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Memorandum

To: «Gharlie-Elicker, James Jin, Julie Kilbane, Paul Tiseo, Jane Wu

CcC: Eric Schlackman (memo only)

From: Bill Heydom [ﬁ\/

Date:  October 17, 2001 7
Re: Review of first draft of CIT-MD-18 Study Report

Attached for your review is the first draft of the CIT-MD-18 Study Report. Note that there are a
number of queries included in the text. Please supply any information you have that can assist us in
addressing these queries.

Please review and return comments to me by October 25.

Thank you.
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Forest Laboratories, Inc.
909 Third Avenue
New York, New York 10022

STUDY Report for
Protocol No. CIT-MD-18

Title: A Randomized, Double-Blind, Placebo-Controlled Evaluation of the Safety and
Efficacy of Citalopram in Children and Adolescents with Depression

Abbreviated Title: Citalopram Flexite-BoseStady [oainbriT ])erress'fah

Name of Study Drug: Citalopram BB —_—
Indication: Major Depressive Disorder

Study Phase: III

Initiation Date: 31 Jan 2000

Completion Date: 10 Apr 2001

The study was carried out in compliance with the Internationa! Conference on
~ Harmonization (ICH)-E6 Good Clinical Practice Guideline.
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Confidentiality Statement

This document is the property of Forest Laboratories, Inc., and may not, in full or part,
be passed on, reproduced, published, distributed to any person, or submitted to any
regulatory authority without the express written permission of Forest Laboratories, Inc.
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SYNOPSIS
Name of sponsor/company: Forest Laboratories, Inc.
Title of study: A Randomized, Double-Blind, Placebo-Controlled Evaluation of the Safety and
Efficacy of Citalopram in Children and Adolescents with Depression
Protocol No.: CIT-MD-18
Study period: Development Phase: III
31 Jan 2000 (Date of first enrollment)
10 Apr 2001 (Date of last completion)
Objectives: The primary objective of this study was to evaluate the safety and efficacy of citalopram
(20—40 mg/day) compared with placebo in children (7-11 years) and adolescent (12-17 years)
outpatients with major depressive disorder (MDD).
Study design: Randomized, double-blind, placebo-controlled. multicenter, parallel-group, 2-arm,
flexible¥dose study consisting of a 1-week single-blind placebo lead-in and an 8-week double-blind
treatment phase in pediatric outpatients diagnosed with MDD (DSM-IV criteria).
Number of patients:
One hundred seventy-four (174) patients received at least one dose of double-blind study medication
(safety population).
Study centers: 21 US centers.
List of investigators: A list of mvestigators is presented in Appendix II.
Diagnosis and main criteria for inclusion: Male or female children (7 to 11 years) and adolescent
(12 to 17 years) outpatients, who met DSM-IV critcria for MDD.
Study drug and dosage strength: Citalopram - 20 mg tablets and placebo capsules.
Dosage groups: Citalopram 20 mg/day or citalopram 40 mg/day; placebo.
Mode of administration: All study drugs were administered orally.
Lot numbers: Citalopram - lot nos. XXXXX; placebo - lot no. XXXXX.
Duration of treatment: One week of single-blind placebo treatment and 8 weeks of double-blind

treatment.
1
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Criteria for evaluation:
Efficacy: Primary - Children’s Depression Rating Scale - Revised (CDRS-R).
Secondary — Clinical Global Impression — Severity subscale (CGI-S);
Clinical Global Impression — Improvement subscale (CGI-I);
Children’s Global Assessment Scale (CGAS);
Kiddie Schedule for Affective Disorders and Schizophrenia — Present
(depression module) (K-SADS -P depression module).
Safety: Recording of adverse events (AEs), standard laboratory measurements, physical examination,
vital signs evaluation, and electrocardiograms (ECGs).
Statistical methods:
Patient disposition, demographics, and safety analyses were based on the safety population, which
included all patients who received double-blind treatment.

Efficacy analyses were based on the ITT population, which included all patients in the safety
population who had at least one post-baseline efficacy assessment on the CDRS-R. All tests were two-
-sided with a 5% significance level for main effects and a 10% significance level for interaction terms.
The pnnwr%eff cacy parameter was the change from baseline in CDRS-R score at week 8.
Comparison,of citalopram and placebo were performed using an analysis of covariance (ANCOVA)
additive model w1th tn:atmcnt, smdy centcr. and agc group as factors and baseline score as covariate.

bean tomanbon . ST Ry e S -
AR o TR S T

All secondary efficacy parameters except thc CGI-I score were analyzed using the same ANCOVA
model as for the primary efficacy parameter. A three-way analysis of variance (ANOVA) model was

used for the CGI-I score, si thls pTe;r recor dwmt relanve to baselipe and b%ﬁﬂ:
score is ot applicable. "“"
'uimiﬁﬂfﬁ’! Faﬂw s usindy i-,o'fk H2T) OCF omd observed cafeos (0C) arb)r'baCJL-

Additionabapalyses were performed on the-€GI-I responders defire CGI-I scale improvement

rating of “ve R responders‘defined by a
CDRS-R score z ing for center and age
group was appliey for between treatment co: 1s of CGI-1 and, CDRS-
R responders. Thege analyses were carried out §ising the Last Observation arried Forward ( )

ers and CMH test for

categorical parameter. In\addition to the LOCF approach, the Observed Case (OC) approach was used,
where only observed values\were used for analyses. Week ses were carried'\qut using the LOCF
approach.

Summary — Conclusions:

Patient Dispos:tmn.

onte T : ments 174 patients entered the double-
blind maatment penod and rece:ved study drug, 89 in the cltalopram group and 85 in the placebo group:
Thesc paucnts were mcluclcd in aIl safety and efﬁcacy analyses .

A total of 138 (79%) pauents completed the study, 80%

.th-s&?eirnr'iment-tmk(ﬂ’ﬁpepuhm
of patients in the c1talopram up and 79% of paucnts in the placebo group.
L;cgio a5 um-e.. 7-11 Yeert o7 ga,e. a-L)

Demography: '7'5' ff-hu_-fi WHE o - :7 ){ of 255~ I e c*"ul’ﬂf'm«« S
Demographic characteristics were similar between the treatment groups. sAThe majority of subjects in
both treatment groups were female (53% for citalopram and 54% for placebo) and Caucasian (81% and

Ty R LR R AT/
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73%, respectively).

=

Efficacy results: Hks_ 'gw'\ &g‘:ﬁ. el

Citalopram treatment showed a statistically significant improveme the CDRS-R score as early as
week 1 (p=0.011), which persisted over the entire treatment perfod using the LOCF approach
(p=<0.038). Additionally, the response rate for the CDRS-RTesponders at week 8 for the LOCF
analyses showed a statistically significant ueau;:ﬂ/etf&t in favor of citalopram (p=0.041). Similar

results were observed using the OC scores with the'exception of the week- 8 timepoint. The OC
analyses for this parameter approached statistica! significance at week 8 (p=0.097). All other efficacy
parameters showed a consistent numericalfrend in favor of citalopram treatment, but failed to reach
statistical significance at week 8. dE}zéfor the CGI-I responder score, all other parameters with
evaluations at week 6 reached statitical significance in favor of citalopram treatment at this timepoint.
ese parameters show a marked improvement in the placebo scores at the
week 8-timepoint, suggesting a placebo effect. No explanation is currently available for this
observation. This placebo effect may be, in part, responsible for the lack of statistical significance
in favor of citalopgdm at week 8.

A

Safety results: gm.ﬂ i e

This study show:'c;&é‘ugf c1taloprasx?1%a ¢ and well tolerated in children4nd adolescents with MDD.
Seventy-five (84.3%) patients in the citalopram and 59 (69.4%) patienig’in the placebo group reported
TEAEs. No clinically significant difference in TEAE profile was observed between treatment groups,
between children and adolescents, or between male and female pati€nts receiving citalopram. The most
frequent TEAEs (>8%) in the citalopram group were headache, phinitis, nausea, and abdominal pain. In
the placebo group, headache and pharyngitis were most co nly reported. Three TEAEs with an
incidence of at least twice that observed with placebo vu;:r?ezg ported in the citalopram group: influenza-

The by-visit evaluations for

like symptoms, fatigue, and diarrhea. The most frequent grigoing psychiatric disorders occurring in 3
or more paticnts, were dysthymia and enuresis in the cilglopram group and encopresis and enuresis in -
the placebo group. The majority of TEAEs were mild-‘or moderate in severity in both treatment groups.
No deaths occurred during the study. One serious TEAE (impulsive behavior ) was reported in the
placebo group. Ten patients were discontinued bgCause of TEAEs. The incidence of discontinuation
due to TEAEs was similar between the citalopram (5.6%) and placebo (5.9%) groups. Analysis of
laboratory, vital sign, body weight, and ECG/parameters revealed a low incidence of PCS values for
both treatment groups. The mean change from baseline were small in magnitude and clinically
unremarkable.

The safety findings support the conclusion that citalopram is safe and well tolerated in children and
adolescents with MDD. No new sdfety concerns were identified relative to the safety review of
citalopram in the New Drug Application (NDA) 20-822 or the citalopram package insert. According to
the cftalopram package insert, the most frequent TEAES in adults treated with citalopram were nausea
(21%), dry mouth (20%), s lence (18%), and insomnia (15%) and the only common TEAE )
occurring at twice the incfz::;n of placebo-treated patients was ejaculation disorder in males. This
study showed that in children and adolescents these TEAEs occurred at a frequency of <5.0% except
for nausea (14%). However, headache and rhinitis were reported at a higher frequency in children and
adolescents (19% 14%, respectively) than in adults (<2% and 5%, respectively). Since this study
was conducted in ghildren and adolescents (mean age 12 years) ejaculation disorder was an unlikely
TEAE to occur ih this population, and none was reported. On the other hand influenza-like symptoms,
fatigue, and djarrhea were reported with twice the incidence in children and adolescents treated with
citalopram gompared with children and adolescents treated with placebo. =

- ———

L)

Conclusion: (2o Cpaclins.s a2 6 .
The resultg of this study demonstzate the safety, tolerability, _anw‘:y{f citalopram
in the miee}(o}\@’y;hﬂdnhnd | adolesoets. P

Date of the report: Month DD, YYYY
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1.0 ETHICAL CONSIDERATIONS
1.1 Institutional Review Board (IRB)

The study protocol, the informed consent form, and information sheet advertisements
were approved by Institutional Review Boards (IRBs) at each study center in
conformance with 21 Code of Federal Regulations (CFR), Part 56.

A list of IRBs for this study is provided in Appendix 1.3 Aﬁp"’ ’{

1.2 Ethical Conduct of the Study

The study was conducted in full compliance with Food and Drug Administration (FDA)
guidelines for Good Clinical Practices (GCP) and in accordance with the ethical
principles that have their origins in the Declaration of Helsinki and 21 CFR, Part 56.

1.3 Patient Information and Consent anse.

Patients andéergussdians, after having the study explained to them, gave voluntary ané

written-informed-consent before participating in any study-related procedures. Each P

~patientand/or guardian was provided with a written informed consent statement that

complied with 21 CFR, Parts 50 and 312. Each 'or guardian read, assented

understanding, and signed an instrument of informed consent having had an opportunity

to discuss it with the clinical investigator before signing, and was made aware that he/she- 72—
f’ O,M“ could withdraw from the study at any time.

2.0 INVESTIGATORS

This study was performed at 21 study centers located in the United States. At each
center, the Principal Investigator was responsible for ensuring that the investigation was
conducted according to the signed Investigator Agreement, the protocol, and Good
Clinical Practice guidelines.

A list of investigators, including their affiliations and curricula vitae, are included in

Appendix II. Full financial disclosure was obtained from all investigators and
subinvestigators. -
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3.0 INTRODUCTION

Citalopram is a highly selective serotonin reuptake inhibitor that has minimal or no effect

upon the reuptake of other biogenic amines such as norepinephrine and dopamine (1).

Furthermore, ci alopram has little effect on cholinergic and histaminergic receptors, and
as a result, t}cholmerglc and anti-histaminergic sidedeffects are far less common with

citalopram t:gn{nh tricyclic antidepressants i (1).

Human pharmacological studies indicate that citalopram has a bioavailability of
approximately 80% and is eliminated with a half-life of 35 hours, consistent with a once
daily dosing regimen. With repeated daily administration, citalopram plasma levels
achieve steady-state in one week and show a linear relationship to the dose administered.
Citalopram pharmacokinetics are not influenced by food intake.

The safety and efficacy of citalopram in adults has been established in clinical trials
including over 20,000 citalopram-treated patients. The side effect profile of citalopram at
doses of 20-60 mg/day indicates that citalopram is well tolerated and presents no undue
risk to patients.

The antidepressant efficacy of citalopram in adults has been clearly demonstrated in
placebo-controlled double-blind trials. These trials have demonstrated statistically and
clinically significant improvements relative to placebo for citalopram at doses of
20-60 mg/day. The consistent antidepressant effect of citalopram in placebo-controlled
studies was also seen in subpopulation analyscs of patients categorized by race, gender,
age, and depression characteristics at baseline. In addition, two 6-month, placebo-
controlled continuation studies have shown citalopram to be significantly more effective
than placebo in the prevention of depression relapse.

EM P o7 e e o ep aps

O ove- ﬁv- 7o
C 1taloprarn w-earrcm{y approved for Iﬁ countries
= a5s er. Todate, it has been prescribed for ore- fbom. 3O

-app#eaama%el-y—l% rmlhon panents in chmcal practlce #d&&ﬂed—éeeenp&ea—eﬂhc

Our knowledge about depression in children and adolescents has increased considerably
during the past 20 years, and it has now been demonstrated that depression in childhood
occurs with the same characteristics as in adults (2, 3). During puberty, the frequency of
depression increases markedly (4). Furthermore, the ratio between the sexes inthe
pediatric population is the same as that observed in adults (5). The increasing numbers ---
of children and adolescents suffering from depression have been observed both in family i
studies and in epidemiological studies (6, 7). In addition, the cumulative risk of having = +
depression before 2 certain age has increased successively in younger cohorts (8, 9).

Numerous tricyclic antidepressants, including amitriptyline (10), imipramine (11),
desipramine (12) and nortriptyline (13) have been studied in double-blind trials of
depressed patients under 21 years of age, and none have been found to produce
significantly greater improvement than placebo. In contrast to these trials, a recently
published placebo-controlled study of the selective serotonin uptake inhibitor (SSRI)

-
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fluoxetine in the treatment of pediatric depression (14) demonstrated a significantly
greater improvement in fluoxetine-treated patients compared with placebo-treated
patients.

The present study was designed to evaluate the safety and efficacy of citalopram in child
and adolescent outpatients diagnosed w1th maj or depresswe disorder (MDD) -A-.

4.0 STUDY OBJECTIVES

The primary objective of this study was to evaluate the safety and efficacy of citalopram
(20-40 mg/day) compared with placebo in children (7-11 years) and adolescent

(12-17 years) outpatients with MDD. ~

5.0 INVESTIGATIONAL PLAN

5.1 Study Design and Rationale

The clinical trial was conducted as a randomized, double-blind, placebo-controlled,
multicenter, parallel-group, 2-arm, flexibleXdose study comparing citalopram
(20-40 mg/day) with placebo in pediatric butpatients diagnosed with MDD (Diagnostic
and Stahsncal Manual of Mcntal DlSOI’dCl‘S, Fourth Edition [DSM-1V] criteria). Ifat-the-
= ; BTe: tigator-felt-that-the-therapeutiesesponse=
Auasmmﬁamgund-the-patwmﬂ:dmwxpm%oseﬂmmgaﬂvmmm
«(AEs)sthe-dese-gould.have-beerrmeredsed (fom20mg/day-to40-mgfday. The study
population was to be equally stratified between children (ages 7 to 11) and adolescents
(ages 12 to 17). A total of 160 patients were to be randomized in a 1:1 ratio to double-
blind treatment. The study consisted of a 1-week, sin e-blmd placgbo lead-in period
followed by an 8-week double-blind treatment period, S to ion of thestudy..

——wpe 9 weeks. dwﬂﬂ'Lg‘ d "

The study involved\a total of seven clinic visits: Esmcreenm& baseline, and at the end of
Meeks 1,2, 4 6 and 8)\ The diagnosis of MDD was io-be-confirmed-atthe boetd o
1me

: iddie Schedule for Affective Disorders and Schizophrenia-
oF gc)—""’"",} Present and Lifetime*(K-SADS-PL)) The primary efficacy evaluation (Children’s
Depressmn Ratmg Scale—Rewsed) was teube conducted at each clinic visit,beginning-vith

Patients who completed this study were eligible to participate in a 24-week open-label

extension study. _ H \
Detailed descriptions of each study visit and the schedule of evaluations can be found in -

Section 5.5. The protocol for this study is provided in Appendix 1.1, and a sample case

report form (CRF) is provided in Appendix 1.2. y

The safety and effccuveness of cltalopram have not been established in pcdlatnc patlents

op—ad,u’r Wﬁaﬁﬁd's‘ /s /f

potiots uuie/;z(ywef o;,&- nr 5 pacefore ﬂhﬁﬂ‘w-g
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Spressio fﬁe current study was conducted to assess the
¢ treatment of childhood depression.

Loess-1n t
A

i ave been identified in adult populatichs at daily dosés of 20 to p@r/ng
e daily dose rapgé of 20 to 40 mg.ehosen for the peffrent st;c;ry)s’based on
profiles obtain m clinical studt€s in adults ell as post-prarketing

the s

in ation.

5.2 Selection of Study Population
5.2.1 Inclusion Criteria

To be included in the study, patients had to satisfy all of the following criteria:

1. Male or female outpatient between 7 and 17 years of age;

2. The patient must have met DSM-IV diagnostic criteria for MDD. The duration of the
current major depressive episode must have been at least 4 weeks at the baseline visit;

3. Patient must have had a Children’s Depression Rating Scale-Revised (CDRS-R) score of 40
or greater at both the screening and baseline visits;

4, Physical examination, laboratory tests and electrocardiogram (ECG) results must have been
normal at screening, or if abnormal, must have been deemed clinically insignificant by the
investigator and documented in the CRF as such;

5. Female patients of childbearing potential must have had negative serum human chorionic
gonadotropin (B-HCG) test results at screening;

6. Prior to the conduct of any study-specific procedures, the patient must have provided assent
to participation and the parent or legal guardian must have provided written inform
consent; :

7. Patients must have been able to speak, read, and understand English sufficiently to
understand the nature of the study and to allow completion of all study assessments;

8. A parent or caregiver &y capable of providing information about the patient’s condition —
must have agreed to accompany the patient to all clinic visits. j .

L
5.2.2 Exclusion Criteria
Patients who met any of the following criteria were disqualified: from participation in the
study:
1. Patients with any primary psychiatric diagnosis other than MDD; ,
Draft October 13, 200T
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2. Patients who met DSM-IV criteria for attention deficit-hyperactivity disorder, posttraumatic
stress disorder, bipolar disorder, pervasive developmental disorder, mental retardation,
conduct disorder or oppositional defiant disorder;

3. Patients with any psychotic features;

4. Patients with any personality disorder of sufficient severity to mterfere with participation in
the study;

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

6. Patients who tested positive for alcohol or any other prohibited medication on the urine
drug screen collected at the screening visit;

7. A history of anorexia nervosa or bulimia within the past year;
8. Females who were pregnant or breast feeding;

9. Females of childbearing potentlal who were not practicing, or not willing to practice, a
reliable method of birth control;

10. Patients with a medical condition that might have interfered with the conduct of the study,
confounded interpretation of the study results, or endangered the patient’s well-being.
Patients with evidence or history of malignancy (other than excised basal cell carcinorna) or
any significant hematological, endocrine, cardiovascular (including any rhythm disorder),
neurological, respiratory, renal, hepatic, or gastrointestinal disease. (If there was a history
of such disease, but the condition had been stable for more than 1 year and was judged by
the investigator not to interfere with the patient’s participation in the study, the patient may
have been included, with the documented approval of the Medical Monitor);

11. Patients with a history of seizure;

12. Patients who had been treated with any antidepressant or anxiolytic medication within
2 weeks of the baseline visit (4 weeks for fluoxetine);

13. Patients who had been treated with any neuroleptic or stimulant (e.g., methylphenidate)
within 6 months prior to the screening visit;

14. Patients who required concomitant treatment with any psychotropic drug (except zolpldcm

for sleep), or any drug with a psychotropic component £&ssesdsppendneit;
fmkﬂL )

15. Patients who requir conconntant treatment with any %nptlon or ovcr-the-counter

13 .

medications that were jelassified-as<snot=allow®@” by tks protocol (see Appendix U) ™

‘i
J
H

16. Patients who had been in a previous investigational study ofcitalopram;

17. Patients who had received treatment with any investigational drug within 30 days or 5 half
lives (whichever was longer), prior to study entry;

-

~
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18. Patients with a history of hypersensitivity reaction to citalopram M or other SSRIs;

19. Patients who had previously failed to respond to an adequate trial of citalopram or to
adequate trials of two other SSRIs;

20. Patients who had initiated psychotherapy or behavior therapy within 3 months prior to the
screening visit, or who planned to inititate or change such therapies during the course of the
study;

21. Patients who were unable to swallow tablets;

22. Patients who were considered a suicide risk (active suicidal ideations), who had made a
serious suicide attempt within the past year, or who had ever been hospitalized becausc of a
suicide attempt;

23. Patients who, in the investigator’s opinion, might not have been suitable for the study.

53 Treatments

Sl Identity of Investigational Products

Citalopram (20 mg) and placebo medication were supplied by Forest Laboratories, Inc.
(New York, NY) as film-coated, white tablets of identical appearance. For the single-
blind lead-in period, patients were to be supplied with placebo tablets only. For the
double-blind treatment period, identically appearing tablets contained either 20 mg of
citalopram or placebo. Medication was supplied in bottles containing either 10 tablets &%

the-lead-in-and the-first-4-wecksofdouble=blind-treatment, or 40 tablets forthesemaining.
Y-wecksofthetreatment-perod.

All study medication bottles were labeled with the protocol number, visit number,

instructions to take tablﬂ.;s as directed, and storage and warning information. \
Additionally, bottles figg double-blind medication were labeled with a patient number.

Prior t6 dispensing the medication, the investigator wrote the patient’s initials, the centér

number, and the date on the label. Study medication was kept in an appropriate, secure

area. All drug supplies were stored at controlled room temperature, 59°F - 86°F

(15°C - 30°C), and protected from heat and moisture.

The lot numbers, dosage strengths, and expiry dates of the citalopram and the
corresponding placebo tablets used in this trial are shown in Panel 1. ¢

Draji ] Ociober 13, 2001
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Panel 1. Study Drug Lot Numbers

o cxpy = - = G s e : S

i_iStuvd_y I-erdicaticln | Dosage Streu?t.l-lqi ] “a-psu':iltl:d Tap ﬁ,“i— Lot No. ‘ Expiry Date* ;

; Citalopram E 20 mg _' / ; ) 1
Placcbo : NA ’ I‘ - i ” i

. TSI F AN W | - I —

% Based on 12 month stability data.

[Forest, please provide missing information for Panel 1.]

532 Method of Assigning Patients to Treatment Groups

Each study site was provided with double-blind drug supplies corresponding to two
different sequences of patient numbers. Patients between 7 and 11 years of age were
sequentially assigned numbers between 101 and 299. Patients between 12 and 17 years
of age were sequentially assigned numbers between 501 and 699.

Appendix IV provides the randomization scheme and codes.

533 Dosmg Regimen

The dosmg regimen is presented in Panel 2. Patients who met all of the eligibility criteria
at screening were dispensed one bottle containing 10 placebo tablets prior to departing
from the clinic. Patients were instructed to take one tablet each evening until they
returned 1 week later for the baseline visit.

Patients who met all of the eligibility criteria at the end of the single-blind lead-in period
baseline visit) were assigned a randomization number and dispensed the corresponding
botile)f study medication for week 1 of double-blind treatment. Patients were instructed
ARG to take one tablet each eveni g, begmmng on the day that the study medication was
dispensed. (Dosing may-hie subSeguentiy-boen switched to the moming if preferred.)
In accordance with their asmgned trcaunent pancnts e wed e ‘t‘l:ione placebo tablet or
one tablet of 20 mg c1ta10pram,f-

L
At the end of the weel%l and weel*é visits, patients were disperised oné bottle containing
"40 tablets of either placebo or active (20 mg citalo medication. Patients who
exhibited a satisfactory therapeutic response by the, weekxd visit wergito continue taking
one tablet of medication daily. However, if at th;ﬁeek}(ti visit (or pf anytime thereafter),

4 A

Drajt j ~Uctober I3, 2001
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3.

5.4 Prioriand C ncomltant Therapy
A medication historyjwas to be obtained from the patient at the time of screening. ke

.‘ ol e

In addmon any subsequent

(Appendix 1.1) provides a list of drugs that were allo d and notMllowed as concomitant
medications femthisstadya In addition, patients were Wmstructed to abstain from
alcohol during th&study.

5.5 Study Procedures during e ;c.f.u,.,, ol fql‘,
Panel 3 presents the study procédures conducted at the screeningand baseline visits gnd

throughout the double-blind treatment period. A copy of thc CRT is provided in
Appendix 1.2.

]
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Panel 3. Study Flow Chart of Procedures and Determinations

s — — - p— i i

| | Double-Blind Treatment: End of Week

' Visit Name ' Screen | Baseline | 1 | . 2 |4 T 6 ' 8

i
¥
S

— i ——— ——— L m——

. : ( 4
| Visit Number | I 4 5 | 6 L A
: : i

i

1
= = !
| ASSESSMENT i

" Info i : ; ST T

, Informed Consent [

!_Inclusion / Exclusion
I Criteria I
Medical History —
Psychiatric Ilistory

! Physical Exam (with
* ECG)

i Laboratory Evaluations

| Analytical Sample : |

H8 PENEECS (e

i

e T R

T I - B

o e e e e

Pregnancy Test i

| Urine Drug Screen

| Vital Signs
| Diagnostic Evaluation
| (K-SADS-PL)

| Primary Efficacy
i Evaluation: CDRS-R

| CGL-S X X | X

>
4
b

bR I B R
»

| CGLI i X

R

i CGAS

" K-SADS-P I
! (depression module) |

; Drug Dispensed

”
ET T B B

" Concomitant Medications X X | x | x X

x!x X

>
E R -

e

X

i

;

X A - |

i |
| Adverse Events \ I
| Final Evaluation® | : X

i i3

* The final evaluation, including all prbcedures scheduled for the end of week 8, was to be conducted i
at the end of week 8 for patienis who completed the study or at the time a patient discontinued from = ,’
the study.,

>
"
>

5.5.1 Screening Visit (Visit 1) Y

The placebo screening phase was used for evaluation of potential study patients for
inclusion in the study. At the screening visit, study procedures were reviewed with the
patient and guardian and documentation of informed consent was obtained. The

-

-
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following data were collected and procedures were performed at the screening visit. See
efficacy and safety measurements in Sections 5.5.5 and 5.5.6 for detailed descriptions of
each parameter.

1. Psychiatric and medical history;
& Geneustliagnostic interview (K-SADS-PL);
Lf. Review Concomitant medications;

Ao Perform ﬂly:;ical examination (including ECG, height and vital signs);
inclidicg, > el wrL
olev
s

3. Obtain blood sample-for Jaboratory determinations (and -HOG i applicable);

7. Assesseirgtbtitty-wia kvlew of inclusion/exclusion criteria.

Eligible patients were dispensed single-blind placebo tablets. Results from the laboratory
and ECG evaluations were reviewed during the 1-week single-blind placebo lead-in ‘?

phase. e '
5.5.2 Baseline Visit (Visit 2) siwglo- é"‘[:;i'uﬁm .

The baseline visit was used to determine whether patients were eligible to coxtinue into
the double-blind treatment phase of the study. Baseline efficacy assessments Were
obtained for the CDRS-R, Clinical Global Impressions —Severity (CGI-S), Kid
Schedule for Affective Disorders and Schizophrenia — Present (K-SADS-P) depr
module and Children’s Global Assessment Scale (CGAS), aed ffrug accountabili
-assessed. Vital signs were measured and AEs and concomitant medication use wére
recorded.

-
If patients were determined to be eligible to continue into the double-blind phase, they
were assigned the next available randomization number, in ascending se}gintial order,

and were dispensed the corresponding double-blind study medication the Bt
welc o{ -i:hwfp W A ~

5.5.3 Double-Blind Study Visits (Visits 3 to 8)
After the baseline visit at the end of the placebo lead-in, study visits were conducted after ,
1, 2, 4, 6, and 8 weeks of double-blind treatment. The following procedures were i

performed at each visit: ed

ion

1. €&heek Vital signs;

LT

2. Review concomitant medications;

. Review AEs;

Drafi : Uctober 13, 2001
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4. Amsass E-ug accountability;
CDRS-!%( , CeI-S, ol CCTX,

1 =S, Climi fon =

5.
—Improvemens[CGLRY

Additionally, at the end of week 4 (Visit 5) the CGAS was assessed. Patients returned
prewously dispensed bottles of double-blind study medication and, except at the final
VlS{tJ were dlspcnsed new bottles of double-blind study medlcauon &dd*&enai-l-y—ﬁ-waﬂ-

Mméﬂn&nmmrﬂccrem%@ Tlu: [‘ullowmg addmonal assessments were
made at the final visit (end of week 8):

[Zec
1. Physical examination includin a witet=srene and height;

2. Laboratory determinations;
4. Plasma sample for determination of citalopramend-priarFartabotite

concentrations;

S.-Conduet—primary'emt?ac—revahmﬁm-(gnp.s-ﬂ-)—

All patients Wi
consisted o

5.5.% Diagnostic Assessment ’Ih, Q\u K-W Se FL

The K-SADS-PL is a semi-structured diagnostic interview that assesses the major

diagnostic criteria relevant to psychiatrig disorders in children and adolescents, including

depression. It evaluates both past and nt episodes and was used in this study to 4

establish that the paticn?mept’ DSM-1Y criteria for MDD .durimg-tiie¢preseniepisede, and } '

to rule out other psychiatric diagnoses. | Fhisdfagnestre-intervtew was administered at thc
screening visit only.

5.5.5 Efficacy Measurements £
The following instruments were used to assess efficacy (see Panel 3). To ensure the
sensitivity and reliability of the assessments, the same Investigator (clinician) was to
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assess a particular patient at each evaluation. Efficacy ratings were not to be
administered if the patient was not accompanied by the identified parent or caregiver.

5551 Primary Efficacy Measure

The CDRS-R is a semi-structured, clinician-rated instrument designed for use with
children and adolescents between the ages of 6-17 years. It contains 17 ordinally scaled
items that evaluate the presence and severity of symptoms commonly associated with
depression in childhood. A total CDRS-R score > 40 is consistent with a diagnosis of a
MDD s#tth-grseore-fromr+7to~13- The CDRS-R was administered at all clinic visits,
including screening, and was administered separately to both the patient and the
identified parent or caregiver.

5552 Secondary Efficacy Measures

55521 Clinical Global Impression«Sevesity-Subscalem

At baseline, and at each visit after baseline, global severity was assessed on a scale of
lto7.

Global lmprovement was assessed at each clinic visit followmg the baseline visit.
Improvement was assessed on a 7-point Lichert scale which is anchored at a score of

4 (no change) and with a score of 1 correlating with “very much improved” and a score
of 7 correlating with “very much worse.”

5.5.5.24~" Kiddic Schedule for Affcctwe DlSOI‘dElb and Schizophrenia-Present
(depression module) N + fo Qi{ K-—Jqp_;‘ FPL a)mw‘sw

wrpol
The K-SADS-P depression modulejwas completed atb clmc and at Study t fiohto >

evaluate response to treatment.

5552 3 Children’s Global Assessment Scale

The CGAS was completed at baseline, the end of week 4, and at study termination to
evaluate overall functioning.

5.5.6 Safety Measurements

Patients were seen by a physician at every visit and the evaluation documented. The
following evaluations were performed at the designated visits (see Sections 5.5.1-3 for a
detailed description of when each measurement was performed):

or % e‘f"‘ u“"‘“ﬁ%)
5.5.6.1 Adverse fw" ‘s

Reports of AEs were cfllected after-general-guestianing at all study visits, or during any. /
contact with a patient{subsequent to the first administration of single-blind study
medication. An AE was defined as any unfavorable and unintended sign, symptom, or
disease temporally associated with the use of study medication, whether or not

considered related to study medication. £
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