 1 venlafaxine ER-treated patient (with a
history of hypercholesterolemia) had a important increase in
total cholesterol and 3 placebo-treated patients had important
increases in AST and ALT. The subject on venlafaxine ER (dose
150 mg) was a 10 year old, over-weight, male with a history of
hypercholesterolemia, hypertriglyceridemia on no concomitant
medications who had an increase in total cholesterol (+ 0.74
mmol/L) and triglycerides (+ 2.33 mmol/L) at week 8.

Vital Sign Changes in GAD:

Blood Pressure:

In the GAD, 4 (3%) of the venlafaxine ER treated pediatric
subjects and 2 (1%) placebo-treated subjects were judged by the
sponsor to have had clinically important increases in blood
pressure.

Standing and supine systolic blood pressure showed significant
small mean increases from baseline with venlafaxine ER (2 - 3 mm
Hg) and mean decreases from baseline with placebo (1 mm Hg). The
adjusted mean changes were significantly different between the 2
treatment groups at most time points (supine systolic BP:

placebo: mean changes [wk. 2: -1.25, final on therapy: -1.17];
venlafaxine ER: mean changes [wk 2: 2.05, final on therapy:
2.50]). A sustained elevation in supine diastolic blood pressure

was defined as a treatment-emergent increase of 10-mm Hg or more
from the mean of the prestudy/ baseline values. Using these
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criteria, one subject (6-year-old female) on venlafaxine ER in
study 397 met the criteria for sustained increases in supine
diastolic blood pressure. The incidence of sustained increases
in supine diastolic blood pressure with venlafaxine ER was 0.6%
(1/157) in pediatric patients with GAD, compared with 0.5%
(5/1011) in adults with GAD. No placebo patient had a sustained
increase in supine diastolic blood pressure. Supine diastolic
blood pressure increases were 2.2 mm Hg with venlafaxine ER
compared with mean decreases of 0.5 mm Hg with placebo. In the
adult studies, the mean increases with venlafaxine ER were 0.3
mm Hg compared with mean decreases of 0.9 mm Hg with placebo. No
subjects in the pediatric GAD studies discontinued due to
elevated blood pressure.

Pulse Rate:
In the placebo-controlled studies (396, 397), the final on
therapy increase in supine pulse rates was 4 beats/min

(venlafaxine ER) compared to 1 beat/min (placebo). In adult
studies, the mean increase was 2 beats/ min with venlafaxine ER
and 1 beat/ min with placebo. . The adjusted mean increases in

supine pulse rate with venlafaxine ER were significantly
different from increases with placebo at week 7 and final on-
therapy visits (p < 0.05).

Weight:

Small (up to 0.6 kg) mean decreases from baseline in weight in
the venlafaxine ER group occurred and were significant. These
compares to the gradual increase in weight from baseline (up to
0.8 kg) in the placebo group, which also was significant. The
adjusted mean changes from baseline with venlafaxine ER were
significantly different from the changes with placebo.

Height:

Height was significantly increased from baseline after 8 weeks
of treatment for both venlafaxine ER- treated and placebo-
treated patients; however, the adjusted mean increase at month 2
in the placebo group (1.3 cm) was significantly higher than the
increase in the venlafaxine ER group (0.4 cm).

ECG:

In studies 396 and 397, there was a significant mean increase
from baseline in heart rate measured by ECG of 4 beats/min with
venlafaxine ER. This increase was significantly different from a
small but significant decrease in heart rate ( approximately 2
beats/ min) with placebo. A significant decrease from baseline
in QT interval (7 msec) with venlafaxine ER was significantly
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different from a small, but significant increase from baseline
with placebo (5 msec). A mean increase from baseline in QTc of
2.0 msec was observed at the final on- therapy visit with
venlafaxine ER and a mean decrease of 1.0 msec was observed with
placebo. The adjusted mean changes from baseline in QTc in the
venlafaxine ER group were not significantly different from the
changes in the placebo group. The QTc interval was calculated by
using Bazett’s formula.

D. Adequacy of Safety Testing

The safety testing as measured by vital signs, weight, height,
ECG and laboratory testing was adequate. Subject exposure in the
6 month, open label safety trial was limited by a high drop out
of 49/85 subjects (58 %).

E. Summary of Critical Safety Findings and Limitations of Data

There are no safety findings which should be included in the
labeling. Venlafaxine may impact growth and development as a
result of anorexia and resulting weight loss, and perhaps by
causing a deceleration in growth. The latter is not certain in
that opposite results were present for the MDD and the GAD
studies.

VIII. Dosing, Regimen, and Administration Issues

No dosing recommendations can be made based upon these data,
since efficacy in the pediatric populations for MDD and GAD were
not established.

The Office of Clinical Pharmacology and Biopharmaceutics/
Division of Pharmaceutical Evaluation I (OCPB/DPE-1) notes in
their review of the two pharmacokinetic studies that exposure to
venlafaxine is slightly lower in adolescents compared to adults
when dosed at the same mg/kg dose. "Whereas when children are
given the same mg/kg dose, exposures drop sharply as age
declines in pre-adolescents. The data with the XR formulation
suggests that preadolescent children may need on average a 2 to
4 fold higher mg/kg dose as compared to adults and that
adolescents may need a 1.75 fold higher mg/kg dose".

IX. Use in Special Populations

A. Evaluation of Sponsor’s Gender Effects Analyses and Adequacy of Investigation
The sponsor performed subgroup analyses for the pooled data for
MDD, and for GAD (396, 397) to determine the relationship
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between a patient's sex and the incidence of the most common
TEAEs. This was done by comparing the homogeneity of the odds
ratios between the sexes. The sponsor used the Mantel-Haenszel
method to calculate the odds ratio for the most common adverse
events; the logit method if there was no report of a given
adverse event for a particular group; and the Breslow-Day
statistical test to compare the homogeneity of the odds ratios
between patient subgroups.

In MDD, there were no significant differences between difference
between girls and boys in the odds ratios for the most common
TEAES (abdominal pain or anorexia). In GAD, there were no
significant differences between boys and girls in the odds
ratios for asthenia, anorexia, or somnolence. There was a
significant difference between boys and girls in the odds ratios
for pain (p = 0.03). The sponsor states that the significant
result was most likely due to the fact that no girls in the
placebo group and 5 (9%) girls in the venlafaxine ER group
reported the TEAE, whereas the incidence of pain for boys was
similar in both treatment groups.

B. Evaluation of Evidence for Age, Race, or Ethnicity Effects on Safety or Efficacy
The sponsor performed a subgroup analysis on the pooled results
from MDD in order to identify differential responses to
venlafaxine ER in subgroups of the population. The sponsor used
the following model to test the interaction between treatment on
the primary efficacy parameter (LOCF) and subgroup factors (age,
sex, race, etc.): Score = baseline + study site + treatment +
subgroup factor + subgroup factor * treatment. If the
interaction was not significant (p> 0.10), then the interaction
term was dropped from the model and the effect of subgroup
factor was tested as Score = baseline + study site + treatment +
subgroup factor. For MDD, there was no interaction between
therapy and age, or, therapy and sex., or, between therapy and
ethnic origin. However, there was a significant effect for the
effect of age/sex factor (p = 0.041), as indicated in sponsor's
Table 2.4.3B which is included in the Appendix. For GAD the
sponsor reports no interaction between therapy and age group,
or, therapy and sex, or, between therapy and age and sex, or,
between therapy and ethnic origin. The latter finding is
different that that reported by the Division of Biometrics I
(HFD-710) which reported a statistically significant reduction
in C-KIDDIE-SADS GAD (9 delineated items) in the pooled data for
studies 396 and 397 in white, but, not in non-white groups. The
differences between these different analyses will need further
exploration by Biometrics.

Page 42



CLINICAL REVIEW

Clinical Review Section

For MDD and GAD, individually, the sponsor examined the
relationship between the patient's age and sex and the
incidence of the most common TEAEs by comparing the homogeneity
of the odds ratios among the age/sex groups. There were no
significant differences among the odds ratios for age and sex
subgroups for the adverse events for MDD or GAD.

For MDD and GAD, individually, the sponsor examined the
relationship between the patient's race and the incidence of the
most common TEAEs by comparing the homogeneity of the odds
ratios between the ethnic groups. In MDD, there were no signifill
cant differences between ethnic groups in the odds ratios for
either abdominal pain or anorexia, but, was limited by the small
number of black/Hispanic subjects per treatment group. In GAD,
there were no significant differences between ethnic groups in
the odds ratios for any of the most common adverse events.

C. Evaluation of Pediatric Program

The pediatric program was adequate as defined by the sponsor
conducting two, adequately powered, double blind, placebo
controlled trials for each of the two indications (MDD and GAD).
depressive disorder (85 [intent to treat], 36 [completers]).

The open label study (395) in MDD provided 86 subjects who
received venlafaxine ER for up to 6 months.

D. Comments on Data Available or Needed in Other Populations
No further sub-population studies are deemed to be indicated.

X. Conclusions and Recommendations

A. Conclusions

Based on the review of these supplement NDA’s (20-151/SE5-024;
20-699/SE5-030), I conclude that venlafaxine is not effective in
children and adolescents with major depressive disorder, or,
with generalized anxiety disorder. Consistent with the sponsors
representation, the safety profile in children and adolescents
appears to be comparable to the safety profile in adults (e.g.
anorexia, weight loss and sustained increases in supine
diastolic blood pressure). Differences in safety present relate
to: 1) a higher, total serum cholesterol in the pooled GAD, but,
not in the pooled MDD trials; 2) a slightly higher mean pulse
rate and ECG heart rate in children and adolescents than in
adults; and 3) a smaller increase in height in children in the
pooled GAD studies. Distinct (e.g. decreased height attainment)
and similar adverse events in the child-adolescent (e.g.
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anorexia, elevated cholesterol) may impact overall growth and
development in the child-adolescent but not in the adult.

B. Recommendations

I recommend that the Division take a non-approvable action for
supplement NDA’s (20-151/SE5-024; 20-699/SE5-030) .
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XI. Appendix

A. Draft Labeling Review
Since I am not recommending approval for these two indications,
no labeling review was completed by the undersigned.

, February 13, 2003
Glenn B. Mannheim, M.D., Date

cc: NDA: 20-151, SE5-024
NDA: 20-699, SE5-030

HFD 120/

David

Mannheim

Dubitsky

Andreason

Laughren

Katz

Kavanagh

Kong

£ v v = B v I D R V)
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1. Table 2.1A Venlafaxine ER: Phase 3 MDD Studies

e e

TABLE 2.1A. VENLAFAXINE ER PHASE 3 DEPRESSION STUDIES

Protocol No.
Report No.
(Country) Study Route," Dose, Sex, n'n
Investigaton(s) Start- Diagnosis Test Product © Frequency Ace Range,
Locaton in End Criteria for Reference {Duration of No. Enrollad (Mean Age),
Submisston Dates Study Design Inclusion Therapy Treatment s in Study Race. n (%}
O6DDR1-382-UUS  1097-  Multucenter, parallel Outpatient children (7-12 VenER / Daose by body weight Planned: 158 F 83
CSR-43456 9/00 Lroup, years old) or adolescents (13- Placebo img/day}: Enrolled: 166 M 82
United States 14 4 3-day single- 17 years oldj, who met Safety: 165
blind placebo, DSM-1V and KIDDIE-SADS- Days 1-7 Efficacy: 161 Zlo 17y
followed by 8-week PL criteria for major all weights: 37.5 {Ven ER,
DR (venlafaxine FR depressive disorder at 12.3 yrs:
or placeboj: prestudy and had Days 814 Pho, 122 yrs)
stratified by a o 2539 kg 37.50r75
group: Ia::r atgznd B prestudy and 240 kg: 75 W45 (88)
of siudy, study baseline scores of B13(8)
=40 on the CDRS-R and Days 15-28 H6 (4
no greater than 3094 ‘_39'.37( 75 0111
decrease in CDRS-R 2539 kg: 375 or &
4049 kg: 75 o0r 112.5
soore between prestudy >50kg: 75 or 150
and stuidy baseline, : Y
Location *  CGlseventy of illness Days 20-56
Submisston to be score =4 at baseline. 2539 kg: 37.5, 75, or
m . 112.5
¢ depressive symptoms for 4049 kg: 75,1125, or
CRT atleast | month before 150
antry inio the study. =50 kg: 75, 150, or 225
CRF
I8 weeks DB
Protocol No,
Report No.
(Country) Study Route,” Dose, Sex, n'n
Trvestigator s) Start- Diagnosis / Test Product /- Frequency Ape Range,
Locaton in End Criteria for {Duration of No. Enrollad {Mean Age),
Submisston Dates Study Design Inclusion Treatment ) in Study Race. n %)
O6DDB1-394-U0S  800-8101 Multicenter, parallel Outpatient children (7-12 Daose by body weight Planned: 124 F &3
CSR-44693 Lroup, years old) or adolescents (13- Placebo (mg/day}: Enrolled: 201 M113
(United States) 4- 1o 10-day single- 17 years old), who met Safety: 196
blind placebo, DSM-1V and KIDDIE-SADS- Days 1-7 Efficacy: 193 Zlo 17y
followed by 8-week PL criteria for major all weights: 37.5 (AL 12.2 yrs:
DB (venlafaxine ER depressive disorder at ven ER,
or placeboy; prestudy and had Days 8- 14 12.2 yrs:
stratified by age - 2530 kg: 3750075 Pho, 12.1 yrs)
group; taperatend  ®  Minimum prestudy and =40 kg: 75
of study. study baseline scores of W 135 (69)
=40 on the CDRS-R and Days 15-28 B25(13)
RN TS 1. 3% 2539 kg: 37.50r75 H24(12)
decresse i1 CDRS-R 4049 kg 75 or 112.5 A4(2)
seores between prestudy 250 kg: 75 or 150 Ar2 (1)
and study baseline, 06(3)

CGl seventy of illness
score 24 al both prestudy
and baseline,

depressive symptoms for
at least 1 month before

entry into the study.

Days 29-56

2530 kg 375,75, or

112.5

40-49 kg 75, 112.5, or

150

250 kg: 75,150, 0r 2

{8 weeks DB}

25
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2. Table 3.1A Venlafaxine ER: Phase 3 GAD Studies

L L I Y

R e

Protocol No.
Report No.
(Country) Study Route.” Dose. Sex.
Investigatoris) Start- Diagnosis / Test Product/  Frequency Age Range,
Location in Fnd Criteria for Reference {Duration of No. Frrolled {Mean Age),
Subwisston Dales Study Desi; &uion Therapy Treatment s in Study Rim ni(%}
0600B2-396-U8  &00-901 Multicenter, parallel Outpatient children (6-11 Ven ER / Dose by body weight Planned: 140 F74
CSR-44723 group, years old) or adolescents ( 12- Placebo {mg/dayy: Forolled: 164 M 90
(United States) 4- 10 10-day single- 17 years old), who met Safety: 164
blind placebo, DSM-IV and C-KIDDIE- Days 1-7 Efficacy: 160 Glo 17 vis
followad by 8-week SADS GAD criteria: had all weights: 37.5 (Al 11.2 yrs;
DB (venlafaxine ER minimum prestudy and study Ven ER,
or placebo); baseline scores on the Days 8-14 114 yrs:
stratified by age C-KIDDIE-SADS GAD as 25-39 kg: 375 0r75 Pho, 11.1 yrs)
group. Taper at end follows: 240 kg: 75
of study. . WI8(72)
* 220onseverity Days 15-28 B14(9)
compongnt, 2539 kg 375 0r75 H27(16)
* 27 onimpairment 40-49 kg: 75 or 1125 NatAm 1 (1)
component, =50 kg: 75 or 150 Al
Arl(l)
e =4onfollowing 3 items Days 29-56 02(1)
oF severity component: 2539 kg: 375,75, ar
severity of anxiety and 1125
woury, difficulty 40-49 kg: 75, 112.5, o
controlling worrying, 150
severily of associatad 250 kg: 75, 150, or 225
symptoms,
(8 weeks DB)
Protocol No,
Report No.
(Country) Study Route.” Dose, Sex,
Investigator(s) Start- Diagnosis / Test Product/ Frequency Age Range,
Location i Fnd Criteria for Reference {Duration of No. Enrollad (Mean Age),
Subwnisston Dales lmin’on Then:p' Treatiment § in Study Race. n (%)
(D6DDBR2-396-US «  =4ontollowng 2 items
of severity component:
frequency of anxiety and
worry dunng average
week, frequency of
Location i associated symploms
Submission to be during average week,
added « =4 onfollowing item of
CRT ilmnin_nenl_compumnl:
global impainment
CRF functioning.
Also, had CGI severity of
illness score =4 at prestikdy
and baseline,

CDRS-R < 45 at prestudy and
baseline, and

anxiety symptoms for at least
& months before entry into the
study.
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Protocol No.
Report No.
(Country) Study Route.” Dose. Sex.
Investigatoris) Start- Diagnosis | Test Product . Frequency Age Range,
Location in End Criteria for Reference {Duration of No. Enrollad {Mean Agej,
Submnisston Dales Study Design Inclusion Therapy Treatment n Study Race, n (%)
060R2-397-U18 400-801 Multicenter, parallel Outpatient children (6-11 Ven ER/ Dose by body weight Planned: 140 F62
CSR-44734 group, years oldy or adolescents (12- - Placebo {mg/day): Forolled: 158 M 94
(United States) 4- 1o 10-day single- 17 years old), who met Safety: 156
blind placebo, DSM-1V and C-KIDDIE- Days 1-7 Efficacy: 153 glo 17 vis
followad by 8-week SADS GAD criteria: had all weights: 37.5 (Al T1.5;
DB (venlafaxine ER minimum prestudy and study ven ER,
or placebo); haseline scores on the Days 8-14 11.7 yrs:
stratified by age C-KIDDIE-SADS GAD as 25-39 kg: 375 0r75 Pho, 11.3 yrs)
group. Taper at end follows: =40 kg: 75
of study. . W 125 (RDy
o 220 0nseverity Days 15-28 R19(12)
component, 2539 kg: 375 or 75 H&(5)
27 onimpairment 40-49 kg: T50r 1125 A2l
component, 250 kg: 75 or 150 Arli=1y
Ol=1
« 24 onfollowing 3 tems Days 29-56
of severity component: 25-39 kg 37.5. 75, ar
severity of anxiety and 12,5
worry, difficulty 40-49 kg: 75, 1125, or
controlling worrying, 150
severity of associated =50 kg: 75, 150, or 225
symptoms, T i
(8 weeks DB}
Protocol No.
Report No.
(Country) Study Route.” Dose, Sex,
Investigatoris) Start- Diagnosis / Test Product/ Frequency Age Range,
Location i End Criteria for Reference {Duration of No. Enrolled (Mean Age),
Stubwmission Dates Study Desi Inclusion 'l'ImEy Treatment in Study Ra_m (%)
(DAODR2-397-UUS « 24 onfollowing 2 items
continued) of severity component:
frequency of anxiety and
Localion in worry during average
Submisston to be woek, frequency of
added associated symptoms
CRT during average week,
*  =4onfollowing item of
CRF impairment component:
global impainment
functioning
Also, had CGI seventy of
illnass score =4 at prestudy
and baseline,
CDRS-R <45 at prestudy and
baseline, and

anxiety symptoms for at least
& months before entry into the
study.
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3. Listing of Investigators/Sites for Study: 0600B1-382-US (382):

4. Listing of Investigators/Sites for Study: 0600B1-394-US (394):

' DSI determined that study irregularities occurred at this site, hence, all
data from this site will be excluded.
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5. Listing of Investigators/Sites for Study: 0600B2-396-US (396):
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6. Listing of Investigators/Sites for Study: 0600B2-397-US (397):
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7. Table 9.41A: Comparison Between Treatment Groups-Study 396:

TABLE 9.4.1A. COMPARISON BETWEEN TREATMENT GROUPS FOR C-KIDDIE-SADS GAD 9 DELINEATED ITEMS
(INTENT-TO-TREAT PATIENTS) - LOCF ANALYSIS

Number Change  Adj Change Placebo Minus Ven

Week on- Therapy of Mean From From Standard Adj Means ER Adj Means p-Walues

therapy Group Patients Score Baszline Baseline Error (95% CI) (95% CI) F-teat

Baseline  Placebo 82 397 30.5(39.5.39.5)
Venlafaxine ER 78 393 30,5 (39.539.5)

Week | Placebo 81 352 4.4 4 0.8 355 (34.037.0) 0.276
Venlafaxine ER 74 346 4.7 5 D& 34.5 (33.0.36.0) 1.0 (-0.82.9)

Week 2 Placebo 82 3l2 54 -1 1.01 31.6(296.336) 0.486
Venlafaxine ER 77 304 BN -BE I 30.7 (28832T) 0.9(-1.63.3)

Week 3 Placebo 82 29.9 9.8 9.1 1.06 30.3 (28.1.32.5) 0.257
Venlafaxine ER 78 28.1 112 -10.7 1.04 288 (26.7.30.9) LL5(-1.1.42)

Week4  Placebo 82 206 -1 9.6 1.03 29.9 (27.732.1) 0.088
Venlafaxine ER 78 272 -12.1 -11.9 1.04 27.6(255.29.7) 23(-0335.00

Wesk 6 Placebo 82 286 1L -8 111 277 (253.30.0) 0.180
Venlafaxine ER 78 256 -13.6 -13.8 I.18 257 (23428 2.0(-0.949

Week 7 Placebo 82 26 -13.7 -139 2 25.6(23.1.28.1) 0.342
Venlafaxine ER 78 237 -15 -153 1.16 242(21.8.26.6) .5(-1.54.5)

Week 8 Placebo 82 26.7 -13 -126 1.17 26.9 (244.20.4) 0.060
Venlafaxine ER 78 235 -15.8 -155 1.12 24.021.6.264) 29(-0.1.5.9)

Final Placebo 82 268 -12.9 -12.7 1.17 26.8 (243,203) 0.075
Venlafaxine ER 78 23.6 -15.7 -15.5 1.12 24.0(21.6,26.4) 2.8 (-0.2.5.8)

8. Table 9.41A: Comparison Between Treatment Groups-Study 397:

TABLE 94 1A COMPARISON BETWEEN TREATMENT GROUPS FOR C-KIDDIE-SADS GAD TOTAL (% DELINEATED ITEMS)
LOCF ANALYSIS

Time on Number of Ady. Change  Standard Placebo Minus Ven ER p-Value

Therapy Therapy Group Patients Mean Score  Froim Baseline Ertor Adi Means (95% Cl) Adj. Means F-1est

Baseline Placebo 77 40.3 40.4 (40,4 - 40.4)
Ven-ER 76 40.4 404 (404-404)

Week 1 Placebo T4 361 -6.8 0.86 i35 (31.8-351) 683
Ven-ER TG 357 =12 0.87 33l (3l6-34.6) D4(-1.4-21)

Week 2 Placebo 77 3409 -7l 0.91 333 (313-35 021
Ven-ER 76 327 9.8 1.02 e (286-321 27(04-50)

Week 3 Placebo T7 318 -103 1.02 301 (27.8-323) A03
Ven-ER TG 209 -13.9 1.08 26.4 (242-286) 3IT(L1-82)

Week 4 Placebo 77 3.7 -2 0.93 284 (259-308) Rz
Ven-ER 76 282 -15.7 1.19 247 (223-270) 3T(L0-64)

Week & Placebo T7 30.3 -13.0 1.12 273 {248 - 208) 007
Ven-ER 76 27.1 -17.0 115 234 (209-259) 4001L1-68)

Week 7 Placebo 77 30.0 -127 1.08 277 (25.0-304) o0z
Ven-ER 76 257 -175 1.12 228 (202-254) 48(18-79

Week 8 Placebo T7 30.2 =124 1.18 180 (251 -308) =001
Ven-ER 76 248 -186 1.1 217 (19.0-24.5) 62{3.0-935)

Final Placebo 77 30.2 -125 1.19 279 (251-307) =001
Ven-ER 76 24.8 -187 116 217 (189-244) 62(3.0-94)

Abbreviations: C-KIDDIE-SADS GAD = Columbia-Kiddie Schedule for AfTective Disorders and Schizophrenia, LOCF = last observation carned
forward, Ven ER = venlafaxine extended release
EFF397.1st 26 Mar 2002
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9. Serious Adverse Events in MDD

TABLE 2.12.2A. LISTING OF PATIENTS WITH SERIOUS ADVERSE EVENTS - DEPRESSION STUDIES

‘Treatment Total Duly Discontinmhon
Hady System Ape(yV Mean Daily Dose Doseat Onset Study Day Beoause of
Patiert Number Sex i vl jmaihay) at Onset Adverse Event Preferred Tenm®  Adverse Event!
Venlafuxine ER
Bty as a whole
A208-019* BF 3s 1.2 of 13 O erclose Yes
38211-012 10°F 813 1.7 0 43 Suride tempt Yes
¥4-1684 14M 1287 243 1500 i Accidentl injury (fall) No
3950302 2M 1125 1.6S 0 LR Suride sttempt Yes
3950308 IVF $s.0 14 0 11 Suiide attempt Yes
Narvous systoan
38202-006 oM %8 28 o 94 (posistndy)  Depression No
3£202-016 16M 80.0 0. 1500 34 Manik reaction Yes
%0 3 Sleep disorder (sloep disturbance) Yes
3804023 1/F 853 19 1500 30 Comulsion Yes
18208008 12N 686 1.7 0 2% Suicidal identicn Yes
0 29 Hallucimtions No
38207-017 2M 676 13 o &2 dy) I lability | ing No
mood)
38209009 15\ 1033 0s 1500 43 Meningihs Yes
38209020 I3F 375 05 s 13 Suxidal ideation Yes
38200023 13N 375 09 IS ) Hostility (verbally aggressive) Yes
340041 ™ 63 21 1] 9 Suicidal ideation Yes
340126 14M S1E 097 50 b Suridal idention, hostility Yes
(homicidal idestion)
341087 16\ 1188 1.77 1500 47 Agitation Yes
1500 30 Hostility (agaressive behavior) Yes
TABLE 2.12.2A. LISTING OF PATIENTS WITH SERIOUS ADVERSE EVENTS _DEPRESSION STUDIES
Treatment Total Duly Discontimmtcn
Hady System Ape* ¥V Mean Daily Dose Doseat Onset  Study Day Beoause of
Patient Number Sex [ma/dav) gy!g‘chxn' [maday) at Onset Advers: Event Preferred Temr® Adverse Event!
350341 12M 09 0.72 %0 9 Hallucimtions Yes
350421 12M 1355 .94 0 7 Depeession Yes
] 76 Hostility (homicidal Meation) Yes
] 7% Suridal ideation Yes
50544 1F 64,3 0.89 750 % Hostility (bouts of violence) Yes
Respiralory systom
350186 13 323 0.3% 0 L Plaryngitis Yes
Placeln
Bafyas a whoie
38207008 12M Nia Na 80 (poststudy]  Intenticnal injury (scrtching on No
his arms)
38207-023 1aF NiA NA 3 Overcose Yes
Norvous system
14202-036 13F NiA NA 47 |poststndy)  Hostility No
38207008 12M NiA NA 40 [poststody)  Suicidal ideation No
W209-013 M NiA NA 1s Hostility (sexually aggressive Yes
behavicr L nervousness
(irriahility )
38200027 17 NiA NA 23 Manx reaction Yes
TABLE 2.12.2A. LISTING OF PATIENTS WITH SERIOUS ADVERSE EVENTS __DEPRESSION STUDIES
Treatment Total Duly Discontinumbon
Hady Systam Ape* iy) Mean Daily Dose Dosedt Onset Study Day Beoause of
Patient Number Sex ma/dy) kp'day)” | madav) at Cnset Audverse Event Preferred Temr® Adverse Eventt
Abbrevation: N/A = notapphoie.
a: Age it beseline.
b: Calculated by using baseline weight.
©: Verbatim terms are included n parentheses for vigue COSTART terms.
d: MXsoontimution due to listed serions acherse event.
e: Blind was broken at the time of the adverse event.
f: Overdose cocurred 6 days after the hist known dose, which was onday 7.
g Onset of acherse event was 1 o more chays after the last fil! dose of study drug. 395.0302: 2 days; 38205008 | chay; 394-0041: 1 cay; 39504211 12 cays
(1 day posttaper); 35-0185: | day; 38209.027: 2 days.
h: 1%-day IND safety report was filed
i Patient listed in tahle moce than once because he of she hnd senous acherse events in more than 1 body system category.
J: Serious ndverse event was dsooversd afier the danbase was locked and was added by erratum
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10. Adverse Events of Clinical Interest in MDD
TAHLE 2.1234 LISTING OF PATIENTS WITH OTHER ADVERSE EVENTS OF CLINICAL INTEREST— DEFREESION STUDIES
“Trealment Total Daiby Disooniinution
By Spsiem Aget iy Mezn Duily Dose Dose atCnsel Sty Doy Bemus: of
Patient Kumber B (mgiday]  imgkpiday®  imaiday) alCnset Adverss Evenl Prefered Tern®™  Adverse Bvent
Yenlahxine ER
Baily as a whoie
F040id 14'F 1126 0 1300 31 Inieniioml injury jcut amm bl
delibericly]
304-057 14 10'F 35 0.EQ 3TE 1 Chest pain hi-]
304- 108 12 LS 0.4 50 17 Hemdache R
3041356 LTF 1658 L.07 178 5 Inientional injury zelf Mo
mukikdiony
341351 12F BALO L.ov e 44 Cvercioss Ri-]
3050000 15M 1127 14 1300 32 Intemtioml injury [xelf- bl
mutikaiion, cobs on arms)
3950153 &M 0.5 327 0 185 [postshdy)  Discontinumtion sympioms o
ANt N Sysem
30004 L3F 67.3 1.1 T30 1o Synoope bl
382114021 11 e 18 1125 az Supraveniricular oy cordia® o
340006 15 61.5 .74 50 - Hyperension Ri-]
34-oa71 17F 1006 .54 50 34 Synoope i
3041087 158 1185 177 1500 50 Hypertension. lichyoandia o
Insnzer 1&'F 1754 313 1300 18 Tochyandi jstie]
Ine et 1&'F 1355 L.63 750, 41, Hypariension bl
224.0, 150.0 126, 189
305-0x40 L3F 653 L35 30 11 Synoops o
30 1a Tochyandn g
3050350 L3'F 12008 1.78 1875 154 G ahnormal {rightwand o) Mo

TAHLE 11234 LISTIMG OF PATIENTS WITH OTHER ADVEREE EVENTE OF CLINICAL INTEREST _ DEFREESION STLUDIES

Treatment Toial Caly Disconimuai
Fpsem Ageiyy Memn Daily Dose Dosz it Onsel Sy Day Hemuse o
Patieni Kumber B { mp'chary| Hng,n'lgg'chy]' [mg/day) ol Cmset subverse Eveni Prefemed Temn® Adverse Eve
INpesive spaten
304-ncs 1% w00 1.22 ot m NuEz= Ve
3050104 IF 1788 1% 2250 a3 Niusen Yes
3030114 1 188 048 375 1 Gimdroenieritis Yo
3050115 1M 1694 145 21z0 71 s pepsi Yz
2350 71 Vomiling Yes
Aemic amd by phatic
3030160 wE [k | 305 11Z5 63 Ensinophilin
Metaabelic ant wa ot fonal
304-0440 14M R0 1.47 "m0 14 Weight ko B
34121 15M ot 0. ™0 56 E'WTI"‘:‘"‘LTEGPT e
41553 11 67.2 L.ET "m0 1 Weight gain B
39502614 M 615 148 7m0 11 Weight loss Yes
3050253 1P 176.4 260 ot 125 Weighi gain o
2250 180 Weight gain B
3050255 10 BLE 162 1Zzs 142 Weight loss Mo
308 pzerd 16T 1764 31s 21E0 21 Weight boss o
35 oz 16T 1565 163 1500 56 Weight boss B
J050ME 14F BlLE 1.9z 7m0 14 Wright loss ain]
Ny spstem
IEM2-100 10 450 14 =0 3 Manic reaction Yes
JEXM 023 11{F B53 12 1125 pa| Suicidal ideation e
IRIALOZE 1id Lk 10 k] 15 Hilboimiions, pranoid rescion Yes
304523 17 155.4 1% 2250 62 Huostility jamary] i
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JTABLE2. 1234 LISTING OF PATIENTS WITH OTHER ADVERSE EVENTES OF CLINICAL INTEREST - DEPRESSION STUDIES

Treatment Tolal Daly Discontmuiion
Fpsem Aget vy Mezn Duily Dose Dos: ot Dnsei Study Dy Beouse of
Patieni Numbar - (mg'day| Bﬂgﬂ@'chy]' img/day) i Cmset fubverse Eveni Prefered Term® Adverse Bveni
304-02%53 14'F 117.2 1.as 1500 42 Angiaty Mo
750 k14 Anniel:,l B
RLR TR WF 656 130 0 56 (posistudy)  Hostility [inoressed anger) o]
3n4-neay? 15F 0.0 .22 1125 l& Con fimion, somnoknoe M
3n4-paa! 17 1214 165 1500 a1 Huostility [aggressive outburst] Mo
394 1oagd 12 BLS 0.4 =0 12 Nervousness | ritbility) kL]
750 12 Agilntion, hostility (mgs) o
304-1322 WE BZ4 1% 50 10, 30 Hostility [aggressive hehavior] Mo
FOs0150 M e 151 L] 17 Toticollis Yes
RLLT R 12'F 1067 143 1125 158 Huostility [aggression) o
3gsn261" WM [ 2] a8 0 ] Abnormalicha behavior Yes
moremsad impulsivity, noremsad
oppasiliomlity )
750 14 Merousness | incremsed s
imitability)
30502 2N 0.0 0.8d ot 3 Insomnia hi-]
7.3 5 Hyperkinesia { hyperetivit Yes
im?;.u'd],erri:\uﬁd labi I'rt:,-
[mood swings)
LLESIES 10 .2 L3 B0 167 hnormalicanged behavior sl
[uninhibitad behmiaor)
305032 I7F 1066 2155 1500 54 Ohsesmiv o ompulsive symptoms Mo
[zl fabusive|
30503z T ko] 128 B0 il #ihnormaliohanged behavior Mo
| mpulsivity|
.Eqn'urﬂ'_r?:fm
304-0371 1V'F 3.5 0.8 375 1 Slridor.d:llswm Yas

JTABLE2 1234 LISTING OF PATIENTS WITH OTHER ADVERSE EVENTS OF CLINICAL INTEREST — DEPRESSION STUDIES

“Treatnenl Tolal Caly Disconiinuation
Bty Spsem Age'iyy Memn Daily Dose Dose at Cnsel Sty Dy Beouse of
Patieni Kumbar = {mp'day| Hngn'l;g\:hy]' [mgday) o Cnset sutverse Eveni Prefered Tem™ Adverse Event
S i g et pes
305020 14'F BL.O 112 e 14 Prurite Yz
FPlageds
Haly as a wkoie
ELEt Nk o 13F HiA WA n Headache Yes
Cuntionciar sy
IBNM-100 12F ik WA 42 Hypotemsion Mo
304 pocp! 12'F NiA WA n Hypotansion o
3040846 16 Wik NA 58 Sinus hradyeardin ]
Iipesive spstem
- 0321 ' Wik b 55 Liver function tasts ahnormal Mo
Hewric awd iy pha i spsem
IB2D006 15M Mk WA =] Leukopenin B
At st s o o
ASTIEGOTand ALTSGPT 2]
3- 1085 11 Nih WA 54 increased
NV Sl
ez 13 Nt WA a Irrinee Yoz
304 pac! 12'F Bl wa 5 Ahrormul/changed behavior (hair N
puiling}
Wi 24 Haostility [nggressivencss) juid
3041538 1584 WA A 30 Insomnia, nervousness | norems2d Vs
irritabil iy
Respiraiory spsiem
383024 L XF Mih WA 21 Rhiniis Yeg

TARLE 21234 LISTING OF PATIENTS WITH OTHER ADVERSE EVENTS OF CLINICAL INTEREST — DEPRESSION STUDIES

Treabmeni Tolal Daly Disgconiinuaiion

Bty Spsem Ageiyy Memn Dby Dioee Dosz ot Onsel Study Dy Heouse of
Batient Number = {mg'cay) mgkgiday)*  imglhy) al Cnset #ubverss Evenl Prefemed Tenm® Achverse Bvent

abbrevmiions: ALTSGEPT = alanine emseserum gluiamic pprvic ir D ASTEGOT = asy ‘serum glui

oxalmeeiic tansimimse; 8/ A = noi applicable.

: Ageal beseline

SR TR R T

: Calculated by using brseline weight.
: Verhatm terms are included in parentheses for vapue COSTART terms.
: Patient listed in tihle more than onee bemuse he or she lnd acverse events of clinical interest in more than 1 body sysiem miegory.
: Total chily dose dos net inchde the amount of the cverdos:.
Cardislogist consubmtion 1 month afier postetudy visit confirmed that the condition was present presindy.
: Chnimlly imporant by pertension was also present presindy.
: Nonoomplini on the dayof the sdverse event.
Reports of ndverse events of clinical interest were discovered afier the dombase was locked and were added by ermin.
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11. Most Common TEAE’s in 2 % Venlafaxine ER Subjects in MDD
TABLE 26.1.1 A, COMMON TEAEs (22% IN THE VENLAFAXINE ER GROUP IN

THE POOLED PLACERO-CONTROLLED STUDIES): MUMBER (%) OF PATIENTS
DURIMG THE OM-THERAPY PERIOD—DEPRESSION STUDIES

=-—--—--— Placebo-controlled Studies ---—--—---

Body System Placehio Wenlafaxine ER
Adverse Fvent (n=179) (n= 182}
Ay advarse event 141 (79 1577 (85)
Bady as a whole
Abdommal pand 18 (10 IR21
Acetdental injury 12 {7} 18100
Asthenia 12 (T} 10 {5
Back pain 905 G (3
Chest pailn 1 (=1} 412)
Fever B T4}
Flu symidvome &4 1247
Headache 62 (35) G135)
Infizction 15 (8} 11 (&)
Fain 9 (5] 11 f&)
Cardiovascular system
Tachveardia 1 (=13 4 (2
I¥igestive syslem
Anorexia 4 (2 13 (T
Corsiipalion 24l 503
Triarrhea 13 (T} T (4
Dy mowdh 503 5
Drspepsta 6 (3) 11 i)
Nausea 15 (&) ELER L]
Fomiling E ]| 14 (&)
Hemic and lymphatic system
Eechvnosis 20l 4 023
Metabolic and natritional
Weight koss ] 4 (23
Musculoskeletal system
Arthralgia 4 (2 4 (2}
Myalpia 1 (=1} 503
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MNervous system

Thzziness 11 (i} 21012
wal fabiliy® 0 4 (23

Hao } 20 74

Hyperkinasia 33 4 (2}

Tnsomna 10 {i) 1& (107

Nervousness 95 13 (T

Somnolence (5 9 (5

Swleidal ideation 4] 6 (3

Tremor 1 i<l 63
Hespiratary system

Coaugh increased 503 T4

Epistaxis 241 9 (5}

Pharyngitis 190113 191

Rhinitis 18 {110y 13 {7}

Upper resplralery tnfection Y] 13 {7}
Skin and appendages

fash 33 T (4
Special senses

Ear pain 4 503

Myelr iaasis 1 =1} A (4)
Urapgenital system

Dvsmenorvhea T (&) {100
Addverse evenl associated with

miscellameous factors

Adlergic reaction other than drug 11 (i) 9 5]

fbbreviations: TEAEs = treatment-emergent adverse events,

a: Includes patient 394-08324, who had 1 on-therapy adverse event of clinical intenzst that
wis discoverad after the datahase was locked, and was added by an araium.

b: Adverse events in ilalics are those thal cccwmed more often with venlafixine ER than
placebo,

¢: Mostly "erying.”

d: Includes reports for patients 394-0924 and 394-108% of hostility (verbatim tenms

aggressive outburst and rage, respectively). These adverse evenis wene discoverad after

the database was locked, and were addad by emaia.

Percentage adjusted for the number of girls (placebos-controlled studies: venlafaxine ER,

n = & placeho, n = 8A).

L]
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IABLE 2

2A SELECTED MEAN LABORATORY RESULTS

Clinical Review Section

Selected Mean Laboratory Studies

DEPRESSION STUDIES

o= Pl e

—-— All 3 Stnidies —
e Wenlafiaxing ER -

- Placgho-controlled Stodies ——-———-—-—

- Venlafaxing ER ----——

Parameter Razeling Mean Razelineg Mean ER s Pho” Mlean
Time Intarval n Mean Change n Mean Change p-Waluz n Changa
ASTSGOT, LVL

Blonth 2 117 240 1.4* 113 240 | e 125 238 2.6
Month 3 - - - - - 53 241 0.3
Month & - - - - - 3l 239 .0
Final on-therapy 137 239 1.1* 135 24.0 | 5% 208 241 1.1*
Poststudy” 27 256 1.1 2 239 14 45 242 03
Alkaline phosphatase. mmal/1

Blonth 2 114 202.8 5.0 114 211.2 Bl i 127 2093

Menth 3 - - - - - 53 195.4

Month & - - - - - 3l 196.0

Final on-therapy 134 195.8 -33 137 2117 -] Ee 208 205,64

I’uslslml:."' 26 2102 35 22 2350 20 45 2142

Tatal cholesterol” mmal/ L

Blonth 2 117 430403 -0 11339 114 420474 001247 127 419502

Month 3 - - - - - 34 411633 03
Blonth & - - - -- - 12 3.9037% 0.08728
Final on-therapy 137 429899 -0L0E04 R 138 423270 001203 211 420066 0. 00601
Peestst ml_r" 22 4 53137 - 28857 14 4. 25766 0.00647 a5 4 10287 -0, OORS0
Glucose,” mmoll

Month 2 113 ERIE) -0 105 503 013 123 Al -0.11
Month 3 - - - -- - 51 5.05 -0.01
Month & - - - - - 3l .00 013
Final on-therapy 133 501 003 il 511 0,10 02 4.99 -0.0%
Poststudy” 27 4.90 0.03 n 5.15 o0 41 .04 -0.01

IABLE 2.7.2A.

SELECTED MEAN LABORATORY RESULTS —DEPRESSION STUDIES

B i | M=/ EEe

—-— All 3 Stndies --
—memmee= Wnlafiaxing BER ——eeeeeeeee

e Placgbo-conirolled Studies ----

mmmmeeee- Wenlafixing ER «eeeee--

Parameter Bazeling Mean Raseling Mean ER ws Pha Baseling Blean
Time Interval n Mean Change n Mean Change p-Value n Mean Changs
Tutal protein, g/l

Month 2 117 T4.80 -l 4gees 114 7400 -0.97* 126 TA.06

Blonth 3 - - - -- - 5 T4.85

blonth & - - - -- - - Ell T4.84 -0.87
Final on-therapy 137 74.91 -1.54%%= 137 74.69 - 1.0 210 74.57 -, Qges
Poststudy” 27 73.33 -1.30 2 7386 -1.38 45 7520 -1.62*

Abbreviations: Abbreviations: AST/SGOT = aspartate aminotransfaasesenm glutamic oxaloacetic transaminase; BN = blood urea nitrogan;
ni assassmants at that time pointin the short-tenm studies.
sted mean changes rom baseline betwaan the venlafaxing ER and placebo treatment groups in the pooled placebo-controllad studies

placebi, —

ER = venlafixine ER: Pho
a: Comparisons of ad
ara provided if signi ficant (p = 0.05),
b:
o1 Mol fasting.

T'ha poststudy period was defined as the period beginning 3 days after the last dose of study medication, regardless of the duration of treatment.

o @& Significantly different from baseline at the 0,05, 001, and 0.001 levels, respectivaly.
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TABRLE 2.7.2A, SELECTED MEAN LARBORATORY RESULTS —DEPRESSION STUDIES

Placebo-controlled Studies All 3 Siudies —---eeeeem

Placebo Wenlafaxing ER --ee-eeemee —emmeeeme Vinlafaxine ER -e--eeeeeees
Parameter Baseline Mean Baseline Mean ER vs Pha’ Raseline blean
Tima Interval n Maan Change n Mean Change p-Value n Mean Change
Sodinm, mmolL
Monih 2 117 14100 0.0 114 1411 -3 127 141.1 -0
Month 3 - - - - - - 53 140.6 1.1
bonth 6 - - - - - - an 140.7 14
Final on-therapy 137 140.9 0.1 137 141.0 -3 209 1409 ol
PU‘.‘.H[LM}"‘ a7 141.0 0.5 2 141.0 0.2 43 140.5 0.l
Chloride, mmol/L
bonth 2 117 104.3 0z 114 104.4 0.4 126 104.3 -0.2
bonth 3 - - - - - - 53 103.9 14+
bonth & - - - - - - an 104.0 1%
Final on-therapy 137 104.2 03 137 14,4 5% 0050 209 104.2 0ol
Potstudy” a7 103.2 0.1 2 104.3 -1.1 43 104.1 -0.2
BUN, mmol/L
bonth 2 117 4.345 -0.104 114 4208 0.041 126 4233 0074
Month 3 - - - - - - 54 4009 0.271
Month & - - - - - - a2 4340 -0.234
Final on-therapy 137 4306 -0.078 137 4287 -0.003 210 4260 -0.019
I’ml:ilmh-" 27 4.324 0.099 21 4.250 0.255 44 4300 0014
Creatining, pmol/L
bonth 2 7l 520 0z 70 551 -0 A2 33,1 -0
bonth 3 - - - - - - 54 25 1.9
Month 6 - - - - - - a2 1.9 28
Final on-therapy 9 538 0.3 1] 4.0 -1.0 153 AT 0z
I’mlﬁlmt," 14 49.9 18 14 362 0o a7 557 05

13.
Subjects With Clinically Important Laboratory Results-MDD

TABLE Z.7.1.ZA. PATIENTE WHO HAD CLINICALLY [MPORTANT
LABORATORY TEST RESULTS—DEPFRESEION STUDIES
TralmmIGronp AR ) Mean Daily  Days on Therapy
Palient Mumber 0.1 Dicma (mg) ai Cnset Finding
Venlalaxine ER

ALTISGEPT incremsed; AS TIHGOT

¥ad0azl 150 0.9 56 H
incremsad

3.1 6R2 16F 167.8 - ALTISGPT incremsed; AS TISGOT
incrensad”

¥a-0160 EF ] 63 Ensinophils incresed™

LT ] 12F 1001 57 Elevaked ALT/SGPTS

Pliccho

3E200-006 154 MiA &3 Decremed white blood cell coum®

304-0321 Y WA 5% ASTEGOT inoeased™

A4 10AE a1 WA 54 ﬁ::mi.m!' increed: AST SGOT

Abbrevintions: ALT'SGPT = alinine aminctranst=rsa'szrum glutimic pyruvic immamimse, ASTRGOT
asparkie amnoimmefrassum ghinmic malacetic tramsmims:

. Age it haseline.

b: Also reported as an adverse event.

o Viles ouiside the ige'sex-spedific normal Inbomiony mnges.

o ¥alues met Wyeth oriterin for pokential clinial imporiance.

W4 = ot applimble.
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14. Subjects With Clinically Important ECG Results In MDD

TARLE 29124 PATIENTS WHO HAD CLINICALLY IMPORTANT ECG RESULTS —DEPRESSION

ETUDIES
Treatment Group Mean Daily  Days on Thempy
Patient Mumber A (y)Bex Doz (mg) at Onsel Finding
Venlalaxine ER
IR211-021 11 774 42 Pre-excitation syndroma=
F04-0448 QAF TG 50 Low right atrial rhythm®
A04-002 11/ 124.8 2] First-degroa &-% hleck
J95-0350 13/F 12008 154 Rightward axis™
05-0384 1M TE.6 179 Low right atrial rhythm®
Maceba
IR202-022 12/ MiA S6ipoststudy® Marked bradycardia®!
IR207-013 130 MiA 59 ST elevation and consider early
repolarization”
IR209-012 =M MiA 42 Voltage eriteria for left ventricular
hypartrophy®
04-0135 10F MiA 14 (postsiudyy  Sinus arrhythmia and borderline
prolonged QT°
A04-0846 16 MiA SE Sinus I'-r:|-J3.'n.'urdi=1"‘J

Abbreviation: M/A = not applicabla.

a: Age al baseline.

b: Cme (13 month after the poststudy visit, consuliation with ancther cardiologist confinmead that the condition had
bieen present prestudy.  Also reporiad as an adverse event (supraveniricular tachycardia).

o Values met the Wyeth eritenia for potentially clinically imporant resuli foverall evaluation not normal).

d: Also reporied as an adverse event.

2 Bradycardia was first reported on day 42, but did not reach criterion for a potentially clinically important
change until postsiady.

;' Walues outside age sex-specilic normal range criteria for heart rate.

15. Serious Adverse Events in GAD

TABLE 31224 LISTING OF PATIENTS WITH SERIOUS ADVERSE EVENTS —GAD STUDIES

Treatment Total Daily Discontinuation
Body System A () Mean Daily Dose o= at Onsel Study Day Becanse of
Patignt Humber Sax fmgdayi (e keday fmg/day al Cinsat Adverse Fvent Prefemed Tenm Adverse Event™
Venlafaxine KR
Bonfy as a whole
06-07047 10 573 169 0 342 Withdrawal syndrome Mo
Nervaus sysfem
06-07047 10/ 373 165 i 34 Agitation, confirsion Mo
A0T7-0341 1M 0.6 1.04 0 19 Snicidal ideation Yes
Placebn
EBody as a whaole
Wi-0853" 11/ Mk NiA Nk 3 Infizction (mononucleosis) Yes
an7-na12 177F NIk NiA Nk 15 Suicide attempt, overdose Yis
Cardievascular sysiem
06-08637 11/M NiA NiA Nk 4 Hypotension Mo
Metabalic and muritionad
106-0863" 110 MiA MNiA MNid 4 Dehydmation Mo

Abbrevintion: NOA = not applicable.

2 Age at baseline.

ke Caleulated by vsing baseling wight.

o Discontinuation due to listed serious adverse event.

d: Patient listed in table more than onee because he or she had serious adverse events in more than 1 body system calegory

@ Onsat of adverse event was | or more doys after the last i dose of study medication. Patient 396-0704: | day for both events: 397-0361: 2 days:
307-0012: 1 day.
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16. Adverse Events of Clinical Interest in GAD

TABLE 21234, LISTING OF PATIENTS WITH OTHER ADVERSE EVENTS OF CLINICAL INTEREST

GADBTUDIES

Treatment Total Daily

Discontimuation

By Sysftem hpe’ (vi Blean Daily Dose Diose at Onset Shly Day Bacause of
Patient Number Sen fmg/day) (e keday)® imgidayi al Oinset Adhverse Event Preferred Tenm® Adverae Event
Yenlafaxine ER
Bedy ay @ whele
AG-0540 16/ 123.1 1.73 i o4 Abdominal pain Yes
-1 1102 130 1=, 1 207 1500 34 Flu syndrome Yas
306-13807 1M 535 1.76 il 56 (poststudy ! Discontinuation symploms Mo
67-0084" & sl.1 1.41 750 22 Abdominal pain Yas
Cardiovascalar system
396-1 704 100 104.5 240 1125 28 Hypertension Mo
397-0693% 0.0 7.5 1.1 iTA 14 Hypertension Mo
Digestive sysfem
3070701 157F 127.9 243 75.0 &4 {lapar) Mausen Yes'
Mefabolic and mofrificmal
396-1702 AM B7.7 278 750 28 Waight loss Mo
07-0487 10 111.2 1.35 150 S Hypercholesterolemia Mo
397-0690 16'F 165.1 262 75 14 Waight loss No
367-07017 15F 127.9 24 1501 25 Waight loss Mo
Nervous system
396-13800 M 535 1.76 5.0 29 Abmonmal/changad behavior Yios
{oppositional defiant behavior)
306-15340 12/F 987 2. 187.5 14 Meuritiz Yas
397-000% 1WVF R 253 1125 3 Agitation Mo
397-0016 16/F a2l 0.29 EEA] f Agitation Mo
307-0084" | il 1.41 iTA Hostility (aggressivenass) Mo
5.0 22 Paranoid reaction, thinking Yos

abnommal {difficulty
concenirating i

TABLE 21234, LISTING OF PATIENTS WITH OTHER ADVERSE EVENTS OF CLINICAL INTEREST

GADBTUDIES

Treatment Total Daily

Discontimuation

By System hpet (v Bean Daily Diose Diose at Onset Shly Day Bacanse of
Patient Number Re {mg/day) ime/ke/day " imeiday a1 Onset Adverse Event Preferred Term” Adverse Event
A0T-0361 10.d Thh .04 i} 197 Acbnonmal'changad behavior Yas

{acting out)
[t} a0 Hestility {agoressive bahavior) Mo
3071487 10/ 111.2 1.35 150.0 Ex Huostility fviolant outhursty Mo
397-0701° 15F 127.9 243 750 &4 {tapar) Mervousness Yis®
397-0764 a1 4.3 2.29 750 LT Abnonmal/'changed behavior Mo
{impulsive)

Placcho

Body ay a whole
A06-1627 151 MIA MIA NiA 12 Meoplasm (lump in suprascapular Mo

regiong
397-0008 13F MIA M/A NiA 41 Abdominal pain Yas
3970041 13F MIA M/A NiA prestudy Abdominal pain Yas
307-0486" 2T M M/A N/A 1 Headache Yas
397-0761 oM NiA NiA NiA 4 Faver Mo

Cardievascalar system
396-0308" M MiA MIA NiA 7 Hyperension Mo
307048 BF [WEEN MiA MNiA 14 Hypertenzion Mo
397-0697 14 NiA NiA NiA 16 Hypertension Mo

Digestive sysiem
30G-0A0E" amM M M/A N/A 44 Fecal incontinence Mo
A9G-0E2 6 111 MNiA MNiA Nid S Liver funchion tests abnormal Mo
3970475 BT NiA NiA NA & Ciastritis Wes
3970605 A MIA MIA MiA 24 Facal incontinence Mo

Metabolic and mafrificmal
397-0691 M NiA NiA NiA 7 Wizight gain Mo
397-0801 170 NiA N/A NiA 4 Wiight gain Mo
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Treatment Tatal Daily Discontimuation
By System hee (vi Mean Daily Dosz Dose at Cinsat Sty Day Hecause of
Patient Numbar Sex fmg/day) img/keiday) {mg/dayi at Cinset Adverse Event Preferrad Tenm® Adverse Fvent
Nervous spsicm
3061622 1M NSA N/A Nk 10 MNervousness {increasad Yes
irmifability}
3970012 I TF N/A MN/A Mk 16 Dixziness Yas
397-0017 A MiA MIA NiA L Hyperkinesia Yis
307068 I TE NSA MN/A Mk 45 MNervousness {increasad Yes
irritability}
397-1401 10:11 MIA MIA N/A 9 Agritation Mo

Abbreviation: B'A = notapplicable.

a: Ape al hasaline.

b Calenlatad by using baszline waight.

c: Werbatim terms are incloded in parentheses for vagoe COSTART tenms.

d: Omset of adverse event was | or more days after the last @ dose of study drog, 396-05400 1 day; 396-1380: 2 days; 397-0361: 2 days for
abnormalchangad behavior, 3 days for hostility; 397-0012: 2 days.

e Patient discontinued during the taper period.

f: Patient listad in table more than once because of the oocumence of adverse events of clinical interast in more than 1 body system category

17. Most Common TEAE’s in 2 % Venlafaxine ER Subjects in GAD

TABLE 3.6.11A, COMMOMN TEAEs (2 2% IN THE VENLAFAXINE ER GROUTF)
DURING THE ON-THERAPY PERIOD: NUMBER (%) OF PATIENTS—GAD STUDIE?

Body System Placeha Venlafaxine ER
Adverse Event {n =163} {n= 157}

Any adverse evenl 131 (80 123 {78)

Bady as a whole
Abdominal pain ) 26017
Acciderial injun? 15 (%) 18114
Astheria G4 13 (&)
Ches! pain 2N 4 (3}
Fever 10 (&) & 4
Flu syndrome 5 {3 5 (3
Headacha 333 AR24
Infection 22013 G (43
Fain 5 (3 11 {7}

Cardivvascular system
Fasadilalation 1} 4 (3

Dipestive system

Ararexia 5 (3 20013
Digrrhes 12 (T 13 (&)
Dy mowih 24l & 4
Dvapepsia 4 (2 T4
Cresiroerie rifls R | 4 {3}
Nawrea 14 (5 17¢11}
Fomiting 11 T 13 (&)
Metabolic and nutritional
Welght loss 24l 5 (3
Musculoskeletal system
Myalgia 24l &4}
Nervous system
Agtiatior 24l 5 (3
4 {2} 7 4
Hyperkiresia 24l 5 (3
Insommnia & {5} & (5}
Nervonsness 4 {2} T 4
Samralence 4 {2} 11 (T
Thirking abrarmal 24l 5 (3
Respiratory system
Cough increasad 13 (&) B {5}
Epistaxis L] T 4
Pharyngitiz 18¢11} 14 (0
Rhinitis 15 (9 & (5}
Upper respiratory infection T 4 12 (&)
Skin and appendapes
Conbact devmatili 24l 4 {3
Razh 5 (3 4 (3}
Swealing 24l 5 {3
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Body System Placeho Venlafaxine KR
Addverse Event {n =163} n= 157}
1(=1}) LR |
Urogenital system
[rysmenomrhaa” 912y 4 (T}
Adverse event associaled with
miscellaneous lactors
Aldlergic reaction other than drug & (5 5 (3

Abbreviation: TEAEs = treatmeni-emergent adverse events.

a: Adverse events initalics arg those that coourred more often with venlafixine ER than
placebo,

by Percentage adjusted for the mumber of girls (venlafixing ER, n = 38 placebo, n = T8,

18. Subjects With Clinically Important Laboratory Results-GAD

TABLE 37 L2A. PATIENTS WHO HAD CLINICALLY IMPORTANT LABORATORY TEST RESULTS
GAD STUDIES

Treatment Group Age (v) Mean Daily  Days on Thempy
Patient Mumber Bax Dose (mg) at Onsel Finding

Venlalaxine ER
39T-D4ET 1M 111.2 Rl Elevatad cholesteral™?

Placebo
3050154 12/M MiA 4 Elevated ALTSGPT and AST/SGOT™
3NG-DE2 6 1M MiA A6 Elevated ALT/SGET and AST/SGOT™
FG-DEAS 1M MiA 35 (postsiudy)  Elevated ALT/SGET and AST/SGOT™

Abbreviations: ALT/SGPT = alanine aminotransferasesemm glutamic pyruvic transaminase; AST/SGOT
aspartate aminotramsfzrase serum glutamic sxaloacetic tmnsaminase; N/A = not applicabla.

a: Ape at haseline.

b Also reported as an adverse evenl.

e Walues outside the age’sax-specific nommal laboratory ranges.

d: The patient had a history of hypercholesierolemia.

e Waloes met Wyeth criteria for potential clinical imporance.

19. Subjects With Clinically Important ECG Results-GAD

TABLE 3.9 124, PATIENTS WHO HAD CLINICALLY IMPORTANT ECG RESULTS
GAD ETUDIES

Treatment Group Aga’ (v Mian IJ.liIiF Days an Therapy
Patient Mumber Hax Dhosg (mgy” at Onsel Finding
Venlafaxine ER
" - . ; . h
A0G-0300 [ 101.7 549 Right atrial thythm abnonmal
A0T-000G (L 1688 56 Sinus thythm with sinus tachycardia®
A07-0007 16F 165.5 58 Mormal simis rhythm with short PR
interval®
397-0564 144 Q8.0 57 Lett atrial rhythm, rightward axis, and
nonspecilic 8T abnormality®™
Maccho
0TGRS 10F Nik B Firsi-dlegree atrioveniricular block®

fbbreviation: M/ = not applicabla.
a: Age at haseline.
b: Walues met the Wyeath critena for potentially clinically imporiant results overall interpretation noet nonmal ).
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20. Subgroup Analysis For

Clinical Review Section

CDRS-R in MDD:

Interaction of Age/Sex Factor

TARLE 2438, POOLED DATA FOR STUDIES B1-382 (EXCLLUDING SITE 38209 AND BL-394

BY AGE AND SEX
FOR THE CDRS-R TOTAL SCORE:

FINAL ON-THERAPY ADJUSTED MEAN CHANGES FROM BASELINE
ITT PATIENTS AND LOCF ANALYELS

Boys Cairls
Children
Placeho (n = 5&) Wen ER (n = 56) Placebo (n = 363 Wen ER (n=37)
237 =220 -20.3 216
Adolescents
Placebo (n = 28&) Ven ER (n= 40 Placebo (n = 45) Wen ER (n = 3&)
-14.7 -204 -17.4 -24.8
p-Values
AgeSex' Therapy™ Interaction”
0. 041 0,061 0.324

Abbreviations: Ven ER
a:  Model B was used.
b Model A was usad.

venlalaxine ER.
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Glenn Mannheim
2/25/03 03:00:17 PM
MEDICAL OFFICER

Paul Andreason

2/28/03 12:00:56 PM

MEDICAL OFFICER

I agree with Dr Mannheim that the supplement is
not approveable. Please refer to my memo to

the file.





