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EXECUTI VE SUMVARY

Several placebo-controlled trials of SSRI’s and ot her
nodern anti depressant agents in children and adol escents
have suggested an increased risk of suicidal ideation and
suicide attenpts in subjects random zed to drug conpared to
pl acebo. These findings were the topic of a neeting of the
Psychophar macol ogi cal Drugs Advisory Conmttee on February
2, 2004, and the basis for the addition of WARN NGS
statenents to the | abeling of these drugs shortly

t hereafter.

The potential for clinically inportant variation in the
classification of these adverse events is considerable and,
thus, the findings at that point were not considered
definitive. To standardize the identification and
classification of these experiences, all relevant adverse
events from pl acebo-controlled pediatric trials with these
agents were recently evaluated and cl assified using
criteria devel oped at Col unbia University by clinicians
with expertise in the field of pediatric suicidality.
These results of this effort are under analysis by Dr.
Tarek Hanmmad, of the Safety Teamin the Division of

Neur ophar macol ogi cal Drug Products at the FDA, with input
fromthe Ofice of Drug Safety and the O fice of Counter-
Terrorismand Pedi atric Drug Devel opnent.

This review was conducted in support in Dr. Hammad' s

anal ysis and conprised a review of each of 23 pl acebo-
controlled studies of these drugs in the pediatric

popul ation, with the objectives of determ ning study
pooling strategies for the analysis and identifying
differences in study characteristics which mght explain
observed variation in suicidal risk between these studies.

As this reviewis purely descriptive in nature, no
concl usions or recommendations are offered based on this
i nformati on per se.



CLI Nl CAL REVI EW
1.0 Background
1.1 Rationale

The FDA has been investigating a potential |ink between the
use of SSRI’'s and other commonly used anti depressant agents
and the energence of suicidal ideation and suicide attenpts
in pediatric patients. Most recently, this investigation
has focused on a careful classification and anal ysis of al
events suggestive of suicidality from placebo-controll ed
pediatric clinical trials wwth these drugs. This analysis
i s being conducted by Dr. Tarek Hammad fromthe Safety Team
wi thin the Division of Neuropharmacol ogi cal Drug Products
with collaborative input fromthe Ofice of Drug Safety and
the O fice of Counter-Terrorismand Pediatric Drug

Devel opnent .

The objective of this review was to describe and sumari ze
t he design characteristics of each placebo-controlled trial
in order to provide sone guidance in detern ning
appropriate study pooling strategies in the anal ysis of
these data and to identify factors that may expl ain
different results anong these trials.

1.2 Met hodol ogy

Dr. Hammad’' s anal ysis of suicidality enconpassed 23

pl acebo-controll ed pediatric trials conducted with the
foll owi ng nine agents: Prozac (fluoxetine), Zoloft
(sertraline), Paxil (paroxetine), Luvox (fluvoxam ne),

Cel exa (citalopram), Wellbutrin (bupropion), Effexor XR
(venl af axi ne extended-rel ease), Serzone (nefazodone), and
Reneron (m rtazapine).

This review entail ed an exam nation of the study protocol,
w th anendnents, and the final study report for each of 23
pedi atric studies.?

The foll ow ng study characteristics were systematically
docunent ed:

e study initiation and conpl eti on dat es.

L' Wth one exception: there was no study report for study 75, a trial of
Wellbutrin in patients with attention deficit disorder. A published
report of this trial was utilized in lieu of a formal study report.



e study objective.

* nunber and | ocation of study sites.

 total nunber of patients random zed.

* inclusion and exclusion criteri a.
 screening and pl acebo | ead-in procedures.

* random zation

e active drug adm ni stration reginen.

e duration of double-blind treatnent.

* assessnents of depression and other efficacy neasures.
* protocol -prohibited psychiatric nedications.
 concom tant medi cati on usage.

* incidence of protocol violations.

 study nedication conpliance rates.

Study features were then summarized in tabular formto
facilitate conpari sons between trials (see the Appendix to
this review).

2.0 Review of Individual Cinical Trials

2.1 Prozac Studies

2.1.1 Study HCCJ

Fl uoxetine versus Placebo in Adol escent Depressed Patients
(March 1984- Sept enber 1987)

Study Obj ective

This study was conducted to conpare the efficacy and safety
of fluoxetine versus placebo in adol escent patients with
maj or depressive disorder.

Patient Sanple

Forty patients were enrolled fromone Canadi an site.
According to the study report, 50 patients were to be
entered into the study. However, the trial was term nated
early due to slow enroll nment and was not considered a
supportive efficacy study by the sponsor due to its

i nconpl ete status.

Rel evant patient selection criteria are summari zed bel ow.
Inclusion Criteria

e« DSM 111 major depressive disorder; unipolar; single or
recurrent episode.



e« HAMD score at |east 20 (version not specified).
 Raskin Depression Scale score at |east 8.

 Raskin Depression Scale score nust exceed the Covi
Anxi ety Scal e score.

* ages 12-17 years, inclusive.

e outpatients.

Exclusion Criteria

pregnant or sexually active fenales.

| actating patients.

serious suicidal risk

hypertensive patients treated with reserpine.
significant illness that is not stabilized.

nmental retardation, organic brain disease, or history of
sei zures.

* schi zophreni a or other psychosis.

e history of drug or al cohol abuse with one year.
 inprovenment during the placebo period (decrease in the
HAM D of 20% or nore or bel ow 20).

St udy Desi gn

This was a random zed, doubl e-blind, placebo-controlled,
paral | el group study.

Al patients received single-blind placebo for four to ten
days (Study Period 1). Then, after random zation, doubl e-
blind fl uoxetine or placebo was adm ni stered for six weeks
(Study Period 2). Random zation nethodol ogy was not
specified. Twenty-one patients were random zed to
fluoxetine and 19 to placebo. Treatnment consisted of 10ngy
fl uoxeti ne capsul es or matchi ng pl acebo. Fl uoxetine was
dosed as foll ows:

AM PM
Days 1-3 10nyg 10ny
Days 4-7 20ng 20ng
Weeks 2-6 10- 30ng 10- 30ng

The dose could be adjusted at the investigator’s discretion
by i ncreasing the norning dose or decreasing the evening
dose. If possible, the daily dose was to be equally

di vided. When feasible, the patient was to receive the

mai nt enance dose established at week 2 of Period 2 during
weeks 3- 6.



The foll owi ng scales were rated once each week during the
trial: HAMD, CA, Raskin Depression Scale, Covi Anxiety
Scale, SCL-58, PA, Efficacy Index, and Adverse Experiences
Form

Al patients who conpleted the trial could receive open-
| abel fluoxetine for an additional 12 weeks under a
separ at e protocol

Concomnmi tant Treatnents

| f deened necessary by the investigator, chloral hydrate
(0.5 or 1.0 g/day) was allowed for sleep during weeks 1 and
2 of Period 2. No other psychotropic nedication was
permtted.

Concom tant nedi cation usage during the trial was not
addressed in the study report.

Pr ot ocol Viol ati ons

No protocol violations were described in the clinical study
report.

Conpl i ance with study nedi cati on was not specifically
addr essed.

2.1.2 Study X065

Fl uoxetine versus Placebo in the Acute Treatnent of Major
Depressive Disorder in Children and Adol escents (April 10,
1991 — February 28, 1995)

Study Objective

The primary study objective was to test the hypothesis that
fluoxetine 20 ng/day is nore effective than placebo in the
treatment of children (age 8 to <13 years) and adol escents
(age 13 to <18 years) diagnosed with DSM111-R maj or
depression after 8 weeks of treatnent.

Pati ent Sanpl e

This study was conducted at one U S. site by G aham Ensli e,
M D., of the University of Texas Sout hwestern Medi cal
Center at Dallas. This study was not sponsored by Lilly
but was supported by NIMH. It was not conducted under an

I ND.



A total of 108 patients entered this study. Relevant
selection criteria are sunmari zed bel ow.

Inclusion Criteria

« female or mal e outpatients, age 8-18 years, with non-
psychotic major depressive disorder by DSMI11-R; single or
recurrent episodes.

« normal intelligence.

Exclusion Criteria

e diagnosis of bipolar |I or Il disorder.

» diagnosis of psychotic depression.

* history of bipolar | disorder in one or nore first degree
rel atives.

 significant previous or concurrent nedical illness.
* prior adequate treatnment with fluoxetine.

* independent sleep disorder.

* history of al cohol or substance abuse.

* history of eating disorders.

* if sexually active, not using adequate birth control
nmeasur es.

If a patient did not neet enrollnent criteria and was

i nadvertently enrolled, the patient was di scontinued unl ess
there were ethical reasons to keep the patient in the
trial.

St udy Desi gn

Patients underwent a rigorous 3-week diagnostic eval uation
prior to inclusion in the acute treatnment study. Patients
were initially screened over the tel ephone and, if criteria
for study entry were net, the patient and parent were
schedul ed for an initial evaluation. This initial
assessnment was perforned by a clinician not involved in the
treat ment phase of the trial and included a structured
psychiatric interview. Patient and parent were intervi ewed
separately using a clinician-rated structured DSM 111 -R-
based i nterview schedul e, the Diagnostic Inventory for
Children (DICA) with parent and child versions.

Parents were interviewed using a nodified famly history
Research Di agnostic Criteria (RDC) questionnaire. The
medi cal history of each first and second degree relative
was reviewed with regards to the presence of synptons
consistent with affective disorder, suicide, alcohol and



subst ance abuse, crimnal behavior, schizophrenia, anxiety
di sorders, hysteria, and other psychiatric disorders.

Addi tional information was obtained regardi ng functional

i mpai rment caused by the disorder and treatnment. The
parent and patient were interviewed together to conplete
the clinician-rated CDRS-R scale. |In addition, several

sel f-report neasures were collected. |If the patient net

i ncl usi on/exclusion criteria, hel/she was scheduled for a
repeat interview one week |ater.

At the second interview, the patient and famly were
interviewed by one of three primary investigators involved
in the treatnment phase of the study. DSMIII1-R data
collected with the DICA in the first interview were
reviewed and the investigator rated the patient on the
depressive itens fromthe K-SADS, CDRS-R, CGAS, BID, and
BPRS-C.2 A third interview was schedul ed one week after

t hat .

The third interview was conducted by another of the three
i nvestigators and was i ndependent fromthe previous
assessnments. DSMII1-R data fromthe DI CA were revi ewed
and the K-SADS depressive itens and CDRS-R were scor ed.
Parent and patient self-report neasures were repeated
(CGAS, BID, and BPRS-C). The famly history was al so
revi ewed.

After conpletion of the three interviews, a consensus
neeting was held. At this neeting, the investigators
systematically reviewed data fromintervi ews, parent and
child self-report neasures, and additional information
(e.g., CDRS-R scores). The clinicians first reached
consensus for the primary diagnosis of major depressive
di sorder. They then discussed the presence or absence of
any secondary conorbid di agnoses for each patient. Onset
dates for each diagnosis were estimated from parent’s

i nformati on.

I f the patient net inclusion/exclusion criteria at al
three interviews and the CDRS-R score was >40, the patient
entered the treatnment phase of the trial (Study Period 1).

2 Kiddi e Schedule for Affective Disorders, Children’s Depression Rating
Scal e- Revi sed, Children’s G obal Assessment Scal e, Bellevue | ndex of
Depression, and the Brief Psychiatric Rating Scal e-Children,
respectively.



During Study Period I, single-blind placebo nedication was
adm nistered to patients for one to two weeks. One hundred
and eight patients entered this phase. Patients took one
pl acebo capsul e each nmorning. This phase was intended to
m nimze the inclusion of placebo responders. After one
week, if a patient’s CDRS-R total score was >40, he/she

proceeded to Study Period Il. If a patient’s CDRS-R score
was <40, the patient was all owed to continue receiving

pl acebo for an additional week. If, after two weeks, the
CDRS- R score was still <40, the patient was considered a

pl acebo responder and he/she was discontinued fromthe
st udy.

During Study Period Il, patients were random zed and
doubl e- bl i nd medi cati on was adm ni stered over an ei ght week
period. Two-by-two stratified random zation was used based
on age category (children age 8 to <13 and adol escents age
13 to <£18) and gender. Ninety-six patients were

random zed, 48 to each treatnment arm |In each treatnent
group, there were 24 adol escents and 24 chil dren.

Treat ment consisted of fluoxetine 20ng or one matching
pl acebo capsul e every norning. |f the dose was not well
tolerated, patients were instructed to take one capsul e
every other day.

During Study Period Il, patients were seen on a weekly
basis. Psychiatric assessnents (CDRS-R, BPRS-C, Cd, and
BDI (if 13 or older) or CDI (if under 13)) were perforned
at each visit.?3

The investigator followed patients for up to one year after
conpl etion of the acute phase of this trial in an
uncontrol |l ed, naturalistic setting.

Concom tant Treatnents

Prohi bited concom tant nedications were not specifically
delineated but all concomtant nmedications were nonitored
during the trial.

The only notable use of a concomtant substance occurred in
three patients who reported snoking marijuana episodically
during the study (two fluoxetine and one placebo patient).

3 BDI =Beck Depression Inventory and CDI =Children’s Depression |nventory.
Both are patient-rated scal es that nmeasure maj or synptom categories
associ ated wi th depression.
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Prot ocol Viol ations

Three patients entered the study in violation of entry
criteria: one fluoxetine and one placebo patient who were
age 7 at entry and one pl acebo patient diagnosed with

al cohol abuse. These patients conpleted 8 weeks, 20 days,
and 6 days of double-blind treatnent, respectively.

A total of nine patients (four fluoxetine and five placebo)
were not conpliant with study nedication in the judgenent
of the investigator based on direct questioning and pill
counts. Non-conpliance was retrospectively defined as
failure to take study drug on nore than 2 days within a
visit interval. Seven of the nine (3 fluoxetine and 4

pl acebo) were deemed non-conpliant at only one visit.
Conpl i ance information was not available for 14 fl uoxetine
patients and 17 pl acebo patients.

Four fluoxetine and two placebo patients m ssed one visit.
2.1.3 Study HCIE

Fl uoxetine Versus Placebo in Chil dhood/ Adol escent
Depression (April 27, 1998 to Decenber 16, 1999)

St udy (bj ective

The primary objective is to test the hypothesis that
fluoxetine 20ng is nore effective than placebo in the
treatment of children (age 8 to <13) and adol escents (age
13 to <18) with DSM IV maj or depression.

Patient Sanple

This trial was conducted by 15 investigators at 16 study
sites in the U S. Four hundred and twenty patients entered
this study (Study Period I). Inportant selection criteria
are |listed bel ow

Inclusion Criteria

 male or female outpatients with a primary di agnosis of
nonpsychotic maj or depressive disorder (single or recurrent
epi sodes) by DSM IV criteria.

e children (age 8 to <13) and adol escents (age 13 to <18)
at the time of study entry.

11



* CDRS-R total score >40 and a CA@ severity rating of
noderate or greater.
« normal intelligence.

Exclusion Criteria

 pregnant or breastfeeding femal es.

 sexually active and not using nedically acceptable
contraception.

» serious illness that was not stabilized.

* abnormal thyroid function.

e seizure disorder with a seizure in the previous 6 nonths.
e any of the following by DSMIV criteria: bipolar | or I
di sorder, sl eep-wake disorder; lifetime history of
psychoti c depression, anorexia, or bulima; borderline
personal ity di sorder or substance abuse disorder (last 6
nmont hs) .

e one or nore first degree relatives with bipolar

di sorder.

* organic brain disease.

» previous failed response to adequate anti depressant
treat nent.

* serious suicide risk.

* receipt of any behavior-altering, centrally-acting, or
excluded nedication within 7 days of study entry.

e potential need to continue or initiate other treatnents
for depression, such a CBT.

Patients inadvertently enrolled in violation of entry
criteria were to be discontinued.

St udy Desi gn

Two general phases conprise this investigation: an acute
random zed, doubl e-blind, placebo-controlled treatnent
phase and a rel apse prevention phase. Only the acute
treatment phase will be addressed in this review

The 19 week acute treatnent phase consisted of five study
periods and is depicted in the diagram bel ow.

Period | was a diagnostic eval uati on phase during which
three diagnostic interviews were held about one week apart,
including the Diagnostic Interview for Children and

Adol escents (DI CA) and K- SADS (Ki ddi e Schedul e for
Affective Disorders and Schi zophrenia). At each visit,
child and parent were interviewed both separately and

12



together. Patients neeting entry criteria at the first
interview were scheduled for a second interview one week
|ater. The second interview was conducted by a different

i nterviewer and was i ndependent of the first interview
Again, patients neeting criteria for entry at the second
visit were scheduled for a third visit one week | ater,

whi ch was conducted by a third interviewer independent of
the previous interviews. The diagnostic eval uation
required a consensus of the three independent interviewers.

: 60 mg/day
Key Does patient meet criteria for titration? - Nonresponders
© 40 mg/day

g

v

Nonresponders 20 mg/day

e

Fluoixetine ]
: : : 20 mg/day . | Responders 20 mg/day ‘
10 mg/day[ ) r: E
: : ~ > 10 mg/day for nontolerators of 20 ing/day
‘NoRy Placebo _------------------?------—_________________________E>
——> :
Plac:ebo 3
: : - >
Study
porog T\l v I v L]
1 T 1 i N N N T 1 T N A 1 T 1 1 S N T &
Week-3 -2 -1 0 12 3 4 5 7 8 9 10 11 12 13 14 15 16 17 18 19
Visit 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Randonization Rerandonization Rerandgmization
of Nonresponders of Responders

Patients neeting inclusion/exclusion criteria entered
Period Il, a one week, single-blind, placebo washout phase.
Patients who responded to placebo were di scontinued.
Response was defined as a >230% decrease in the CDRS-R score
during this phase or a Cd-inprovenent score of 1 or 2 at
the end of this phase conpared to the first visit of the

st udy.

Patients not responding to placebo during this phase
entered Period IIl, a one week adaptati on phase during

whi ch patients were random zed to fluoxetine 10 ny/day
(N=109) or placebo (N=110). G oup assignhment was

determ ned by a conputer-generated random zati on sequence.
Random zation was stratified by gender and age category
(child and adol escent):

13



Fl uoxeti ne Pl acebo

Chi |l dren 61 61
Adol escent s 48 49
Femal e 54 54
Mal e 55 56

Patients who could not tolerate study drug were

di scontinued fromthe study. Patients tolerating
fluoxetine then entered Period IV, an eight week treatnent
phase in which fluoxetine 20 ng/day was given (N=109); if
this dose was not tolerated, 10 ng/day was adm ni stered
(N=0).% Patients who had been randoni zed to pl acebo
continued placebo treatnent (N=109). Visits were schedul ed
weekly for the first two weeks of the period, then

bi weekly. Response status was assessed at the end of Phase
| V.

This was foll owed by Period V, which | asted 10 weeks.

Fl uoxetine responders at the end of Period IV renai ned on
fluoxetine 20 ng/day (N=61) in Period V. Response was
defined as a 230% decrease in CDRS-R score from baseline
(end of placebo washout) to the end of Period IV. Non-
responders were rerandom zed to either remain on fluoxetine
20 ng/day (N=15) or receive 40 ng/day (N=14); if 40 ng/day
was not tolerated, the dose could be decreased to a fixed
dose of 20 ng/day. |If patients did not respond to 40

ng/ day after four weeks (based on the Cd -i nprovenent
score), the dose could be further increased to 60 ny/day
(N=4); if these patients did not tolerate 60 ng/day, the
dose could be reduced during the first two weeks at the

hi gh dose. Placebo patients continued on placebo (N=68).
This design insured that all patients received a constant
dose during the final four weeks of this phase.

During Period V, blinding was nai ntai ned through the use of
an interactive voice response systemwhich instructed site
personnel to di spense study nedication identified by
package numbers based on the patient’s CDRS/CA scores and
t he random zati on schenme. All patients received three
capsul es of study nedication daily during all periods of

t he study.

4 Al'though this was designed as a flexible-dose treatnent period, it was
in actuality a fixed-dose period since no patients required dosage
reducti on.

14



Visits were conducted biweekly. Assessnents included the
CDRS-R, MADRS, CDI or BDI, HAM A and Cd.

Responders from Period V entered Period VI, a 32 week

rel apse prevention phase. Responders were rerandom zed to
continue their treatnent fromPeriod V or to pl acebo.
Response required a CDRS-R score <28 at the last visit of
Phase V.

It should be noted by the reader that the primary anal ysis
of suicidality was based on data fromonly Periods Il and
|V of the study.

Concom tant Treat nents

Prohi bited concom tant nedications included
antidepressants, including St. John’s Wort and MAO 's; CNS
stinmulants, anxiolytics, antipsychotics, antim graine
drugs, sedative/ hypnotics, lithium xanthine
bronchodi | ators, pain nedicati ons, decongestants,

anti hi stam nes, cardi ovascul ar nedi cati ons, nuscle

rel axants, anorexiants, and all illicit drugs.

Patients could take over-the-counter or prescription

nmedi cati on not specifically excluded by protocol. Chloral
hydrate or Anmbien were permitted for sleep but use was to
be limted to no nore than five days within a four week
time period.

A higher proportion of fluoxetine patients used at |east
one concom tant nmedication during the trial (84.4% vs.
71. 8% of placebo patients; p=0.033).

No prohibited anti depressants were used during these
phases.

Prot ocol Viol ations

One significant protocol violation was described: a patient
experienced a response to placebo during Period Il (placebo
washout) but was inadvertently random zed. The patient was
permtted to continue in the study under conpassi onate use

gui del i nes.

Compl i ance was assessed by direct questioning and pill

counts. Patients who m ssed study nedication for three
consecutive days at any tinme were deenmed non-conpliant.

15



Compliance rates by visit were consistently greater than
90% and bal anced between the two treatnent groups.

2.1.4 Study HCQW

Fl uoxetine Versus Placebo in the Treatnent of Children and
Adol escents with Obsessive Conpul sive Di sorder (March 17,
1999 to February 1, 2000)

Study Objective

The primary study objective was to test the hypothesis that
fluoxetine 20 to 60 ng/day is nore effective than placebo
in the acute treatnent of children and adol escents with
obsessi ve- conpul sive disorder (OCD) during 13 weeks of
doubl e- bl i nd t her apy.

Pati ent Sanpl e

This study was conducted at 21 centers in the U S. One
hundred and forty-eight patients entered the screening
phase (Period I) of the study and, of these, 103 were
random zed to treatnment (Period Il1). [Inportant selection
criteria are listed bel ow

I nclusion Criteria

* male or female children (age 7 to <13) or adol escent (age
13 to <18) outpatients with a primary psychiatric di agnosis
of DSM 1V OCD

« OCD synptons of at |east nobderate severity at Visits 1
and 2 defined as a rating of noderate or worse (24) on the
Cd -severity scale and 216 on the CY-BOCS (Children’ s Yale-
Brown Obsessive-Conpul sive Scale). One of these synptons
must have been present for at |east 6 nonths.

* baseline score 27 on the NIMH d obal OCD scal e.

* CDRS-R score <40 at study entry.

* educational |evel and degree of understandi ng such that
the patient could comunicate intelligibly with the

i nvestigator and study coordi nator.

Exclusion Criteria

e previously conpleted or withdrawmn from any fl uoxetine
st udy.

» pregnant females, fenmales of chil dbearing potential not
usi ng nedi cally acceptabl e contraception, or l|lactating

f emal es.

16



« any of the follow ng coexisting conditions: major
depressive disorder as a primary diagnosis, schizophreni a,
bi pol ar di sorder, neurol ogical disorders including
Tourette’s syndrone, ADHD, autism or significant

devel opnment al di sorder, eating disorder, panic disorder,
separation anxi ety disorder, PTSD, or borderline
personality disorder. |If present, depression nust have
been deened to be secondary to OCD in the investigator’s
opi ni on.

* psychotic features.

* involved in or planning to initiate any ongoi ng therapy
for OCD other than supportive psychot herapy.

* serious suicidal risk

e previous treatnent with a m ni num dose of 40 ng/day of
fluoxetine for nore than four weeks.

bel ow the tenth wei ght percentile for age and gender.
seizure disorder, with a seizure within the past year

hi story of al cohol or drug abuse in the past year.

a first-degree relative wth bipolar | disorder.

St udy Desi gn

This trial consisted of two periods. Study Period | was a
screeni ng phase lasting 3 to 14 days during which patients
were assessed for eligibility to participate in the study.
No study nedication was adm ni stered. Eval uations
conducted at the first visit included a physi cal

exam nation and nedical history, l|laboratory tests, ECG
interview utilizing the Kiddie Schedule for Affective

Di sorders and Schi zophrenia for School - Age Chil dren-Present
and Lifetinme version (K-SADS-PL), CY-BOCS, N WMH d obal OCD
Scale, CA, Miltidinensional Anxiety Scale for Children
(MASC), and CDRS-R. Patients who net eligibility criteria
returned for a second visit to begin Period II.

Period Il was a 13 week, double-blind treatnment phase.
Patients were randomy assigned to fluoxetine or placebo in
a 2:1 ratio (N=71 and 32, respectively). Randonization was
not stratified by age. The distribution of patients by
treatment and age range (children 7-12 and adol escents 13-
17) is shown bel ow.

Fl uoxeti ne Pl acebo
Chi |l dren 51 24
Adol escent s 20 8

17



Fl uoxetine 10 ng/day was given for the first two weeks to
allow acclimation to study drug. Fluoxetine 20 ng/day was
then adm ni stered for two weeks. At week 4, response was
eval uated using the CA-inprovenent item |If inproved, 20
ng/ day was continued. [|f not changed or worse than
basel i ne, the dose was increased to 40 ng/day. In these
|atter patients, response was again eval uated at week 7.

I f inproved, 40 ng/day was continued. |If not inproved or
worse and the 40ng dose was tol erated, the dose was
increased to 60 ng/day for the remai nder of the trial. |If
patients on a higher dose experienced intol erance, the dose
coul d be decreased by 20ng and would remain at that |eve
for the rest of the trial. Patients unable to tolerate

fl uoxeti ne 20 ng/day were discontinued.

During Period Il, patients were seen weekly for the first 5
weeks (Visits 2 through 7) then biweekly for the next 4
weeks (Visits 8 and 9). The final visit (Visit 10)
occurred 4 weeks after Visit 9. Assessnents included the
CY-BOCS, NIVMH d obal OCD Scale, Cd, and PA (Patient’s

A obal I npression of Inprovenent). Also, the CDRS-R and
MASC wer e assessed at baseline and at weeks 5 and 10.

No provisions for a taper of study drug or continued
treatment beyond Period Il were descri bed.

Concomnmi tant Treatnents

Psychotropi ¢ drugs were not permtted during the trial
except for chloral hydrate and Anbien for sleep (use
limted to no nore than 5 days within a four week period).
Over-the-counter and prescription drugs not excluded by
protocol were all owed.

Three patients took excluded conconmtant nedications. One
fl uoxetine patient reported clonidine use at Visit 1

cl oni dine was stopped 2 days later and the patient

conpl eted the study. One placebo patient reported taking
one dose of |orazepamat Visit 1 and another placebo
patient reported snoking marijuana at Visit 5.

Pr ot ocol Viol ati ons

Fi ve patient violated inclusion/exclusion criteria (two

fl uoxetine and three placebo patients). One placebo and
one fluoxetine patient were below the required m ni nrum

wei ght. One fluoxetine patient had an insufficient washout
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of an excluded medication (13 days versus the required 14
days). One placebo patient had a positive urine drug
screen at screening. One placebo patient was taking
nel at oni n and ni aci nam de at study entry but stopped at
Visit 1.

One fluoxetine patient mssed Visit 5 due to illness and
was subsequently lost to follow up

Compliance with study nedication was assessed by direct
guestioning and pill counts. Patients m ssing nore than
five consecutive days or nore than 15 cumnul ative days of
study nedi cati on were consi dered non-conpliant. Conpliance
rates were consistently greater than 95% at each visit and
bal anced between the treatnment groups.

2.2 Zoloft Studies

2.2.1 Study 498

Doubl e-Bl i nd Conpari son of Sertraline and Placebo in

Chil dren and Adol escents with Cbsessive Conpul sive D sorder
(August 7, 1991 to April 4, 1994)

Study Obj ective

The objective of this study was to evaluate the safety and
ef ficacy of sertraline conpared to placebo in children and
adol escents with obsessive conpul sive di sorder (OCD).

Patient Sanple

This trial was perforned at twelve sites within the US. A
total of 187 patients entered the doubl e-blind phase of
this study. Inportant selection criteria are delineated

bel ow.

Inclusion Criteria

* male or female outpatients between 6 and 17 years ol d.

e« DSM111-R OCD

* a score of 7 or nore on the NIIVH G obal Obsessive

Compul sive Rating Scale at the end of washout (baseline).
 absence of mmjor depression denonstrated by a 24-item
HAM D total score of 17 or less and an item 1l score of 1 or
zero (doubtful depressed nbod or not depressed).

* negative serum beta-HCG test on day 1 of washout for
femal es of chil dbearing potential. Such fenmales had to
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agree to use nedically acceptabl e contraception throughout
the trial

Exclusion Criteria

* pregnant or nursing fenales.

e organic nental disorder or organic brain syndrone.

e DSMII1I1-R primary di agnosis of depression (mjor,
atypical, or dysthymc disorder), bipolar disorder
(depressed or atypical), schizophrenic disorder, paranoid
di sorder, or psychotic disorder not el sewhere classified,
anxi ety states (including panic disorder, phobic disorder,
and generalized anxiety disorder), Tourette s syndrone,
ADD, or any personality disorder or devel opnmental disorder
of sufficient severity to interfere with the patient’s
ability to participate in the trial

* history of schizophrenic disorder, paranoid disorder, or
psychoti c di sorder not el sewhere classifi ed.

 DSMI111-R abuse or dependence on any drug or al cohol

Wi thin 6 nonths.

* required conconmtant therapy with any psychotropic

nmedi cation or any drug with a psychotropi c conponent (e.g.,
Li brax, Benadryl).

St udy Desi gn

This was a doubl e-blind, placebo-controlled, parallel group
study beginning with a one week, single-blind placebo | ead-
into elimnate early placebo responders and to all ow for
washout of prior psychotropi c nedications.

Patients still fulfilling entry criteria at the end of
washout were random zed to sertraline (N=92) or placebo
(N=95) and received twel ve weeks of doubl e-blind, flexible
dose treatnent. Random zation was stratified into two age
groups: children (6-12 years) and adol escents (13-17
years):

Sertraline Pl acebo
Chi l dren 53 54
Adol escent s 39 41

Al'l study nedication was taken as a single dose with an
evening neal. For children random zed to sertraline, daily
dosing was as follows: 25ng days 1-3, 50ng days 4-7, 75ny
days 8-10, 100ng days 11-14, 125ngyg days 15-17, 150ng days
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18-21, 175ng days 22-24, and 200ng day 25 to the end of the
st udy.

For adol escents random zed to sertraline, the dosing
regi men was: 50ng days 1-7, 100ngy days 8-14, 150ng days 15-
21, and 200ng day 22 to the end of the study.

For both groups, the dose could be decreased at any tine
due to an adverse experience. Oherw se, dose changes were
not to be inplenmented after the end of week 4.

The followi ng were rated at baseline and at each visit:
CY-BOCS, NI WMH General Obsessive Conpul sive Rating, and CQ.
The 24-item HAM D was conpleted only on the first day of
washout and at baseli ne.

No taper phase or option for extended treatnent after
doubl e-blind therapy is described in the study protocol.

Concom tant Treat nents

Al'l omed and prohi bited concom tant nedications were
specified in the study protocol. Concomtant

anti depressants and ot her psychotropic agents were

prohi bited. Also, patients were not permtted to receive
behavi or therapy or any other form of psychotherapy as
treatment for OCD during the trial.

Concom tant nedi cations were used by 75.0% of sertraline
pati ents and 69.5% of placebo patients during doubl e-blind
treatnent. The use of concom tant psychotropic drugs
appeared to be mnimal: one sertraline patient used Ativan
and one pl acebo patient used al prazol am during the study.

Prot ocol Viol ati ons

One sertraline patient was discontinued fromthe trial
after 43 days of treatnment due to a protocol violation
The specific violation was not nentioned in the study
report.

Conpl i ance was not addressed.
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2.2.2 Study 1001

A Multicenter 10-Wek Random zed Doubl e-Blind Pl acebo-
Control |l ed Flexi ble Dose Qutpatient Study of Sertraline in
Chil dren and Adol escents with Major Depressive Disorder
(Decenber 22, 1999 to May 17, 2001)

Study Obj ective

The objective of this trial was to evaluate the safety and
ef ficacy of sertraline conpared to placebo in children and
adol escents (ages 6 to 17 years) with najor depressive

di sorder.

Pati ent Sanpl e

This study was conducted at 23 centers in the U S. and four
centers in India. One hundred and ei ghty-ei ght subjects
wer e random zed to double-blind treatnent. | nportant
selection criteria were as foll ows.

Inclusion Criteria

e outpatients in the age range 6-17 years.

 current episode of major depression by DSMIV criteria
for at | east six weeks at screening and confirned at
baseline. D agnosis was determ ned by the K-SADS-PL

e score 245 on the CDRS-R at screening, day 7, and
basel i ne.

e CA-severity score 24 at screening, day 7, and baseline.
« femal es of childbearing potential nust have a negative
serum beta- HCG test at screening and, if sexually active,
nmust be using nedically acceptable contraception.

» free of psychotropic nedication for at |east two weeks
prior to baseline except for fluoxetine (free for four
weeks) .

Exclusion Criteria

e current primary DSM 1V di agnosis of ADHD, conduct

di sorder, obsessive-conpul sive di sorder, or panic disorder.
e current DSM IV diagnosis or history of bipolar disorder
(mani c, m xed, or not otherw se specified(NOS)).

e current psychotic features or history of schizophrenia,
autistic disorder, delusional disorder, schizophreniform
di sorder, or psychotic disorder NOS

e current DSM 1V anorexia or bulima nervosa.
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e DSM |V psychoactive substance abuse di sorder, previous
drug or al cohol dependence/abuse within six nonths, or a
positive urine drug screen at screening day 7.

e patients who will undergo cognitive therapy during the
study or other psychotherapy directed at issues of
depression. Any psychot herapy nust have been underway for
at |l east two nonths prior to screening and cannot be

term nated during study treatnment. Psychotherapy nust not
be initiated during the study.

o failure to respond to clinically adequate dosing with an
SSRI of at |east six nmonths duration.

 pregnant or breastfeeding females.

* requiring concomtant psychotropic therapy or drugs wth
a psychotropi c conponent (e.g., Donnatal) except

di phenhydram ne or chloral hydrate for sleep.

* subjects who have previously attenpted suicide or who
woul d pose a serious suicidal or homcidal risk during the
st udy.

» subjects requiring inpatient treatnent of depression.

St udy Desi gn

This was a random zed, doubl e-blind, placebo-controlled,
fl exi bl e dose study.

Doubl e-blind treatment was preceded by a two week screening
period. On screening day 1, assessnents included a
clinical interview and di agnostic eval uation using the K-
SADS-PL. Also, the CDRS-R and CA were perforned.

On screening day 7, a physical exam nation, |aboratory
tests, and ECG were done as well as the CDRS-R and Cd .

On screening day 14 (baseline), diagnostic criteria were
confirmed using the Affective Disorders Mdul e of the K-
SADS-PL and CDRS-R and CA were repeated. Eligible
patients were then random zed to sertraline (N=97) or

pl acebo (N=91) with a 1:1 stratification of children (ages
6 to 11) to adolescents (ages 12 to 17). Random zation was
done in blocks of two and stratification by age group:

Sertraline Pl acebo
Chi |l dren 43 43
Adol escent s 54 48
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Doubl e-blind treatnment was continued for ten weeks.
Sertraline was begun at 25 ng/day for the first three days
foll owed by 50 ng/day until the end of the second week.
Thereafter, the dose could be increased in increnents of 50
ng/ day at intervals of two weeks to a maxi num of 200

nmg/ day. Dose increases above 50 ng/day were based on the
clinical judgenent of the investigator considering response
and side effects. Dose reductions due to adverse
experiences were to be done in increnents of 50 ng/day to a
m ni mum dose of 50 ng/day. The dose could be adm ni stered
in either the norning or evening but divided dosi ng was not
al | oned.

The CDRS-R and CA were perfornmed at baseline and at the
end of weeks 1, 2, 3, 4, 6, 8, and 10 of double-blind
treat ment.

The protocol did not provide for nedication taper or
continuation of treatment beyond the doubl e-blind phase.

Concomnmi tant Treatnents

Al |l owed and prohi bited concomtant nedications are |isted
in the study protocol. Antidepressants, antipsychotics,
sedative/ hypnotics (except chloral hydrate or

di phenhydram ne for sleep), and other psychotropics were
prohi bi t ed.

The overall incidence of conconitant drug use was simlar
in the two treatnent groups (78.4%in sertraline and 78. 0%
in placebo patients). Only one patient took a concomtant
anti depressant during the study (Prozac)(random zed
treatment group for this patient was not specified).

Prot ocol Viol ati ons

Thirty-eight sertraline and 41 pl acebo patients devi ated
fromthe protocol. The nost frequent deviations were | ack
of medication conpliance (25 sertraline and 28 pl acebo
patients were non-conpliant at one or nore visits) and use
of different raters for a given patient throughout the
study (10 sertraline and 11 pl acebo patients).”

> Conpliance was determined frompill counts and was defined as taking
greater than 80% and | ess than 120% of the prescribed nunber of doses
of study drug.
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2.2.3 Study 1017

A Multicenter 10-Wek Random zed Doubl e-Blind Pl acebo-
Control |l ed Flexi ble Dose Qutpatient Study of Sertraline in
Chil dren and Adol escents with Major Depressive Disorder
(February 8, 2000 to March 26, 2001)

Study Obj ective

This study was designed to evaluate the safety and efficacy
of sertraline conpared to placebo in children and

adol escents (6 to 17 years old) who are outpatients with
maj or depressive disorder.

Pati ent Sanpl e

This study was conducted at 14 sites in the U S., 3 sites
in Canada, one site in Costa Rica, one site in Mexico, and
5 sites in India. One hundred and ei ghty-eight patients
wer e random zed to double-blind treatnent. I nportant
patient selection criteria are |isted bel ow

I nclusion Criteria

* male or fenmale outpatients age 6 to 17 years at baseline.
e current DSM IV diagnosis of major depression for at |east
si x weeks determ ned by the K-SADS-PL on screening day 1.

* CDRS-R score 245 and CA -severity score 24 on screening
days 1 and 7 and at baseline (screening day 14).

« femal es of childbearing potential nust have a negative
serum bet a- HCG pregnancy test at screening day 7 and, if
sexual |y active, nmust use nedically acceptable
contracepti on.

* nmeet all entrance criteria at baseline.

Exclusion Criteria

e current primary DSM IV di agnosi s of ADHD, conduct

di sorder, obsessive-conpul sive di sorder, or panic disorder.
e current DSM IV diagnosis or history of bipolar disorder
(mani a, mxed, or not otherw se specified).

« current psychotic features or history of schizophrenia,
autistic disorder, delusional disorder, schizophreniform
di sorder, or psychotic disorder NOCS.

* DSM IV anorexia or bulima nervosa.

e DSM |V psychoactive substance abuse di sorder, drug or

al cohol dependence within six nonths, or a positive urine
drug screen at screening day 7.
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e« patients who woul d undergo cognitive therapy during the
study. O her psychotherapy was allowed if it does not
address issues of depression but it nust have been in
progress for at |east two nonths prior to screening day 1
and nust not have been term nated during the study.

Psychot herapy could not be initiated during the trial.

o failure to respond to an adequate dose of an SSRI for at
| east six weeks.

* pregnant or breastfeeding fenmal es.

* history of a seizure disorder, neurological deficits that
may inpair the rating of the patient, or other cognitive
di sorders such as nental retardation

e previous suicide attenpt or patients who posed a serious
sui cide or homcide risk during the study.

e depression requiring inpatient treatnent.

St udy Desi gn

This was a random zed, doubl e-blind, placebo-controlled,
fl exi ble dose trial

Doubl e-blind treatnment was preceded by a two week screening
period. On screening day 1, assessnents included a
clinical interview and di agnostic eval uation using the K-
SADS- PL (Ki ddi e Schedul e for Affective D sorders and

Schi zophreni a for School - Age Children-Present and Lifetine
Version). Also, the CDRS-R (Children’s Depression Rating
Scal e- Revi sed) and CE were perforned.

On screening day 7, a physical exam nation, |aboratory
tests, and ECG were done as well as the CDRS-R and CG .

On screening day 14 (baseline), diagnostic criteria were
confirmed using the Affective Disorders Mdul e of the K-
SADS- PL and CDRS-R and CA were repeated. Eligible
patients were then random zed to sertraline (N=92) or

pl acebo (N=96). Randoni zation was done in bl ocks of two
and stratified by age category: children (ages 6 to 11) to
adol escents (ages 12 to 17):

Sertraline Pl acebo
Chi l dren 43 48
Adol escent s 49 48

Doubl e-blind treatnment was continued for ten weeks.
Sertraline was begun at 25 ng/day for the first three days
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foll owed by 50 ng/day until the end of the second week.
Thereafter, the dose could be increased in increnents of 50
nmg/ day at intervals of two weeks to a maxi mum of 200

ng/ day. Dose increases above 50 ng/day were based on the
clinical judgenent of the investigator considering response
and side effects. Dose reductions due to adverse
experiences were to be done in decrenents of 50 ng/day to a
m ni mum dose of 50 ng/day. The dose could be adm ni stered
in either the norning or evening but divided dosi ng was not
al | oned.

The CDRS-R and CA were perforned at baseline and at the
end of weeks 1, 2, 3, 4, 6, 8, and 10 of double-blind
treat ment.

The protocol did not provide for nedication taper or
continuation of treatnent beyond the doubl e-blind phase.

Concomi tant Treatnents

Prohi bited concom tant nedications were listed in the study
protocol and included antidepressants, antipsychotics,
sedati ve/ hypnotics (except chloral hydrate or

di phenhydram ne for sleep), and other psychotropics.

Usage of concomtant medication was simlar between the two
groups: 78.3% of sertraline and 74.2% of pl acebo patients
used a concom tant nmedication. No use of concom tant
psychotropi ¢ nmedi cati on was report ed.

Pr ot ocol Viol ati ons

Thirty-one sertraline and 42 pl acebo patients deviated from
the study protocol. The nost frequent deviations in both
treat ment groups were nedi cati on non-conpliance at one or
nore visits (20 sertraline and 26 pl acebo patients) and use
of different raters for a given patient throughout the
study (11 sertraline and 15 pl acebo patients).®

6 Conpliance was determned frompill counts and was defined as taking
greater than 80% and | ess than 120% of the prescribed nunber of doses
of study drug.
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2.3 Paxil Studies

2.3.1 Study 329

A Multi-center, Double-blind, Placebo Controlled Study of
Paroxetine and I m pramne in Adol escents with Unipol ar
Maj or Depression - Acute Phase (April 20, 1994 to May 7,
1997)

Study Objective

The primary study objective was to conpare the efficacy and
safety of impram ne and paroxetine to placebo in the
treatment of adol escents with uni polar major depression.

Pati ent Sanpl e

This trial was conducted at 10 centers in the U S. and 2
centers in Canada. A total of 275 patients were

random zed. The followi ng were inportant patient selection
criteria.

I nclusion Criteria

» adol escents between the ages of 12 years 0 nonths and 18
years 11 nonths, inclusive.

e current episode of DSMIII1-R maj or depression for at

| east 8 weeks. The diagnosis was made based on data from
both the parent and child using the K-SADS-L. Both had to
agree that the patient had a condition warranting

treat nent.

e severity score less than 60 on the Child d obal
Assessnent Scal e (C GAS).

» score 212 on the 17-item HAM D

* | Q 280 on the Peabody Picture Vocabul ary Test.

Exclusion Criteria

e current or lifetime DSMI111-R diagnosis of bipol ar

di sorder, schizoaffective disorder, anorexia nervosa,
bulim a, alcohol or drug abuse/ dependence, obsessive-
conpul sive di sorder, autism pervasive nental disorder, or
organi c psychiatric disorder.

e history of DSMII1I1-R PTSD within 12 nonths.

* an adequate antidepressant trial within 6 nonths.

e suicidal ideation with a definite plan, a suicide attenpt
within the current episode, or any suicide attenpt by

medi cati on overdose.
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e illicit drug use as docunmented by a drug screen within 2
weeks of the trial.

 epilepsy or nental retardation.

* pregnancy or |actation.

» sexually active femal es not using reliable contraception.

Al t hough inpatients were not specifically excluded from
this trial, only outpatients were actually enroll ed.

St udy Desi gn

Patients were initially screened by tel ephone using the
Screening for Youth Depression. Those who appeared |ikely
to meet study criteria were pronptly evaluated thereafter

Di agnostic assessnent utilized the K-SADS-L as well as the
HAM D and C-GAS. The parent and adol escent were
interviewed separately and then the clinician forned a
summary rating based on information fromall sources. |If
there was a significant discrepancy between information
obtained fromthe patient and parent, then the clinician,
patient, and parent net to discuss the information and
reach a conclusion. All K-SADS interview data was
confirmed by a senior clinician who interviewed both the
patient and the parent. Also, diagnostic interviews were
audi ot aped. Cases were reviewed by the principal or co-
princi pal investigator to verify that each patient net
entrance criteria.

If the patient net 6 or fewer of the DSMIII-R criteria for
maj or depressive disorder or the investigator is uncertain
of the diagnosis, the investigator nust contact an

i nvestigator at another site to discuss the case. The
external investigator reviewed the audiotape and rendered a
decision. If the original investigator and external

i nvestigator disagreed, the external investigator’s opinion
prevail ed.

After this initial assessnment, the next 7-10 days were used
to obtain prior treatnent records, conduct other

eval uations (e.g., physical exam nation), and docunent that
depressive synptomat ol ogy was stable. Also, a famly

hi story was obtained fromthe nother or parent surrogate
on all first-degree relatives. The nother's lifetine

hi story was obtained using the SADS-L and the famly

hi story was obtained using the Fam |y Hi story Research
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Di agnostic Criteria (FHRDC). At the end of this interval,
patients were re-eval uat ed.

Eligible patients were then randonized to one of three
treatnment arns: paroxetine (N=93), impram ne (N=95), or
pl acebo (N=87). Treatnents were random zed w thin bl ocks
of six consecutive patients.

Treat ment was adm ni stered under doubl e-blind conditions
for eight weeks. Additionally, this study included
supportive psychotherapy. Wekly clinic visits consisted
of a 45 mnute session with the therapist.

There were six dosing levels (see table below). Al
patients were titrated to |l evel 4 regardl ess of response.
Levels 5 and 6 were optional for those not respondi ng at
| evel 4. Study drug doses were to be taken twice daily
(morning and ni ght).

LEVEL STUDY DAYS PAROXET! NE I M PRAM NE
1 1-7 20ng 50ng
2 8-14 20ng 100ny
3 15-21 20ny 150ny
4 22-28 20ny 200y
5 I f needed 30ng 250ny
6 I f needed 40ny 300ng

Assessnents at each weekly visit included the foll ow ng:
HAM D, depression section of the K-SADS-L, Cd, and adverse
events. Blood sanples were collected fromall patients at
baseline and after 4 and 8 weeks of treatnment. These were
anal yzed for paroxetine, impramne, and desi pram ne

| evel s.

Responders at the end of 8 weeks of acute treatnent
continued blinded treatnent on the final dose of

par oxetine, impramne, or placebo for an additional six
nmont hs. Response was defined as a HAM D score <8 or a
decrease in the HAM D total score 250% from baseline. Non-
responders were tapered off nedication over a 7-17 day
period and term nated fromthe study.

Conconi tant Treatnents

O her psychotropic nedications were not all owed.
Medi cations that are not psychotropic but that may have CNS
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effects (e.g., antihistam nes) were to be di scouraged or
used mninmally.

Use of any concom tant mnedication was about equal across
the three treatnent groups (paroxetine 57.0% im pram ne
55.8% and pl acebo 58.6% . Two pl acebo patients used
conconitant psychotropi c nedication during doubl e-blind
acute treatnent (diazepamfor one day and | orazepam for 6
days) . Additionally, two impramne patients had a
positive drug screen for cannabis during the trial.

Prot ocol Viol ations

There were two protocol violations that occurred in several
patients each. Sixteen patients had a C GAS score 260 at
screening; 6 were in the paroxetine group, 5 in the

i mpramne group, and 5 in the placebo group. Al 16 had a
score in the range 61-70.

Conpl i ance was defined as taking at | east 80% and | ess than
120% of the prescribed nunber of capsul es and was based on
capsul e counts at each visit. Over the eight week
treatment period, 91.4% of paroxetine, 89.5% of impram ne,
and 93. 1% of placebo patients were considered conpliant.

2.3.2 Study 377

A Doubl e-blind, Miulticentre Placebo Controlled Study of
Par oxetine in Adol escents with Uni pol ar Depression (Apri
26, 1995 to May 15, 1998)

Study Objective

The objectives of this trial were to conpare the efficacy
of paroxetine and placebo in the treatnment of adol escents
wi th uni polar maj or depression as well as to assess the
safety and tolerability of paroxetine in these patients.

Pati ent Sanpl e

This trial was conducted in 32 centers in Belgium lItaly,
Spai n, United Kingdom Holland, Canada, South Afri ca,
United Arab Emrates, Argentina, and Mexico. A total of
286 patients were random zed to doubl e-blind treatnent.

| mportant patient selection criteria were as foll ows.
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Inclusion Criteria

 male or female outpatients ages 13 years to 18 years 11
nont hs at screening.

 current diagnosis of DSM IV unipolar, major depression.

Depression nmust not have occurred subsequent to OCD, panic
di sorder, social phobia, or PTSD

* CGGAS (Child dobal Assessnment Scal e) score under 69

* MADRS score 216.

* negative pregnancy test for females if required.

Exclusion Criteria

 patients who had not yet entered puberty.

 persistent conduct disorder in childhood or a history of
non- conpl i ance, autism or pervasive nental disorder,
organi ¢ psychiatric disorder, schizophrenia, epilepsy, or
serious suicidal ideation; OCD, panic disorder, social
phobi a, or PTSD whi ch preceded the diagnosis of depression.
* previous response to psychot herapy for depression.

e« patients scheduled to undergo |ong-term fornmal

psychot herapy. Short-term supportive psychot herapy or

fam |y supportive therapy was permtted.

* ECT in the previous three nonths or schedul ed to undergo
ECT during the study.

e current diagnosis or history in the previous six nonths
of dependency on illicit drugs or alcohol.

» sexually active femal es not using reliable contraception.
e pregnant or lactating patients. Patients becom ng
pregnant during the study were to be w t hdrawn.

St udy Desi gn

Patients neeting inclusion/exclusion criteria were enrolled
into a two week, single-blind placebo run-in phase.

Patients still neeting criteria at the end of run-in were
random zed in a 2:1 ratio to paroxetine (N=187) or placebo
(N=99) treatnment for a 12 week period. Patients random zed
to paroxetine received 20 ng/day during days 1-7.
Thereafter, dosing was flexible in the range of 20-40

nmg/ day, with dose increases or decreases at weekly
intervals of 10 ny/day.

Patients returned to the clinic for assessnent after 7, 14,

21, 28, 42, 56, and 84 days of treatnent. The MADRS and
BDI (Beck Depression Inventory) were rated at each visit.
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The CA and MFQ (Mbod and Feelings Questionnaire) were
assessed less frequently during the trial.

Patients prematurely withdrawing fromthe study or
conpleting 12 weeks of treatnment were tapered off
medi cati on over a two week peri od.

Concomi tant Treatnents

Concom tant use of psychotropics was not permtted. Long-
termuse of other drugs with CNS activity (e.g., thyroxine)
was prohibited; short-termuse of such drugs was to be

di scouraged or used for a mniml duration of tine.

Psychotropi ¢ nedi cati on was taken by 1.6% of paroxetine
pati ents and no pl acebo patients.

Prot ocol Viol ations

Long-term psychot herapy was received by 9.6% of paroxetine
and 8.1% of placebo patients.

Prohi bited concom tant mnedi cati on was taken by 4. 8% of
par oxetine and 5.1% of placebo patients.

In the paroxetine group, 2.7% of patient did not fulfill
inclusion criteria versus no such placebo patients.

Compl i ance was determned frompill counts. Non-conpliance
was defined as taking <80% or >120% of the prescribed

nunber of pills at each of two consecutive visits. Non-
conpliance rates were 1.6%in the paroxetine group and 3. 2%
in the placebo group.

2.3.3 Study 676

A 16 Week Doubl e-Blind, Placebo Controlled Study to

| nvestigate the Efficacy and Tolerability of Paroxetine in
the Treatnment of Children and Adol escents with Soci al

Anxi ety Disorder/ Soci al Phobia (Novenmber 30, 1999 to

Cct ober 19, 2001)

Study Objective

The primary objective was to investigate the efficacy of
paroxetine in the treatnent of social anxiety disorder/
soci al phobia in children and adol escents.
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The secondary objective was to evaluate the safety and
tolerability of paroxetine in this patient popul ation.

Pati ent Sanpl e

This trial was conducted in 22 centers in the US., 10
centers in South Africa, 4 centers in Canada, and 2 centers
in Bel gi um

A total of 322 patients were random zed to doubl e-blind
treatment (56.5%in the U S, 31.1%in South Africa, 9.0%
in Canada, and 3.4%in Bel giun).

| mportant patient selection criteria are as foll ows.
Inclusion Criteria

* male or fenmale outpatients with a primary di agnosis of
DSM 1V soci al anxiety disorder/social phobia confirnmed by
the ADIS C P (Anxiety Disorders Interview Schedul e for DSM
| V-Child and Parent versions) structured clinical

i nterview.

e age at least 8 and | ess than 18 years.

Exclusion Criteria

e another clinically predom nant Axis | disorder.
e concurrent nmmjor depressive disorder.

e any history of a psychotic disorder, bipolar disorder, or
pervasi ve devel opnental di sorder

* substance abuse or dependence within 3 nonths of
screeni ng.

* pregnant or |actating patients.

ECT within 3 nonths of screening.

serious suicide or homcide risk

recei ving concurrent psychot herapy.

testing positive for illicit drug use.

St udy Desi gn

This was a random zed, doubl e-blind, placebo-controlled
study. After a screening visit to assess study entrance
criteria, eligible patients were randonmized in a 1:1 ratio
to receive either paroxetine (N=165) or placebo (N=157) for
16 weeks of double-blind treatnent. An enuneration of |ITT
patients by treatnment and age category is depicted bel ow
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Par oxeti ne Pl acebo

Chi |l dren 46 45
Adol escent s 117 111

Par oxetine patients began treatnent at a dose of 10 ng/day
and maintained this dose for the first week. Then,
according to clinical response and tolerability, the dose
could be increased in 10 ng/day increnments no nore
frequently than every seven days to a maxi mum of 50 ng/ day.
Dose reductions due to adverse events were permtted after
t he second week; patients requiring a dose reduction prior
to the week 2 visit were discontinued. Doses could
subsequently be increased. However, patients requiring
nore than one dose reduction were dropped fromthe trial.

Visits were conducted at baseline and at weeks 1, 2, 3, 4,
6, 8, 10, 12, and 16. Assessnents included the Cd, Soci al
Phobi a and Anxiety Inventory, Liebowtz Social Anxiety

Scal e-chil d version, Dal housie Generalized Social Anxiety
Di sorder Scal e for Adol escents (11-18 year ol ds),
Children’s Depression Rating Scale, and G obal Assessnent
of Functi oni ng.

For all patients conpleting the study or prematurely
term nating, there was a gradual reduction of study
medi cati on dose. For paroxetine patients, the dose was
decreased in increments of 10 ng/day per week over a
maxi mum of four weeks.

Concom tant Treat nents

Patients receiving psychotherapy or taking concomtant
psychotropi c nedication were not to be enrolled in the
trial. Previous nedication was to be washed out for a

m ni mum of 14 days before screening (4 weeks for MAO's and
fl uoxetine and 12 weeks for depot neurol eptics).

A larger fraction of paroxetine patients used concom tant
nmedi cation at |east once during the trial (79.1%vs. 71.2%
of the placebo group).

Ni ne paroxetine (5.5% and six placebo (3.8% patients took
a prohi bited psychoactive drug during the study.
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Prot ocol Viol ations

The percentage of protocol violators was higher in the
pl acebo group (28.8% conpared to the paroxetine group
(22.79% .

Four paroxetine patients (2.5% and one placebo (0.6%
patient were identified as having a concurrent major
depressive episode prior to unblinding.

Compl i ance was determned frompill counts. Non-conpliance
was defined as missing >3 consecutive days of study
nmedi cation, excluding the taper phase. 1In the total ITT

popul ation, 11.7% of paroxetine and 17.4% of placebo
patients were non-conpliant at sone tine during the trial.

2.3.4 Study 701

A Random zed, Milticenter, 8-Wek, Double-Blind, Placebo-
Control |l ed Fl exi bl e-Dose Study to Evaluate the Efficacy and
Saf ety of Paroxetine in Children and Adol escents with Mjor
Depressi ve Disorder (March 20, 2000 to January 24, 2001)

St udy (bj ective

The study objectives were to conpare the efficacy, safety,
and tolerability of paroxetine versus placebo in the
treatment of children and adol escents with najor depressive
di sorder.

Patient Sanple

This study was conducted at 40 centers in the U S. and one
center in Canada. Three hundred and five patients were
screened for this study. A total of 206 patients were
random zed to double-blind treatnment; 99 of the screened
patients were not random zed, primarily due to failure to
nmeet inclusion/exclusion criteria.

Rel evant patient selection criteria are delineated bel ow
Inclusion Criteria

 male or fenmale patients, age 7 years 0 nonths to 17 years
11 nont hs, inclusive.

 DSM 1V maj or depressive disorder, single episode or
recurrent, confirmed by the Kiddie Schedule for Affective
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Di sorders and Schi zophreni a-Present and Lifetine sem -
structured diagnostic interview

e total raw score of 45 or greater on the Children's
Depression Rating Scal e-Revised (CDRS-R) at screening and
basel i ne visits.

Exclusion Criteria

e clinically predom nant Axis | disorder other than major
depressi ve di sorder

* history of a psychotic episode or psychotic disorder.
 history of bipolar disorder.

* mental retardation or pervasive devel opnental disorder.
* substance abuse or dependence within 3 nonths of
screeni ng.

* positive test for an illicit drug.
 suicidal or homcidal risk
o epil epsy.

« ECT within 3 nonths of screening.

 lactating or pregnant femnales.

» sexually active femal es not using reliable contraception.
* requiring concurrent psychot herapy.

e clear history of non-response to SSRI treatnent for

maj or depressive disorder (at least 2 different SSRI's at
recomrended doses for 4-6 weeks each).

St udy Desi gn

Patients underwent a screening visit (day -7 3 days) to
determne eligibility based on inclusion/exclusion
criteria.

Patients then returned for a baseline visit (day 0) about
one week later. Patients who continued to neet eligibility
criteria were random zed in a 1:1 ratio to paroxetine
(N=104) or placebo (N=102) for 8 weeks of doubl e-blind
treat nent.

The random zation schene was stratified by age subgroup
(children ages 7-11 and adol escents ages 12-17 years).
Random zati on was perforned in bl ocks to ensure bal ance

bet ween treat nent groups and each age subgroup was to
account for at |least 40% of the total nunber of random zed
patients. Anong children, 49 were random zed to paroxetine
and 47 to pl acebo; anong adol escents, 52 were random zed to
par oxeti ne and 55 to pl acebo.
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Par oxetine patients received 10 ng/day for the first week.
Thereafter, the dose could be increased based on the
investigator’s judgenent of efficacy and tolerability.

| ncreases were to be in increments of 10 ng/day at
frequenci es of at | east one week to a maxi mum of 50 ng/ day.
Dose could be reduced due to an adverse experience.
Patients unable to tolerate 10 ng/day or requiring nore

t han one dose reduction during the study were to be

di sconti nued.

Visits were perfornmed at weeks 1, 2, 3, 4, 6, and 8.
Assessments included the CDRS-R, CE, d obal Assessnent of
Functioni ng, and the Kutcher Adol escent Depression Rating
Scal e.

Patients who conpleted the 8-week treatnment phase or who
dropped out were to undergo a gradual reduction in study
nmedi cation over a period up to 4 weeks. Paroxetine was

tapered in 10 ng/day increnments each week of this phase.

Concomnmi tant Treatnents

The concomitant use of other psychotropic drugs or any form
of psychot herapy was contrai ndi cated during the study.

In the paroxetine group, 66.3% of the patients took at
| east one concomtant drug versus 57.8% of the placebo

group.

In all, 4.0% of paroxetine patients and 3. 9% of pl acebo
patients took prohibited nedication during the study.
Several concom tant psychotropic agents were used during
the trial (excluding taper): dexanphetam ne, |ithium

ol anzapi ne, paroxetine, and risperidone. The nunber of
patients taking each of these drugs was small (1-2).

Prot ocol Viol ations

A larger fraction of paroxetine patients were protoco
violators (26. 7% vs. 18.6% of placebo patients).

Compl i ance was determned frompill counts. Non-conpliance
was defined as missing >3 consecutive days of study
medi cati on, excluding the taper phase. Overall, 19.8% of

par oxetine and 11. 9% of pl acebo patients were non-conpli ant
at sone tine during the trial.
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2.3.5 Study 704

A Random zed, Miulticenter, 10-Wek, Double-Blind, Placebo-
Control |l ed, Flexible-Dose Study to Evaluate the Efficacy
and Safety of Paroxetine in Children and Adol escents with
(bsessi ve- Conpul si ve Di sorder (OCD)

(January 20, 2000 to July 3, 2001)

Study Objective

The objectives of this study were to assess the efficacy,
safety, and tolerability of paroxetine versus placebo in
the treatment of children and adol escents with obsessive-
conpul sive di sorder (QOCD).

Pati ent Sanpl e

This trial was conducted at 37 centers in the U S. and two
centers in Canada. Two hundred and seven patients were
random zed to double-blind treatnent. Relevant patient
selection criteria follow

I nclusion Criteria

* male or fenmale outpatients age 7 to 17 years, inclusive.

e« DSM IV OCD confirmed by the Kiddie Schedule for Affective
Di sorders and Schi zophrenia for School - Age Chil dren-Present
and Lifetinme Version sem -structured interview.

* history of OCD for at |east two nonths.

e total score of 16 or greater on the Children s Yal e- Brown
obsessi ve- Conmpul sive Scal e (CY-BOCS) at screening and
basel i ne.

Exclusion Criteria

e aclinically predom nant Axis | disorder other than OCD
e concurrent maj or depressive episode.

* pervasive devel opnental disorder or any history of a
psychoti c episode, including schizophrenia and bi pol ar

di sorder.

 substance abuse or dependence within 3 nonths of

screeni ng.

* positive test for illicit drug use.

e current suicidal or homcidal risk in the investigator’s
j udgenent .

e organic brain disease, epilepsy, or nental retardation.
e ECT within 3 nonths of screening.
 lactating or pregnant females.
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« sexually active femal es not using reliable contraception.
* requiring psychot herapy.

* a clear history of non-response to SSRI treatnent of OCD
(at least two different SSRI’s at reconmended doses for 4-6
weeks each).

St udy Desi gn

Patients underwent a screening visit (day -7 +3 days) to
determne eligibility based on inclusion/exclusion
criteria.

Patients then returned for a baseline visit (day 0) about
one week later. Patients who continued to neet eligibility
criteria were random zed in a 1:1 ratio to paroxetine
(N=100) or placebo (N=107) for 10 weeks of double-blind
treat ment.

The random zation schenme was stratified by age subgroup
(children ages 7-11 and adol escents ages 12-17 years).
Each age subgroup was to account for at |east 40% of the
total nunber of random zed patients. Anong children, 60
wer e random zed to paroxetine and 58 to placebo; anong
adol escents, 40 were random zed to paroxetine and 49 to
pl acebo.

Par oxetine patients received 10 ng/day for the first week.
Thereafter, the dose could be increased based on the

i nvestigator’s judgenent of response and tolerability.

| ncreases were to be in increnments of 10 ng/day at
frequencies of at |east one week to a maxi num of 50 ng/ day.
Dose coul d be reduced due to an adverse experience.
Patients unable to tolerate 10 ng/day or requiring nore

t han one dose reduction during the study were to be

di sconti nued.

Visits were perfornmed at weeks 1, 2, 3, 4, 6, 8, and 10.
Assessnents included the CY-BOCS, CE, and @ obal
Assessnent of Functioning.

Patients who conpleted the 10-week treatnment phase or who
dropped out were to undergo a gradual reduction in study
nmedi cation over a period up to 4 weeks. Paroxetine was
tapered in 10 ng/day increnments each week of this phase.
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Concomni tant Treat nents

The use of concom tant psychotropic nmedication was
contraindicated in this trial

In the paroxetine group, 62.2%of the patients took at
| east one concomitant drug versus 69.5% of the placebo

gr oup.

Prohi bited psychoactive drugs were taken by 6. 1% of

par oxetine patients and 10.5% of placebo patients during
the study. Several concomitant psychiatric agents were
used during the trial (excluding taper): chlorpromazine,
fluoxetine, fluvoxam ne, im pram ne, |orazepam

net hyl pheni dat e, and paroxetine. Few patients took these
drugs (1-2 patients for each drug).

Prot ocol Viol ations

A slightly larger fraction of paroxetine patients were
protocol violators (25.5%vs. 21.9% of placebo patients).

Two pl acebo patients (one child and one adol escent) had
illicit drug use detected on drug screening.

Compl i ance was determned frompill counts. Non-conpliance
was defined as m ssing >3 consecutive days of study

medi cation, excluding the taper phase. The overall rates
of non-conpliance (percentage of patients neeting the above
criterion at any tinme during the study) by treatnent and
age group were as foll ows:

Par oxet i ne Pl acebo
Chi I dren 15. 8% 19. 3%
Adol escent s 20. 0% 16. 7%
Overall, 17.5% of paroxetine and 18. 1% of pl acebo patients

were non-conpliant at sone tinme during the trial.
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2.4 Luvox Study

2.4.1 Study 114.02.01

Fl uvoxam ne in the Treatnent of (Obsessive Conpul sive

Di sorder: A Multicenter Doubl e-Blind Placebo- Controlled
Study in Qutpatient Children and Adol escents (July 23, 1991
to August 17, 1994)

Study Objective

The primary objective of this study was to conpare the
safety and efficacy of fluvoxam ne to placebo in the
treatment of outpatient children and adol escents with
obsessi ve- conpul si ve di sorder (OCD).

Patient Sanple

This trial was conducted at 20 centers in the U S. One
hundred and thirty-four patients were screened for this
study, with 14 patients screened out for various reasons.
Thus, a total of 120 patients were random zed.

Rel evant patient selection criteria are |isted bel ow
Inclusion Criteria

* male or fenmale patients, ages 8-17, inclusive.

« DSMI111-R diagnosis of OCD which has been present for at
| east 6 nonths.

» femal es who have reached nenarche nust have a negative
serum bet a- HCG at screeni ng and understand the potenti al
ri sks of pregnancy during the study.

* body weight at |east 25kg (55 | bs).

e Y-BOCS total score of at |east 15 at screeni ng and
basel i ne.

* NNMHOC Scale of at least 7 at screening and baseline
with a score equal to or greater than the score on the N IVH
A obal Depression, Mnia, Psychosis, or Anxiety Scal e at
these tine points.

* CDRS-R 17-itemtotal score no greater than 40 at
screeni ng and basel i ne.

Exclusion Criteria

e trichotillomania or nail-biting as the only conpul sion.
o Tourette’ s disorder unless only by sinple notor tics.
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* schi zophreni a, major depressive disorder, bipolar

di sorder, nental retardation, anorexia nervosa, bulima
nervosa, seizure disorder, or clinically significant
neur ol ogi cal damage.

e ECT within three nonths.

* history of resistance to treatnent for OCD with

cl om pram ne, fluoxetine, sertraline, or paroxetine.

* require ECT or other psychotropic nedication during the
trial.

St udy Desi gn

This study was conducted in two phases: core and extension.

The core study conprised three periods: a screening period,
titration period, and mai ntenance period. The extension
phase consi sted of open-|label treatnent for one year.

These phases are further described bel ow

The 7-14 day screening period was used to eval uate study
eligibility and allow for washout of prior psychotropic
nmedi cation, if needed. Candidates neeting initial criteria
for study entry received single-blind placebo during this
time. A conplete individual and famly psychiatric and
nmedi cal history was obt ai ned.

At the conclusion of the screening period, baseline

eval uations were perforned and patients who continued to be
accept abl e were random zed to double-blind treatment with
fl uvoxam ne (N=57) or placebo (N=63). Wthin each center,
patients were assigned in approxi mately equal nunbers to

fl uvoxam ne or placebo according to a randoni zation
schedul e prepared by the sponsor. The distribution of
patients by treatnent and age group is depicted bel ow

Fl uvoxam ne Pl acebo
Chil dren(8-12) 26 33
Adol escent s(13-17) 31 30

Doubl e-blind treatnent |lasted for ten weeks and consi sted
of a titration period and a nai ntenance period. During the
3-week titration period, the dose for fluvoxam ne patients
was gradually increased from 25 ng/day on days 1-3 to 200
ng/ day by day 22. The dose coul d be decreased at any tine
in the event of an adverse experience but all patients had
to receive at least 50 ng/day after day 4. Placebo
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patients received an correspondi ng nunber of placebo
capsul es. Study nedication was given at bedtinme for the
first week and tw ce daily (norning and bedti ne)

t hereafter.

During the 7-week nai ntenance period, every attenpt was
made to maintain a constant dose. However, dose
adjustnents could be made if intol erable adverse
experiences occurred.

Visits during this phase of the study occurred on study
days 1 (baseline), 7, 14, 21, 28, 42, 56, and 70.
Assessnents performed during doubl e-blind treatnent

i ncluded the Y-BOCS, NIMHOC Scale, and CAd. The CDRS-R
was admi ni stered only at screening, baseline, and final
visits.

The extension phase allowed certain patients to continue
fl uvoxam ne on an open-1abel basis for an additional year
beyond the core phase. To be eligible, patient nmust have
ei ther conpleted the core study or have dropped out after
at | east 6 weeks of double-blind therapy due to | ack of
efficacy. Al patients discontinued their treatnment
regimen after conpleting the core study and were re-
titrated during the first 3 weeks of the extension phase
usi ng unbl i nded fl uvoxam ne.

Concom tant Treat nents

Al'l concom tant nedication use was to be approved by the
sponsor except for sleep nedication (chloral hydrate or
sedating antihistam ne only), |axatives, antacids, or
acet am nophen for headaches. Sl eep nedication was
permtted only during the screening and titration phases.

Nonspeci fic supportive therapy and behavi or therapy were
permtted. However, the structure and content of such
therapy was to remain constant during the course of the
st udy.

At | east one concom tant mnedication was taken by 59. 65% of
fl uvoxam ne patients and 50.79% of placebo patients during
t he doubl e-blind treatnment period of this trial.

The use of a psychiatric drug was reported by only one
patient (sertraline in a patient fromthe placebo group).
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Prot ocol Viol ations

Medi cation conpliance was defined for each patient as
taking at |east 75% of all prescribed study medication
based on pill counts. Anmong fluvoxam ne patients, 91% were
consi dered conpliant versus 97%in the placebo group.

No ot her information on protocol violations was reported.
2.5 Celexa Studies

2.5.1 Study CIT-MD 18

A Random zed, Doubl e-Blind, Placebo-Controlled Eval uation
of the Safety and Efficacy of G talopramin Children and

Adol escents with Depression (January 31, 2000 to April 10,
2001)

St udy (bj ective

The objective was to evaluate the safety and efficacy of
citalopramin children (ages 7-11) and adol escent (ages 12-
17) outpatients with major depressive disorder.

Pati ent Sanpl e

This trial was conducted at 21 centers in the US. A total
of 174 patients were random zed and recei ved doubl e-blind
treat ment.

Rel evant patient selection criteria are presented bel ow
Inclusion Criteria

 male or femal e outpatients between 7 and 17 years of age.
e DSM IV maj or depressive disorder of at |east 4 weeks
duration at baseline.

* CDRS-R score of 40 or greater at both screening and
basel i ne.

« femal es of childbearing potential nust have a negative
serum bet a- HCG at screeni ng.

Exclusion Criteria

* primary psychiatric diagnosis other than major depressive
di sorder.
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e DSM |V ADHD, PTSD, bi pol ar di sorder, pervasive

devel opnent al di sorder, nental retardation, conduct

di sorder, or oppositional defiant disorder.

» presence of psychotic features.

» personality disorder of sufficient severity to interfere
wi th study participation.

 history of substance abuse, including alcohol, within the
past year.

e history of anorexia or bulima within the past year.

* pregnancy or breastfeeding.

« femal es of childbearing potential not practicing or
willing to practice a reliable method of birth control.

* history of a seizure.

e requiring treatnment with any psychotropic nmedi cation
(except zol pidem for sleep) or any drug with a psychotropic
conponent (specified in Appendix Il to the protocol, for
exanpl e, anticonvul sants).

e previous failure to an adequate trial of cital opram or
adequate trials of two other SSRI’s.

e initiated psychot herapy or behavior therapy within three
nmont hs of screening or those who plan to initiate or change
such therapies during the course of the trial.

* unable to swallow tabl ets.

» considered a suicide risk (i.e., active suicidal

i deation), a suicide attenpt wthin the past year, or any
hi story of hospitalization due to a suicide attenpt.

« patients who mght not be suitable for the study in the

i nvestigator’s opinion.

St udy Desi gn

This was a random zed, doubl e-blind, placebo-controlled,
paral |l el group study conparing flexible doses of cital opram
(20-40 ny/day) to pl acebo.

The trial consisted of a one-week, single-blind placebo

| ead-in period. The diagnosis of DSM IV major depressive
di sorder was confirmed at the screening visit using the K-
SADS- PL.

Lead-in was followed by random zation to cital opram ( N=89)
or placebo (N=85) and ei ght-week doubl e-blind treatnment
phase. The study popul ation was to be equally stratified
bet ween children (ages 7-11) and adol escents (ages 12-17).
Anmong the 89 cital opram patients, 45 were children and 44
wer e adol escents. Anong the 85 placebo patients, 38 were
children and 47 were adol escents.
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Patients random zed to cital opramtook 20ng each eveni ng
for the first 4 weeks (dosing could be swtched to the
norning if preferred). 1If, at the end of week 4 or
thereafter, the clinician felt that the therapeutic
response was not satisfactory and the patient was not
experiencing dose-limting adverse events, the dose could
have been increased to 40ng, taken as a single daily dose.
Dosage coul d be decreased due to adverse events but the

m ni mum dai ly dose was 20ng and the nmaxi num 40ng.

Clinic visits were conducted at screening, baseline, and at
the end of weeks 1, 2, 4, 6, and 8. The CDRS-R and CA
were assessed at each visit beginning with the screening
visit. The CDRS-R was admi ni stered separately to both the
patient and identified parent or caregiver. |If the latter
did not acconpany the patient, efficacy ratings were not
performed. Also, at each visit after screening, the
patient returned their nedication bottle to the site to be
i nventoried.

A bl ood sanmple for steady-state cital opram plasnma | evel s
was obtained at the end of week 8 or at early term nation.

Patients who conpleted this study were eligible to
participate in a 24-week open-1|abel extension study.

Concom tant Treat nents

Psychotropi ¢ nedi cati on (except zol pidem) and ot her
medi cation with a psychotropi c conponent were prohibited
during the trial.

Overall, 78.7%of cital opram patients and 74. 1% of pl acebo
patients received a concom tant nedication during the
st udy.

Prohi bited concom tant nedication was taken by 28% of
cital opram and 22% of pl acebo patients. No patient
recei ved a concom tant antidepressant nedication during
doubl e-bl i nd treatnent.

Prot ocol Viol ations

Due to a drug packaging error, nine patients were
m st akenly di spensed nedi cation that potentially unblinded
their treatnment assignnment (i.e., different color coating
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for cital opram and placebo). Five patients had been
random zed to cital opram and four to pl acebo.

Four cital opram patients had cital opram and netabolite
serum concentrations below the limt of quantification
after double-blind treatnment, indicating non-conpliance.
O herwi se, conpliance with study medi cati on was not

addr essed.

One cital opram and one pl acebo patient mssed a clinic
visit.

One cital opram patient perfornmed a CDRS-R i nterview by
t el ephone instead of in person.

2.5.2 Study 94404

A doubl e-blind study conparing cital opramtablets (Lu 10-
171, 10-40 ny per day) and placebo in the treatnent of
maj or depression in adol escents (Novenber 19, 1996 to Apri
23, 2001)

Study Objective

The primary objective was to study the efficacy and
tolerability of cital opramconpared to placebo in
adol escent patients suffering from maj or depression.

Pati ent Sanpl e

This trial was conducted at 31 centers in 7 countries: 3 in
Denmark, 2 in Estonia, 12 in Finland, 2 in Germany, 3 in
Norway, 7 in Sweden, and 2 in Swtzerl and.

Two- hundred and forty-four patients were random zed.
Rel evant patient selection criteria follow

Inclusion Criteria

e DSM 1V major depression with a duration of the current
epi sode at | east 4 weeks and at nobst one year.

* inpatients or outpatients.

e age 13-18 years, inclusive.

e Tanner Stage IIl (commencenent of puberty).

» Beck Depression Inventory (BDI) score at |east 21 for
girls and at |east 16 for boys.
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* d obal Assessment of Functioning (GAF) score 60 or |ess
on any of the four rated itens (activities, relationships,
personal care, synptons).

Exclusion Criteria

* bi polar disorder (including hypomania).

ongoi ng DSM 1V ADD or disruptive behavi or disorder.
DSM | V psychoti c di sorder.

progressi ve neurol ogi cal disorder.

drug or al cohol abuse that influences daily functioning.
primary anorexia nervosa or bulima.

attend special school for nmentally retarded persons.
pregnancy.

ongoi ng pervasi ve devel opnental disorder.

St udy Desi gn

This was a random zed, double-blind, parallel group
conparison of cital opram (10, 20, 30, or 40ny) versus
pl acebo in the treatnent of mmjor depression in

adol escent s.

Patients were evaluated for study eligibility at a
screening visit. The patient conpleted the BDI and GAF as
well as a 5 minute interview with each parent which was
recorded for subsequent analysis of expressed enotion (FMSS
or Five Mnute Speech Sanple). The FMSS score was an
exploratory variable in the primary efficacy anal ysis.

Then, patients neeting entry criteria were random zed in a
1:1 ratio to double-blind treatnent with cital opram (N=124)
or placebo (N=120) for a 12 week period. Random zation was
done in bl ocks of four patients.

Treat ment commenced after baseline assessnents. For
patients receiving citalopram the initial dose was 10

ng/ day for the first week. Dose increases could be nmade at
the end of weeks 1, 2, 5, or 9 if any of the four GAF itens
decreased by 10 units or was unchanged fromthe last visit.
The maxi mum dose increnment was 10ng at each increase. The
maxi mum dai |y dose was 40 ng/day. |In case of intolerable
adverse events, the dose could be | owered.

During double-blind treatnent, visits occurred at the end

of weeks 1, 2, 5, 9, and 12. dinical assessnents included
t he K-SADS-P, MADRS, BDI, and GAF. All investigators were
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trained in the use of the K-SADS-P prior to starting the
trial.

Adverse events were elicited by asking an open questi on;
events were also rated on the UKU checklist for adverse
events (suicidal ideation was not included in this
checkl i st).

Bl ood sanples for the analysis of plasma cital opram and
nmetabolite | evels were taken at weeks 1 and 12.

St udy medi cati on dosing was abruptly stopped at the end of
week 12.

Concomni tant Treat nents

The foll owm ng concom tant nedications were not all owed:
anti depressants, buspirone, lithium pinozide, phenytoin,
sumatri ptan, and oral anticoagul ants.

In the cital opram group, 42% of patients conti nued

concom tant nedi cati on and 54% started conconi t ant

nmedi cation during the trial. |In the placebo group, 47% of
the patients continued and 47% started concom t ant

medi cation during the study peri od.

Prohi bited concom tant nedi cati ons were used by 1.7% of
cital opram and 0. 9% of pl acebo patients.

Pr ot ocol Viol ati ons

Devi ations frominclusion, exclusion, and w thdrawal
criteria were noted in 13.2% of cital opram and 12. 5% of
pl acebo patients.

Three cital opram patients had serum concentrations of

ci tal opram and netabolites bel ow the |evel of
guantification after double-blind treatnent, indicating
non-conpl i ance. Bl ood sanples were obtained in these
patients after the supposed adm nistration of 10, 20, and
40 nmg/ day. O herwi se, conpliance with study drug was not
addr essed.

One cital opram patient m stakenly received 30ng of drug
i nstead of 20ngy for 7 days.
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2.6 Wellbutrin Study

2.6.1 Study 75

A Doubl e-Blind Conparison of the Efficacy and Safety of
Bupr opi on versus Placebo in Children with Attention Deficit
and/ or Conduct Disorder (1984 to 1986)°

Study Objective

The primary objective of this study was to evaluate the

ef ficacy and safety of bupropion conpared to placebo in the
treatment of children with attention deficit disorder

( ADD .

Pati ent Sanpl e

This study was conducted at four centers in the U S  One-
hundred and nine patients were random zed in this trial.
Rel evant patient selection criteria are presented bel ow

Inclusion Criteria

e age 6-12 years, inclusive.

» score of at |east noderate illness severity on the Child
Di agnosti c Scal e.

* physician diagnosis of DSMI1I11 ADD (with or without
hyperactivity) based on history and exam nation. A
secondary di agnosi s of conduct disorder was all owed.

* mean parent and teacher scores of at least 1.5 on the 93-
item Conners Parent Questionnaire hyperactive-immture or
restless-inmpulsive factors and the 39-item Connors Teacher
Questionnaire hyperactivity factor.

* in good physical health and w t hout evidence of

| aboratory, EEG or ECG abnormalities.

» patients may be institutionalized or outpatients.

Exclusion Criteria
« WSC-R I Q <70.

* body wei ght <20kg. There was no upper weight limt.
« femal es who had attai ned nenarche.

" A study report for this trial was not available fromthe sponsor.
Information regarding this investigation was based on the 8-21-84
protocol, the 4-18-85 protocol anendnent, and the follow ng
publication: Conners CK, et al. Bupropion Hydrochloride in Attention
Deficit Disorder with Hyperactivity. J. Am Acad. Child Adol esc.
Psychi atry, 1996:35(10):1314-1321.
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e history of a seizure disorder, tic disorder, or head
injury.
 any unstabl e nedical condition.

St udy Desi gn

This was a random zed, doubl e-blind, placebo-controlled,
paral | el group study.

Al'l patients underwent a single-blind placebo baseline
phase for one week to identify placebo responders.
Patients who scored nuch inproved or very nuch inproved on
the CA at baseline (day 0) were to be dropped fromthe

st udy.

Eligible patients were then randomly assigned in a 2:1
ratio to bupropion (N=72) or placebo (N=37) for four weeks
of double-blind treatnent. Random zation net hodol ogy was
not specified.

Dosi ng was acconplished using a flexible, ascending reginen
dependi ng on body wei ght as shown in the table bel ow

St udy mnedi cation was taken on a twice daily schedule (7AM
and 7PM .

Total Daily Dose (mg) of Bupropion
or Placebo
Body Wt. (kg)d

Study Dose
Days Levelb ~mg/kgC 20-30 >30-40 >40
6 to 0 A 0 0 0 0
to 3 B 3 75(0) 100(0) 125(0)
to 7 o 4 100(0) 150(0) 175(0)
to 14 D 5 125(0) 175(0) 225(0)
15 to 28 E 6 150(0) 200(0) 250(0)
29 to 35 F 0 0 0 0

Assessnents were conducted on days 3, 7, 14, 21, and 28 of
doubl e-blind treatnment. The Connors Parent Questionnaire
and Connors Teacher Questionnaire were conpleted at
basel i ne and on days 14 and 28. The CE@ and Bri ef
Psychiatric Rating Scale for Children were assessed at each
study visit.
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Dosi ng was abruptly stopped after the day 28 dose.
Patients were then assessed for possible discontinuation
synptoms and/ or deterioration in behavioral functioning
during a one-week, placebo phase after double-blind
treatnent. The above neasures plus assessnment of adverse
experiences and vital signs were eval uated on day 35.

Concom tant Treat nents

Al'l subjects had to be free of psychotropic nedication for
a mnimum of 14 days prior to study entry.

Sonme adverse experiences were managed with concom t ant
nmedi cations (e.g., topical anesthetics and aspirin). No
ot her information on concom tant drug use was avail abl e.

Prot ocol Viol ations

No information on protocol violations was reported.

Al t hough pill counts were perfornmed to nonitor conpliance
wi th study nedication, conpliance rates were not report ed.

2.7 FEffexor XR Studies
2.7.1 Study 382
Doubl e-Bl i nd, Pl acebo-Controlled Study of Venlafaxine ER in

Chil dren and Adol escents with Major Depression (QOctober
1997 to Septenmber 2000)

Study Obj ective

The objective of this study was to conpare the
anti depressant efficacy and safety of venlafaxine ER with
pl acebo in children and adol escents with maj or depression.

Pati ent Sanpl e

This study was conducted at 14 centers in the U S. A total
of 165 patients were random zed to doubl e-blind treatnent.
Rel evant selection criteria were as foll ows.

Inclusion Criteria

e age 7 through 17 years at entry.
e outpatient.
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e meet DSM 1V and K-SADS criteria for nmjor depression.

* CDRS-R score >40 at screening and baseline (study day -1)
with no greater than a 30% decrease between these visits.
 synptons of depression for at |east one nmonth prior to
entry.

e CA-severity score 24 at baseline.

Exclusion Criteria

* treatment with venlafaxine within 6 nonths

* body wei ght <25kg.

e history of a seizure disorder other than a single

chil dhood febrile seizure.

* history or presence of a psychotic disorder.

e history or presence of nmjor depression with psychotic
features.

* history or presence of bipolar disorder.

* history or presence of a nental disorder due to a general
medi cal condition.

» acutely suicidal to a degree that requires precautions
agai nst sui ci de.

* history or presence of anorexia or bulima.

* conduct disorder.

e panic disorder or OCD

» at least one first-degree relative wth bipolar

di sorder (based on famly history froma parent).

* lactating fenmales or femal es of childbearing potenti al
with a positive beta-HCG at screening. Fenmal es of

chi | dbeari ng potential nust use a nedically acceptable form
of contraception during the study.

e ECT within 30 days.

e DSM IV drug or al cohol dependence within one year.

St udy Desi gn

This was a nmulticenter, random zed, doubl e-blind, placebo-
controlled study in depressed outpatients.

Al'l patients underwent a single-blind, placebo screening
phase for two weeks before double-blind treatment. This

i ncluded a nedi cal and psychiatric history, physical

exam nation, |aboratory tests, ECG K-SADS, 21-item HAM D
CDRS- R, and MADRS.

Patients who denonstrated significant inprovenent between
screening and baseline (i.e., greater than 30% i nprovenent
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in the CDRS-R or a CDRS-R score <40) coul d have been
rescreened within 4+£3 days of baseli ne.

Eligible patients were then random zed to venl af axi ne ER
(N=80) or placebo (N=85). Medication was random zed in

bl ocks of four patients and stratified by age group
(children ages 7-12 and adol escents ages 13-17) as foll ows:

Pl acebo Venl af axi ne ER
Chi |l dren 47 42
Adol escent s 38 38

Patients were treated with doubl e-blind nedication (on-

t herapy) for a maxi num of ei ght weeks. All study

medi cati on was taken once daily in the norning. Dosing of
venl af axi ne ER was based on weight. On days 1-7,
venl af axi ne ER patients took 37.5 ng/day. On days 8-14,
pati ents wei ghing 25-39kg could take 37.5 or 75 ng/day;

| arger patients took 75 ng/day. Beginning on day 15 if
clinically indicated to i nprove response, patients wei ghing
25-39kg coul d take 75 ng/day, patients wei ghi ng 40-49kg
could take 112.5 ng/day, and patients wei ghing greater than
50kg coul d take 150ng/day. Likew se, beginning on day 29
and if clinically indicated, the daily dose could be

i ncreased in these weight groups to 112.5ng, 150ngy, and
225ny, respectively. Doses could be decreased at any tine
during the study to a mninmumof 37.5 ng/day for patients
wei ghi ng 25-39kg and 75 ng/day for other patients.

Visits during double-blind treatnent were perforned on
study days 4, 7, 14, 21, 28, 42, and 56. Assessnents at
each visit included the HAM D, CDRS-R, MADRS, and Cd .

Upon study conpletion or early term nation, the nmedication
was to be tapered over a period of at |east 14 days.

Conconi tant Treatnents

The foll owi ng treatnents were prohibited:
psychophar macol ogi ¢ drugs, including other antidepressants;
non- psychophar macol ogi ¢ drugs wth psychotropic effects,
ECT, or the introduction or change in intensity of forma
psychot herapy. Psychot herapy was allowed if well
established prior to the study.
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In this study, 74% of patients in both treatnment groups
recei ved sone type of concomtant therapy. No patients
reported use of a concom tant antidepressant drug during
the on-therapy treatnment phase of the trial.

Pr ot ocol Viol ations

One pl acebo patient experienced a >30% decrease in the
CDRS- R score between screening and baseline. One
venl af axi ne ER patient was discontinued fromthe study due
to both parents having bipolar illness. Four placebo
patients and one venl af axi ne ER patient were dropped from
the trial due to nonconpliance with the study protocol

Conmpliance with study drug was assessed by capsul e counts
at each visit. However, these counts were not recorded on
the CRF' s and conpliance rates were not reported.

2.7.2 Study 394

Doubl e-Bl i nd, Pl acebo-Controlled Study of Venlafaxine ER in
Chil dren and Adol escents with Major Depressive Disorder
(August 2000 to August 2001)

Study Obj ective

The objective of this study was to conpare the

anti depressant efficacy and safety of venlafaxine ER to
pl acebo in children and adol escents with maj or depressive
di sorder.

Pati ent Sanpl e

This study was conducted at 37 centers within the U S. Two
hundred and one patients were random zed to doubl e-blind
treatment. Relevant selection criteria were as foll ows.

Inclusion Criteria

e age 7 through 17 years at entry and able to swal |l ow
capsul es.

e outpatient.

* neet DSM 1V and Ki ddi e-SADS-PL criteria for major

depr essi on.

* CDRS-R score >40 at screening and baseline (study day -1)
with no greater than a 30% decrease between these visits.

e CE-severity score 24 at screening and basel i ne.
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« synptons of depression for at |east one nmonth prior to
entry.

» sexually active femal es nust use nedically acceptable
contracepti on.

Exclusion Criteria

e treatment with venlafaxine within 6 nonths.

 body weight <25 kg (55 | bs).

* history of a seizure disorder other than a single

chil dhood febrile seizure.

* history or presence of a psychotic disorder.

* history or presence of nmjor depression with psychotic
features.

e history or presence of bipolar disorder.

» presence of a nental disorder due to a general nedica
condi tion.

e acutely suicidal to a degree that requires precautions
agai nst sui ci de.

* history or presence of anorexia or bulima.

* conduct disorder.

* panic disorder or OCD.

e at least one first-degree relative with bipolar disorder
(based on famly history froma parent).

* lactating females or females wth a positive serum bet a-
HCG at screeni ng.

e ECT within 30 days.

e DSM 1V drug or al cohol abuse or dependence w thin one
year.

St udy Desi gn

This was a random zed, doubl e-blind, placebo-controlled,
fl exi ble dose trial

The treatnment phase was preceded by a 7+3 day single-blind
pl acebo |l ead-in period. This included a screening nedical
and psychiatric history, physical exam nation, |aboratory
tests, ECG Kiddie-SADS-PL, 21-item HAM D, CDRS-R, MADRS
and Cd -severity rating.

Patients who denonstrated significant inprovenent between
screening and baseline (i.e., greater than 30% i nprovenent
in the CORS-R or a CDRS-R score <40) coul d have been
rescreened within 4+3 days of baseline.
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Following this, 201 eligible patients were random zed to
treatment with either venl afaxi ne ER or placebo. Five
random zed patients failed to return after the baseline
visit and, thus, only 196 patients (102 venl af axi ne ER and
94 pl acebo patients) provided data during the double-blind
treat nent phase. Medication was stratified by age group
(children ages 7-12 and adol escents ages 13-17) as foll ows:

Pl acebo Venl af axi ne ER
Chi |l dren 54 57
Adol escent s 40 45

Patients were treated with doubl e-blind nedication (on-

t herapy) for a maxi num of ei ght weeks. All study

medi cati on was taken once daily in the norning. Dosing of
venl af axi ne ER was based on weight. On days 1-7,
venl af axi ne ER patients took 37.5 ng/day. On days 8-14,
pati ents wei ghing 25-39kg could take 37.5 or 75 ng/day;

| arger patients took 75 ng/day. Beginning on day 15 if
clinically indicated to i nprove response, patients wei ghing
25-39kg coul d take 75 ng/day, patients wei ghi ng 40-49kg
could take 112.5 ng/day, and patients wei ghing greater than
50kg coul d take 150ng/day. Likew se, beginning on day 29
and if clinically indicated, the daily dose could be

i ncreased in these weight groups to 112.5ng, 150ngy, and
225ny, respectively. Doses could be decreased at any tine
during the study to a mninmumof 37.5 ng/day for patients
wei ghi ng 25-39kg and 75 ng/day for other patients.

Visits during double-blind treatnent were perforned on
study days 7, 14, 21, 28, 42, 49, and 56. Assessnents at
each visit included the HAMD, CDRS-R, and Cd.

Upon study conpletion or early term nation, the nmedication
was to be tapered over a period of at |east 14 days.

Conconi tant Treatnents

The foll owi ng treatnents were prohibited:
psychophar macol ogi ¢ drugs, St. John’s wort or any other
her bal products, ECT, introduction or change in the
intensity of formal psychot herapy, and non-
psychophar macol ogi ¢ drugs with psychotropic effects taken
for I ess than one nonth before double-blind treatnent.
Psychot herapy was permtted if it was well established
before the study.
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In the venl af axi ne ER treatnment group, 87% of patients

recei ved sone type of concom tant therapy versus 82% of
pl acebo patients. No patient took a conconitant

ant i depressant agent during the double-blind treatnent

phase.

Pr ot ocol Viol ations

One venl af axi ne ER patient failed to undergo a pl acebo

| ead-in due to a site error. One placebo patient and one
venl af axi ne ER patient failed to nmeet inclusion criteria
for the CDRS and CA -severity rating, respectively. One

pl acebo patient was di scontinued due to non-conpliance with
study drug.

Conpl i ance with study drug was assessed by capsul e counts
at each visit. However, counts were not docunented in the
CRF' s and conpliance rates were not reported.

2.7.3 Study 396

Doubl e-Bl'i nd, Pl acebo-Controlled Study of Venl afaxine ER in
Chil dren and Adol escents with Ceneralized Anxi ety D sorder
(August 2000 to Septenber 2001)

St udy (bj ective

The objective of this study was to conpare the anxiolytic
ef fi cacy and safety of venlafaxine ER to placebo in

chil dren and adol escents with generalized anxi ety disorder
( GAD) .

Patient Sanple

This study was conducted at 37 centers in the U S. One
hundred and sixty-five patients were random zed to double
blind treatnent. Relevant patient selection criteria are
listed bel ow.

Inclusion Criteria

e outpatient.

e age 6 through 17 years at study entry and able to swall ow
capsul es.

« DSM IV and Col unbi a- Ki ddi e Schedul e for Affective

Di sorders and Schi zophreni a GAD subsecti on (C- Ki ddi e- SADS
GAD) criteria for GAD.
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e total score of at |east 20 on the Severity conponent of

t he C-Ki ddi e- SADS GAD at screeni ng and basel i ne (study day
-1).

* a total score of at least 7 on the |npairnent conmponent
of the C-Kiddie-SADS GAD at screening and basel i ne.

e total score of at least 4 on the following three itens of
t he C-Ki ddi e- SADS GAD severity conmponent at screening and
basel i ne: severity of anxiety and worry, difficulty
controlling the worry, and severity of associated synptons.
» score of at least 4 on the followwng two itens fromthe
Severity conmponent of the C Kiddi e-SADS GAD at screening
and basel i ne: frequency during the average week of the
severity of anxiety and worry and the frequency during the
average week of the severity of associated synptons.

« score of at least 4 on the global inpairnment in
functioning itemof the I|Inpairnment conponent of the C

Ki ddi e- SADS GAD at screening and basel i ne.

e Chil dhood Depression Rating Scal e-Revised (CDRS-R) <45 at
screeni ng and basel i ne.

» CE-Severity score 24 at screening and basel i ne.

« anxiety synptons for at least 6 nonths prior to study
entry.

« sexually active femal es had to use nedically acceptable
contracepti on.

Exclusion Criteria

* weight less than 25 kg (55 I bs).

e history of seizure disorder other than a single chil dhood
febrile seizure.

» presence of major depressive disorder, social anxiety

di sorder, separation anxiety disorder, PTSD, anxiety
predom nantly related to situational factors, panic

di sorder with or w thout agoraphobia, and OCD

 specific phobia with severity and inpairnment that exceed
t hose of GAD synpt omat ol ogy.

e conduct disorder.

* history or presence of any psychotic disorder, bipolar

di sorder, anorexia, or bulima.

» presence of a nental disorder due to a general nedical
condi tion.

 acutely suicidal and requiring precautions agai nst
sui ci de.

» at least one first-degree relative with bipolar disorder
(based on famly history froma parent).

e lactating fenmales or fenales with a positive serum bet a-
HCG duri ng screening.
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e ECT within 30 days of double-blind treatnent.
* history of drug or al cohol dependence or abuse within one
year by DSMIV criteria.

St udy Desi gn

This was a random zed, doubl e-blind, placebo-controlled,
paral l el group, flexible dose trial

Doubl e-blind treatnent was preceded by a 7+3 day singl e-
blind placebo | ead-in. The screening eval uation included a
nmedi cal and psychiatric history, physical exam nation,

| aboratory tests, and ECG The di agnosis of GAD was
confirmed utilizing the C Kiddi e-SADS GAD subsection and
DSM 1V criteria for GAD. The Ki ddi e- SADS- PL Anxi ety
(excluding GAD), CDRS-R, and CA were al so assessed during
t he prestudy eval uation.

Follow ng this lead-in period, 165 eligible patients were
random zed to double-blind treatnment. One patient had no
post - basel i ne data; thus, only 164 patients (80 on
venl af axi ne ER and 84 on pl acebo) were studi ed.

Random zati on was done in blocks of four patients and was
stratified by age group (children age <11 and adol escents
age >11):

Pl acebo Venl af axi ne ER
Chi l dren 47 45
Adol escent s 37 35

Patients were treated with doubl e-blind nedication (on-

t herapy) for a maxi mum of eight weeks. All study

medi cati on was taken once daily in the norning. Dosing of
venl af axi ne ER was based on weight. On days 1-7,
venl af axi ne ER patients took 37.5 ng/day. On days 8-14,
patients wei ghing 25-39kg could take 37.5 or 75 ng/ day;

| arger patients took 75 ng/day. Beginning on day 15 if
clinically indicated to i nprove response, patients wei ghing
25-39kg coul d take 75 ng/day, patients wei ghi ng 40-49kg
could take 112.5 ng/day, and patients wei ghing greater than
50kg coul d take 150ng/day. Likew se, beginning on day 29
and if clinically indicated, the daily dose could be
increased in these weight groups to 112.5ng, 150ng, and
225ng, respectively. Doses could be decreased at any tine
during the study to a mninmumof 37.5 ng/day for patients
wei ghi ng 25-39kg and 75 ng/day for other patients.

61



Assessnents were performed at baseline and on study days 7,
14, 21, 28, 42, 49, and 56 and included the C- Kiddie-SADS
GAD, PARS (Pediatric Anxiety Rating Scale), and CA. The
HAM A and Sel f-Report for Chil dhood Anxiety Rel ated

Di sorder (SCARED) Parent and Child Fornms were also rated on
days 28 and 56.

Venl af axi ne and netabolite | evels were obtai ned on study
day 56.

On study conpletion or premature termi nation, the study
drug was to be tapered over a period of up to two weeks.

Concomni tant Treat nents

The follow ng treatnents were prohibited during the trial:
psychophar macol ogi ¢ drugs, herbal products, ECT,

i ntroduction or change in the intensity of forma
psychot her apy, and non- psychopharnacol ogi ¢ drugs with
psychotropic effects taken for | ess than one nonth before
doubl e-blind treatnent. Psychotherapy was permtted if it
was wel | established before the study.

In the venl af axi ne ER group, 71% of patients received sone
type of concomtant therapy conpared to 74% of pl acebo
patients. One venl afaxine ER patient received a

concom tant psychophar macol ogi ¢ agent (Adderall) during the
study; this use was for only one day.

Pr ot ocol Viol ati ons

One venl af axi ne ER patient scored |l ess than 4 on the
Severity itemof the C Kiddie-SADS GAD during screening.
Several patients did not neet inclusion criteria on this
scal e at baseline (five venlafaxine ER and four placebo
patients).

Two venl af axi ne ER patients had higher than permtted
scores on the CDRS-R at screening and baseline.

One pl acebo was underwei ght during the study.
Four venl af axi ne ER patients and two pl acebo patients were

dropped fromthe study for other reasons, generally non-
conpl i ance.
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At each visit, conpliance with study nedication was
assessed by capsule counts. But, counts were not
docunented in the CRF s and conpliance rates were not
avai | abl e.

2.7.4 Study 397

Doubl e- Bl i nd, Pl acebo-Controlled Study of Venlafaxine ER in
Chil dren and Adol escents with Ceneralized Anxi ety D sorder
(April 2000 to August 2001)

Study Objective

The objective of this trial was to conpare the anxiolytic
efficacy and safety of venlafaxine ER with placebo in

chil dren and adol escents with generalized anxi ety disorder
( GAD) .

Pat i ent Sanpl e

This trial was conducted at 29 centers within the U S A
total of 158 patients were random zed to doubl e-blind
treatment. Relevant selection criteria are presented

bel ow.

I nclusion Criteria

e outpatient.

e age 6 through 17 years at study entry and able to swall ow
capsul es.

« DSM IV and Col unbi a- Ki ddi e Schedul e for Affective

Di sorders and Schi zophreni a GAD subsecti on (C- Ki ddi e- SADS
GAD) criteria for GAD.

» total score of at |east 20 on the Severity conponent of
the C Kiddi e- SADS GAD at screening and baseline (study day
-1).

» a total score of at least 7 on the Inpairnment conmponent
of the C- Kiddi e-SADS GAD at screening and basel i ne.

« total score of at least 4 on the following three itens of
the C Kiddi e- SADS GAD severity conponent at screening and
basel i ne: severity of anxiety and worry, difficulty
controlling the worry, and severity of associated synptons.
» score of at least 4 on the followwng two itens fromthe
Severity conponent of the C Kiddi e-SADS GAD at screening
and baseline: frequency during the average week of the
severity of anxiety and worry and the frequency during the
average week of the severity of associated synptons.
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« score of at least 4 on the global inpairnment in
functioning itemof the I|Inpairnent conponent of the C

Ki ddi e- SADS GAD at screeni ng and basel i ne.

* CDRS-R <45 at screening and basel i ne.

* CA-Severity score 24 at screening and baseline.

« anxiety synptons for at least 6 nonths prior to study
entry.

» sexually active femal es had to use nedically acceptable
contraception. Additionally, condons were encouraged.

Exclusion Criteria

« weight less than 25 kg (55 I bs).

* history of seizure disorder other than a single chil dhood
febrile seizure.

* presence of mmjor depressive disorder, social anxiety

di sorder, separation anxiety disorder, PTSD, anxiety
predom nantly related to situational factors, panic

di sorder with or w thout agoraphobia, and OCD

» specific phobia with severity and inpairnment that exceed
t hose of GAD synpt onat ol ogy.

* conduct disorder.

* history or presence of any psychotic disorder, bipolar

di sorder, anorexia, or bulima.

» presence of a nental disorder due to a general nedica
condi tion.

 acutely suicidal and requiring precautions agai nst
sui ci de.

e at least one first-degree relative with bipolar disorder
(based on famly history froma parent).

« lactating females or females with a positive serum bet a-
HCG duri ng screeni ng.

* ECT within 30 days of double-blind treatnent.

* history of drug or al cohol dependence or abuse within one
year by DSM 1V criteri a.

St udy Desi gn

This was a random zed, doubl e-blind, placebo-controll ed,
paral l el group, flexible dose trial.

Doubl e-blind treatnent was preceded by a 7+3 day singl e-
blind placebo | ead-in. The screening evaluation included a
nmedi cal and psychiatric history, physical exam nation,

| aboratory tests, and ECG The diagnosis of GAD was
confirmed utilizing the C Kiddi e- SADS GAD subsecti on and
DSM IV criteria for GAD. The Kiddi e- SADS-PL Anxi ety
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(excluding GAD), CDRS-R, and CA were al so assessed during
t he prestudy eval uation.

Following this lead-in period, 158 eligible patients were
random zed to double-blind treatnment. Two patients had no
post - basel i ne data; thus, only 156 patients (77 on
venl af axi ne ER and 79 on pl acebo) were studi ed.

Random zati on was done in blocks of four patients and was
stratified by age group (children age 6-11 and adol escents
age 12-17):

Pl acebo Venl af axi ne ER
Chi |l dren 43 40
Adol escent s 36 37

Patients were treated with doubl e-blind nedication (on-

t herapy) for a maxi num of ei ght weeks. All study

medi cati on was taken once daily in the norning. Dosing of
venl af axi ne ER was based on weight. On days 1-7,
venl af axi ne ER patients took 37.5 ng/day. On days 8-14,
pati ents wei ghing 25-39kg could take 37.5 or 75 ng/day;

| arger patients took 75 ng/day. Beginning on day 15 if
clinically indicated to i nprove response, patients wei ghing
25-39kg coul d take 75 ng/day, patients wei ghi ng 40-49kg
could take 112.5 ng/day, and patients wei ghing greater than
50kg coul d take 150ng/day. Likew se, beginning on day 29
and if clinically indicated, the daily dose could be
increased in these weight groups to 112.5ng, 150ngy, and
225ng, respectively. Doses could be decreased at any tine
during the study to a mninmumof 37.5 ng/day for patients
wei ghi ng 25-39kg and 75 ng/day for other patients.

Assessnents were perforned at baseline and on study days 7,
14, 21, 28, 42, 49, and 56 and included the C- Kiddi e- SADS
GAD, PARS (Pediatric Anxiety Rating Scale), and Cd. The
HAM A and Sel f-Report for Chil dhood Anxiety Rel ated

Di sorder (SCARED) Parent and Child Fornms were also rated on
days 28 and 56.

Venl af axi ne and netabolite | evels were obtai ned on study
day 56.

On study conpletion or premature term nation, the study
drug was to be tapered over a period of up to tw weeks.
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Concomni tant Treat nents

The follow ng treatnents were prohibited during the trial:
psychophar macol ogi ¢ drugs, herbal products, ECT,

i ntroduction or change in the intensity of forma
psychot her apy, and non- psychopharnacol ogi ¢ drugs with
psychotropic effects taken for | ess than one nonth before
doubl e-blind treatment. Psychotherapy was permtted if it
was wel |l established before the study.

In the venl af axi ne ER group, 64% of patients received sone
type of concomtant therapy conpared to 73% of placebo
patients. One venl af axi ne ER patient used valiumfor one
day during the study.

Pr ot ocol Viol ati ons

Six patients (four venl afaxine ER and two pl acebo patients)
wer e di scontinued fromthe study due to protocol violations
(three for non-conpliance, one for placebo response at
basel i ne, one who was unable to swall ow capsul es, and one
for predni sone usage for asthmm).

Several patients did not neet C-Kiddie-SADS entry criteria:
at screening, five venl afaxine ER and two pl acebo patients
did not neet criteria and, at baseline, five patients in
each group failed to neet criteria.

Al so, three venl af axi ne ER and one pl acebo patient did not
neet the entry criteria for the CDRS-R (<45).

Three patients failed other inclusion criteria: concurrent
soci al phobi a di agnosis (placebo), baseline CA <4
(venl af axi ne ER), and unknown duration of current GAD

epi sode (venl af axi ne ER)

Conpliance with study nedi cation was nonitored at each
visit by capsule counts. However, capsule counts were not
docunented in the CRF s and conpliance rates were not
report ed.
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2.8 Serzone Studies

2.8.1 Study CN104141

A Miulticenter, Double-Blind, Placebo-Controlled Trial of
Nef azodone i n Depressed Adol escents (COctober 29, 1998 to
Sept enber 19, 2001)

Study Objective

The study objective was to eval uate the safety and efficacy
of nefazodone in depressed adol escents.

Pati ent Sanpl e

This trial was conducted at 15 centers in the U S Two
hundred and six patients were random zed to doubl e-blind
treatnment. Relevant selection criteria are shown bel ow.

I nclusion Criteria

« heal thy adol escents, age 12-17 years (inclusive).?

* primary diagnosis of DSM IV major depression.

e CDRS-R (Chil dhood Depression Rating Scal e-Revi sed) total
score 245 at the end of baseline.

« wonen of chil dbearing potential nust have a negative
pregnancy test and, if sexually active, utilize adequate
contraceptive measures.

Exclusion Criteria

» pregnant or |actating females.

e concurrent Axis | diagnosis of delirium denentia,
ammestic, or other cognitive disorders; schizophreni a,

del usi onal disorder, or psychotic disorder not otherw se
speci fied; bipolar disorder, eating disorder, OCD, conduct
di sorder, and pervasi ve devel opnental disorder.
 borderline personality disorder

 delusions or hallucinations during the current episode.
» first-degree biological relative wth bipolar | disorder.
e likely to require prohibited treatnent during the study.
e« DSMIV criteria for any significant substance use

di sorder within six nonths.

e significant risk of suicide based on history or nental
status exam nation

8 patients age 18 were included prior to a June 15, 2000, protocol
amendnment. Seven nefazodone and four placebo patients were 18 years
ol d at baseline.
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« thyroid pathology with treatnment not stabilized for at

| east three nonths.

* seizure disorder

« refractory to two or nore adequate courses of

anti depressant nedi cati on.

* individual psychotherapy started wwthin two nonths of the
begi nni ng of basel i ne.

» patients with attention deficit disorder requiring
prohi bi ted medi cation.®

St udy Desi gn

This was a random zed, doubl e-blind, placebo-controlled
outpatient trial.

After a prelimnary determnation that entry criteria were
met, patients entered a 2-4 week baseline period to fully
assess study eligibility and evaluate the stability of
synptons. A nedical and psychiatric history was obtained
and a physical exam nation, |aboratory tests, ECG and K-
SADS (Schedul e for Affective Di sorders and Schi zophreni a-
Children’s version) interview were perforned at the start
of basel i ne.

At the end of the baseline period, patients returned for
final evaluations before entering the study. This
assessnent included the CG, CDRS-R, HAM D, and CGAS
(dinical dobal Assessnent Scale).

Eligible patients were random zed in a 1:1 ratio to either
nef azodone (N=106) or placebo (N=100) for eight weeks of
doubl e-blind acute treatnment. Random zation utilized a
fixed bl ock scheme. Approxi mately equal nunbers of
patients were assigned to each treatnent group at each
study site.

St udy mnedi cati on was taken on a BID schedule. Patients
random zed to nefazodone initially received nefazodone 100
ng/ day (50nmg BID). At the end of the first week, the dose
was increased to 200 ng/day (100ng BID). |In the absence of
dose-limting adverse experiences, the dose was further
escalated in 100 ng/day increnents each week until the
target dose of 300-400 ng/day was achieved. |If there was
no adequate clinical response (CA inprovenent rating of 1
or 2), the dose could be increased to a maxi num of 600

® Prior to a March 13, 2001, protocol amendment, all patients with
attention deficit disorder were excl uded.
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ng/ day. The dose coul d be decreased al though investigators
were encouraged to nmaintain patients at a dose of at |east
200 ng/day and to increase the dose to the naxi mum
tolerated | evel. The m nimum al | owabl e dose was 100

ng/ day.

Clinical visits were held weekly. Each visit entailed
rating on the Cd and CDRS-R. The HAM D and CGAS were
rated every two weeks.

Patients who were at least mnimally inproved after eight
weeks of treatment could have continued doubl e-blind
treatment for up to an additional 26 weeks. For other
patients, there was no apparent provision for a taper of
study nedi cati on.

Concom tant Treat nents

The concom tant use of clonidine, benzodi azepi nes,
stinmulants, or other antidepressants was not permtted
during the acute phase of this trial. Psychotherapy could
not be initiated or intensified during the short-term phase
of the study.

Seventy-five percent of nefazodone and 76% of pl acebo
patients took at |east one concom tant mnedication.

Two nefazodone patients reported use of prohibited
conconitant nedications. One patient reported concomtant
participation in a trial of tomaxidine for ADHD but stated
that he di scontinued nefazodone prior to starting the ADHD
trial. The other patient took butal-apap-caf for m graine
during the study.

Prot ocol Viol ati ons

One patient was assigned to nefazodone but received a
supply of placebo instead.

Four patients in each treatnment group underwent a baseline
eval uation period that was either too long or too short.

Tabl et counts were used to nonitor treatnment conpliance and
nmedi cati on usage was recorded in the CRF's. Three

nef azodone patients and five placebo patients m ssed
greater than two consecutive doses of study medication
during the study.
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2.8.2 Study CN104187

A Multicenter, Double-Blind, Placebo-Controlled Trial of
Two Dose Ranges of Nefazodone in the Treatnent of Children
and Adol escents with a Mjor Depressive Episode (Cctober
23, 2000 to Novenber 15, 2001)

Study Objective

The primary study objective was to denonstrate the efficacy
of nefazodone at two dose ranges conpared to placebo in the
treatment of children and adol escents with non-psychotic
maj or depressi on.

Pati ent Sanpl e

This study was conducted at 28 centers within the U S A
total of 284 patients were random zed to doubl e-blind
treatment. Relevant patient selection criteria are |isted
bel ow.

I nclusion Criteria

* physically healthy children (ages 7-11) and adol escents
(ages 12-17).

e primary diagnosis of DSM IV maj or depression.

* CDRS-R (Chil dhood Depression Rating Scal e-Revi sed) total
score 245 at the end of baseline.

« worren of chil dbearing potential nust have a negative
serum or urine pregnancy test.

Exclusion Criteria

e concurrent Axis | diagnosis of delirium denentia,
ammestic, or other cognitive disorders; schizophreni a,

del usi onal di sorder, or psychotic disorder not otherw se
speci fied; bipolar disorder, eating disorder, OCD, conduct
di sorder, and pervasive devel opnental disorder.

* borderline personality disorder.

e delusions or hallucinations during the current episode.
« first-degree biological relative with bipolar | disorder.
o« DSMIV criteria for any significant substance use

di sorder within six nonths of the start of baseline.

e significant risk of commtting suicide based on history
or nmental status exam nation

» depressive synptonms which are unstable in the opinion of
t he investigator.
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« refractory to two or nore adequate courses of

ant i depressant nedi cati on.

* individual psychotherapy which started within two nonths
of random zation or planning to begin psychotherapy during
t he acute phase of the study.

« femal es who are pregnant or |actating.

e likely to require treatnent with prohibited nmedication
 thyroid pathol ogy not stabilized for at |east three

nont hs.

* seizure disorder

St udy Desi gn

This was a random zed, doubl e-blind, placebo-controlled
outpatient trial using two discrete dose ranges of
nef azodone.

After a prelimnary determ nation that entry criteria were
net, patients entered a 2-4 week baseline period to fully
assess study eligibility and ensure washout of prohibited
phar macot herapy. A nedical and psychiatric history was
obt ai ned and a physical exam nation, |aboratory tests, ECG
CDRS-R, and K-SADS interview were perforned at the start of
basel i ne.

At the end of the baseline period, patients returned for
final evaluations before entering the study. This
assessnent included the CG@, CDRS-R, vital signs, and
pregnancy test for post-nmenarche fenales.

Eligible patients were random zed to one of the foll ow ng
treatments: | ow dose nefazodone (N=95), high dose

nef azodone (N=95), or placebo (N=94) for eight weeks of
doubl e-blind acute treatnment. Random zation used a fixed
bl ock schedul e designed to allocate patients anong the
three treatnent arns. Treatnment group assignment was
stratified by age group (children ages 7-11 and adol escents
ages 12-17) so that approxi mately equal nunbers of patients
wer e random zed w thin each age group

Low Dose H gh Dose Pl acebo
Chi l dren 46 50 40
Adol escent s 49 45 54
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There was sone inbal ance in the proportion of children
across dose groups (|l ow dose 48% high dose 53% and
pl acebo 43% .

Study nedi cati on was taken on a BID schedule. The

nef azodone dosi ng regi nen was based on treatment group
(high vs. |ow dose), age group, and, for children, body
wei ght. Dosing is described bel ow

Low Dose Chil dren

Chil dren random zed to the | ow dose group began treat nent
at 50 ng/day for the first week. At week 2, the dose was
increased to 100 ng/day. Children under 70 I bs continued
this dose for the remainder of the 8 week trial. Children
70 | bs or heavier received 150 ng/day (50mg gAM and 100ngy
gPM at week 3, based on tolerability; the dose could have
been decreased to 100 ng/day if needed.

Hi gh Dose Children

Chil dren random zed to the high dose group took 50 ny/day
for the first week, 100 ng/day for the second week, 150
ng/ day for the third week, and 200 ng/day for the fourth
week. Children under 70 | bs received this dose for the
remai nder of the trial. Children 70 I bs or heavier had
their dose increased to 250 ng/day at week 5 and to 300
nmg/ day at week 6, based on tolerability. For weeks 6-8,

t he dose coul d have been adjusted between 200 and 300

ng/ day in 50ng i ncrenents.

Low Dose Adol escents

Adol escents random zed to the | ow dose group took 100
ng/ day for week 1, 200 ng/day for week 2, and, based on
tolerability, 300 ng/day on week 3. For weeks 3-8, the
dose coul d have been adjusted in the range of 200-300

ng/ day.
H gh Dose Adol escents

Adol escents random zed to the high dose group received 100
ng/ day for week 1, 200 ng/day for week 2, 300 ng/day for
week 3, and 400 ng/day for week 4. At week 5, the dose
coul d have been increased to 500 ng/day and, at week 6, to
600 ng/ day, based on tolerability. For weeks 6-8, the dose
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coul d have been adjusted between 400 and 600 ng/day in 50ng
or 100ng i ncrenents.

Clinical visits were held weekly. Each visit entailed
rating the Cd and CDRS-R

Patients who conpl eted ei ght weeks of acute treatnent could
have conti nued open-label treatnment for up to an additi onal
26 weeks. For other patients, there was no apparent
provision for a taper of study nedication.

Conconi tant Treat nents

The foll owm ng concom tant drugs were prohibited during the
study: clonidine, benzodi azepi nes, herbal preparations with
potential psychoactive properties, stinulants, and other
anti depressants. Patients on stable nedication for ADD
were to be excluded from participation. Psychotherapy was
not to be started or intensified during the acute phase of
this trial.

No patients received a prohibited nmedication during this
st udy.

Pr ot ocol Viol ati ons

Four patients (three | ow dose and one high dose patient)
had a baseline evaluation period that was either too | ong
or too short.

Pill counts were docunented to verify conpliance and
accountability. Five patients (two | ow dose, two high
dose, and one placebo patient) did not take study drug as
specified in the protocol, generally resulting in under
dosing for variable periods within the first few weeks of
the study. Fifteen other patients (five |ow dose, three
hi gh dose, and seven placebo patients) m ssed greater than
two consecutive doses of study drug.

Several patients (five |ow dose, nine high dose, and two

pl acebo patients) were dosed with a greater nunber of
tabl ets per day than specified in the study protocol.
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2.9 Reneron Study

2.9.1 Study 45

A nulticenter, random zed, doubl e-blind, placebo-
controlled, efficacy and safety study of Reneron in

out patient children and adol escents with major depressive
di sorder (February 1999 to Novenber 2000)

Study Objective

This study was intended to denonstrate the safety and
ef fi cacy of Reneron therapy over placebo in the treatnent
of children and adol escents with maj or depression.

Pati ent Sanpl e

According to a Septenber 14, 1999, protocol anendnent,
centers were added to the original protocol so that this
trial could be structured as two studies: Study 1 and Study
2. The first 17 centers conprised Study 1 and the second
17 centers conprised Study 2. Al 34 centers were | ocated
within the U S

In Study 1, a total of 126 patients were random zed; 133
pati ents were random zed in Study 2.

Rel evant patient selection criteria were as foll ows.
Inclusion Criteria

e at least 7 and less than 18 years old at baseline.

« femal es nust be non-pregnant and, if fertile and sexually
active, using acceptable birth control.

e primary diagnosis of DSM IV maj or depression (non-
psychotic, chronic or recurrent) on the Kiddi e- SADS- PL

» score 215 on the first 17 itenms of the 21-item HAM D at
basel i ne.

* score <70 on the CGAS (Children’s d obal Assessnent
Scal e) at baseli ne.

e score 240 on the CDRS-R

Exclusion Criteria
* history of seizures (other than chil dhood febrile
sei zures) or taking anticonvul sants to prevent seizures.

e SGOT or SGPT val ues on screening labs 21.25 tinmes the
upper limt of nornal
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e requiring treatment with concom tant psychotropic

medi cations (including nelatonin).

* history of DSM IV drug or al cohol abuse within 90 days
before first screen visit.

* bipolar (I or Il) disorder or a parent with bipolar I

di sorder.

e any history of an eating disorder.

 concurrent diagnosis of obsessive-conpul sive disorder or
schi zophreni a.

 serious suicide attenpt during the current nmjor
depressive episode or any suicide attenpt that resulted in
hospitalization.

« failed nore than two adequate trials of antidepressants.

St udy Desi gn

This was a random zed, doubl e-blind, placebo-controlled
out pati ent study.

Al'l patients underwent a screening visit 14 days prior to
basel ine. Assessnments at that time included a nedical

hi story, physical exam nation, Kiddie SADS, CGAS, 21-item
HAM D, and CDRS-R. This was foll owed by a second screening
visit 7 days before baseline which entailed an ECG vita
signs, pregnancy test, drug/al cohol screen, CDRS-R, SCARED
(Sel f-Report for Childhood Anxiety-Rel ated Di sorders), and
Connors d obal | ndex.

After conpletion of the second screening visit, baseline
assessnments were perforned (Kiddie SADS, CGAS, HAMD, Cd,
CDRS-R, vital signs). Eligible patients were random zed,
roughly in a 2:1 ratio, to Reneron or placebo for eight
weeks of double-blind treatnent.

Patients random zed who took at | east one dose of study
drug are enunerated bel ow by study, treatnent group, and
age category (children 7-11 years and adol escents 12-17
years). (One patient random zed to placebo in Study 2
recei ved no study nedication.)

Study 1 Study 2
Rener on Pl acebo Rener on Pl acebo
(N=82) (N=44) ( N=88) (N=44)
Chi l dren 30 19 41 18
Adol escent s 52 25 47 26
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Reneron patients began at a dose of 15ng taken each eveni ng
with the option to increase the dose to a maxi num of 45ny
in 15 ng/day increnents each week up to study day 28. On
and after day 28, there were to be no nore dose

adj ust nent s.

During double-blind treatnment, visits were schedul ed on
days 7, 14, 21, 28, 35, 42, 49, and 56. The visits on days
35 and 49 were optional and could have been skipped at the
di scretion of the investigator. Assessnents at each visit

i ncluded the HAM D, CDRS-R, and C4 .

Bl ood sanples for mrtazapine plasma | evels were coll ected
on study days 28 and 56 (or the subject’s |last treatnent
day) .

There were no provisions for admnistration of study
nmedi cati on beyond ei ght weeks of doubl e-blind treatnent.

Concom tant Treat nents

Concom tant use of other psychotropic drugs was not all owed
during the trial.

Patients could not begin formal psychotherapy during the
study period. Supportive care was pernitted as defined
bel ow:

di scussi on of the understanding of the illness.

di scussi on of inprovenment or |ack of inprovenent.

e discussion of reaction to pharmacol ogic treatnent.

« other interventions included in an acceptable |evel of
care for patients beginning a new therapy.

A total of two patients (one Reneron in Study 1 and one
pl acebo patient in Study 2) used disallowed concom tant
nedi cati on post-basel i ne.

Pr ot ocol Viol ati ons

Conmpl i ance was conputed fromthe ratio of the total nunber
of tablets taken, based on pill counts, to the total nunber
of tablets prescribed over the entire duration of the
treatment period. A few patients were classified as nmajor
protocol violators because they were | ess than 75%
conpliant with the intake of study nedication overall:
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Remer on Pl acebo

Study 1 3. 7% 0%
Study 2 0% 2.2%
Studies 1+2 1.8% 1.1%

Larger fractions of the patient sanple were found to be
non- conpliant during any visit interval (26% of Reneron and
30% of pl acebo patients in the conbi ned study popul ation).

Overall, there were no major differences between treatnent
groups for other reported protocol violations.

3.0 Summary of Findings

Study characteristics are summari zed in the Appendix to
this review

Al 23 trials utilized a random zed, double-blind, placebo-
control l ed, flexible-dose, parallel group design. Most of
these trials (15) studied patients with maj or depression.

O the other eight trials, four studied patients with
obsessi ve conpul sive disorder, two evaluated patients with
general i zed anxi ety di sorder, one exam ned social anxiety
di sorder patients, and one enrolled patients with attention
deficit disorder

The follow ng differences anong these trials were noted:

e One study was prematurely term nated (Prozac study HCCJ).
e Two studies were conducted during the 1980's (Prozac
study HCCJ and Well butrin study 75). Al other studies
were performed during the 1990's and early 2000’ s.

e Two studies were single-center (Prozac studies HCCJ and
X065) .

e Two studies were conducted entirely outside of the United
States (Paxil study 377 and Cel exa study 94404).

e Two studies allowed the enroll nent of inpatients (Cel exa
study 94404 and Well butrin study 75).

e One trial was conducted entirely in children (ages 6-

12) (Wl l butrin study 75). Five trials were conducted only
i n adol escents and the remaining 17 studies enrolled both
children and adol escents.

o O the 17 trials enrolling both children and adol escents,
t he age group distributions of two were markedly skewed
(73% children in Prozac study HCIWand 71% adol escents in
Paxi| study 676).
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e Three studies utilized a nore extensive screening process
(Prozac studies X065 and HCJE and Paxil study 329). For
exanpl e, these studies required verification of diagnosis
and study eligibility by at |least two i ndependent
clinicians.

e Five studies did not specifically exclude patients deened
to be at risk for suicide (Prozac study X065, Zoloft study
498, Luvox study 114.02.01, Cel exa study 94404, and
Wel |l butrin study 75).

e One study did not exclude patients with a personal

hi story of bipolar disorder (Wellbutrin study 75).

e Two studies allowed patients with psychotic synptons
(Paxil study 329 and Wellbutrin study 75).

* One study included an active control group (impramne in
Paxi| study 329).

4.0 Concl usions and Recommendati ons

Since the objective of this review was sinply to provide
information in support of the primary anal ysis of
suicidality conducted by Dr. Hammad, no definitive

concl usions or recomrendations are offered here. The
reader is referred to Dr. Harmad' s review for the results
of his analysis, conclusions, and reconmendati ons.

Gregory M Dubitsky, MD.
August 6, 2004
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CcC:

NDA
NDA
NDA
NDA
NDA
NDA
NDA
NDA
NDA

18- 936/ SE5- 064
19- 839/ SE5- 044
20- 031/ SE5- 037
20- 243/ SE2- 021
20- 822/ SE5- 016
18- 644/ 000- 000
20- 699/ SE5- 030
20- 152/ SE5- 032
20- 415/ SE5- 011

(Prozac)

(Zol of t)
(Paxil)
(Luvox)

(Cel exa)

(el I butrin)
(Ef fexor XR)
(Serzone)

( Rener on)

HFD- 120/ Di vi sion Fil es
HFD- 120/ GDubi t sky

/ TLaughr en
/ RKat z

/ PAndr eason
/ JRacoosi n
/ THanmad

/ AHughes

/ PDavi d
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APPENDI X



Summary of Pediatric Trial Characteristics

The follow ng tabulation of clinical trial features is self-explanatory for the nost
part. The follow ng study features (colum headings) nerit sonme conment.

* Indication: MDD=maj or depressive disorder, OCD=obsessive conpul sive disorder,
SAD=soci al anxiety disorder, ADD=attention deficit disorder, GAD=generalized anxiety

di sorder.

 Drug: Pl acebo Ratio: random zation ratio to drug and pl acebo, respectively. For tria
329, 1 to 1to 1 signifies that patients were equally distributed to Paxil, placebo, and
an active control agent (im pramne).

« Placebo Lead-in: length of any single-blind placebo Iead-in period prior to

random zati on

» Excl. Plac. Responders: indicates whether responders (by various criteria) during the
pl acebo | ead-in were excluded fromrandom zati on

» Extensive Screening: three studies were distinguished fromthe other trials by virtue
of a nore extensive diagnostic and eligibility screening process (e.g., requiring
corroboration of diagnosis by independent clinicians).

e Incl. Crit. Depression: for MDD trials, the m ni mum depression score required for
random zation; for non-MDD trials, the maxi mum depression scale score allowed for

random zation in order to exclude patients with significant depressive synptomatol ogy.

* Exclude TX Resistant: indicates whether patients with a history of treatnent-resistance
for the primary di sorder were excluded fromthe study.

 Depression Scale Mnitored: the depression scale evaluated during the course of doubl e-
blind treatnent.

» Bal ance/ Conpl i ance: indicates whether the treatnment groups were reasonably bal anced in
ternms of study nedication conpliance (i.e., there was no gross inbal ance between groups).
 Bal ance/Prot. Violations: indicates whether the treatnent groups were reasonably

bal anced in terns of protocol violations.

» Bal ance/ Concom Meds: indicates whether the treatnment groups were reasonably bal anced
in terms of concomitant mnedication use.

81



Drug Study Indication Dates Location(#Centers) Inpt/Outpt N Drug:Placebo Ratio Ages (yrs)
Prozac HCCJ MDD 1984-1987 (Canada(1) Outpt 40 1to1 12t0 17
X065 MDD 1991-1995 |US(1) Outpt 108 1t01 810 18
HCJE MDD 1998-1999 |US(16) Outpt 420 1t01 8to 17
HCJW OCD 1999-2000 [US(21) Outpt 103 2to1 7 to 17
Zoloft 498 OCD 1991-1994 |US(12) Outpt 187 1t01 6to 17
1001 MDD 1999-2001 |U.S.(23)/India(4) Outpt 188 1t01 6to 17
1017 MDD 2000-2001 |N.America(19)/India(5) |Outpt 188 1t01 6to 17
Paxil 329 MDD 1994-1997 |U.S.(10)/Canada(2) Outpt 275 1to1to1 12t0 18
377 MDD 1995-1998 |Non-US(32) Outpt 286 2to1 13t0 18
676 SAD 1999-2001 |U.S.(22)/Foreign(16) Outpt 322 1t01 8to 17
701 MDD 2000-2001 |U.S. (40)/Canada(1) Outpt 206 1to 1 7to 17
704 OCD 2000-2001 |US(37)/Canada(2) Outpt 207 1t01 7 to 17
Luvox 114.02.01 OCD 1991-1994 |US(20) Outpt 120 1t01 8to 17
Celexa CIT-MD-18 MDD 2000-2001 |{US(21) Outpt 174 1to1 7 to 17
94404 MDD 1996-2001 |Europe (31) Inpt/Outpt 244 1t01 13t0 18
Wellbutrin 75 IADD 1984-1986 |US(4) Inpt/Outpt 109 2to1 6to 12
Effexor XR 382 MDD 1997-2000 |US(14) Outpt 165 1t01 7to 17
394 MDD 2000-2001 |US(37) Outpt 201 1t01 7 to 17
396 GAD 2000-2001 |US(37) Outpt 165 1t01 6to 17
397 GAD 2000-2001 |US(29) Outpt 158 1t01 6to 17
Serzone CN104141 MDD 1998-2001 |US(15) Outpt 206 1to 1 12t0 17
CN104187 MDD 2000-2001 |US(28) Outpt 284 2(high&low dose) to 1 7to 17
Remeron 45 MDD 1999-2000 |US(34) Outpt 259 2to1 7 to 17
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Drug Study Indication Strat Randomization % by Age Group Placebo Lead-In [Excl. Plac. Screen DSM
Responders Version
Prozac HCCJ MDD No N/A SB 4 to 10 days |Yes DSM-III
X065 MDD Age & Gender 50% 8-12/50% 13-18 SB 1 to 2 wks Yes DSM-III-R
HCJE MDD Age & Gender 56% 8-12/44% 13-17 SB 1 wk Yes DSM-IV
HCJW OCD No 73% 8-11/27% 12-17 No N/A DSM-IV
Zoloft 498 OCD Age 57% 6-12/43% 13-17 SB 1 wk Yes DSM-III-R
1001 MDD Age 46% 6-11/54% 12-17 No N/A DSM-IV
1017 MDD Age 48% 6-11/52% 12-17 No N/A DSM-IV
Paxil 329 MDD No N/A No N/A DSM-III-R
377 MDD No N/A SB 2 wks Yes DSM-IV
676 SAD No 29% 8-11/71% 12-17 No N/A DSM-IV
701 MDD Age 47% 7-11/53% 12-17 No N/A DSM-IV
704 OCD Age 57% 7-11/43% 12-17 No N/A DSM-IV
Luvox 114.02.01 OCD No 49% 8-12/51% 13-17 SB 1-2 wks Yes DSM-III-R
Celexa CIT-MD-18 MDD Age 48% 7-11/52% 12-17 SB 1 wk Yes DSM-IV
94404 MDD No N/A No N/A DSM-IV
Wellbutrin 75 ADD No N/A SB 1 wk Yes DSM-III
Effexor XR 382 MDD Age 54% 7-12/46% 13-17 SB 2 wks Yes DSM-IV
394 MDD Age 57% 7-12/143% 13-17 SB 1 wk Yes DSM-IV
396 GAD Age 56% 6-11/44% 12-17 SB 1 wk Yes DSM-IV
397 GAD Age 53% 6-11/47% 12-17 SB 1 wk Yes DSM-IV
Serzone CN104141 MDD No N/A No N/A DSM-IV
CN104187 MDD Age 48% 7-11/52% 12-17 No N/A DSM-IV
Remeron 45 MDD No 42% 7-11/58% 12-17 No N/A DSM-IV
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Drug Study Indication Extensive Incl. Crit. Depression Exclude TX Excl. Current
Screening Resistant Suicide Risk
Prozac HCCJ MDD No HAMD 20 No Yes
X065 MDD Yes CDRS-R>40 No No
HCJE MDD Yes CDRS-R>40 Yes Yes
HCJW OCD No CDRS-R 40 No Yes
Zoloft 498 OCD No 24-item HAMD 17 No No
1001 MDD No CDRS-R 45 No Yes
1017 MDD No CDRS-R 45 Yes Yes
Paxil 329 MDD Yes 17-item HAMD 12 No Yes
377 MDD No MADRS 16 No Yes
676 SAD No Exclude by DX No Yes
701 MDD No CDRS-R 45 Yes Yes
704 OCD No Exclude by DX Yes Yes
Luvox 114.02.01 OCD No CDRS-R 40 Yes No
Celexa CIT-MD-18 MDD No CDRS-R 40 Yes Yes
94404 MDD No BDI 21(F) 16(M) No No
Wellbutrin 75 ADD No None No No
Effexor XR 382 MDD No CDRS-R>40 No Yes
394 MDD No CDRS-R>40 No Yes
396 GAD No CDRS-R<45 No Yes
397 GAD No CDRS-R<45 No Yes
Serzone CN104141 MDD No CDRS-R 45 Yes Yes
CN104187 MDD No CDRS-R 45 Yes Yes
Remeron 45 MDD No CDRS-R 40,HAMD 15 Yes Yes
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Drug Study Indication Excl. H/O Suicide Excl. Homicide Excl. Bipolar [Excl. FH Excl.
Attempt Risk D/O Bipolar D/O  |Psychosis
Prozac HCCJ MDD No No Yes No Yes
X065 MDD No No Yes Yes Yes
HCJE MDD No No Yes Yes Yes
HCJW OCD No No Yes Yes Yes
Zoloft 498 OCD No No Yes No Yes
1001 MDD Yes Yes Yes No Yes
1017 MDD Yes No Yes No Yes
Paxil 329 MDD 'Yes (if OD) No Yes No No
377 MDD No No Yes No Yes
676 SAD No Yes Yes No Yes
701 MDD No Yes Yes No Yes
704 OCD No Yes Yes No Yes
Luvox 114.02.01 OCD No No Yes No Yes
Celexa CIT-MD-18 MDD Yes No Yes No Yes
94404 MDD No No Yes No Yes
Wellbutrin 75 ADD No No No No No
Effexor XR 382 MDD No No Yes Yes Yes
394 MDD No No Yes Yes Yes
396 GAD No No Yes Yes Yes
397 GAD No No Yes Yes Yes
Serzone CN104141 MDD Yes No Yes Yes Yes
CN104187 MDD Yes No Yes Yes Yes
Remeron 45 MDD Yes No Yes Yes Yes

85




Drug Study Indication  [Excl. Alcohol/Drug [Excl. Borderline [Excl. Eating Dose (mg/day) /Active Control
Abuse PD D/O
Prozac HCCJ MDD Yes No No 20 to 60 No
X065 MDD Yes No Yes 20 No
HCJE MDD Yes Yes Yes 20 or 10 No
HCJW OCD Yes Yes Yes 20 to 60 No
Zoloft 498 OCD Yes Yes No 25 to 200 No
1001 MDD Yes No Yes 50 to 200 No
1017 MDD Yes No Yes 50 to 200 No
Paxil 329 MDD Yes No Yes 20-40 (imi 200-300) |Yes
377 MDD Yes No No 20 to 40 No
676 SAD Yes No Yes 10 to 50 No
701 MDD Yes No Yes 10 to 50 No
704 OCD Yes No Yes 10 to 50 No
Luvox 114.02.01 OCD No No Yes 50 to 200 No
Celexa CIT-MD-18 MDD Yes No Yes 20 to 40 No
94404 MDD Yes No Yes 10 to 40 No
Wellbutrin 75 ADD No No No 150 to 250 No
Effexor XR 382 MDD Yes No Yes 37.5 to 225 No
394 MDD Yes No Yes 37.5 to 225 No
396 GAD Yes No Yes 37.5 to 225 No
397 GAD Yes No Yes 37.5 to 225 No
Serzone CN104141 MDD Yes Yes Yes 100 to 600 No
CN104187 MDD Yes Yes Yes 100 to 600 No
Remeron 45 MDD Yes No Yes 15to 45 No
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Drug Study Indication DB TX Duration |Depression Scale Monitored Balance/Compliance [Balance/Prot.
(wks) Violations

Prozac HCCJ MDD 6 HAMD Not reported Not reported

X065 MDD 8 CDRS-R Yes Yes

HCJE MDD 9 CDRS-R/MADRS Yes Yes

HCJW OCD 13 CDRS-R Yes Yes
Zoloft 498 OCD 12 None Not reported Yes

1001 MDD 10 CDRS-R Yes Yes

1017 MDD 10 CDRS-R Yes Yes
Paxil 329 MDD 8 HAMD Yes Yes

377 MDD 12 MADRS Yes Yes

676 SAD 16 CDRS Yes Yes

701 MDD 8 CDRS-R Yes Yes

704 OCD 10 None Yes Yes
Luvox 114.02.01 OCD 10 CDRS-R Yes Not reported
Celexa CIT-MD-18 MDD 8 CDRS-R Not reported Yes

94404 MDD 12 BDI,MADRS,K-SADS Not reported Yes
Wellbutrin 75 ADD 4 None Not reported Not reported
Effexor XR 382 MDD 8 CDRS-R, HAMD, MADRS Not reported Yes

394 MDD 8 CDRS-R,HAMD Not reported Yes

396 GAD 8 None Not reported Yes

397 GAD 8 None Not reported Yes
Serzone CN104141 MDD 8 CDRS-R, HAMD Yes Yes

CN104187 MDD 8 CDRS-R Yes Yes
Remeron 45 MDD 8 CDRS-R, HAMD Yes Yes
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Drug Study Indication Balance/Concom. |Continuation TX Other Remarkable Characteristics
Meds
Prozac HCCJ MDD Not reported OL fluoxetine Terminated early D/T slow recruitment
X065 MDD Yes OL fluoxetine
HCJE MDD Yes DB acute TX Wk 1 DB TX=Low dose adaptation, non-tol. D/O’d
HCJW OCD Yes None
Zoloft 498 OCD Yes None Also HAMD item 1 zero or one for inclusion
1001 MDD Yes None
1017 MDD Yes None
Paxil 329 MDD Yes DB acute TX About 1/3 w/melancholic SX;supportive TX for all pts
377 MDD Yes 2 wk taper Previous psychotherapy responders excluded
676 SAD Yes 4 wk taper MDD in 2.5% par/0.6% plac
701 MDD Yes 4 wk taper
704 OCD Yes 4 wk taper
Luvox 114.02.01 OCD Yes OL fluvoxamine
Celexa CIT-MD-18 MDD Yes OL citalopram
94404 MDD Yes None About 1/3 H/O suicide attempt;16% drug/12% plac inpt
Wellbutrin 75 ADD Not reported None No study report available; 90% male
Effexor XR 382 MDD Yes 2 wk taper
394 MDD Yes 2 wk taper
396 GAD Yes 2 wk taper
397 GAD Yes 2 wk taper
Serzone CN104141 MDD Yes DB acute TX
CN104187 MDD Yes OL nefazodone
Remeron 45 MDD Yes None
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