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STUDY DRUG BRL 29060/PAROXETINE (PAXIL)

PROTOCOL NUMBER 29060/329
Approved: 26 August 1993

A MULTICENTER DOUBLE BLIND PLACEBO CONTROLLED STUDY OF
PAROXETINE AND IMIPRAMINE IN ADOLESCENTS WITH UNIPOLAR
MAJOR DEPRESSION

Amendment #1 Approved: April 17,1994

Section 5.2.1  Screening Phase

Revised: 1) Diagnostic assessments will be done using the K-SADS-L in place
of the K-SADS-P.

2) In subjects for whom a diagnosis of major depression may be
equivocal, the case will be discussed with a principal investigator at a
separate site (see Appendix H) who will have access to the interview
tapes. If the external reviewer and investigator disagree on inclusion,
the external reviewer's opinion shall take precedence.

Rationale:  The K-SADS-L is an enhancement of the K-SADS-P in that it includes
disorders omitted from the K-SADS-L (e.g. ADHD, antisocial
personality disorder, social phobia). Additionally, the K-SADS-L
provides for lifetimne inquiry. The external review was added to assure

- uniformity of diagnosis.
Section 5.2.3  Treatment Phase Assessments

Added: In addition to the 12 lead EKG performed at weeks 4 and 8, a rhythm
strip EKG will be carried out at all other visits.
Revised:; The criterion for heart rate level requiring a dose adjustment has been

changed. Patients whose heart rate exceeds 110 bpm on two
consecutive visits or 130 bpm at any time will have their dosage
decreased by one level if they are at dose level 5 or 6; if the patient is
currently treated at dose level 4 or below, the patient will be removed
from the study.

Added: Blood levels of imipramine and desipramine will be analyzed in real
time following the week 4 and 8 visits, Patients whose combined serum
levels of imipramine and desipramine exceed 500 mcg/ml will be

_ withdrawn from the trial.

Rationale:  The rhythm strips and the serum analysis have been added to provide
additional safety monitoring for patients receiving tricyclic anti-
depressants. The revised heart rate criterion agrees with FDA guidelines
for studies in adolescents.

Section 7.5.2  Reporting Serious Adverse Events

Revised: The SB medical monitor has been changed from Muriel Young, M.D. to

Ivan Gergel, M.D.
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SYNOPSIS

TITLE A Multi-Center, Double-Blind, Placebo Controlied Study of Paroxetine
and Imipramine in Adolescents with Unipolar Major Depression

DRUG UNDER STUDY — TImipramine (up to 300 mg)
— Paroxetine (up to 40 mg)
- Placebo
INTENDED INDICATION — Treatment of adolescents with unipolar major
depression
OBJECTIVES OF STUDY — 1. To compare the safety and efficacy of

imipramine and Paroxetine to placebo in the
treatment of adolescents with unipolar major
depression.

~ 2 To assess the rate of relapse among imipramine,
Paroxetine and placebo responders who are
maintained on treatment).

INVESTIGATORS — Multicenter, USA

STUDY DESIGN -~ Multicenter, double blind, placebo controlled,
parallel group study

DURATION OF TREATMENT

g Week acute phase with a 6 month extension.

NUMBER OF PATIENTS 300 patients with 100 randomized to each treatment

group.

RYANO02810



PRINCIPAL END POINTS ~  Primary Efficacy Variables

+ Change in total HAMD score from beginning of
treatment phase to the endpoint of the acute
phase.

+ The proportion of responders at the end of the
eight week acute treatment phase. "Responders
are defined as 50% or greater reduction in the
HAM-D or a HAM-D score egual to or less than
8.

— Second ficacy Variabl

o Change from baseline to endpoint (acute phase)
in the depression items of the K-SADS-L,
global impressions, autonomic function
checklist, self perception profile and sickness
impact scale.

« The number of patients who relapse during the
maintenance phase. '

— Safety Variables

= Safety evaluation will be based on adverse
experience monitoring, laboratory evaluation,
cardiovascular parameters, vital signs and
physical examinations.

DURATION OF STUDY — It is anticipated the study will start in November

'93. Recruitment will be for three years, the
8-month study should complete 2Q97.

RYAN002811
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1.0

INTRODUCTION

Similarities between adolescent and adult depression in symptomotology, family
history, and prospective course provide compelling rationale for investigating the
efficacy of antidepressant drug therapy in young patients with depression. But
unlike adults, the evidence from trials in adolescents does not support drug
efficacy, although the existing studies have collectively evaluated fewer than 200
patients, a number hardly adequate for reliable clinical or statistical inferences.

This apparent difference in response between adults and younger patients has
been the subject of much debate, and recent reviews (Conners, 1992; Strober,
1992; Jenson et al., 1992) have focused on three major areas of concern. These
include: (1) deficiencies in study design, methodology and conduct; (2) the
adequacy of diagnostic criteria and various nosological problems; and (3)
developmental issues in that children and adolescents who suffer from adult-like
depression may respond in a pharmacologically different manner due to
quantitative and/or qualitative developmental differences in
neurotransmitter/receptor systems.

The study outlined in this protocol proposes to re-examine antidepressant
therapies in adolescents with unipolar major depression using a study plan
designed to avoid the perceived flaws of previous studies. This will be a multi-
center placebo controlled trial with a target enrollment that will provide sufficient
power to detect clinical differences among treatment groups, if these differences
exist. The.study has rigorous inclusionary and exclusionary criteria so that the
study population is more homogenous than reported in previous trials. Diagnostic
interviews will be reviewed among the various sites to confirm criteria symptoms

of depression and to promote uniformity in diagnosis. Responders will be
prospectively defined. '

One of the treatment arms will be paroxetine (Paxil), an orally administered
antidepressant with a chemical structure unrelated to other selective serotonin
reuptake inhibitors (SSRI), or heterocyclic or other antidepressant medications. It
has recently been approved by the Food and Drug Administration for the
treatment of depression based, in part, on clinical trial data in over 3000 adult

patients with major depressive illness. Paroxetine has not been systematically
studied in adolescent depression.

A second arm will be imipramine. This tricyclic has been the subject of two
small open labeled clinical trials in adolescents, one of which has demonstrated a
modest therapeutic response in patients with nondelusional depression,

Please refer 1o the Paxil (paroxetinc) and Tofranil (imipramine) prescribing
information for detailed information.

x-\PAR329-1.doc | RYANQ02815
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2.0 OBJECTIVES
2.1 Primarv

+ To compare the efficacy and safety of imipramine and paroxetine to
placebo in the treatment of adolescents with unipolar major depression .

2.2 Secondary

¢ To identify predictors of treatment outcomes across clinical subtypes.
The following indicators of differential response will be examined, but
no directional hypotheses are formulated: endogenous subtype, age at
onset, number of prior episodes, duration and severity of current

episode, comorbidity with separation anxiety disorder, attention deficit
disorder, and conduct disorder.

e To provide information on the safety profile of paroxetine and
imipramine when these agents are given for an extended period of time.

¢ To estimate the rate of relapse among imipramine, paroxetine and
placebo responders who are maintained on treatment.

RYAN002816
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3.0 STUDY PLAN

31

Study Designh

This will be a multicenter double-blind placebo controlled trial.
Adolescents from ages 12 years 0 months through 18 years 11 months
inclusive who are currently in an episode of major depressive disorder
(DSM-1II-R) with a minimum duration of eight weeks and have a Hamilton
severity score of 12 or greater will be included in this 8 week double-blind
placebo controlled three cell study of the efficacy of paroxetine and the
efficacy of imipramine versus placebo.

The treatment period will be of 8 weeks duration. During this time, patients
will make weekly visits to the clinic and the effects of treatment on
depression will be evaluated using standardized instruments and as well as
global assessments. In addition, various safety assessments will be carried
out at each visit. Section 5 below describes the study procedures in detail
and Appendix D presents the study flow in schematic fashion.

At the completion of the 8 week acute study, clinical responders will be
blindly continued on the same medication in a 6 month extension study.
Non-responders at the end of the 8 week acute period will be withdrawn and
treated openly. Throughout the study, at each site the number of subjects
assigned will be approximately equal and each cell will be approximately
group balanced for several potentially important covariates,

4.0 STUDY POPULATION

4.1

4.2

Number of patien

Three hundred patients will be entered in up to 6 centers and randomized to
receive either imipramine (100 patients) paroxetine {100 patients) or

placebo (100 patients). Each center will recruit approximately 12 -15
patients per year.

Inclusion criteria

1. Adolescents between the ages of 12 years O month and 18 years 11
months inclusive.

RYAN002817
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Currently in an episode of major depression (DSM-III-R) for at least 8
weeks. A diagnosis of major depression will be made on summary data
aggregating parent and child report. In addition, both adoiescent and
parent(s) must agree that the adolescent has a disorder meriting
treatment.

3. A severity score less than 60 on the Child Global Assessment Scale
(C-GAS).

4. A score of 12 or greater on the 17-item Hamilton Depression Scale
(HAM-D).

5. Medically hcaltl:ly as determined by physical examination, medical
history and laboratory screening.

6. 1Q = 80 by Peabody Picture Vocabulary Test.

4.3 Exclusion Criteria

1. Patients with current or lifetime DSM-III-R diagnosis of bipolar
disorder, schizo-affective disorder, anorexia nervosa, bulimia, alcohol or
drug abuse/dependence, obsessive/compulsive disorder,
autism/pervasive mental disorder, or organic psychiatric chsorder

2. Patients with a current diagnosis (within 12 months) of post traumatic
stress disorder (DSM-ITI-R).

3. Patients who have had an adequate trial of anti-depressants within
6-months prior to beginning this study. An adequate trial is defined as a
treatment of at least four weeks or more with imipramine, desipramine,
or amitriptyline at a dosage of 150 mg per day or greater, with
nortriptyline at a dosage of 50 mg per day or greater, or with fluoxetine
at a dosage of 20 mg per day or greater.

4. Patients who have suicidal ideation with a definite plan, or who have
made a Suicide attempt within the current episode, or who have ever
made a suicide attempt by medication overdose.

5. Patients with medical illness which contraindicate the use of
heterocyclic antidepressants (e.g. cardiovascular disease).

6. Patients using (1) psychotropic medications including anticonvulsants,

anxiolytics, neuroleptics, lithium carbonate, or (2) illicit drugs as
docurnented by a drug screen within two weeks of starting the study.

x\PAR329-1 doc RYAN002818
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5.0
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7. Patients with organic brain disease, epilepsy or mental retardation.

8. Patients who are pregnant or lactating.

9. Sexually active girls who are not using a reliable methods of
contraception (oral contraception, surgical sterilization. LU.D.,
diaphragm in conjunction with spermicidal foam and condom on
partners).

10. Use of an investigational drug within 30 days of entry into the study or
within five half lives of the investigation drug (the longer period will apply).

CONDUCT OF STUDY

The study will be conducted according to Good Clinical Practice, the Declaration
of Helsinki (Appendix A) and US 21 CRF Part Protection of Human Subjects,
and Part 56 - Institutional Review Board.

Ethical Considerations

5.1.1 Ethics Review Committee (ERC)/Institutional Review Board

(IRB)

This protocol will be submitted to an appropriate Committee or
Board and their written unconditional approval obtained and
submitted to the sponsor before commencement of the study.

SB will supply relevant data for the investigator to submit to the
hospital/university/independent ERC/IRB for the protocol's review
and approval. Verification of the ERC/IRB's unconditional approval
of the protocol and either the written informed consent statement or
sample oral witnessed consent form with written information to be
given to the subjects will be transmitted to the SB Study Monitor
prior to shipment of drug supplies and CRFs to the site. This
approval must refer to the study by exact protocol title and number,
identify the documents reviewed and state the date of review.

RYANO002819
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The ERC/IRB must be informed by the investigator of all subsequent
protocol amendments and of serious or unexpected adverse
experiences occurring during the study which are likely to affect the
safety of the subjects or the conduct of the study. Approval for such

changes must be transmitted in writing to the SB Study Monitor via
the investigator.

5.1.2 Informed Consent

The principals of informed consent in the current edition of the
Declaration of Helsinki (Appendix A) should be impiemented in

each clinical study before protocol-specified procedures are carried
out.

Informed consent will be obtained in accordance with 21 CFR 50.25.

Information should be given in both oral and written form whenever
possible and deemed appropriate by the ERC/IRB. Subjects, their
relatives, guardians or, if necessary, legal representatives must be
given ample opportunity to inquire about details of the study.

The consent form generated by the investigator with the assistance of .

SB, must be approved (along with the protocol) by the ERC/IRB and
be acceptable to SB. Consent forms must be in a language fully

comprehensible to the prospective subject or the subject's legally
authorized representative.

The written consent document will embody the elements of informed
consent as described in the Declaration of Helsinki and will also
comply with local regulations. This form may be read to the subject
or the subject's legally authorized representative, but, in any event,
the investigator shall give either the subject or the representative
adequate opportunity to read it before it is signed.

Consent must be documented either by the subject's dated signature
or by the signature of an independent witness who records the
subject's assent. In either event the signature confirms the consent is
based on information that has been understood. Each subject's
signed informed consent form must be kept on file by the
investigator for possible inspection by Regulatory Authorities and/or
SB professional and Regulatory Compliance persons.

RYAN002820
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5.2 Studv Method

A patient log will be kept of all patients considered for the study including
those not entering the trial. The reasons for excluding patients from the
study will be recorded.

The study will consist of three phases: 1) a screening phase of 7-10 days to
assess the suitability of a patient for inclusion into the trial; 2) an acute
treatment phase of 8 weeks duration in which eligible patients will be
randomly assigned to receive either imipramine, paroxetine or placebo, and
3) an extension phase of 6 months duration during which clinical responders
will be blindly continued on their randomized medication. Non responders
at the end of the 8-week acute period will be withdrawn and treated openly.

Appendix D provides a summary in tabular form of the study procedures
and timings.

5.2.1 Screening Phase

Subjects will initially be screened by telephone. All sites will use
the Screening for Youth Depression. This screen will review
depressive syndrome criteria and major inclusion and exclusion
criteria. Subjects who appear likely to meet the study criteria will be
evaluated promptly thereafter.

Revised Diagnostic assessment will be done using the K-SADS-L with both

24 March 1994 the adolescent and parent(s). The K-SADS-L semi-structured
clinical interview (revised to include present and past psychiatric
disorders) will be administered in the fashion described in the
instructions for that instrument and will be used to assess the
presence or absence of each of the criteria symptoms for depression
including a scale for atypical depression. The parent(s) and the
adolescent are separately interviewed to assess each symptom. The
clinician forms a summary rating based on best overall information
combining all sources. For those symptoms where there is
significant discrepancy between information provided by the
adolescent and information provided by the parent(s), the clinician,
adolescent and parent(s) all sit together and discuss the information
provided by each source and reach a best conclusion.

Overall global functioning will be assessed at the initial interview
using the Child Global Assessment Scale (C-GAS).
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