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Memorandum 

To: d3barlie~i~, James lin. Julie Kilbane, Paul Tiseo,'Jane Wu 

cc: Eric Schlackrnan (memo only) 

From: Bill Heydom ~ 
Date: October 17,2001 .f' 

Re: Review of firsl draft of CIT -MD- 18 Study Report 

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

Please review and return comments 10 me by October 25. 

Thank you. 
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Criteria for evaluation: 
Efficacy: Primary. Children's Depression Rating Scale - Revised (CORS-R). 

Secondary - Clinical Global Impression - Severity subscale (COl-S); 
Clinical Global Impression- Improvement subscale (CGI-I); 
Children '5 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, 
vi tal signs evaluation. and electrocardiograms (ECGs). 
Statistical methods: 
Patient disposition, demographics, and safety analyses were based on the safety population. which 
included aLi pauents who received double-blind trealment 

Efficacy analyses were based on the 111 population, which included all patients in the safety 
population who bad at leasl one post-baseline efficacy assessment on the CDRS-R. All tests were two­

."ide<! with a 5% significance level for mnin effects and a 10% significance level for interaction terms. 

The primar; efficacy parameter was the change frnm ha!>t'; line in CDRS-R score at week 8. 
C.ompariso~of citalopram and placebo were performed using an analysis of covariance (ANCOVA) 
additive m~el with treatment, study center, and age group as factors and baseline score as covariale, 
+he!l alues COl bc,weeli-UeatmefiL compm hOllS, die diffcICiiees in least squaiCs means betweeli 

b'eabseai gwups, and theil !}3% corihdencc: hne,;als me present't.;:::· :::::~:::::::1 

E;n:!,'ii~$~?,~~~:er~~-~Hhe--
AU secondary efficacy parameters except the CGI-! score were analyzed using the same ANCOV A 
model a!> for Ihe primary efficacy parameter. A three-way analysis of vllI'iancc (ANOVA) model was 

used for the CGI-I score, s~· this PaIJme;e,r records .. ~~~:.E.cnt relative to basefute and ~Iine 
score iSJl:otapplicable. A .+r;:..~ d. vrr,.f- ~;o,"""n;: ~ ~ ~ ~ 
,.II "-itiCAd1 fH""" , tL';~J /,of\...~!.R.! I-OCF "",J. obs...~ ~ (OC) 
Addition rua(yses were perfonned on the- I-I responders defm1!'cr~CGI-I scale ~rovemenl 
rating of"ve much improvement" or "much provement" and the CDRS..R responders Qefmed by a 
CDRS-R score f.s: 28. The Cochran-Mantel- enszel (CMH) test contrail ' for cenler atfii age 
group was applie for between treatment comp 'son with respect to the n rs ofCGI-1 an CDRS-
R responders. Th e analyses were carried out sing the Last Observation arried Forward (L ) 
approach at week 8. 

/" 

ses were carried out for prima:ry, secondary, and dditional efficacy 
ANCOVA or ANOVA m eIs for continuous pa ters and CMH lest for 

categorical parameter. ddition to the LOCF approa the Observed Case ( 
where only observed value were used for analyses. Week: 
a roach, 
Summary - Conclusions: 
Patient Disposition: 
A total of1?l patieftts .. Cit .andond!C ? dO"h\- II j t. ) 174 patients entered the double­
blind trealment period and reeeived study drug, 89 in the citalopram group and 85 in the placebo group: 
These patients were included in all safety and efficacy analyses. Sf die 118 patients ... ndolllizcd 10 
"SliMe blh,d heatRup', a Fatienb ill diC citaloPldlil g:6up wCie lost to fo+lol'l IIp ami are !lst i:eGlud 
.thy 5a~ Ij .11 intenl 'i treat (I i i ) p6J1k1lalioii. A lotal of 138 (79%) patients completcd the study, 80% 
of patients in the citalopram v.oup and 19% of patients in p!e p'lacebo gro~, tJ-.t!l 

,".jt.. f~ ~, 3fl' ("""""ifr ,,-. 7-" J«.rS "7 d-'" 
D,mog"phy, '{> r~' ~ " -/1 >'~ "6 ~ - /k 1U-- dtd.""...-.... <r'"'i 
Demographic charactenstics were similar between the treatment groupsAThe majority of subjects in 
both treatment groups were female (53% for citalopram and 54% forpf3cebo) and CaUClUian (81% and 

'l>e" ' W¥ 7- 11 t: ~J'- ¥y 

~'~z-~JL1 ' i~ ~ ~oa:~J uraJr 

.. cA . 

/ , 
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73%, respectively). Medn age in bod! UeatiiiCliL gl e~ps was ' 2 )'4!afs. 

Efficacy results: ~ ~ ~r... ~JL 
Cilalopram treatment showed a statistically significant improveme the CDRS·R score as early as 
week I (p-O.O II), which persisted over the entire trcattnenl 'Od using the LOCF approach 
(pSO.038). Additionally, the response rate for the CORSo responders al week 8 for the LOCF 
analyses showed a statistically significant rreaEen, e fi ct in favor of citaiopram (p=O.04 1). Similar 
results were observed using lhe OC scores with c:tception of the week- 8 timepoint. The DC 
analyses for Ihis parameter approached stalisp al significance at week 8 (p= 0.097). All other efficacy 
parameters showed a consistent QUEenc I-tTcnd in favor of citalopram treattnent, but failed to reach 
statistical significance at week 8. E pi for the eGI-J responder score, all other parameters with 
evaluations al week 6 reached s stical significance in favor of citaiopram treatment al this timepoint. 
The by-visit evaluations for esc parameters show a marked improvement in the placebo scores at the 
week 8-limepoUlt, sugge ng a placebo effect. No explanation is currently available for this 
observation. This la placebo effect may be, in pan, responsible for the lack of statistical significance 
in favor of cilalop' 11 at week 8. 

Safety results: ~~ ~ $e..l1ol..o. ~ 
This study showed that cltalopram \va$jsaIe and well tolerated in childre d adolescents with MDD. 
Seventy-five (84 .3%) patients in the citalopram and 59 (69.4%) patien lD the placebo group reported 
TEAEs. No clinically significant difference in TEAE profile was 0 rved between treatment groups, 
between children and adolescents, or between male and female pap nts receiving citaiopram. 1be most 
frequent TEAEs (>8%) in the citalopram group were headache}Jlinitis, nausea, and abdominal pain. In 
the placebo group, headache and pharyngitis were most comn)lmly reported. Three TEAEs with an 
incidence of at least twice that observed with placebo were }e'ported in the citalopram group: influenza... 
like symptoms. fatigue, and diarrhea. The most freque~t going psychiatric disorders occurring in 3 
or more patients, were dysthymia and enuresis in the Cil' opram group and encopresis and enuresis in . 
the placebo group. The majority ofTEAEs were mild· r moderate in severity in both treabnent groups. 
No deaths occurred during the study. One serious tEAE (impulsive behavior) was reported in the 
placebo group. Ten patients were discontinued b use of TEAEs. The incidence of discontinuation 
due 10 TEAEs was similar between the citalop (5.6%) and placebo (5.9%) groups. Analysis of 
laboratory, vital sign, body weight, and EC arameters revealed a low incidence of PCS values for 
both treatment groups. The mean change am baseline were small in magnitude and clinically 
unremarkable. 

The safety fmdings support the co~ slon thai citalopram is safe and well tolerated in children and 
adolescents with MDD. No new fety concerns were identified relative 10 the safety review of 
citalopram in the New Drug App icalion (NDA) 20·822 or the cilalopram package insert. According to 
the cftilopram package inseryn~ most frequent TEAEs in adults treated with citalopram were nausea 
(21%), dry mouth (20%).;;:0 oleoce (18%). and insomnia (15%) and the only common TEAE . 
occurring at twice the inci nee of placebo-treated patieots was ejaculation disorder in males. This 
study showed that in c ' en and adolescents these TEAEs occurred al a frequency of <5 .0% except 
for nausea (14%). Ho ever, headache and rhi.n.ilis were reported at a higher frequency in children and 
adolescents (l90k a 14%. r~tively) than in adults (<2% and 5%, respectively). Since tbis study 
was conducted in 'Idren and adolescents (meaD age 12 years) ejaculation disorder was an unlikely 
TEAE to occur' this population, and none was reported. On the other hand influenza-like symptoms, 
fatigue, and ea were reported with twice the incidence in children and adolescents treated with 
citalopram mpared with children and adolescents treated with placebo. .... 

Conclusion: ~ca,.....c.L,.,r..o....1t' ~ __ __ .. _ rY""" _ _ h 
The resul't~~_this study demons..n!..e the safety, toLerabili~3J1rranti.dep~cy""ofci lalopram 
in the trea~{o~hifdren")n~ents. ,; 

Date orthe report: Month DO, YYYY 

Dra}t October 15, 2VUJ 
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\.0 ETHICAL CONSIDERATIONS 

1.1 Institutional Review Board (IRB) 

Page I 

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

bJ.--7 
• 

A list ofIRBs for this study is provided in Appendix 1.3 

1.2 Ethica l 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 ofHe!sinki and 21 CFR, Part 56. 

1.3 Patient Information and Consent ~ 
Patients anQ/: S iiftHs, after having the study explained to them, gave volun~ary...aAC- . .J,.. 

,,'FiU9R iftfeHRe" 98R6i1At before participating in any study-related procedures. Each r~ 
_pioti8ftt asS/or guardian was provided with a writte • .E!~ed consent statement that 
complied with 21 CFR, Parts 50 and 312. Each-ra~or guardian read, assented 
understanding, and signed an instrument of infonned consent having had an opportunity 
to discuss it with the clinical investigator before signing, ·and was made aware that hil leR& -1U-

f""'~ could withdraw from the study at any time. 

CON FIDENTIAL 

2.0 INVESTIGATORS 
This study was performed at 21 study centers located in the United States. At each 
center, the frincipal 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 ll. Full financial disclosure was obtained from all investigators and 
subinvestigators . . 

f 
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3.0 INTRODUCTION 

Pagel 

Citaiopram 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). 
Furthennore. ~opram has little effect on cholinergic~d histaminergic receptors, and 
as a result, an.t~nplinergic and anti -histaminergic sidf't'fffects are far less common wi th 
citalopram th~th tricyclic antidepressants ~J (1). 

Human phannacological studies indicate that citalopram has a bioavailability of 
approximately 80% and is eliminated with a half-life of35 hours, consistent with a once 
daily dosing regimen. With repeated daily adminislration. citalopram plasma levels 
achieve steady-state in one week and show a linear relationship to the dose administered. 
Citalopram phannacokinetics are ~ot influenced by food intake. 

The safety and efficacy of citalopram in adults has been established in clinical trials 
including over 20,000 citaJopram-treated patients. The side effect profile of citaiopram at 
doses of20-60 mg/day indicates that citalopram is well tolerated and presents no undue 
risk to patients. 

The antidepressant efficacy of citalopram in adults bas 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 citaioprarn in placebo-controlled 
studies was also seen in subpopulntion analyses of patients categorized by race, gender, 
age, and depression characteristics at baseline. In addition, two 6-month, placebo­
contro lled continuation sludit::s have shown citalopram to be significantly more effective 
thaD' placebo in the prevention of depression relapse. 

Citalopram is etiIlcntly approved for ~ftg in countries fQr tb~ A=eatmeHt sf i"llil 
Iwo...... -/1.i. ~ ..., ~'''':''f-- /!...... 70 

dqmrssish A. dCpFi!Ssien Mla. pam q lIt. To ate, it has been prescribed for M.()Y"'L ft.-.. ~o 
apr :,Iiraatsly 12 million patients in clinical practice. A detaileEi Eiss:Fiptisn efthc 

..cheFftistry, "ftaiiuacologj, efficaCY, ancrsat'!ty 61 ciLalopram is ptu;ided in the 
IH.estigatot S Brochure dild Package hlSm!. {FOIst; is 12 Blillion.".s-fill--ttte-eoHe~ 
onwbtw1] " . . 

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). Furthennore, the ratio behvccn the sexes in the . 
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 ! 
studies and in epidemiological studies (6, 7). In addition, the cumulative risk of having ~ i 
depression before a certain age has increased successively in younger cohorts (8, 9). 

Numerous tricyclic antidepressants, including amitriptyline (lO),)mipramine (II), 
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) 

ura)1 OCtober /J, 2001 
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fluoxetine in the treatment of pediatric depression (1 4) 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 d iagnosed with major depressive disorder (MDD). -A-. 

,-SYRlfflftfj urtlle avaI lable safety and efficacy datu SR ci t alg~[alii neallficm Iii childlCIi and 
-edole13eents Can be found 10 the hIVcsligato/s BiOChtt~ 

4.0 STUDY OBJECfIVES 
The pnm<lry objective of this study was to evaluate the safety and efficacy of citalopram 
(20-40 mg/day) compared with placebo in children (7-1 1 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-ann, flexib~ose study comparing citalopram 
(20-40 mglday) with placebo in pecliatric outpatients diagnosed with MDD (Diagnostic 
and Statistical Manual of Mental Disorders, Fourth Edition [DSM-N] criteria). If at Hie 
Week 1 ' isit (Sl at rutytimc tlleteaitEi), tfre lIiYCSliguter--felt"thaHhe-therapett*i&feSpGnse­
"'as not satisfactory aRd4h&patient-di&not"eXptm'efit~ose4imifing~Be"events--

. ('rii,j,.!i!e-<I&80-00l,ld b",o ~een"incre~_!Ii<I&)""'_gtd"Y. 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 I-week, singl~:.b!ind p~o lead-in period 
foUowed by an 8-week double-blind treaunent periOd)~tota~UTa\ion of the ShIrl)' 

--. ... fIIOl. 9 weeks. J.J..,<Ik~t~ ~ k.-
The study involv~otal of seven clinic Visits~~e~g, baseline, and at the end of 

CONFIDENTIAL 

weeks I , 2, 4, 6 and 8 The diagnosis of"MIlD - was ts 138 eesfiA!1iea at the L oil "" 
/.' .. . ~ddie Schedule for Affective Disorders and Schizophrenia- . 

Present and Lifetime (K·SADS-PL The primary efficacy evaluation (Children's 
Depression Rating Scale· Revised) was ~ conducted at each clinic visi~begi;:u:YRg " itk 
ti:le ee.ccttiug 'isi t A blogs saHl:f)le fer ti:ls fBBastlieIlIehl orsteadj-slate clUdoplam 

.roDer-sa-aligns jn plasma ",as to be taken at the end of me week 8 .. isit. ... 

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

, 
i " , 

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. I 

The safety and effectiveness of citalopram have not been established in pediatric patients. 
Since c1,ildh,od dep~r.T 'W'n 'h';r;'1croc:c"r,.Y}·~he-sante"CI""acteristi ... as i",.., L 
~ 1, ""'- ~I<!' e ' ""-"1 -Io~J.' C 0/ cdokf'T'V- ;, -I'<-~ 
.p.. o.M+ ~ fq,~, If-! is /'kta,. {"jJ ~I ,~ tk ~ ~ 
~£!..,<4< ~ I i' (f~ ",( ~. If 11 PA-p...,. ''''r-kwr 

'""iiJ~~l'J5 c;:::;Q "'~'"'7 .b'/. ~f.;;L~ it >;tS{;;;.;;Jj!,C25!JI 2001 
~ r--- "/f..;' r~. 
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since depression' creases mark 11 during pube I here is a pre 
for a e and effective t tment for chi ood and adole nt depressio 
r ot trials of select" serotonin upt e inhibitors i e treatment of ed.iatric 
epression have onstTated pro 'sing results. ed on the effi cy ofcitalopram in 

'fftilhcatJneut ~sienrJiie cu~ent study was ,conducted to assess the 
safety and eff ..... ~ •• ~~ _ In t e treatment of childhood depreSSion. 

"-
No safety issu ave been identi in adult papula iobs at daily d 0[20 to ~g 
citalopra e daily dose ra e 0[20 to 40 m osen for the rrent study)s"based on 
the s profiles obtaine om clinical stu' in adults ell as post-~keting 
to 

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 bad a Children's Depression Rating Scale·Revised (CDRS-R) score of ~O 
or greater at both the screening and baseline visits; 

4. Physical examination. laboratory tests and electrocardiogram (ECG) results must have heen 
nonnal at screening, or if ahnonnal, 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 (I3-HCG) test results at screening; 

6. PIj9r to the conduct of any study.specific procedures, the patient must have provid~d assent 
to participation and' the parent or legal guardian must have provided. wrinen infonned 
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~capablc of providing infonnation about the patient's condftion -/ 
must have agreed to accompany the patient to all clinic visits. . j . , 

5.2.2 Exclusion Criteria 
Patients who met any of the following criteria were disqualifie<} from participation in the 
snldy: 

1. Patients with any primary psychiatric diagnosis other than MDD; 
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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 interfere 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 potential 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 ofthe study results, or endangered the patient's well-being. 
Patients with evidence or history of malignancy (other than excised basal cell· carcinoma) 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); 

II. 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) 
wi~ 6 months prior to the screening visit; 

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

for sleep), or any dru~g ~l~ WYChOtropiC component t=mr*fp cnaiR It?"; ;;. J" --

15. Pati~nts.who requir conc~mitant ~eatment with any ~ription or over.the-.c0unte~ 
medicatIOns that were e1"'I R.~ os ...... ___ by 11M protocol (see Appendix V ); _______ 

,< 

16. Patients wbo had been in a previous investigational study of;citalopram; 

17. Patients who had received treatment with any investigational drug within 30 days or 5 balf 
lives (whichever was longer), prior to study enlry; 
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18. Patients with a history of hypersensitivity reaction to citalopram fiP;11/Jor other SSRIs; 

19. Patients who had previous ly fai led 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 swaUow tablets; 

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

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

5.3 Treatmenlill 

5.3.1 Identity of Tllvestigational Products 
Citalopram (20 mg) and placebo medication were supplied by Forest Laboratories, Inc. 
(New York, NY) as film4 coated, white tablets of identical appearance. Fur the single­
blind lead-in period, patients were to be supplied with placebo tablets only. For the 
doublc~blind treatment period, identically appearing tablets contained either 20 mg o f 
citalopram or p lacebo. Medication was supplied in bottles containing either 10 tablets:& 
the leae ill aRd tAc Hrst 1 'ICekS ufduuble4 blilld heat! ent. or 40 tablets for lAI! RJma~ 
4 .; eeks of the h eatment.peFied. 

All study medication bottles were labeled with the protocol number, visit number, 
instructions to take tablef.' as directed, and storage and warning infonnation. 
Additionally, bottles &0i~ouble-blind medication were labeled with a patient number. 
Prior todispensing the medication, the investigator wrote the patient's initials, the center 
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. I ' 

~ / 
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Panel 1. Study Drug Lot Numbers 

Page 7 

~;u'd'y ~edication i Dosage S"treng; ~ _. ·apt~~d~i~-.:erig~~;~~: Oil!i i EXPir; Dat~~ 
.. -- -- I --- ---1 - --- - --, - ------ --- -------l 

t Citalopram I 20mg ___ _ : . . /-__ • _ _ ;_ .___ _ _1 ___ ___ , 
: Placebo ~~~ _ _ ._~ ______ __ ~_. _ _ ____ L . ___ ._! 

• Based on 12 month stability data. 

[Forest, please provide missing information for PaDe11.] 

5.3.2 Method of Assignillg Patients to Treatmettl 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 10 1 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. 

5.3.3 Dosing Regimen . 
1be dosing regimen is presented in Panel 2. Patients who mel all of the eligibility criteria 
at screening were dispensed one bottle containing lO placebo tablets prior to departing 
from the clinic. Paticnts 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 
bot e f study medication for week 1 of double-blind treatment. Patients were instructed 
t~ take one table~ each <;ttg:~ing o? the da~ that the study me~ic~tion was 
dIspensed. (DOStn§-W .. cqucuU; DUM sWitched to the mOffilng If preferred.) 
In ~ccordance with their assigned treatment, patients rec;eived either one placebo tablet or 
one tab.!:t of20 mg citalopramr ~ +ts>--- -er-<- t "uk. ~ _ 

At the end week I, patients were to urn to the clinic brin . g their unused -~ 
medicaf n with them for drug ac untability. Hencefo atients were to re:::~eir 

study medication at clinic visit 

the end of the week- isit, patients were dis Fe d another bottle ntaining 
10 tablets of either ceho or active (20 mg cita pram) medicatio and were to continue 
taking one table . y during week 2 of the s y. / i 

. i 
fweek 2, patients were dispe ed two bottles 0;; edication (each containing 1-

s of either placebo or 20 mg ci opram), and wey mstructed to continue taking 
on ablet daily during weeks 3 and of the study. , ivtJ~ 

At the end of~e wee* and wee.~ visits, p~tients were dis~e~ed*e ~ottle containing 
·40 tablets of either placebo or actIve (20 mg cltalo~l;~edICatiOn. atIents who 
exhibited a satisfactory therapeutic response by th~ wee19(4 visit wer to continue taking 
one tablet or medication daily. However, ifat the)wee~4 visit (or anytime thereafter), 

rA-$ '\ 
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the clinician determined that the therapeutic response was not st~sfactory and the patienl 
was not experiencing dose-limiting AEs, (he dose 68 lilel ha B 888R increased and the 
patient 1 t 1 G instructed to take two tablets daily (placebo or 40 mg citalopram). All 
study medication still was to be taken as a single daily dose. 

The dose of medication could have been decreased at any time because of AEs. 
However, the daily dose for this study was never to be less than one tablet or greater than 
two tablets. 

11~ _. _________ panel 2. DOSi~~_~~i_m_'_n_ -;-_____ ___ ------, 

~ ~ __ ~:§~ ~roupX ?D Mn '.4:e:y eitalopram [ placebo . ~ ~ _ . 

I Study Week Blinding ! ;vr""/>~~]))iJC ·-=~fi·o..;:-""ffir<::;:;::;~I);:t:i:::-I;rnllo-: .......... 
! .. - - .. _- -". -_. i' j4.W1' I pl".bo . '11 fd-' kif,; 

I I PI"'bo_ ':""'-;,..,-j11 (t.,.tJo (dI. 

I pl".bo ' ~riP4> u;. 
~~=oL =--./..! 

, the dose could I 
I 

5.3.4 Blinding 
A list of patient randomization numbers and the corresponding assigned trcatment was 
generated by Forest Laboratories, Department of Biostatistics, and retained in electronic 
format. A hard copy was retained by the Department of Drug Safety Surveillance in a 
secure, locked area. 

Double-blind medication was labeled with a tear-off panel that, once opened, revealed the 
treatment corresponding to the patient randomization number_ The tear-off panel for the 
double-blind medication was placed, unopened, in the patient's CRF_ In case of 
emergency, the tear-off panel could .h::M: heW! opened.,..g r Fef2 i T 1 . S 1j taus 
'HI: cnH8cl,. to reveal the study medication assignment of any patient. 

The tear-off panel identifyin treatment was to ..9J:.-epened only in the-evCnt that an 
emergency necessitate . ntificau2-on of the ed'iCation for theycrfue of the pati _ 
the blind was bra for any reason, F Laboratories was'fa be notified i iately_ 
Any patient whom the blind een broken was to»e'inunediately di ntinued / ' 
from the dy and no furthe ficaey evaluations )¥-etC to be perfonne f at all J 
pos' e, an attempt was e made to discuss the'case with the stu edical Monitoi' l-

or to unblinding th medication_ I r> -
,1\ C,OtOv' ~ 

No dOUble-blind treatment assignment was unb linded by this PJ~cedur Qr \;y an:;' ether _ ~ 
I3re eeem e before database lock. (Forest, please conr~ or: correct.] ,<""-t---~ 

~ ~ 0- Jx,,& f.J~·~} <!XCIX ~ r"" ""'*s M5i~.u.J. +0 ciT>iop:::l' ~.1#rL 
iiliti <Jl::\ J;saI!+'~ u> ., cit""',:""" +~Ws .ft.J ,,~~ JilH>;1oilkV./Q.. iL."t!;::,Lc , 
-+<.bid-,; ' I. . I .. •• • 1111 ~ Me.I.i· sl.~ 

i~clu J.t ........ r ' ~11;' d,'wt ,J,'t>... ~ I~ ~ . ' o rat c'f to ~r , 
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f'6"r&vo :3 s _ 
5.4 Prior and Concomitant Therapy 
A medication history as to be obtained from the patient at the time of screening. ~ 

.. .' . jme ofthe.&Gfeening ' i~it was to be 
teGgrded 8ft the COnCOI11itlhH ffiodicatj9R fuHR ill the CRY. In addition. any subsequent 
changes in these medications or their doses, or any new '" d during 
the course or the study. was to be recorded in the CRF. The study protocol 
(Appendix L 1) provides a list of drugs that were alia (I and no~tlowed as concomitant 
medications! n H' dy In addition, patients were ~instructed to abstain from 
alcohol during thestudy. ,4 h.'"~ ,( ,,~-~ .... /. () 

~o ulk> ~o ,.t>:~ 
5.5 Study Proced res Jp..y.v.- jM... ;-..,.....,.>1 vis/f. 
Panel 3 presents the study proc ures conducted at the screenin~nd baseline visitsjnd 
throughout the double-blind trea ent period. A copy of the C~ is provided in 
Appendix 1.2. 

' i 
;; i 

I 
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Ciraioeram Flexible Dose SlIIdy Page 10 

Study Flow Chart of Procedures and Determinations 
-_.- ----; . -- _.--- - _.-----------. 

: Double-Blind Treatment: End of Week 

x x 

i Medical History - X 
~ psychiaIDc!='~;SiIO~ryCc_· ..J ___ +-___ ~ __ +-___ ~ __ -+ ___ +-_ 
t Physical Exam (with 
, EGG) x 

x i Laboratory Evaluations ! 
. -I--~---~-~--+--~--~--
I Analytical Sample 

: Pregnancy Test x , 
x ! Urine Drug'Screen 

~'---------T-~-+----;--~--+---+---~--~ 

, 

Vital Signs 

Diagnostic Evaluation 
(K-SADS-PL) 
Primary Efficacy 
Evaluation: CDRS-R 

CGI-S 

I eGI-1 
-
i CGAS 
~ K-SADS-P 
! (dep~ion module) 

I Drug Dispensed , 
~ Concomitant Medications 

t Adverse Events 

; Final Evaluation· 

x 

x 
I 

, 
I X ! X 

I X 
, 

I X 
I 

i i X i 
X t X i 

i , I 

X 
, 

X 
I 

i 
, 

t 
, 

i X , 
, 

I ! ! 

I 
, 

X X X i X X 
i 

I I 
X 

, 
X X X ! I' i X 

i 
X X X X X 

t 
j ! t 

X X ! I I 

j ! X i 
X X ! X I X 

; , 
I I· 

X : I X I X I X I i X 

I i I I I X X X X X 
I 

t 
I : I X ; t t , J 

, . , 
• The fmal evaluanon, mcluding all procedures scheduled for the end ofwttk 8, was to be conducted f 

at the end of week 8 for patients who completed the study or at the time a patient discontinued from... I 
the study. 

5.5.1 Screening Visit (Visit 9 I 
The placebo screening phase wac; 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 infonned conscnt 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. 

I . Psychiatric and medical history; 

s: Co !htstJliagnostic interview (K-SADS-PL); 

'1. Rc, is ". tGncomitant medications; 

/t.. Perfona fhysico.l examination (including ECG, height and vital signs); _, 
j"t.Wd,.~ :> ~ ""'~ 

3. Ob'oin blood SBJ'MtJ1e terh-boratory detenninations (aM&fi-HCG if applicable); Jx..~ A.J A 5 ~ 

:..e. Obtain oline sample 001 BRIg 56reCR 8:RBlaJOlfttsf;' Ghwmn;nations ' 

6 ::/iemltlelCDRS·R; 

-, . . ~se s eligibilit) • ia ~view of inclusion/ exclusion criteria. 

Eligible patients were dispensed s ingle-blind placebo tablets. Results from the laboratory 
and ECG evaluations were reviewed during the I-week single-blind placebo lead-in y".b 
phase. ';" fu'. ~~,..,.{l 

I ., 

5.S.2 Baseli"e Visit (Visit 2) S"'J Lo. - b{,c:.d...",.;, . 
The baseline visit was used to detenninc whether patients were eligible to co tinue into ~ "'" • 

CONFIDENTIAL 

the double-blind treatment phase of the study. Baseline efficacy assessments ere 
oblained for Ihe CDRS·R, Clinical Global Impressions -Severity (CGI·S), Kid 
Schedule for Affective Disorders and Schizophrenia - Present <!C-SADS.P) depr ion 
module and Children's Global Assessmenl Scale (CGAS), _jlrug accounlabili """'" 
ass8iised Vital signs were measured and AEs and concomitant medication use w re 
recorded. 

/' 

Ifpatients were determined to be eligible to continue into the double-blind phase, they 
were assigned the next available randomization number, in ascending se~ential o~er, . 
and were dilpe~sed th~ corr<m'qndin~ doub!.c;. blind srudy medication A ~ 1he.· A~-1-
IJ.uG "(. .lM>1.{f..-bh~ ~ . 
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: ... / 

1. @tmok'Vital signs; 

rft 
2. Review concomitant medications; ; 

k 
Review AEs; 

Drajl uctobCi 1-,. 1001 
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4. ~ jhg accountabil ity; 

Page 12 

5. €sHdut l pihllaty eflleacy evaluaUUTt{CDRS-R'/i :> CG-f- S) rv-Il Cbf-;t • 
...6-: (6Iidt:t:et secondary efficae) 8' uluallons (C61-3, C linical GI06BI ImpIession -l 

IRlplOyeI1Ie~ . 

Additionally, at the end of week 4 (Visit 5) the CGAS was assessed. Patients returned 
previously dispensed bottles of double-blind study medication and, except at the final 
vi€) were dispensed new bottles of double-blind study medication. Aaflit"is11nll) , it "89 
aetSm:l.iRS9 if an aclj"stmcnt in the a8se of study llleoiealiBR " ~ necessaty (jlIC(eaSC at 
-\l.i&it 5 and hlCreusc 01 dccret!Se "Elt Visit IS): The fullowing additional assessments were 
made at the final visit (end of week 8): 

ear ' 
1. Physical examination including 41ul sighi and height; 

" 2. Laboratory determination~ ; 

_3. 12 lead ErG recoFEiiHg, 

4. Plasma sample for determination of citalopram tbi6 pt in:wj dlctabolite 
concentrations; 

5. Conelyet pl iulatj el'ft:cacy evaiaation (GOBS .R), 

6. Coudt1ct secondruy cflkaCy eva1uations (CGI-S, 0611, CGAS and K-SADS-P 
depression module¥' _ 

~5'. ~ f~;f'pi:>~~_ 
All patients 0 discontinued pre J aturely were t 
consisted all assessments sch uled fo'r the fi 

, 
-Hieludiug ctinicall) significant labBf&t91(/ as 

e seen for a final ev uation, which 
visit (end ofweck . ..Afl~" clini'HH 

n, 
, 

,...eouditiqn (eLaliied to plCtrie:lstatus 01 could h2O'e been cxplaiueti as being umela:ted 10. 
study"dl ag. A fallo .. up visit "'as to be rcheduled " lithia 28 days of.klmhlation if ...... 

.. netcssBlO)' 

5.5.C' Diagnostic Assessment :1k- ~\ I:' -~s: -r L 
The-1C-SADS-PL is a semi-structured d' gnostic interview that assesses the major 
diagnostic criteria relevant to psychiat' disorders in children and adolescents, including 
depression. It evaluates both past and rrent episodes and was used in this study to 'i 
establish that the; patienfm~t' DSM-J criteria for MDD.dudng Ch&pICscat efli ode, alJ.d i 
to rule out other psychiatric diagnoses. This dhtgnostTe tfttel • iON was administered at the 
screening visit only. . 

5.5.5 Efficacy Measuremelf/s I 
The following instruments were used to assess efficacy (see Panel 3). To ensure the 
sensitivi£y and reliabili£y of the assessments, the same Investigator (clinician) was to 
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assess a particular patient at each evaluatiop. Efficacy ratings were not to be 
administered if the patient was not accompanied by the ident ified parent or caregiver. 

5.5.5. 1 Primary Efficacy Measure 
The CDRS-R is a semi-structur~d. clinician-rated instrument designed for use with 
children and adolescents between the ages of 6-17 years. It conlains 17 ordinally scaled 
ilems 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 with ft SSSIC bOlli 17 ~o 113. 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. 

5.5.5.2 Secondary Efficacy Measures 

5.5.5.2.1 Clinical Global Impression~,:&e,~srit Sl1hSGale-
At baseline, and at each visit after baseline. global severity was assessed on a scale of 
I to 7. 

Global improvement was assessed at each clinic visit following the baseline visit. 
Tmprovement 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 .5.2.V Kiddic Schedule f2I Affective Disorders and Schizophrenia-Present 
(depression module) , 0. =-P""'~ -/ZJi- -+iJ1 K-SIIPS - fL .JM~:Sk...J) 

f .. eo...t .sd~ -h.v- tb-.... ~hc- rV4""poS~ 
The K-SADS-P depression module was completed at b eline and at study termirtatiofl. to ~ .> 
evaluate response to treatment. 

5.5.5.23 Children's Global Assessment Scale 

The CGAS was completed at baseline, the end of week 4, and at study termination to 
evaluaJ.e 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 ofwben each measurement was perfo~ed) : 

or r...k ~-\Ji"'-> , 
5.5.6. 1 Adverse enls 
Reports of AEs were c Hected aftel gefttllailftl t ' iog at all study visits, or during an)£. ; 
contact with a patient subsequenllo the Ii"t administration of single-blind study 
medication. An AE was defined as any unfavorable and unintended sign, symptom, or 
disease tcmporally associated with the usc of study medication, whether or not 
considered related to study medication. ; 

ura}t (ktooer /3, 1001 
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Adverse events included: 

eita/opram Flexible Dose Study 

1. Changes in the general condition of the patient; 

2. Subjective symptoms offered by or elicited from the patienti 

3.- Objective signs observed by the investigator or study personnel; 

Page /4 

4. All concurrent diseases that occured after the start of the tri al, including any change in 
severi ty or frequency of pre-existing diseases; 

5. All investigator identified clinically relevant laboratory abnonnalities or physical findings 
that occured during the trial. 

Adverse findings not co . ered cI~cally sig!lifidnt that were Telat 0 routine laborat r(' 
evaluations, physic or neurological exam6ital signs, or EC ere not to be rec ed on 
the AE reporti page. They were i 

Pregn es were to be repo 
be owed to term. 

ad to be recorded on e rel~~~t /: e. 

c. within / and were to 

For each AE, the investigator provided an assessment of the seriousness, severity, timing, 
and causal relationship to srudy drug of the event. All actions taken with regard to study 
drug and any other treatment measures were documented and detailed. 

For all AEs judged to be serious, tbe investigator or other s~dy personnel were required 
to inform Forest Laboratories, Inc. immediately (within 24 bours). A serious adverse 
event (SAE) was one that: 

1. Resulted in death; 

2. Was an inunediate threat to life; 

3. R;ired ~ient hospitalization, or prolongation of existing hospitalization; 

4 . Resulted in persistent or significant disability/ incapacity; 

S. Was a congenital abnormality or birth defect. 
, . 

In addition to the above, important medical events that did not result in death, were not i 
life-threatening, or did not require hospitalization were considered SABs if. based upon ,.: 1 
appropriate medical judgment, they were considered to have jeopardized the patient and 
may have required medical or surgical intervention to prevent one of the outcomes listed 
above. I . 

When assessing the causality and the severity of the AE, investigators assessed the events 
as related, possibly related, or not related to study drug administration and as mild, 
moderate, or severe. 
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The investigator was required to follow up any clinical findings occurring at the final 
examination, or at premature discontinuation for any reason, including clinically 
significant laboratory abnormalities, until the condition returned to pretrial status or could 
be explained as being unrelated to study drug. A follow-up visit was conducted 28 days 
after tennination, if necessary. 

5,5.6.2 Vital Signs and Body Weight 
Vital s igns, including body weight, systolic and diastolic blood pressure and radial pulse 
rate, were ~ecorded at every visit. Blood pressure and pulse determinations were~ 
afi recorded after the patient had been seated for 5 minutes. Height was ~ recorded at 
the screening visit and at the end oftlll wee~8 visit (or early termination). 

5.5.6.3 Laboratory Evaluations 
Blood and urine samples for laboratory tests were collected at screening and at the final 
visit (end of week 8 or upon early termination). Values obtained at screening were used 
to determine whether a patient could be included in the srudy. The investigator assessed 
the clinical significance of any values outside the reference range and patients with 
abnonnalities judged to be clinically significant were excluded. All reference ranges are 
presented in Listing 15 of Appendix IX. The following laboratory tests were conducted 
on the samples obtained: 

1. Hemato logy: Hematology included red blood cell (RBC) count, white blood cell 
(WBC) count wiLh differential, hemoglobin, hematocrit, and plateiet count; 

2. Chemistry: Blood chemistry screen included sodium, potassium, calcium, 
chloride, glucose, blood urea nitrogen (BUN), creatinine. total protein, alkaline 
phosphatase, albumin. total bilirubin. aspartate aminotransferase (AST/SGOT), 
alanine aminotransferase (AL T/SGPT), cholesterol and uric acid; 

3. Urinalysis: Urinalysis included specific gravity. pH, acetone. albwnin, glucose, 
....... WBC/hpf. RBClbpf. castsllpf, protein. and ketones; 

4. Urine drug screen, thyroid, function test, and serum p-HCG pregnancy test (for· 
women of childbearing potential only), were conducted at screening only; 
Positive results on the urine drug screen or pregnancy test excluded patients from 
participating in the study. 

Ii 
A central laboratory was also used to evaluate all urine and blood samples, which were ... j 
collected, processed, and stored. according to the instructions provided by the laboratory. ). 
The contact address for this laboratory is: 

Quest Diagnostics (fonnerly SmithKline Beecham Clinical Lab.Oratories) 
7600 Tyrone Avenue 
Van Nuys, CA 91405. 

ura)! OClober /5, 2001 . 
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[Forrest, please confirm or correct.] 

5.5. 6.4 Electrocardiogram 
A ll-lead ECG was performed at screening and the end of week 8 or upon early 
termination. The overall interpretation was categorized as normal. abnormal but not 
clinically significant, or clinically significantly abnormaL Patients with a clinically 
significant ECG abnormality at screening were excluded from participating in the study. 

A central ECG laboratory. eResearch Technology, provided a telephonic ECG machine 
and trained appropriate site staff to transmit EeG data to their central EeG laboratory for 
their interpretation. The cardiologist at eResearch Technology reviewed the BeG and 
signed the final report, which was sent back to the study site for the investigator's 
verification and signature . . The contact address for the EeG laboratory is: 

eResearch Technology (formerly known as Prerilier Research. WorldwiOe) 
30 South 17th Sireet 
Philadelphia, PA 19 103-400 l. 

{Forest, please confirm or correct.] 

5.5.6.5 Physical Examination 
A complete physical examination was performed at the screening visit and at the end of 
the week 8 evaluation (or upon early termination). General physical well-being was t.a=ge 
assessed by evaluating the head, eyes, ears, nose, throat, neck, heart, chest, lungs, 
abdomen, extremities, peripheral pulses, skin, and other physical conditions ofnote. 

5.5.7 Premature Discolltinuatioll <~ ~ .r: r , '1'7 
Any enrolled patient who ceased participation in th[;S dy. regardless of circumstances, 
before completion of the protocol (prior to the wee visit) was considered 
prematurely discontinued. For each discontinued pa 'ent, the investigator identified one 
of the following as the primary reason for discontinuation: 

/' 

L AnAE; 

2. An insufficient therapeutic response; 

3. A protocol violation, including lack of compliance; 

4. Patient withdrawal of consent; 

5. The patient was "lost to follOW-Up"; 

6. Other reasons, such as administrative reasons. 

I ' , 
~ , 

Upon discontinuation, patients were administered aU assessme6ts scheduled for the end 
O~~;=!8 visit. Patient-! ,.ho discUmmUed rue, begitmiug dmrble-bfuld..tfeatment­
s;.e-replacetl,.... 
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5.6 Pharmacokinetics 

Page 17 

A blood sample for the measurement of ci talopram steady-state concentrations in plasma 
was ~-\1~ collected at the end of week 8 (or early tennination) visit along with the blood 
samples for laboratory detenninations. If possible, the sample was to be co llected 
between 8-1 4 hours after the last dose of study medication was taken. Blood samples 
were collected in l~l Vacutainers ana ~Ias~~~S(ed'ar$'i'o as~6Rbed ig I 
the Pftlt'91 ('welJdix II). ~J<t 1;:). ~ cuJy; 'f0 C. ..".-

/~G- w s; '·'"hll . • ltf ~ " ""Il. "'6 FI.J'41A..P- w"",, " ~,",,Q) -I<> .... foaf"'d'U 
+ok- i""J,..."l.~;z,JL .. . Data Quality Assurance ~J o-tl. sfo-~ a.-f -Jo·C. 
• ,J _ . ,,- - ,r. --;r:,:. unoa....W",- 1, CJfr.l..!{'"<-- ... "ddc!",""- ((. (.rkt..>rY"w-~ 

. 1J-.,...rr 5.7.} ~lIve..st~~a/~rSite Traillinc.andMonitoring . ) I 
~. ~ tV"=> .... ~ Before study site InitIatton, representatives of Forest Laboratones, Inc. met with . the 
~\J~k-rJ1.~ investigators and sitc personnel to fami liarize them with the protocol, CRt's, and 
.,;fo ~~\~ procedures for proper source documentation, After the enrollment of the first patien.t, the 
IS\. -Jl.2-t;.o.!W investigator permitted the Forest representative, a Clinical Research Associate (eRA), to 
~ 0... 'i ~ periodically monitor the progress of the trial on site. The investigator made avai lable to 
__ - _ _ 0 the CRA CRFs as well as source documents, the patient' s medical reco~~A3lJE gigned 
Jrft- ,... f tfWG-Y' consent fonns. The investigator reviewed the CRfs, provided missingaa~: slad 
, • .oj-~ .:daIo, and signed the appropriate CRF page(s). The CRA arranged for thg'.."tum of CRFs 
} ~ (\ /""Q . to Forest Laboratori~, Inc, A copy of each CRF was retained by the investigator. 
-A ____ 3 
\ 5.7.2 Data Entry 

CONFIDENTIAL 

Case report form data were double-entered into a validated database. system. A 
combination ofmanual .an~ p"ro~atic edit checks we~ uSed'trireview the data· for 
completeness, logic~ and~adherence ,to stu.dy protocol . . Any resulting queries were 
addressed by the .study site and ~tU.me9 to Forest Laboratories, Inc.·for .rmew. If 
necessary. the database ~as upd3tOi to reflect the DeW or 'changed information. 'A 
complete audit trail record.ed the d~te, time,' and reaSon for all changes .tnade 'to ·the 
database. Treatment codes wer.e unblinded:only after all issues had .be~D: resOlved. and the 
database was lock~. . , 

[Forest; please conflrm.. or:' ~ori~t.) 

6.0 STATISTICAL METHODS 
The complete statist~cal analysis plan_is presented in Appendix v. 

6.1 Statistical Objectives 

6.1.1 Primary Statistical Object 've ' i' 
The primary objective of this study' 0 compare the efficacy of citalopram (20-40 ;.! 
mg/day) to placebo in children (7-111ears) and adolescents (12-17 years) with MDD. 
The primary efficacy parameter was the change from baseline in the CDRS-R score at 
week 8, 

; 
6.1.2 Secondary Statistical Objectives 
The secondary statistical objectives of this study were: 

Dra)t Odober JJ. 20ul 
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1. To further compare the efficacy of citalopram to placebo in children and adolescents 
wi th MDD using tl h 9 (!O m bwdinc : ' sin: 

_I .... ~ ~ L .1 .. "-

: ~ ~ J:- . ~l;., "-
• "CGAS; .and -fi.-o-~ p.-. l.-J...;.. ~ 

I-I score 

2. To evaluate the safety of20 - 40 mg/day citalopram in children and adolescents; 

J 6.1. ';;;mi 'OI,al Statistical Obje'ct · es 

paramete were examme. 

/7\.GI.I,e;t.o <ler defined by a ';L _ improveme ~ting o["very much 
~~ ~vefB81"b., "much lmprov " , and 

CONFIDENTIAL 

• CDR -R responde2;efined by a C -R score s: 28. 

Cochran-Mant - szel MH) test contr . ~ for center and ag up was applied 
for between trea ent p' on with r peet to the numbers of CGI-I and CDRS-R 
responders: These 1 sere c . out using the Last Observation Carried Forward 
(LOCF) approach at we ·k 8. 

Additional by-visit analy ere c 'ed out for all primary, secondary. and additional 
efficacy parameters usi additive anal . of covariance (ANCOYA) or analysis of 
variance (ANOYA) Odels for continuous p meters and CMH test for categorical 
parameter. In a 'on to the LOCF approach, Observed Case (OC) approach was 
used, where y observed values were used for ana 

6.2 ,.. Patient Disposition 

6.2.1 Patient Populations 
Patient populations were defined as follows: 

• Randomized population - The randomized population consisted of all patients 
randomized in the study. 

• Safety population - The safety population consisted of all randomized patients who 
received at least one dose of the double-blind study medication. ie, all treated 
patients. ~ k 

• Intent-to=(reat (lTI) Population - The ITT population consis[ed of all patients in the 
safety population with at least one post-baseline efficacy ass;ssment of the primary 
efficacy variable (CDRS-R score). 

Drajr uc/ober n , 2001 
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The number of patients in each study population was summarized by treatment group, 
age group. and study center. 

6.2.2 PremallIre Discontinuation 
The number (percentage) of patients in the safety population who prematurely 
discontinued from the study was summarized by treatment group, age group, and reason 
for discontinuation as recorded in the tennination page ofthe·CRF. 

6.3 Demographics aod Other Baselioe Characteristics 
All the sWflmsRes Ii etc pressRtGd l;r tr€latm@A.t group tllui ag0 FlIp 

Demographic parameters (age, gender, and race) and other baseline characteristics 
(weight and height) were summarized for the safety and ITT populalions. Depression 
history was summarized for the safety population, including the following items: disease 
course, duration ofMDD, duration of current episode, age at onset of MDD, previous 
antidepressant treatment, and response to and, tolerance of previaus antidepressant 
treatmt:nls.YThe basel ine scores afthe e!licacy parameters were summari~ed far the ITf IJ 

populalion.\....1J-,.. i' "'h..UL -I. ""J""'J. ~ rJ'd.~·c sn0"r~ &<Aoo<Jf 
..,J.. fu. " ~ c..o. 'is prWi..s? ~ "'"'-:J.01"5 Af'J et:;'<.JIn'<. d.",~ 

Descriptive statistics, including the number (N), mean and stantlarcHieviation (SD). .s.~~'-u.P. 
median, and range were presented for continuous variables and frequency distributions 
(count and percent) were presented for categorical variables. 

Comparability hetweeq. treatment groups was tested using n thrce-way analysis of 
variance (ANOYA) model with age group, treatment and study center as factors for 
continuous variables. Cohran·Mantel·Haenszel (CMH) tests controlling for age group 
and study center were used for categorical variables. 

6.4 Efficacy 
Efficacy analyses were based on the lIT population. All tests were two·sided with 5% 
significance level fo r main effects and 10% significance level for interaction tenns. 

/" 

The analyses were carried out using the LOCF approach. In addition to LOCF, an OC 
approach was used, in which only observed values were analyzed. 

6.4.1 Primary Efficacy Parameter 
The primary efficacy parameter was the change from baseline to week 8 in the CDRS-R 
score. Comparison between citalopram and placebo was performed using an analysi~ of , ; 
covariance (ANCOV A) model with treatment, study center, age group as factors and the i 
baseline score as covariate. The p .alae f01 between tf'eatm ent...comparis9n is pl cscntea ,. 
aioflg with tlte diffclences in least sqames IIlcans-b8tu.teeQ...tile ... tl"o treatment...groYflS aRB . 
oS%' confidence intcIOals. 

The in~tion betweenzeatment and basc;J.~core was ex.afu'fned. An ~odel 
wa~ed if the int;PCtTon was signifiC~fat the 10% I~[ 

Vra)t lklober n. 100] 
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6.4.2 Secondary Efficacy Parameters 

Page 20 

To further test the efficacy of citalopram.o 9 '9 g rey)' relative to placebo, the secondary 
parameters listed in Section 6. 1.2 were analyzed. An ANCQV A model, as described for 
the primary efficacy parameter, was used to analyze the change from baseline lii@ 

in these parameters except for the CGI-J. A three-way ANOV A. model was used for the 
CGI-J score.Qf':l! 'ccW, since this parameter, by defmition, records improvement relative 
to baseline and is not measured at baseline.,..(" :\ ' 1_ r<u.1-- I • /.,,- :£) q",S- f. '" Z8) i- -If."- <it'V"~""'~ 

.. tudi1i'mrtl=lifticm.y=/!u:AEtneIel'-S 3f'&V.f' te..1A..f\~ /-0 -fIR- fJ{I.~ 
. "P....,.---el<\!w· e.e tteel'~lalaoebo>lfe.tment, The J"""f 

numbers of CGI-I responders nd CDRS-R responders ere compared mine the CMH 
test controlling for center an ge group"# Bt 8. I 

I' eelitioaal By-visit analyses (LOCF and DC) were conducted for all efficacy parameters 
using additive ANCOVA or ANOV A models for continuous parameters and the CMH 
test for categorical parameters. . 

6.4.4 Descriptive Sta &;cs ~ 
Descripf e statistics (N, m n, SD, standard errc of mean [SEM edian, and r gel 

vis' . Changes from ba' ine were summ . d and plotted.. equency disq:i utions 
esented for all .:on . nuous efficacy par eters by~eabn t group, age oup, and 

ere also presented ~ CGI-I by treatme • age group, an isit. / 

6.43 Examination ofTr.eatmeut-By-Age Group Int~ractio~ 
The consistency in treatmen~ effect across age groups was .9~~~ an ANCOV A 
~ or ANOV A model With treatmen~t ,~~y center.}ge ~oup~mter'actlon ~etween 
treatment and age group as factors and :ti3:f :ANCOVA/t0aselme score as covanate. ~ 
p values fer treatment-tntelactiun wi tlrt ~re-pFeSeRted. These analyses 
were carried out using the LOCF approach at week 8 for all continuous efficacy 
parameters. 

6.4.6 Examination of Treatment-By-Center Interaction 
The consistency in treatment effect across centers was examined through graphical 
presentations using the LOCF approach at week 8. Small centers, i~ centers with b!!s .0 QY I 
~ patientX in at least one treatment group in the lIT populatiori were not included. 

6.4.7 Exa ination of Treatment-By-Baseline ~ Interacti~J?- ,....--
The significance 0 treatment-by-baseline score interaction ~tm;d a~rO% level using 
an ANCOVA m el with treatment, study center, age group, interaction between ; ; 
treatment and baseline score as factors and baseline score as ~variate. The p II! 5 fn . j 
tfsohnet-lkRtewetieftylitR bas;;;1inc SCore='I'8F; pre:wpted These analyses were carried ... 1-

out using the Lcx;;.~ ~proach at;c;w.,et 8 for aU continuous efficacy parameters ; t!lh . 
~ ~"r....'rS, ~ l !') \"'-.Q.., . 

k.l~ i 
If the treatment-by-baseline score interaction .... significant .fit4he-u~AdT€@VA 

-me:Elcl, the: results fromANOVA mode!,r.yith treatment. study center, age group as 
factor~ere ooed:- -101\ k-'l- v.....s4l. /~SJ~ _ . 1\ 
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6.4.8 Missing Data 

Ora/opram Flexible Dose Stlld"V Page 2/ 

Missing values were imputed using the LOCF approach. Missing assessments at post­
baseline visits were imputed by the last observed non-missing value immediately prior to 
the missing value. If the missing value oCcurred at week 1, the baseline value was carried 
forward for week 1, provided at least one subsequent post-baseline assessment was 
available. For each efficacy parameter, only the total score, not individual items, was 
carried fOIWard . 

6.4.9 Visit Windows 
Panel 4 presents the visits assigned for efficacy and safety analyses corresponding to the 
range of treatment days (window) over which an actual study visit may have occurred. 
Days on drug (double-blind study medication) were calculated as (visit date - first date 
on dOllble-blind study medication + 1). If there was more than one visit within a visi t 
window, the one closer to the scheduled date was used for that visit. If there were two 
visits with equal distance from the scheduled visit date within a visit window, the later 
one was used. : 

Panel 4. Visit Time Windows 
---- ----, Visit 
L 

Scheduled Visit Oat Window , 
I ~ 

i Week 1 i Day? Days 1-10 
!-
i Week 2 Day 14 Days 11 - 21 

: Week4 Day 28 Days 22- 35 
I I Week 6 Day 42 Days 36-48 

! Week 8 Day 56 Days49-77 , 
a: Day I is the first day of double-blind study medication. 

6.4.10 Pooling of Centers 
Study sites with S 2 patients many treatmen(group in "the rri P<iimlatioIi were pooled . 
into a single c~p.tei. . ", . . - . 

6.5 Safety 
Safety analyses were performed on the safety population (i.e., all patients who received 

I ' 
I 

study drug). (DT' "_L .... ~ .... 1dJs 4<J"",) 

6.5.1 ~ Extent of Exposure 
. ! 

The duratibn of exposure to double-blind study medication". Jail), MI~ and mean 
daily dos~were sunullarized by trealment group and age group ~or the safety population. 

6.5.2 Adverse Events 
All AEs were coded using the World Health Organization Adverse Reaction 
Terminology (WHOART) Dictionary, version 1998104. An AE that occurred during the 

Dra)t UClober 13, 2001 
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double-blind study mew cation period was defined as a "treatment emergent" adverse 
event (TEAE) if either'was not present at baseline or ft it was present at baselin~ut 
increased in severity during the double-blind treatment period. If the severity assessment 
for an AE was missing pre-baseline, then "mild" was assigned. If the severity assessment 
was missing post-baseline, "severe" was·assigned. 

[Forest, please confirm or correct \VBOART version used.] 

The number and percentage of patients with at least one TEAE during the double-blind 
treatment period were summarized by sy~em organ class (body system), preferred term, 
gender, treatment group, age group, an'UJ1vestigator's assessment of the st:verity and 
relationship to the double-blind study medication. The incidence of treatment-limiting 
AEs (events contributing to premature discontinuation) were also tabulated. Individual 
patient listin~ were compiled for all patients who discontinued the study due to AEs or 
experienced aA,SAE and included study center, gender, age, and days to onset of the event. 
Individual patient narratives were generated describing the chronology, context, details. 
and outcome of all SAEs or discontinuations because of an AE. 

6.5.3 Vilal Signs c"'J.o...i~ 
Sitting pulse, systolic and diastolic blood pres"Sh,e, body weight and height were assessed 
at every visit in this study_ The g f 1 ~'if1isted in PanelS were used to identify 
potentially clinically significant (peS) vital signs. A post-baseline value was regard d as 
a pes value if it met both the criterion value and the change relative to baseline. or 
each parameter, the number (percentage) of patients with any pes values were tabulaL 
for each treatment group, along with supportive listings. 

1k~ ~~ r....... ru..- a,R.iP'ofl I- "":P' 3'""7 w"'- "/U. ~ 
~s 1!.c"'- ... s.o.Q. ~ ...kl+- ~eds.> '"'~ ~ c.rl~'c-.. 
~ ~ p.t>....n ~ 7 ~ /I ~s 0" ""}L .......... .. ~tL.Ilo&L 

_ } ih ~c..c.a-k...'-'- wifr.... , -It.L ~.:,. ...... ~ ",u ~j'" ~ ~.e 
,o>i..,s·7 -i:..r 'fL.:; ~?- J'''~r' II-~ ...... k> ............. . 

p"",'"""" . /" ~L-~l 14.. Gntu>'''- J,'..... -k aJ. i"~ . 
./ "fPl..J).. .jo ,J/ r .oJs , 

6 ,6 f'J.c.",,,,<{Jk.)~-k..s " c:f,Jc "'"'" ~~ if< ~cJ;w.. <Mo..f,~ 'S<4~,..h'"L "...Q.. 
rl~<>",,- C<>r-~~I '" ~ .... ::;, . 1 'f' (poT) J.;J..w..iJ!~I<;f-4,f""'" (bi>c.T), ' .' 
-G,...-~ ~o h ...... .,.1 ~~w.1 c,,~lo.r"""''' ' ), ->.. : 
S-J4~l1..,k;w.."",,,,", U."t.T) at.z S- Ji<k-t"'....,lc .. k fc ..... ." (.s--l>:l>C'..J ............ _! 

.- ...J ,' . ) • . n J " ("y.,..l..1,."" a.~~ 
S ..... ..,"~· "'-'.JL ~1 J-..) b;) "Y'" :r~J' I """'" o.r~O ' i-.h -(;I' ~ . 
iJ~ Cc><~ -fo .. "",,,,"".,~ 14- rt-1 ... 1ro...,/"·\? .~ bon.. a r ......... f~L ....... 
CD>'~""M. ~ e.5c;h,!Qt ... ~ riM'---- Ch-r>~~ ....JL. rJ;'Ai-~) j,~ -)_ 
l.>VJLt-, a4 ck.';fQ.. t.~ I..~I~ J .... c'p(l;;. (Z. S~ , f 
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PanelS. . Criteria for Potentially Clinically Significant Vital Signs 

i-V~ble ------- T Criterion V~-I~e---- - --. --- -; Cha'n-ge Rel'~tive to Ba~iine - -1 
r-- .--- -------•• --- - - .--------~ ! 
~ AgeI2-17 I , , ------------, -.---------- . --------, 
I ; 2:180nunHg ~ lnw:a.scof 2:20 
i Systolic Blood Pressure •.. . - -------.. _ .. - ---------' 

: s 90 mmHg : Decrease of ~ 20 } __ .. ________ .... __ L ________________ ; 

: ~l05 mmHg t Increaseof 2: 15 ,---------
S SOmmHg 

1----------,--
. ! 2:120 bpm 

i Diastolic Blood Pressure 
; Decrease of 2: 15 
,-------

, 
] Pulse -------------

! :S: SObpm 

; Increase of 2: 15 
- - - -; 

; Decrease of 2: 15 , 
~- -

; Weight ' I not applicable i Change of 2: 7% 

I Age7-11 
~- -----.----

. 2:130 mmH ! Increase of 2: 20 i Systolic Dlood Pressure if----·-g---·----j,--- ---------l 
I ! S 75 mmHg ; Decrease of 2: 20 

:- ! 2:100 mmHg i Increase of 2: 15 
: Diastolic Blood Pressure I'------·-----~-----------' 
I I :!O 40 ~g ! Decrease of O!: 15 

j I >130bpm 

I Pulse I; , 55 bpm 
..:> ! Decrease of O!: 15 

~ Increase of ~ 15 

i Weight I not applicable ! not applicable 

Note: A post-baseline value was regarded as a PCS value if it met both the criterion value and the 
! cbange relative to baseline. 

Descriptive statistics were presented for each parameter by visit including the final visit 
for ea<;h treatment group and age group. Changes from baseline were also swnmarized: 
Only patients with a baseline assessment and at least one post-baseline assessment were 
included in the s~ary. Results from the ~reening visit were used iifasehne 1LA- ' 
assessment was mlSsmg. . 

6.5.4 Laboratory Parameters 
The number (percentage) of patients with post-baseline pes values was tabulated for 
each parameter by treatment group and age group using the criteria presented in Panel 6. ~ i 
All results~esented in System International (SI) units. Listings were prepared for .;.. / 
patients with post-baseline pes values. 

f 
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Panel 6. Criteria for Potentially Clinically Significant Laboratory Values 

Laboratory Parameter SI Unil5 

Eosinophils % 

PCS Criteria 
Low Values . •. .. .. . 

·ptS Criteria:­

!I~~h V.a~u~s 

> 10 

Neutrophils Segs % ~ 15 

Platelet Count IO'/L 

White Cell Count 

Chem1slry 
--- --- --------

Alkaline Phosphatase lUlL 
----- --- ---------

Al T (SGPT) lUlL 
--

AST (SOOT) lUlL 
--,-,,-­

Blood Urea Nitrogen 

Calcium 

Cholesterol 

Creatinine 

Potassium 

Sodium 

Total Bilirubin 
.. - ,.-
Urinalysis 

Protein 

Glucose 

mmoVL 

mmoVL 

mmoVL 

).1moVL 

mmoVL 

mmoLIL 

J.1moVL 

1Nt- Lower normal limit of laboratory reference range. 
lJNL= Upper nonnallimit of laboratory reference range. 

575 > 700 

s 2.B > 16 
---------'------

~3·UNL 

~ 3·UNL 

~ 10.7 

~ 1.75 >3 _0 

~7.B 

~ 175 

s3.0 ~ 5.5 

s 125 "2: 155 

"2: 34.2 

Increase of "2: 2 

Increase of~ 2 
----------

. I : 
Descriptive statistic~is'resented by treatment group and age group for each paramete\: j 
at the screening visit, final visit, and the change from screening at the final visit. Only 
patients with a screening assessment and at least one post-baseline assessment were 
included in the tabulation. 

I 

7DT.,~oJr.,-----------------------------'Dc~~~ 13 . 2001 
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6.5.5 Electrocardiogram 

Page 25 

For each ECG parameter, the number (percentage) of patients with pes values was 
tabulated by age group and treatment group based on the criteria presented in Panel 7. 
Listings were prepared for patients with pes values. 

Panel 7. Criteria for Potentially Clinically Significant ECG Values 

ECG Variable Units pes Criteria 

PR Inlerval ~ 250 

QTc Imerval msec >500 
.... . . _. . .. .. . - . _... .- •.. - . . . .~~ V'!I·~ /L.... 

DesCriPtiVe!t ti§.tj?s~resented by treatment group and a e grO~P for each parameter 
at the scree 1, nnat~d the change from screening at th final visit. Only patients 
with a screeni 'issessment and at least one post-baseline 'sessm:~t were included in 
the summary. The incidence ofECG ahnonnalities at the fmal visiywas also 
summarized. :I ~ '_'t. c.t""'j~ 

SJ"\~UL,) 
6.5.6 Physical Examination 
For each organ class, the number (percentage) of patients with an abnonnal finding at the 
final visit was tabulated by treatment group and age group. Only patients with a nonnal 
or missing value (not done) at screening f fgOO al8!S were included in the summary. 
for that ocgaR ,,'ass . 

6.5. 7 COll comitant Medications 
Concomitant medications were coded using the WHOART dictionary. The number 
(percentage) of patients who took concomitant medications was summarized by drug 
class (based on the Anafomical Therapeutic Chemical [ATe] codes), age group, and 
treatment group. 

Medications taken during the screening period up to and including the baseline day, and 
aU medications taken during the double-blina treatment period including drugs started . 
prior tathe start of double-blind study medication and continued during the treatment 
period were tabulated by treatment group and age group. Drugs started after the stop of 
double-klind study m~ication were not sUJPIIlarlzed. 
,.~ r~~ 'c,.s <"'s~~ t1 . ·z ... z._> 
61 Sample Size Considerations 
The primary efficacy parameter was the change from baseline in CDRS-R score at 

I : 
I week 8. Assuming an effect (treatment group difference relative to pooled standard 

deviation) of 0.5, a sample size of 80 patients in each treatment group was used to 
provide 85% power using a two-sided t-test with alpha level of 0.05. 

it 1 

6.~ Comp uter Methods 
Statistical analyses were perfonned using SAS (version 6.12) under a UNIX operating 
system. PROC Univariate was used for descriptive statistics and PROC FREQ was used 
for frequency distribution and CMH test with centers as strata. PROC MIXED was llse,d 
for analysis of covariance and analysis of variance with the options DIFF and confidence 

Drall OCtober /3, 2001 
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interval (CI) to compute the difference ofleast squares means (LSM) and 95% 
confidence interval, respectively. 

Page )6 

7.0 CHANGES IN THE CONOVer OF THE STVDY AND PLANNED 
ANALYSES . 

In the protocol it was speci fied that a three-way additive ANCOV A model, without -fuL 
C.rM~ reatment-by-baseline score interaction, was 'to be used for the analysis of the primary 

-twL acy parameter. The pratesel "as sent to [he FDA forrey-te"\'o To-add res~ a 6BfflffiGRt 
U:",+oc.JL g.cRC¥rthe.:a(:lalysis mel::heEl ....... as dmended"'by-Forest-f::-abeFatocies.Jng. . . In , 
~ . response I Ihe FDA (daled February 14,2000), Forest Laboralories, Inc. P"F'" ito tesl 

~. the sigflif:j,~aRe8 aftrea tmeftt brbascline sCOle ifttefllotioR~t~EJQ~"'Ievell1sin::> ttA 

u~~ fl...t.~ANCOVA model with treatment, study center, age group; in1efaction between treatment 
rtI"~ n and baseline score as factors t~d baseline score as covaritt"e. If the interaction was 
~~,,"t.DV, Igrufican the results from tM: ~OVA modeKwith treatment. study center, and age 
~'!o1J~ i1' group as actors.-f was to be ~sed;("" IV\S~... .... ' L t ... /.; 
"'" ',b ~~} ",d....,_ ~.,j/.,. pol' I»Q~ "",b/"J,,";!j ",.(;""~,t,,,,:.,. "' ..... "I'~;J 
~ \0 Nine palients (Pali nlg' lOS, 11 3, 114, 50S, 507, 506, 509, 5 13, and 5 14) a . J 'OIlJ JJ>f"SJJ.:. 

mee ' e4 I week o' • t (tablets had the incorrect color 
coating). Therefo , in addition to the per-protocol ana~sis, a post-hoc I F analysis.(" 

"'XChHii g tire Sf 9=patjepts was p~~ormed on t&;TTTjopulation fer t.R 8 FRean ehaage 
fr.gm baseline in cPRS R (FqR~t, p lease confirm o r c oq ect..] 1t--t ~d, ·101. 

. . ~ 1 r-t''<--k.l. 
8.0 PATIENT DISPOSITION 
Patient disposition data are summarh:.ed by treatment group and center in Table 1.1, . 1 () 

Appendix IX, Listing I, and PanelS. Table lA provides the distribution of mhV"f!w,aJt 
randomized by center. 

A total of 

drug 

-Appel).dix--H{"0bisting I). Of the 174 received 
89 received citaiopram and 85 received placebo. These patients were included in all 

e y andenrcacy analy:;"" ,4n.,""J f-i 8t ,..~~ ".~ w-rR c;i.Jof~'".J 
'15' ~ .ww-- 7...../2. 1/ ~ r "'J'''- a...t2 1'1 ..-. ~ / 7.. ~ 
17 rr 1 ? ~ /u. gr ("Ii"-&. ~ ",rft.. tf::!l:. ... 
• """" 4~ 7 "'~ II r-~ 'I '1~ C>:! 'I7_ue..-<..----~ ,; 
I z. ......I- 17?'Yj 1 "J) ' /" f .. 'Ii) .. / 

-----7>- ~~J. ><> -11-<. J~ie.l.. ror ..J..b;"..., ",...j) 1'7, '.r"itti,J.,.., "' ........ AJ,c....P_ 
:> J 
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Reason 

Patients Randomized 

Lost to Follow-u 

Safety Pop ion 

ITTP lation 

C reference: Table 1.1 and A 

38 

o 
38 

l 8 

Ciraloerall! Flexible Dose Study 

Panel Patient Dispositio 

Cital Placebo 

Adoiescents . 
( N:47) 

'otal -- Children- ' *.- escents 

(N~85L _ ~~~L _ ~:45) 
47 85 48 45 

o 
47 85 45 44 

47 85 45 

ix IX. Listing t . 

Page 27 

89 

89 

Panel 9 presents the number of patients who discontinued prematurely by treatment group 
I and reason, using the saft:ly population as the total sample. A total of 138 (79%) patients 

completed the study, 80% of patients in the citalopram group and 79% of patients in the 
I A tI \.) t]Placebo group. There was no significant difference between the two treatment groups or 

\,JVJ"""'"'"""" /] between age groups within and between the two treatment groups in the overall 
{u- ~L iiY· percenta~e Qf patients whQ discQntinued fro!'l thqtuqy prematurely. Jl..o. co.leb'" J..~"'::,1i-""-or--1 ~ ,'v\£v.-d..uJUl.. ~ \,oI~ .,J.so $." •. / Ie--~ ~ ;;.~.s) r; c..........x .",..~ .JY<-rV'-~ ......... lo,f -to .f01/.cvf- ~f" earJ... Of ".,1.';;'" . 

.... -)i . _ (J • pan. eI 9. Reasons for Patient Dis~Dtinuation: Number (Yo) ~ Pi ,_ _ J 
__ ()U~ I!!.....S"..J..% i ~; n..Joer'?-"'!: .& ,/"£.. l'lofJ.q..,.;tt £~ s:: ?/~ _ _ !~ 
: ~ ft;t}le..-.-f.;.. J Placebo r Citalopram 

CONFIDENTIAL 

Reason Children Adolescents Total Children : Adolescents 
__ .jN: l8) (N- 47) (N:85) (N:45) I (N:44) 

";"~_'---'-_"':"'-'--'--'----''--LI _l5-,(-,79_.5-,) __ 71 (79.8) 

9 (20.5) 

2 (45) 

o 

2 (4.5) 

2 (4.5) 

l (6.8) 

o 

t8 (20.2) : 

5 (5.6) 

2 (2.2) 

2 (2.2) 

2 (2.2) 

5 (5 .6) 

2 (2.2) 

Percentages arc relative to number ofpallenlS (N) m safety populalioq. - *--;: 
Cross-refc:renc:e: Table 1.2, Table t.J , and Appendix IX, Listing I. ; 

Table 1.3 lists tbe patients wbQ discontinued prematurely by treatment grQUP, rcason for 
discontinuation, number of days on drug, and day of last visit 

+ 1 

Section 12.2.3 provides detailed information on patients who prefuarurely withdrew from 
the study due to AEs. Narrntives for each of these patients can be found in the Patient 
Narrative Section at the end of this report. 
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9.0 DEMOGRAPHIC AND OTHER BASELINE CHARACTERISTICS 
H"'~, f"'''*' W_ 7 ~ 1/ r~ 1 'F ~ 

9.1 Demog pbics f~","""f~ Y~ (S"nt:.), ",f.M.}; fa-..:f.'" ilr'J-","",<-,./L, 

Demographic data fa the safety population are summarized by trea~ age grodps-..¢u,,~ J 
in Table 2.1, Appe ix IX, Listing 2, and Panel 10. Subgroup analyses of demographic C "f'Z' 
data by treatment or the safety population are summarized in A penditlaW:,::,:A,:"fo"r::-_-.... -:/ 
children and in pendix Table 2B for adolescents. emographic characteristics were 
similar betwee the treatment groups. The majority of subjects in both treatment groups 
were female ( % for citalopram and 54% for placebo) and Caucasian (81 % and 73%, 
respectively). ean age in both treatment groups was 12 years. 11""':1 "k "l.;U..c_, 

~ ...... ""., ~'"" " "/U. e,kJo(,'''' __ J'-"'~ .or", '.3 au.r.r ~ 14 ~, -'-
~Y'- ..:.. ."... (tu.J..o J ""'-0 t t: /m~.s, ,4,.., ~ 'U "-' (" cO 1> ~ ~ Pa nel 10: D mographic C ha r act IS tics

c 
J I , .......... -.r. ,>--

-J1--~ f~"eh,J 
.. . v....- c'w"f~-j""'f..-·..--IY~~~~--.".· - .. 

....,-0 1,/. / ~~ebo . Cila1opram ! 
~' terisf - Chiidre)· · Adolescents - Total Children -:-AdoTe;zeTiti -;- -. -----roiif -·· I 

- - .. . ... .. .~"'~8L __ .~~1L_ . (N"'85) (N-45) ~-4~) (N=89) , 
Mean (SO) 9.6 (\.3) 14.1 (1.8) 12.1 (2.8) 9.3 (I.\) 14.9 (1.7) 12. 1 (3.1) 

1 

. . -... .. . i 
Age. y~ars Md·" 16.8 14.0 12;0' 9.0 is.O 

, 
11.8 , 

: ... - . .. I 7'f.17 
, 

Min, Max "P.'II 1P,<!7 1(11 IP,c(7 7l'O1 1 , _. - - _ .. - -. . _---,_ .. --- - ;;-._. ~L! 
"'/ .' n , 

• ••• 0 Female 63. %, 
Male 

-- ----- .--- 47.2 ~ I 
Caucasian /Xi .• 0 

• -
~. • . 20.0W 27.1,% 

-~~~-f~-f*-~~- 8··'1(;1 I 
~I 

Race, q %). 
Non-Caucasian 34.0 

148.2 (60.3) 125.6 (57.2) 98.9 (43.0) • 149. 1 (46.2) 

721696 4 , 96 511)147 75~80 

-'-'---'-'-~~ 'i J' 123.7 (51.0) i 

5~8. I 

.---. - .. - ---. --- - - ....J:.:,,--:.:.' 
Mean (SO) 97.6 (38.0) 

Weight,lbs 

Min, Max 4st219 

- PercentagesareieIiiLvc tOO. ;;;'""m"bi;;;'~."f-;;"",'"-· m"'.;-(N)""t'm safety population. 
Cross-referend: Table 2.1 and Appendix lX, Listing 2. 

Hied in -; 
;='fable 2.2, IYere-5imtktr te these of tile safet) pepttlat-W,A, .. A patient listing of 

demographic an . e data for all randomized patients is provided in Appendix IX, 
Listing 2. 

The subgroup analy presented in Appendix Tables 2 nd 2B, showed that 
statistically significantly ~.028) more Caucasi olescents were enrolled in the 
citalopram group (36/44, 82°0 an in the plac group (31147, 66%). The significant 
difference in race for chi ldren w at cons red clinically meaningful. No other 

yother demographir subgroup parameter, 
However, it should be' noted that thi was not powered to detennine differences 
within the age subgroups (childr and ado cents). The sample size was calculated 
based on the anticipated effi size for the prim efficacy variable. 

;; 

TVJ;;ro"'V" ------------- ---- ----- -----,Vctober 13. 200} 

t • 

,f 
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\ "e.- "" '( 1<"];>]? -J ]t<. . ~ "-

9.2 Patieht History II<-'G.- a.~ '6 "frm'~ Iz... . 
Table 2.3 presents th~depression history oHhe safety population by1featment group and 
age group. Subgroup hnalyses of the depression history by treatment for the safety 
population are summa~zed in Appendix Table 3A for children and in Appendix Table 3B 
for adolescents. \ -

~ 
""I'f'"-c..i "',} ~Y- (;w} . 

There were 0 apparent Yifferences between treatment groups. The percentage of 
patients who . . . episode of depression was 78.7%.fot:= 
~M; in t e citaiopr group and 82.4% Ii 2 . ts in the placebo group. The mean 
duration ofMDD was ap roximately 2 years and the average age of onset was 10 years 
for both treatment groups. Twenty percent ofp~tients in the citalopram group and 18% 
of patients in the placebo oup had previously received antidJpiessant treatment, and 
approximately t 5% of patients in the cilalopram group and 10010 of patients in tht:: placebo -----­
group had a history of treatment nonresponse. 

esented in Appendix les 3A and 3B, sh 
ly significanlly .030) more children the citalopram grOll (9/45, 20%) 

en in the placebo gr up (1138, 3%) had rent disease course. or 
adolescent the difference in dis e episode duration a Q.roached statistical ' ·fi.cance 
between the 0 treatment groups ;=().054), with ado lesCb~s in the citalopra 
experiencing I ger episodes (22.5 m I~ths) than adolescents' the placebo grou 
(15.7 months). other significant ditte~ces were observed "ny other depres 'on 
history subgroup p eler. 

The psychiatric, suicide, medical, and psychotropic dru*eatment histories of patients in 
the safety population also were similar between treatment groups and were typical of this 
patient population. . 

Individual patient listings of psychiatric history, suicide history, medical history, 
psychotropic drug treatment, and nondrug psychiatric treatment histories can be found in II 
Appendix IX, Listings 3, 4, 5, 6, and 7, respectively. p,d"."7: ~':l-",Rc..J ""<-I>--:::-,.y, 

/ i""'"f",rvAJ) £.CV\.ltI:-Ie-.:I- ",.,,- 4l,. 

9.3 Efficacy Variables at Basel' J.J~ .... &11l: '6 ~jt-r ~d.~k 
Efficacy variables for the ITT populafo at baseline are presented in Table 2.4 and Panel 
11 . The mean baseline scores i treatment group are indicative offl8tientJ "itA Mtl~ fa 

St.v~ depressive symptomatology 0 statistically significant differences between groups were 
observed for any efficacy parameter at baseline. 
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Panel II. Efficacy Variables at Baseline (Mean (SD)J 

Efficacy Parameter 

CDRS-R 

CGI-S 

COAS 

K-SADS-P 
Depression Module 

Placebo Citaloprilm 

" "',"dfeii ' - Adolescents p""' .... 
! JSL . (N",) _!N-Sl) 

57.8 (11.1 ) 60.0( 10.9) 

4.3 (O.S) 4.<1 (0.7) 

51.9 (5 5 . (7.9) 5 1.8 (7.0) 50.6 .) 

._ (l4) 29.1 {6. 28.7 (5.0) ,. .6 (5.6) 29.2 (5.1) 

Page JO 

p-V3lue' 

58.8 (10.9) 0.653 

4.4 (0.6) 0.721 

51.3 (7.7) 0.579 

28.9 (5.]) 0.977 

a p-values for between-tr-eatmeni comiia-nsons ire' rom lhr«~way ANOVAwllh factorS-oftrearm or. age group'"a·nd 
center. 

lIT popularion 
Cross-reference: Table 2.4 and Appendix IX, ListingK 8. 

10.0 EFFICACY EVALUATION ~ 
All eflicae;t, analyses ore bosed on the lIT population. Tables 3.1 through 3." 4.1~ 

~ough 4.~, and 5.1. through 5.5fi present the results of the efficacy ana1re as the I"le<-l} 

51» P' '3 'SEM, the p-value for the overaU $ 1 p . . se treatment effectf,1J'e difference of 
J\ the LSM with 95% CIs. and p-va lUCG fer lhe treatment b) GClIle! inluaehea far the 

comparison ofeita!6J'ftUl'l 'Iith 13186000--

10.1 Children's Depression Rating Scale - Revised 
The primary efficacy parameter was the change from baseline in the CDRS-R score after 
8 weeks of double-blind treatment. Table 3.1 and Panel 12 present the ~esults from the 
LOCF analysis for the change from baseline to week 8. The p-value for the treatment by 
baseline score interactio~'S presented in Table 3.8. The LOCF analysis by visit is 
presented in Table 4.1 A. Descriptive staust~cs by visit, a~ presenterlJ? Tables 5.IA 
(LOCF)and5.lB(OC). ()C. "",.JI,)sa b,j vil t" TS r" ,4", "- -rcb4.-'f./K. 

At week 8, the LOCF analysis comparing the mean change from baseline in CDRS-R in 
the cij,Sllopram and placebo groups demonstrated a statistically significant IIIi!BIIU. . 
treatment effect in favor of eitalop"~ ~;Ws ar~~Ell~~ w ,~!\l:a!J.:(j ,h fo <. oS:. 
apparent at week 1 (p=O.OII) and PiRiIe-eutrre1Tea! - ' . y-- 0_ . .J 

Similar effects were seell ,in th!i children and adolesce~sub oups. a.c. ~ i,j -II:..£. ~ () 
U et a..-~ - ,,_, - ".>2-~Oh ~ <>-v ( f, : <>. 1 ,(,. I . '-'. . '" ~ 1<. - / . 7Nz-. . I , _ '0' "'",'" 

() ~ .. -t..~. ~ dSo I'" ~~ ~ &6 .'OV'- tU> 11I1:.t)~ I·'; ~ ~ Similar resl!lts"iVere und f~h;eC analyses a.!>"~s I, ,and 6 _ .021 t wee j) 
JA 1O-.....L i'" tbe d~.(fercDce betweeq;he1Ieatment groups SlPIfroached statist' signific ce in fi or . 
~~~.... . 9f citalopram ~:o:Oo). However, evervtlr(;'"ugh citaiopr reatment 'bited ' i 
~~\!I~ numerica~~eater improvement ~lacebo treatm at week 8, t e differp ce .. ! 
"a' "':f;'~ be~"'1he groups was not stati.sncally significan . =0.)67). fn.-~ s · ... ,f,·~'l.1 
) ~\""~,\ 0· /J.,~ O. <p<> USl"'J {t.. OC "ff.1O(.(1. . liko.w<u- tfo......-s '11 I 0 
(U

40 ''''7'D. . ~ r... ':;k C:';:'11lwo. ;V~",p 1k.- -Iv- f~ ;::"\ \ t,::, ':;is; :\f;~ citJ.. "' - f'h<:ehc/J,~ (!~o.o~ 
~cJJ.eJL oJ- /klu I J '-I) (,. , 

CONFIDENTIAL 
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Panel 12. Change from Baseline to Week 8 in CDRS-R (Mean ± SEM] 

Mean± SEM 

Placebo 

.:......b 
(N~~?) _ 

· 16.5 .: 1.6 

Cit3!opram 

-.....:. 
(N- "'>. 

-2L7 :t1.6 

~'M'~'~iB~----------~ __ Hll~,Or-~--~---C.~2tt6---/ 

p-valuc" 

0.038 

-_ .. _- -,----- _ .. -----.- -,_._-_ .• 
Range -55; [4 -67; 7 

"8 l:itL~ p-v.iluc" is bas«i on.Ih~;ay ANCOYA"ffiOdei"with "iie3tmCni.-age group~ and center as" 
faecors iJnd baseline :;core~ coYUriOIC:. 

ITT population 
Cross-reference: Tables 3.1, 4.1 A, and Appendix IX, Listln.ll; 8. 

+kG H'leau ehaRge gem baseline ift the CDRS R 56sres at C8s.fl i colc \ising tae LOG1" 
dataset ftIe presented-gmphisalt,4R PaRell). 

Panel 13. CDRS-R Cb.ange from BueUne Over Time 

r;... wl- -/Lt-~ bl,'w£ 0 
Insert Figure 1.1. ""'" r l."J,'<tOi. c""""r""'" r->"' 

~ o-{=- ~-.v-. ,;:~.i> . 
(Forest, please provide Figure 1.1 in cctronic_form.at.] ~ ~ts ~ -fl:L. 

~ 8 LocF 
Appendix Table 6 presents Ute resulls from the L F analysis for the change from 
baseline to week 8 excluding data from the 9 patients: • SQS, S96, 

treatment (tab lets l:IaEi the ifleeHest b'dl'dt.J:Oati t J::;:tJo...... 
analysis comparing the mean change from baseline in CDRS·R in the talopram and oP- 1(1~ .~ .. 
placebo groups ... . . re'") 
:eitaioplllflli EJ3 Q 0 52) /.J~ 1'00+ 5Ub:;~.f.~ e.J. . -jt...L LSW\..l:> ~ 
.~ i. {, .f" 'I. 3 ~ ~ ,- v~ ",c~.fH:r.v. 0.03" .f" O· D';-;z... 

[ForeS"t, please confirm or;.correct wordiog concerning ~correctsfudy dt:~g 
administration.] 

Appen' Table 7A presenl:snte-I,o..CF and Appendix TabJe7B-the.Q.C analYs:E:'ss wing 
a 50% dec e from baseline in CORs-"E. scores, by visit and treatmef.t group. No 
statistically si . ficant differences were o1l'~rved for weeks 1 throu~8 between the 
treatment groups ~ther analysis. Howeve~t week 4, both anaiys~s approached ~ ; 
statistical significance ·n...favor of citalopram (LO~.074 and OC.~. i' j 
The SAS outputs for the analysis of change from baseline in CDRS-R by visit are 
provided in Appendix Tables 15 and 16 for the LOCF analysis and OC analysis, 
respectively, I 
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/0.1./ Clinical Globaflmpressions-l-11f/lffwemeHi-
:fable J 2 ~rest!Bt5 His analysis gflhe change from bassliAe ta week! g is tAS COLl score 
.u&ttlg the [OCF analYSIS. By-oisit-tlaalysis t:es'llts.are presected jn Table 4 2A (LOGF) __ 
..anEl4.2B (OG), Icspeettvely. Descriptive statistics bJ visit for LOCF at:ld DC analyses .. +-/(a. CG-r-J­

are presented in Table, S.2A and S.2B, respectil~~Y) l~divi~ual patient data are pr~~i?~ 
in Appendix IX, Listing 8. a...J... J.u,CK~pn.-{!.., .s~T1c...S ~ LOc..i==- c..-I2.-0c:.. D-a.

AV
r...'9PU 

.. .f~CCi.;~-S ~ ~ ~ T~ !".sA ~s: J~r'4 I'7" 

For the CGJ-I sco~ LOCF anaj)lsirtomparing the>t1!ean ch'!l'grliOm baseline to 
week 8 hetw ni'he citaIQpr~1i"d placeho gnwpi<femo~atfd an treatmen;H k 

. effect n erically in favq.r....oi citalopram. ~oVlever, thyimpro eR~~soort°c..f S'1) 

did reach statistic.allS"igni.ficaQ.ce (p=02:57), Sim~liIr res1.u s wcrc:9b~eI'Ved..[d;2~~ 
!,ys;s, 0., ~ cr.;:-S s:r'fi~ 'Mf~ ,k tu... "'~t'!'D - _. I 

~ /-0 W. f,~ ~ (r;" o .o·..--) ,",GoO .h~~ a:f- ~ e...e. ~ v>=',-
I '" ~ ,,;.,j- .,; Of. -j./~ ~~ ""'+ ~ PAd.. '!( W<tA..;;r. ' .~ ) ~hljy~vislMl.. yses e onstrat that c'talopr res in me,;jcalri ~at~ 
51- , b~iruprov ent in t CGI~I ore a r pia fi ath e LO an C ana es- . 

;:--.!- O~"' ,," .•• ,;'C, -, - y ,~~, ~~. 4 
~CAOnsJ'c' (P. .OOG. LVC:F jllld 0.00. ocr" Do -fu- GY -r:,""""" J ,....~_ 

'-0. of? ~ ~ 1'\1''- "'" -{ui.. c.'~:"'.:to:'" 70 ,''''--

-HJ J J Z/"kal:f7l ... iC";;t:'"eritp. f!~ ~> bu:I-"ft..h4-
Table ~.~ ents tj:I.eanalys afthe c~ e framWel1ne to et:k 8 ~e <:;OJ$'scary 
using)h'e LOCF approach esuits o· e by~vi~t'analys e pre ted in 14bIe .4.~ 
(L9CF) and J.a6le 4.3 ~C). D criptive s;afisticv> visit a presented'l"n T~tfs" S.y.' 

J _ PD. n 'J;ZGJ<:;F)."l\d').3B II ). IAdivi _ al l).Otienl/clata ar1l0vid i:r\App.enaix IX~i$tin~. 
'U~ \~ rj...f,d,-«..l«. s~_""'~ < 0_0>-, a::t fU<.-~ «t' 

, ; ..... b D7t.... -n...... LO~ oC a.-\ l iT ~ "U ~iaA<.. r-the CO S score, the C an IS compan)lg~ m n change frc;JR bas21ine e 
week 8 ween the ci opram an lacebo groUps de nstrated a n merical 0 raIl 
greater proveme In favor of ltalopram../f{oweve, this effect 9~ not re~ statistical 
si . cance (p=(). 6). Simil results wfe observ Ci in the amy-fsis usiny:ne OC 
app oach . 

. / 

By~visit lyses;temons~ that ~talopram produce.ia·stat isti~ally s!gnific~ 
greater i prov ent in Jhe CGI-S score tharlPlacebo/or the r.OtF 3la1ysis 'Y"eeks)' 
to 6 (p 0.02 . Th~O analysis 10wed ,I greater ~tatisticall( signifiCan~im . roSJlnt 
in th GI- score Ii citalapr3I"o/compa~ed withy[acebo atl~veeks 11 4. an ~ (P50 34). 
A eek . the 0 alysis appfoache<l~tatistip4I signifi~ce (p~57 n fay of 
cltalop 

10.2(1... Childrens Global Assessment Scale 
Table 3.4 presents the results from the LOCF analysis ofth. CGAS rating at week 8. 
Table 4.4A presents the results of the LOCF analysis by visit, and Table 4.4B presents 

, 

the results of the OC analysis. Descriptive statistics by visit for,CGAS are presented in 
Tables S.4A (LOCF) and S.4B (DC). respectively. Individual patient data are provided in 
Appendix IX. Listin. 8. . .1 n JL • _.1 If 

1L.... e.G-As w_ aJ-.r ... ;':....Jt..~ ~F &.-:~I"' ~) .. H .... e. e--J. '6 ~ .... V, A ..... OV I fJ..JL fh -.,..c. 1: ~ : 
5;""f<~ iMf,~' (I' ~ o· os') """" .l.t.a-YV..;:Q f>. -14- r;IM!'",.", ~ reJJ,~ 
-+f fu. fW!:c q-r"'/- 'fL.o. e..J~ ~ 'I '" !..o!Z. 1t.L L()CF ~ Oc 
'""" ~~ """,... ... . j~. b , I ' &2 J < .. ~sJv.l Il. fZ. r ' j~ ",""A~ '~rr",<~ "'" .L~ I'"' ~ 
c ; f'<-- Vra'J""'/ .J;i1-;;:t::k, 3'4 (kbo :Jroo' c./" II<:;.--t. "6 o"owls. ,*,~I . 
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, • ••• ?> K-SAVS - P Y"f'os"" 1'\0,;1. Q. - . 

'J..e.- K·~/fJ>s-P~ ....... v_-d.<k <.JO? "J....'jJ~~ . ak s~"1) L.d.J.) J 
--fk ~FO,.es!LaboralOrieS.lnc.~ "n ek 51 . /Ce.6...../.+S ~ fLi2..- !.£)~ ~~Jo-.r a.rI2-

__ /J Re arrNo. CIT-M~/8 Cicalo ram Flexible DoseSmd cJ Po e~ lJ . n 
f~ ,\... s.r ~ .>,A-. ~".I!5 ~ -j1.>.. OC . ""-'l. f~ 
Vi ~~~ For CGAS, the F analysis caring the mean e:tife from b~ e to ~8 
I s-5 . between th talopram an acebo groups de strated a nU'llet1cal ove/}'H treatment / 

i, effect i avor of cilal However, t . effect did no~ach statist~r significa e~ 
(p= . 09). Simil esults were obs 00 for the OC ~alysis. BY-'9sIt analys 
demonstrate<jAfiat citalopram uced a statisticalVsignificant t¢'atment e ct over 
placebo aKV"eek 4 (p~0.0 , OCF and p~O.O~C). . 

-Pll_--;r-rotltli·ti·ottal P,.amete"7 
he addi . nal efficac paramet~Gi.ddcd.ili . - .~sslon m..,. . .. 
sponjl rs, CDRS- respond?,_ and treahnen~-b ,~aseline i,teracti~.,rrhe lyses 

t e l.Kange from setine to week 8tO (hese peter are p::s;E m Tables 3.5 
ugh 3,8, usi ' g the LC? F approa . By-vi (analyses/or the -SADg:p depressio 

odule, the I-I respo deTS, and e CDR ·R re ""nMrs-a ",refiTr'fables.A 

~::~t[~~!!:t!::!!t:.~~~~~~' Descriptive statistics at 1 " f f r 
Ii are presenied in Table. 5.5A (LOCF) and 5.5B (OC). 
Additieaally; A ppeodjx Table SA fJfesents the bOCF Mod ApJlGAdix Table SE f:he OC 

"Ral) 5e! MZ the K g AJ,;l£ P reSJ38R:e!erS a' .. e. k g Individua,' patient data are provide~1JL 
AppendixJX, Listing41 8. O~ 1I.J... /(-S//'J>S-p ~ ...... ~, ~.j,-'-d 

o,..J.or '"'f~ """" Dbs~ ; .. ~ c.,.f.oJc~ J~o ,,'-"''''7-1'<' YT;> n.... 

f. t...e.bo ~ For the CDR~ S-R reslJ"nders, a tatistiC~IIY i . ant trea ent efli tin faP.'::f 
fh both O~~ citalopram vas obserVed for th LDCF ana si at week (p=O,033 an~w ek 8 
~c..l- ~ (p=O.041) The OC aIlalysis at eek 6 .03 also sho oct stali ically ignifi9"lt . 
Oc ~,\s' improv(ment in favp' ofeital pram7i' ' e difli nee in t tment ded to rds statistical 
~ -1t.L ) Sigru~fi ·ance at?;e 8 (p=O.O 7). F r the CF and.oc an es of K-SAD3-P 
~ Q. tee- respo ders at we 8, no sta ' tica si . cant dirrefences ere obp rved beMen 
,p,J....,....,J- tre ment grou s. ~ 
~ s~h"'- Q ~~ v' 0.... • . 

Fer all othel additieftsll'ftlam:stsn;; ? consistent DJlrnericaW;end-in-fa.¥QF-G-f.Gi.taJ.eprem-
"""'men!-was-<>bservea. " n .1' ~ -It..... ~R 
10-3. -r"'-<.h..J-.A- -Il;) - Kc ....... I,.J.... I~ M UJVI4 """'J It>. 

1'l-e--- .Q.. 10.4 Treatme~t-By-A.ge ?roup Int~racti on , r !..£)cr:- '.:;:..J'r-o..~ 
s') ...... ~1\ 1-reatment-by-age group mteraCllon swrunanzed In ppendlx Table 5 .. 'l L@(;I ~r uul. 

'6 aPfJFQ~~~ sigy.ificantaiffc.eRscs 'HeR! 8e58F"8~ fgr tae treatment-by-age group . t.~ 
interactJon~ffiru;-R, CGI-I, CGI-S, CGAS, 'i!OiiIK-SADS-P. . s vcutcU:.. 

CONFIDENTIAL 

lQ.S Efficacy Conclusions 
treatment showed a st tistically signifi e CDRS-R 
ly as week 1 {p=O.Oll which persisted ver the entire trea ent period using 

proacb (p:50.038). Ad itionally, the res . nse rate fo r the CD , . 
respon.ders a wee~ 8 for the LOCF alys,es ,showed a tistically signifi,can treatment J 
effect 10 favor f cltalopram (p=O,04 1 . Sumlar results w e observed usmg th DC ,;.) 
scores with the ception of the week- timepoint. The alyses for this p' eter 
approached statis ' al significance at w 8 (p= 0.097). All er efficacy paramet s 
showed a consisten umerical trend in fay of cita!opram trea) ent, but fai led to reac 
,statistical significance t week 8. Except for CGI-I responder s re, all other 
'parameters with cvaluati s at week 6 reached s 'sticel significance· favor of 
citalopram (rcatmeD[ at this ' epoint. The by-visit luations for these ameters 
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show a mar Improveme' the place cores~l the \ e68-timepoint ~estin 
placebo ect. No exp ation is cu tlyavailable this observati . This I 
plac 0 effect may ,in part. re~ nsible for the i of stat isti Ignifican In fa:v9r 

, , a italopram at week 8 .• "'~Ih ~ ,""'t 'D iu ~ ,.,., k~. ;o~ ~ 
~c;1=pr ..... ~ """u...f=f,,,,,, ~ f""' '''- '' ) fJ>~ w-t.if o-.t -Ar- . ~ 
bo.ll.~ .j" "if.tfo""f PHARMACOKINETICS A D PHARMAC'6DYNAiVlICS . 
't'\ CJ) ~ Descriptive statistics for plasma concentrations of citalopram and its metabolites. by 
o.te.. r. previous dose, are surrunarized in APp~~ble 13A. Summaries of the mean plasma 
in A~ concentrations of escitalopram and its . . f(~rs are provided in Appendix Table 13B'A 

--r..t.tt; ,~. 01 14 P las on tions of eita!o r ' '. d " 
.5::.-~...o.o."\5 antio. rs by Itaiop . conce tration d ove~1 age group.. 'talopra:q , 
~ic.:rr;..~ i.e.. m ta hzed t demeth>l cltaiop m (D (29.4 nglmL), and dl emethy!ci{alop 
~,t.'j..::r CT) (5 ng/mL). ith th unchan d cital pmm (67.6 ngi L) as$1h predomin t 
~ r. ~ c mpoun in plasma fler ci lopram cimini ration. The e tiomer alysis sho e 
~ ~-r 't at the ajor comp; nent i plasma after ci loprarn admin' tration, cscitalo ram 
"""~' (0.8 mL) with -DCT 11.6 n ) an S-DDCT (1.5 g/mL) be ng minor 
~t... f"P';-- m nents. Giv n thc gh dc e of va ance in citalop, 3..Ilvescita pram D IS-D , 
~ . fl- DCT/S-D CT pi rna con ntratio s, no meanin I differe es hetw en childre 
~~......z:: adolescen wereo servedi plasm concentration ofthesec mponens. Multipl -

,;J. <~, ,;,.)ipse cjJalep . lratio .~ -4n"'lP"ti..dns - po ' a\..ph a~i ~ 
~""".l& plofiJJ.,J'AN.fy.A ..... ":;'- r:.:t:~ ),R;. ..... "f~ ',,<e y.t,Y-'-JY.J,-.ly.y...., .. A 
f _ ~ -e.Sd:.J-....t...~ (#"" P'\ 'ftQ... LDCr CI-'--:-dsrs: ~ ; T-" 

0., it.. ::;]. ~~ I - _~.h- 1k ~ ~ L......J~ , ~ C~Je~- ,e. a-r . r ~/--'---' ) of, ~~ M~I- L-.. 
"u..ic 'd. CIt.. 1'>"- ('~ .:'~. ~ '11' - Lh j.J $-' tf.u-....fl-, 
( 10.0).0 ( r: o .03~ 10 r; cl CJtJ.off<'N'" J~ <;< .1, . Et ~~<t.AJ-
.....w i~ ,-,.v-t- 1'-- 1u- fL~ :r"'1' t<f- ..Jd... / ~ '. r 

J, .~ _ flnj:::" 1 ILo- y'<-',,.--.s,,- ........ ~ k c»fi!-9 · Fe- als. ""'" o.,l! """.,,,- "'''.n. • ( _i _1..1.-.' 
... i .. .f<-c..----/t., J... ~ 1 r'-sr-,/Jw; CD!<S-te-=Z.ff..,. --. d-
"""'-~"'-~ ' ,i, Z' AX!"-,,.r--f ~ «>-r~ j. ~ f&.ai.D r7 
cp < 0.0 I) - (r0/;,~ 0-"_ iR/ I;' ~ ~ c,4 ~ 
5i .... ;?;~. 01~~",.,.~ ~ 0"";- ,Cv-<..J1 '" -11...-. c:k--r . '-_ 

0 .. _ L :U I!,., ,,<."'- "-'So oJ. I M T'" 
r~""""O 1- PfI>d, , s· f,~ '-~ '"""- ",,-1-' .....;r d.L..".., 
CG-:( -5 <v.--£ c/;.A-5 , ~/t :5"' -for 11>- ~J.I,~ ~rD"'-h 

I .Je".....,+t..... ",c-t'"oss 'ALf°i"...... '1!J / 0 I 

~ "" CC"'sl-S Jo.r~' -":'1'_ "" '-::1 Lt!: "'-'j ~.p,.J L---f h 
rM",,",,-l-'rs "-<J KJl <rn <?oV .... ') o.iI-; ~~ a4-: 
~ Ir,p~w-J- , ... ~ _ lDCf' a-.!L OC -tM_ f.:,Wfs J;,..-. 
. ''& ' \A -./l . ,t- ,,, """" ..- . , - , ; 1::0'1 C-!ol 1 Co ......0.... ~Q... S ( \· ...... ~, : 

-1'l<- I-Ocl" ~ o c.. ,,~-<is.><> .~ . .L-"-I,,.~ j.....}- 1Ls- • 1,"-'1 ' 
No M..w-- L"~";P- t:.1 i.f'-r~ oJ" 0 rl. ':;"U ..!J. ~1PuA.f _ ... uiJ? 

_- ~q~\'h.J1f!l:' M i~b. ~~~~~ ;:I~;' ~" cp(lS-f- s,rrAs ~~;~-:)-L : 
:l .... " ",--, S - /n r _'.:-: l ; - b.~k ~ . .J.J".-", ~ Il~' J'"";1'Y'- 5_~~ L,r\ . 
ill ""SA-'~.\W.... ... 0>.1<- G, 10 :~ .j., 1'1... J".,.,.j>..." of "'n..- (,,.,j<- ~ "", ",t. .• l "J..JJ) . ' --' 
! ~ ,t.iS 4;~ ,t."".J 11I'dllr.h ... vt, .\..0~\..rf ~ """" ~ . s r~ ~_/~~ ~I'"I~ ">...2..e/_1..5; 0- "t< ~ :'::~ .. 

. , '" ,u.lco- 1<> - "' t-'- .... "':::l 'd).--sJ. w-..sl-.;!- r>~'" +-- .;&.. .-'. e ' ~" .•. -,-
",t{~\. fk), ~e C4(,).., .... , ...... .d-t-~) ~c.'i:> ~I ~.~.Q Qv-d-s--,,-. r t-12..:.A.. 2 I 
~ t.~~~ 5~) , ... ". rre~ mf . \.U\1;,L.,1."'1 
~tI , - ~ - 1- . L __ ~ .... ~ ,-,.4v~ ;J«) , I.jid-y'",£, ,~,L'~l !...J-f/.a- -:f 

o~'- ~ .IL........fJ I ~....L' I 
- oL II Dra}t ...t 114l.. -hLl"_l\.:.c-t' z:::t:# W&7 1"0/ r:e.:tA#<L <J!ti {>.it.. ~.:;.: f€O.. OCtober D , 2001 
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Panel 14 Overall Mean Plasma Concentration of Citalopram and its etabolites 

Cilalopram 

Analysis 

Citalopram (ng/mL) 

Mean ±SD 

Range 

DCT(ng/mL) 

Mt:an ±SD 
.... _-_._-

Range 

DDCT (nslmL) 

Mean±SD 

Range 

Esci talopram (nglmL) 

Menn±SD 

20mg 

(N=26) 

49.4 !37.90 

1.00- 124.89 

20.6! 13.39 

1.00 - 54.09 

3.0±.1.16 

40mg 

(N-36) 

80.8 ! 69.07 

1.00 - 289.77 

Chi ldr~n 

(N=l2) 

63.6.:t 62.02 

1.00 - 279.18 

35.5! 23.36 23.8! 17.69 

1.00-85.73 1.00 - 67.36 
.. __ . .........,._ .. _.-

5.8±532 4.6::3.91 _ .... - -----_. _ ._---_ •.. 
1.00 - 22.15 1.00 - 22.15 1.00- 13.92 _ .. _ ---

24.6!; 27.01 19.7!;21.6Q 21.8 :: 24.43 
- -----------,1----_. 

Range 
- - - -+ 

5-OCT (oglmL) 

Mean ± SD 8.0! 5.68 
- - /---

0.50-22.12 

0.50 - 110.33 

14.1 :!::9.71 

0.50-43.58 

0.50-109. \ 8 

13.90 ± 9.94 

0.50-43.58 

0.50-\\0.33 

9.36 ± 6.91 

0.50-27.91 

1.88! 1.32 1.62 ± 1.35 \'4! 0.93 

Total 

67.61: 59.75 

1.00 - 289.77 

29.4!21 .29 

1.00 - 85.73 

5.19 ± 4.65 

1.00-22.15 

20.8 :!:2294 

0.50 - 11 0.33 

11.6:!:: 8.75 

0.50 -43.58 

I.S::!: \.15 0.94 ± 0.52 

0.50- 1.88 
-~------~--

0.50-4.76 O'sD- 4.76 0.50- 3.34 

:' Piuients wllh plasma concentration I~I BLOQ were assigned values of 0.5 (half of LOG). 
ass-reference: Appendix Tables 13A and 138 and Appendix IX, Listings 24A and 24B. 

0.50-4:76 

fsc i-j./op""",, c.vI2-
A listing of citalopram, ~italB~rllm. metabolite.,..aeEl BRantiOITtlOr plasma concentrations at 

. the final visit is provided in Appendix ,1)<;. Listings 24~ :::d ?4B'Jr 7 ,' .1 n _ . 
14... c..-.u.....~ . "'6 c. l t.u.or~ -...J/lw-;>~r,.....~ 13P<i~ 1#-0.. ...,~ cJ...1~ ~ 

~
+o ,-tt.:: ":'lo~+S., -ru... ..,....... ' ....... ~CQ...o ~ t: 
~ nf!]3eag\x ~ 1rt.~seIlt the ttose a~s~~sted f!la.swa j 

f\~ ') Vol. c.nDceotrahoo corre1atJOn analYSes for age..ancLweigA~ .. by .. &lt-ale~talepram..i }. 
0.:. cencentrati"on;respectill:e.l.¥-Hr-tlte-dosc...adj.1Isted Cor:V-latiSB anal) sis a stutistieallj " 

~~~ I- signfheiHlt difference in cjtalepram plasma esaeeRtrati98 "'as ghsenred with iCspes t to 
OM~ 0-- weight-(p-6:63e). No .llIIistieally-signifteanHltlferene.>-wofO. ,e,e",e&f_ 
(r~ _.0$"1 or lffiadjuste!k<>R'elalis!M'll'pi,s. • I.L '-0 ,...e.....L {V' k u.,~ wrIZ 
..sow"r""''' """"hrJ, ..... C ... .".·oV2j. ~ "':J"'~ "",. rr. ·c7 .-; . ) eJc.i~ 
... -I\.OY cJ k'r"" [Forest, w~ was compared here? J w<c::...~::- (~~ -. ,'2-' &. oN" " "J:l,,~-J­
Ch"'~~ C"'~··" ') · [o-ffl)'{t-.......t 1M. 1!..e. ~'R- ... '0 S~ 0 , 

r-cl.J,'t>"l.x, -to f.1Pn""~ ~l 1 cil4-- cifWf"'~ (r~ , /1."3) ay- ,tf ....ti~t:"' ... >f,""'-'V" 
~""\ ' .r I~ vh>]F - ,'O'+) . ~T'-tA, October 15, 2uu} 
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12.0 SAFETY EV ALUA nON 

Page 36 

"..J... Mu.- J.:,(. des-t. (M """bo- of hikh) 
12.1 Extent ofExpos~ 0 o..rt. 
The mean duration oftreatmentj0r patients in each treatm~t group it presented in 
Table 6.1. Appendix Table 4A summarizes the distribution bjJfinal dose ~ treatment 
group, and Appendix Table 4B summarizes the modal daily dose by visit and treatment 
group. The average duration of treatment was 53 and 51 days for patients in the 
c~talopram and placebo groups: respecti~ely. ltelty~~O\:!·en . . ' ..... 

. Feeewe)lAO\mg :"fopram. e maJont of pat I 
i b treatme groups re ved 2 tab»tt per day; r.Y3.9%) atients iI).' e cit~o ram 
. up and 5 62.4%) p. cnts in theylacebo gro~. With r¢'peet to the"modal dail 

c talop' dose, 70 .7%) patieptS received 20 mg andy) (21.3~.p'atie~.recei ed 
4 citalopra ost patie~~:ecei~ed a g:-6dal dos,:bf 1 tabJ.et per d9-Y III bo~ . 
t~::ou IS; 7l1fIfr./%) . tns w~<>-cttaWP1_gtOuP ana 59 (6!T.'4"(oTPa S 10 

. I I'" ace ~up=' 7Lo; ......... ,u..~ ",Wor"""" bu.. W<>O 2$. 1/ ""3/""j ju,.. . 
- J,..;~ f~ ,,~ /. Z-I ~fds/ ~, k '"""'" c,u,r;::w; t:ku. 'f'I> >:t . .1 -"::1!tfJ 
i "- .,..... ~&"'It'1-.i~"""' .~-&.th~uS Ad,?ef;eEv~~~1!:!~n~~a'f.o~'fDy~~Se;,-
1"- " jo-rl . J- . Id.. "'Events" J~s "' ........ ~~~-d Pfr~ '1! -h> z---/..I,,,,,, 

.,.. </<i 0- ,-- . ::..r 
12.2.1 Dealhs 

CONFIDENTIAL 

No deaths occurred during the conduct of this study. 

12.2_2 Seriolls Adverse Events 
One patient experienced an SAE during the srudy. The patient is listed in Table 7.1. A 
brief discussion of the SAE for this patient is presented below. A narrative describing the 
SAE is provided in the Patient Narratives Section of this report. The CRF for this patient 
is located in Appendix X. ",I.., W k.... J...s~~ ~ J...J,&-LI.~.i. fl~ 

~ '6 -tt.... "J.'vs>- ~....:~ rs~~,l.a- di , ~I<r> 
Patient 137, a lO-year-old mal~tr.eaterj mlts plaseQo, showMJrnpulslVe behaviof-9R...(2.'f J.-p 
Stye)' Dar 51. The event was considered by the investigatQr to be moderate in intefiSity a.~ . 
and not related to study drug treatment. The impulsive behavior resolved spontaneouslt.: cW~ 
@l}e_same d,,!> 10/'- - '"11 
12_23 Discontinuations Due to Adverse Events 
The incidence of dis continuations due to AEs is presented in Tables 1.2 and 7.2. A 
listing of patients who discontinued due to A.Es is presented in Panel 15. Ten patients 
experienced. 15 AEs that resulted in discontinuation from the study: 5 (5.6%) patients in 
the citalopram group and 5 (5.9%) patients in the placebo group. The most common AEs . 
leading to discontinuation were aggravated depression. which occurred in 2 (2.4%) I : 

adolescents treated with placebo, and agitation, which occurred in 2 (2.2%) children in.. I 
the citalopram group. 

I 
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Panel 15. List of Palienh who Discontinued due to Adverse Events 

T reatrnent Group'" 
Patient Number 
PLACEBO 

Ag. 
("") 

Sox AE Start Day 
. AE · 

(P~f~ .~ennL __ 

~¥f « iY 507 
({~L 550 

'is:? 574 

Q 519 

117137 

I3 - -.. 
I3 

15 

12 

10 

Female 30 
---- -

Male 29 ._- -
Female 5 .- _._--_ ._.-
Female 41 

... . _----_ .. _- _ . 
Male 31 

.. 

Rash 

Depression Aggravated 

Suicidai Tenden~y - .. 

pe;-so~alitY Disorder" 

CONFIDENTIAL 

(j) 

CY 
(]) 

f:1T A tOPRAM 

534 

561 

-
144 

16 Female 
... .. _-- .~-

16 f emale 

.. _-_._--_. 

24 

8 

---' __ 8 
8 

·- - 47 -- - - _. - -_._._----_. 
-=- 53 

10 Mako _. - - ---
.-- .- - -

53 ----_._- - -- -

.. - .. _ .. - -- _ . - ... -

...... . Akathi~ia----

Fatigue 
-- - --.. - - .~~=---.,-­

Appetite Decreased 

Weight Decreased 
.- -- -- ---

Hypomania -- ---- - .-;---
___ __ • ___ __ H_C8_dao;:;h'","" __ 

Abdominal Pain 

_--::;::;:'----'-_~3;6-- Ai itation 
1 S Agitation 

193 9 Male 

229 7 Mal. 
.. _._---

,------ ;-- ---:-,,:-------;COncentration Impaired 

- a:"AESiiit Day - AE Start Date Date of First Dose +1. 
Safety population; cro~J;·rererence : T:tble 7.3. 

Individual narratives for the patients listed in Panel 15 are provided in the Patient 
Narratives Section at the end of this report; the corresponding CRFs are located in 
Appendix X. 

12.3 Adverse Events 
The following sections present the incidence ofTEAEs for the safety population by 
treatm;mt and age groups, by body system, preferred term, severity, relationship to stu<j.y 
drug, and sex. 

12.3.1 Illcidence of Treatment-Emergent Adverse Events f~ 
The number and percentage of patients who experienced a TEAE are ~'Jan a' rl by 
treatment grouP. age group, body system. and preferred tenn in TabJerf 7.4. "fl'peRsiu 
Table I"" J}fesents the total hUiilbc!J of-A:Es-by-treatmcHt aBel: age sreup:- Panel 16 
presents the number and percentage of patients who experienced a TEAE with an ~ ; 
incidence of at least 5.0% in any treatment group-ami:tt: ta1 IlWiibtr ef • lEG by- ... j 
lreatm g 9WP; TEAEs 'are presented in order of decreasing frequency in the citalopram 
group. [Fores4 Tables lOA and lOB, sbow 77 patients with 236 AEs and6l·patients ­
with 179 AEs. Tables 7.4 and 7.5 show 75 ~n4S9 pati~nts with AEs in the 
citalopram and placebo gTOUp~, .respectively. Are Tables U;A and lOB b.aSed on 
patients with AEs or TEAE as Tables·7.S and 7.6! .To correlate AEs with o·umber of 
patients, who experienced AEs, both sets of Tables have to be based 00 th~ same AE 
definition .] 

Dra}t October 15, l lR1) 
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~
~yentY-fiVe (84.3%) pa!ients in the citalopram group~reportetl~j'6-AEs..and..5.2....(62.4%)' 

. alients in the placebo group r s. Among . s reated with citalopram. 
t e most common TEAE re gastrointestinal syste Isorders, respiratory system I 
d sorders, and cen and peripheral nervous Sy' disorders. -Among patients treat 

'th placebo CsPiratory system disorders trat and peripheral nervous syste~ 
di orde • and gastrointestinal system . rders were most common. Headache 

atients, 19.1%). rhinitis (12 ents, 13.5%), nausea (12 patients . %), and 
ab ominal pain (10 patients, .2%) were the most frequently r tted TEAEs in the 
ci lopram group. All otjt r TEAEs in the citalopram gro ccurred in 6 or less pati nts. 
In ~he placebo groul}h{adache (17 patients, 20.0%) a pharyngitis (7 palit:uls, 8.2° ) 
wcp; the most freguently observed TEAEs. All ot TEAEs in the placebo group 
occurred in 6 or tess patient. 

ALditionallY, three patients had rEAEs an incidence greater than 5.0% (and Ie s 
t~au 7.6%) and-aJ-leas t wjre that-&hse . ac'ebb wele leported-HHh,e.cit" aJaJ,pu'" 

influenza-like S)"l!~tO!!'§J,@;!!§p''''~iiiiiMf.ii~"7~o/''~aod~~a~ciie~~~ff.~~::~ 
~- ~, and diarrhea f.! . a opra 5. 0 :> 

-0 i efall, 110 ciiuicall, significam <1ifreleJICeS ill tits fi=e'l'ICRS), afTB/:cEs "etC ObSCI 9C8 

between-thc two age gluups ill eilbeI lieablleat gre1:lp. 
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Panel 16. Most Frequent Treatment Emergent Adverse Events ( ~5 .0o/. ) 

Preferred Term 

'fatal numb" ufAEs 

Patients with at least I TEAE 

Headache 

Rhinitis 

Nausea 

Abdominal Pain 

Influenza-Like Symptoms 

Placebo 

- total 
• __ ___ (N-8S) __ 

119 

59 (69.4) 

\7 (20.0) 

5 (5.') 

3 (3.5) 

6 (7.1) 

Number (%) of Patients 

Cilaloprllm 

. ~ -----rola1 
... __ __ .(N-") 

lU 

75 (84.3) 

\7 (19.1 ) 

12(13.5) 

12 (IlS) 

10 ( I 1.2) ----_._ . __ . - ... ---_ ._ ... - - - _ .. . 

o 6 (6.7) 
._- -_ ... ---_ .... 

Pharyni itis 7(8.2) 6(6.7) 

Fever 5 (5.' ) 5 (5.6) 

fatigut: I (1.2) 5 (5.6) ----_._ ._.- .. ... _------
Vomitin, 5 (5.9) 5 (5.6) 

._ -_._ --,----'---'- .. - ... 
Diarrhea I (1.2) 5 (5.6) 

Back Pain 3 (l.S) 5 (5.6) 

Coughing 6 (7. 1) 4 (4.5) 

Upper Respiratory Tract Infection 6 (7. 1) 4 (4.5) 

Percentages are relative to numbe~'''o''r-::: .. ''' .. ="''(N'''')'' .. :-:,,'''';:;,ty=popv='''.'',ion.~.:-~------­
Cross·reference: Table 7.4, Appendix Table IDA. and Appendix IX, Listings II, 12 and 13. 

-' 

Listi.ggs of ABs for individual patients for the 'ingle blind placebo'llead-in and double;­
blind cQ'Mp nnti"i1: treatment periods are presented in Appendix Dt,'Listings 11 and 12, 
respectively. Listing 13 in ApP'cndix IX presents AEs by treatqteet group, boo.y slstee, 
and preferred lermL;;0<u1- :.:I,M.'-~ i~ '-It.. -/U. c.i"" 'P""".:' "'-d!.. !,~ e 

. ~ 5 ,.,.... .1~ ;· I"- ,,,- ,':',j,o..., ',;) ~ ~ ~ ' . 
J: 4> ().,., ~n- F ~ w tAl (l't' ~ ,.' ...... 

. 12.3.2 rre en1-~ergent Adve~Ev;;r;:ts by Severity and Causality 1t...~'.L . 
The number of patients . EAEs by severity. treatment group, and age group arc d 
shown in Tables 7.5, and the tota umber of AEs by severity, treatment group, and age I; 
group is shown in Appendix Table l~ 'Ffte-majQRty ef~atieAts bad '];E "cBs that W6fij j . , 
ronsiElareEi mild 01 lIiodCiate iiI se"e~Onl'j 4 patie~talepfam-grettp-and­

-3--patientS In the placebo group each nad I IE:A:E-that-wa&-OOnsideFeG.to he Sel!ete-

The number and percentage of patients with TEAEs by causality and treatment group is 
presented in Table 7.6, and the total number of AEs by causality, treabnent group, and 
age group is shown in Appendix Table lOB. lietu (,*,,89, 4.5%) pa:~ieBts in tbe citaleplltll1 

-:~f~~~~ w~J~ft~edJ~~70e~rnf-th~ 
~k-""" . - ) 
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patients in the pIa bo group h~atment-r~E. Thirty-seven..!J-?t8'9, 41.6%) 
patients in cita lopra~~ had 94 AE~d 33 (33/85, 38.8%},part'erlis in the 
place group had ha<t02 AEs that were<Onsidered to be pos§.ilHf related to study d,rug 
t atment. 

12.3.3 Treatment-Emergent Adverse Events by Sex 
The number and percentage of patients with TEAEs are shown by sex and treatment 
group in Table 7.7. Appendix Tables ItA and liB present the number and percentage of 
patients by sex for children and adolescents, respectively. The overall number of patients 
with TEAEs within each treatment group was similar between male and female patients. 

Overall, the type and frequency ofTEAEs reported for male and female patients were 
similar to those reported for the treatment group as a whole. Amung patients treated with 
eitaiopram, the largest male-female difference in the incidence of an individual TEAE 
was observed for headache, which was reported for 26.2% of male versus 12.8% of 
female patients. Headache was also more frequently reported among female patients 
treated with placebo than males: 17.Y% of placebo-treated males versus 21.7% of 
placebo-treated females. Abdominal pain tended to be more common among citalopram-

. treated males than females, whereas nausea, appetite loss, insomnia. and coughing tended 
to be more frequent among citalopram-treated females than males. Overall, no clinically 
important differences in the TEAE profile of citalopram were observed between male and 
female patients. 

11.3.4 lli ciden(.';~ of Other Psychiatric Disorders 
The number and percenth e of patients with other ongoing psychiatric disorders and 
previous or ongoing psychi tric disorders are summarized by treatment group, age group, 
and preferred term in Appen . Table 9A and Appendix Table 9B, respectively. More 
patients treated with citalopram 15/89, 16.9%) than patients treated with placebo (8/85, 
9.4%) experienced ongoing psycH· tric disorders during the study. Furthermore, in the 
citalopram group, more children (9 , 20.0%) than adolescents (6144, 13.6%) had 
ongoing psychiatric disorders. The in . dence of ongoing psychiatric disorders for 
childJ;en (3/38, 7.9%) and adolescents ( 7,10.6%) in the placebo group was similar .. 
The most frequent ongoing psychiatric di rders, occurring in 3 or more patients, were 
dysthymia (5/89, 5.6%) and enuresis (4/89, 5%) in the citalopram group and encopresis 
(3 /85,3.5%) and enuresis (3/85, 3.5%) in 'he .cebo group. 

The incidence of previous and ongoing psychiatri disorders were similar to the incidence 
of ongoing psychiatric disorders in that more patien in the citaiopram group (23/89, 
25.8%) than patients in the placebo group (13 /85, 15. %) experienced such disorders. I j 
However, compared to the incidence of ongoing psych! trie disorders in the citalopram I 
group (more children than adolescents had ongoing psyc ·5· atric disorders). the incidence. 
of previous and ongoing psychiatric disorders among child n (12145. 26.7%) and 
adolescents (tll44, 25.0%) in the citalopram group was simi at. In the placebo group, 
6 (15.8%) children and 7 (14.9%) adolescents experienced pre'~ us or ongoing 
psychiatric disorders. The most frequent previous and ongoing p chiatric disorders, 
occurring in more than 3 patients, were dysthymia (5/89,5.6%), att tion deficit 
hyperactivity disorder (4/89, 4.5%), enuresis (4/89, 4.5%), and genera · ed anxiety 

Orap Odober }). 1007 
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diso de 189. in the i~am groJlJYll!1 enuresis (~~ 
3.5% ,and social anxiety Isorder (3785;:f.5%) in t acebo group. 

12.4 Vital Signs and Body Weight 
Table 8.1 presents the incidence of all vital sign values by treatment group and age group 
that were identified as pes on the basis of criteria in Panel 5. Table 8.2 lists the bas~line 
value, the PCS value, and the fmal value for all patients with PCS values. Tables 8.3 
through 8.7 present summary statistics of the actual value and the change from baseline 
for systolic blood pressure, diastolic blood pressure, pulse rate, body weight, and height, 
respectively. Data are presented by treatment grouP. age grouP. and by visit. including' 
endpoint. Individual patient data listings of all recorded vital sign values are provided in 
Appendix IX. Listing 14. .,.J, """"'- .(' -11.....:-,_ 

~-h~ to ~ 
/]J..-< .w~ ~ "",",.g P0 01" Pc.s c.<'\.\ertC. ..... 

get ,. I'; eliniesll) si",uiHeallt (PEA) values for blood pressur~ pulse ratS..-.e... ~ .Q,,.....J2. 

CONFIDENTIAL 

.:Rife. Two (2.2%) children in the citalopram group and I (1.2%) child in the placebo A.. ...-11".h 
group had a pes increase in systolic blood pressure. pes decreases in systolic blood 
pressure occurred in 2 (2.2%) patients (1 child and 1 adolescent) in the citalopram group 
and in 1 (1.2%) adolescent in the placebo group. The mean change in systolic blood 
pressure at endpoint was -0.6 mmHg in the citalopram group and +2.2 mmHg in the 
placebo group. No patient in either treatment group had an increase in diastolic blood 
pressure. One (1.1 %) adolescent in the citalopram group and 2 (2.4%) adolescents in the 
placebo group had decreases in diastolic blood pressure. The mean change in diastolic 
blood pressure at endpoint was-l.4 nunHg in the citalopram group and -0.8 mmHg i~ 
the placebo group. No patient had a pes increase in pulse rate and 1 (1.1 %) child had a 
pes decrease in pulse rate (citalopram group). The mean change in pulse rate from 
baseline to endpoint was 1.4 bpm for both treatment groups. 

None of the pes values for vital signs were classified as AEs and no patient discontinued 
study drug due to pes values. Only 1 adolescent in the citalopram group experienced a 
mild cardiovascular TEAE (flushing) that was considered by the investigator to be 
possibly related to study drug treatment.~ detailed narrative for this patient is presented 
in the Patient Narrative Section of this repo~ . 

Potentially clinically significant increases in body weight ~7% in adolescents were 
infrequent, occurring in 2 (4.5%) adolescents in the citalopram group and 2 (4.3%) 
adolescents in the placebo group. Potentially clinically significant decreases ~7% in 
body weight occurred only in 1 (2.3%) adolescent in the citalopram group. Overall, there 
was no slinisall)'Sfg;Zfiea:et change in body weight for patients ip. the citalopram group at I . 

endpoint; the mean change in t ~ a) I eight far f'fttiests iii the placebo grpup at 8Baj3emt -Ii 
was 1.4 lb. ~~ u<~;',<..J. c. ""-Jl~ ,::.~ ~ % 

~ iW 0 cJ.,..,~ ~ h <.-I!;...i./.,,",,-
. A""'" """'1~;l.J) "- ",<,,<1-Jv~ 7 7% 

Appendix Table 12A presents the incidence of all vival SIgn vafuesby treatment and age - c, 
group that were identified as pes on the basis of the adolescent ,riteria in Panel 5. 
Appendix Table 12B lists all patients with pes vital sign values based on tJle adolescent 
criteria. Similru pes vi~.al ?ign valUeS wert abtained fer shihi:.squsing the adol~seent 
,t>C-5-criteFi.". 0 ...... cl.;L$ .~ .,.... "Wo, M'1' ~ ~~:' - -n..... c.d<.L.p"'~ 
<;.- ~d p/)Sf-!'~NL- 5J'I/./,,- U>HI.- 'r.:~..e, . 7'.,.JL fo ,I.~. 
o'W- l'~ fl'-~~ Pes cn!O.{ .. . -r'"", d,U,.-u-. , .... iu.: ,J,0.J., 
T~ " <l.i(,t ....... ,.:.. 'jl.. . ";We U"" W .,Sfb,v.wl, ..... Ji.<si<> 1'-' 
rat ~~ ...... S ctoer 

-rt-+- ;&.i- 1>..<>- r..d. ,-: ",.'_1. Ii. fl.<. ~ i!« t''''' /. 

MDL·FORP0018721 

59



Forest Laboratories. Inc. 
Report No. ClT·MD-18 Cltalopram Flexible Dose Stlldv 

12.5 Clinical Laboratory Evaluation 
Table 9.1 presents the ·incidence of all laboratory test results that were identified as pes 
based on the criteria in Panel 6. Table 9.2 presents the screening value, the pes value, 
and the fina l value for each patient who had a post-baseline laboratory test result that was 
considered PCS. Descriptive statistics for all laboratory parameters are presented, in SI 
units, in Table 9.3. For each treatment &!"oup, mean values and standard deviations are 
given at screening, at the final visit, and for the change from screening to the final visit. 
lndividual patient data listings of screening and follow.up laboratory results and any 
investigator's comments are provided in Appendix IX, Listings 15 and 16. 

Four patients in the citalopram group and 2 patients in the placebo group had pes 
c1inical laboratory values. Panel 17 presents the screening, pes, and final values for 
these patients by treatment group and patient number. No patient was discontinued [rom 
the study because of a laboratory abnonnality, and no AEs related to laboratory 
abnormalities were reported. The magnitude of the observed mean changes from 
screening to final value was not clinically noteworthy for any laboratory tests. 

Panel 17. l.ist of Patients with pes Laboratory Parameters 

Treatme"nf" - --~-- ~-.-.---. -- ----

Group/ Patient . Parameter (Unit) Age (YTS) Sex 
Number 

PLACEBO 
;"y. 51·7··- ---,--cH:-.m- o- g-;-lobin (gI"dLo-;)c---;1-::3 - -" -;F:-,ma--;I-, 

. - -- . ----.~~. 

@ _ ~ ~6_ _ Protein Urine 12 : Female 

CITALOPRAM 

. - - _. -_.--,----\,--
SCfUning 

Value PCS Value 

-----;-;:--;-;:----:1 'c-
11.90 10.10 

Negalive __ -'2:..+ ___ -,T(-__ 

6> 565_ --- ---'-~ALT(lUlL) -- --_. ----,-,=cc-. 
15 Female 13.0 117.0 
~-~. --_._---. --=~.~-±,,+-

AST (ruIL) 12.0 197.0 
&)52i· ~ Potassium(mmollL) 17 ~ak--4.8·-'--;-5."7--'--,f-= 

CD- 114 . Potassium (nunoVL) : 8 j Female 5.0 5.5 
@·98·~ -- . WBC (x IO'>/L) 14 . Male ~_u5.0 ----;2".8,---'--q:;-~ 

SafetY population; cross.refereoce: Table 9.2 and Appendix lX, Listing 15. 

12,6 Electrocardiograms "'" -tz,- /,,,,, ;, <>6 "fl.D-~ ,,", P"",,J 7 . 
-Rest i9asebine ECGs were evaluated Fer PR Wid QTe il'itePnHstto identify any pes y"l~.:s 
awed on the eritezia ill P e17. As shown in Tables 10. 1 and 10.2, no PCS ~ were ~ # 

repeFtee. In addition. no EeG test results were considered ~Q be AEs. 0/ 

cj1lv-- f"'~ 0{ ~ ""II.- ..... ~C&pJ.·~1.:t- S~""""''4 >.S<-:> 2-7. !:'/0 (zozjw) ,.1<.. ~ c:..,+-..t.oY"'Ynl.., q~p ~ .. 2-3·7X 1j'/76 th.,-c.... I~· "l~ 
The emergence or any ECG'abnorrt1aliti~, regaroless.ofclinic 1 irhpo ance, IS t .}O V · 
summarized by treatment group in Table 10.3) The EhffereRses b;twSSA treatm;Bt grEJitp:&-
..1j~eiC not clillicall) ffleal'ldHgful. The percentage of patients who had a nonnal ECG at . 
screening..a.Dilan ECG assessed as abnormal at d oint was 13.8% (11180) in the 
citalopram llE,,/!/p and 11.8% (9/76) in t e placebo group, ~ chi,lf (No. 203) treated 11'- ",J '( 
wi th placebo bad a nonnal EeG at screening (P~= I 72 msec, QTft.=388 ~ we$.. 8 
QTC~44SJlll" msec), an abnormal, clinically sigruficant ECG aloR<ll"'iIll)pRFI44 msec, vm/-

\j/ . QT~412 msec, and QTc~6fflil msec), and an abnormal not clinically significant ECG 
41-0.".. ,bf«"'~ c.«- ~~ d,,,, ~ M ..... r -OK!!"",,- r,J;..:f l.,J.. ~ ol,~.~ 
St''''i ~ E3C& 4"oc~.Q.;.J) "-- -
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I~w ~ -Ii ' I day 'tiel; tliC c~roPOimwo~"::, (P - 118 mSet, QT,,-428 mset, and QTc=488 msec). 
For all .. &th ... 1 patier,ls, the-a9~~' :E at BRspalRt {8!!I net ehmeally SlgIUHCdllt;--

Individual patient data listings of baseline and post-baseline ECG evaluation results are 
provided in Appendix IX. Listing 17. Individual patient data listings ofECG 
abnormalities are provided in Appendix IX, Listing 18. 

Descriptive statistics for ECG parameters are presented in Table 10.4 for each treatment 
group; mean values and standard deviations are given at screening, at the fmal visit 
(endpoint), and for the change from screening to the final visit. The mean changes in 
ventricular heart rate, QRS interval, PR interval, QT interv~l, and QTc~terval from 
scree!2i~ to the fmal visit were net elinically siguitieaat f'Ulotl.l f..,.-:h- ~ 
d ,,,,,,,,, ~ UA"y...f.rrh~ ..... :I.-# 
12.7 Physical Examination 
Table 11.1 presents the number and percentage of patients with an abnonnal value at the 
final visit by treatment group for patients with a normal or missing value (not done) at 
screening. The incidence of abnormal physical findings was low and similar among 
treatment groups. 

Individual patient data are provided in Appendix IX, Listings 19 and 20. 

12.8 Concomitant Medication 
Table 12.1 shows the concomitant medications received by patients in each treatment and 
age group after the screening visit and before randomization. A total of 43 (48.3%) 
patients in the citalopram group and 44 (51 .8%) patients in the placebo group received 
concomitant medications between screening and randomization. O.elall, 'lEi sf 
eeneelhilw.il ill~ieflti~Rs U!as..s.imilar ~n type aRIi. g.cq'lC~GY efas!! eep."9GR tbe tre~ ~ 

_ DgI0Up~ dUiil,g tltls pci IUd Mthjas ljpleal fer patfents\Yittl r.me:-TU..- -j~_ c.a-: /)- ,J_ 

b'~\k.J- ~''''';;o-.S .L.:;...';1 tv f"<'''rr£ w<A. ~,~r, ~i • .f/ ..... _~~ .... ";}<; """'" """"""'"-
Table 12.2 shows the concomitant medications received by patients in each treatment and 
age group after randomization. A total 0[70 (78.7%) patients in the citalopram group 
and 6-U'74.1 %) patients in the placebo group received concomitant medications during. 
the double-blind treatment period. Overall, the use of concomitant medications was 
similar between treatment groups during the double-blind treatment period and 
comparable to that during the baseline period. G"cI'3H. the" pc and H=cquene, Bf ....... l. . ~ 

\ L... ~eBeOlf1itanlliledicati)rrase wete typical ofpatients10hMf>D. ~ ,Melt-- c"y..<o~:;.-(j 
'.cr<'ep-..:~\ MflII.-\c..";..f.,,,-~ ~ ~.-c:...S) l\J\t"li"PI .......... ~ ~s) ~ lOT'"'l<:S, ~Ht..:.~.~) 

a.....J.. "'~"""5' Individual patient data are provided in Appendix IX, Listings 21 through 23. " . 
i 

CONFIDENTIAL 

12.9 Safety Conclusions . ~ 1 
Results of this study show that citalopram waf safe and well tolerated in children and _ 
adolescents with MDD. Seventy-five (84. Vo) patients in the citaiopr.un and 59 (69.4%) 
patients in the placebo group repor:tcd T s. The most frcquept TEAEs (>8%) in the 
citalopram group were headache, r"bini .• nausea, and abdominal pain. In the placebo 
group, headache and pharyngilis wer most commonly reported. Three patients in the 
citalopram group had TEAEs with incidence of at least twice that observed for patients 
in the placebo group: influenza-l' e symptoms, fatigue, and diarrhea. The most frequent 

'" o , . 

MDL-FORP0018723 

61



CONFIDENTIAL 

Forest Laboratories. Inc. 
Report No. CIT-MD· f8 Citalopram Flexible Dose Stlldv Page 44 

ongoing psychiatric disorders occurring in 3 or mor patients were dysthymia and 
enuresis in the citalopram group and encopresis a enuresis in the placebo group. No 
deaths occurred during the study. One serious T AE (impulsive behavior) was reported 
in the placebo group. Ten patients were disco nued because ofTEAEs. The incidence 
of discontinuation due to TEAEs was similar etween the citalopram (5.6%) and ptacebo 
(5.9%) groups. No clinically significant di rence in TEAE profile was observed 
between treatment groups, between chi ldr and adolescents. or between male and 
female patients receiving citalopram. T majority ofTEAEs were mild or moderate in 
severity in both treatment groups. Ana sis of laboratory, vital sigri, body weight, and 
ECG paramelers revealed a low inC~'d ce o[PCS values for both treatment groups. The 
mean changes from baseline were s all in magnitude nnd clinicnlly umemarkablc. 

13.0 DISCUSSION AN OVERALL CONCLUSIONS 
This clinical trial was conducted as a randomiz d, double-blind, placebo-controlled. 
multicenter comparison of the efficacy of cita pram with placebo in the treatment of 
depression in children and adolescents. 

The design and execution of the trial assur that the study results provided a valid, 
double-blind comparison of treatment effi s. Randomization resulted in treatment 
groups that were comparable with respect 0 demography and symptomatology. The 
statistical analyses compared the change om baseline between the treatment groups. 
The statistical model included baseline 5 res as a covariate. thus adjusting for between­
group variability in baseline scores. Act" e and placebo capsules were identical in 
appearance and were identically packag d. Thorough monitoring of study sites. 
including source documents and study g inventory, together with quality assurance 
procedures for data management, ensur d the integrity of the data collected. Thus, the 
structural integrity and execution ofth study satisfied rigorous validity criteria for a 
prospective, double-blind, randomized placebo-controlled. comparative treatment 

design. I 
Citalopram treatment showed a statis ically significant improvement in the CDRS-R 
score a.s--early as week 1 (p=0.011), 1.hiCh persisted over the entire treatment period using 
the LOCF approach (p50.038). Additionally, the response rate for the CDRS-R . 
responders at week 8 for the LOCF flIla1yses showed a statistically significant treatment 
effect in favor of citalopram (p=O.Ofl). Similar results were observed using the OC 
scores with the exception of the week-8 timepoint. The OC analyses for this parameter 
approached statistical significance ~t week 8 (p= 0.097). All other efficacy parameters 
showed a consistent numerical trerld in favor of citalopram treatment, but failed to reach I ' 

statistical significance at week 8. Except for the CGI-I responder score, all other j 
parameters with evaluations at wibk 6 reached statistical significance in favor of .r , 
citalopram treatment at this timep,oint. The by-visit evaluations for these parameters 
show a marked improvement in ~e placebo Scores at the week 8-timepomt, suggesting a 
placebo effect. No explanation is\currently available for this obsirvation. This large 
placebo effect may be, in part. ernSible for the lack of statistical significance in favoe 
of citalopram at week 8. \ . 

; 
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" Results of this study showed that citalopram was safe ~a well tolerated in children and 
adolescents with MDD. Seventy-five (84.3%) patien S in the citaiopram and 59 (69.4%) 
patients in the placebo group reported TEAEs. No . inically significant difference in 
TEAE profile was observed between treaiment gr: ups, between children and adolescents, 
or between male and female patients receiving c- lopram. The most frequent TEAEs 
(>8%) in the citalopram group were headaChe' hinitis, nausea, and abdominal pain. In 
the placebo group, headache and pharyngitis ere most commonly reported. Three 
TEAEs with an incidence of at least hvic~t t observed with placebo were reported in 
the.citalopram group: influenza-like symp ms, fatigue, and diarrhea. The most frequent 
ongoing psychiatric disorders occurring· 3 or more patients were dysthymia and 
enuresis in the citalopram group and encopresis and enuresis in the placebo group. The 
majority ofTEAEs were mild or moder fe in severity in both treatment groups. No 
deaths occurred during the study. One erious TEAE (impulsive behavior ) was reported 

of discontinuation due to TEAEs was imilar between the citalopram (5.6%) and placebo 
(5.9%) groups. Analysis of laborato ,vital sign, body weight, and BeG parameters 
showed a low incidence ofPCS valu· s for both treatment groups. The-mean changes 
from baseline were small in magni, e and clinically unremarkable. 

The safety findings support the c~n lusion that citalopram is safe and well tolerated in 
children and adolescents with:MD . No new safety collcem~ were identified relative to 
the safety review of citalopram in e New Drug Application (NDA) 20-822 or the 
citalopram package insert. Acco ing to the citalopram package insert, the most frequent 
TEAEs in adults treated with cita~opram were nausea (21%), dry mouth (20%), 
somnolence (18%), and insomni (15%), and the only commonTEAE occurring at twice 
the incidence of placebo-treated atients was ejaculation disorder in males. This study 
showed that, in children and adoj.escents, 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 adoletcents (19% and 14%, respectively) than in adults «2% 
and 5%, respectively). Since ~s study was conducted in children and adolescents (mean 
age 12 years), ejaculation diso er was an unlikely TEAE to occur in this popUlation, and 
none was reported. On the otl\1 r, hand influenza-like symptoms, fatigue, and diarrhea 
were reported. with twice the i~cidence in children and adolescents treated with 
citalopram compared with Children and adolescents treated with placebo. 

The results of this study dem nstrate the safety, tolerability, and antidepressant effica~y 
of citalopram in the treatment of MDD in children and adolescents. 

Dra)t Udober 13. LOUI 

MDL-FORP0018725 

63



CONFIDENTIAL MDL-FORP0018726 

64



,-
:.;: . . 

, . 
. ; . , 

CONFIDENTIAL MDL-FORP0018727 

65



]>15CUS51ol'J ;1NV oy(;i~P,Lc C~rIC!-USIOi.JS 

CONFIOENTIAL MDL-FORP0018728 

66



---------- --- --- -

CON FIDENTIAL MDL-FORP0018729 

67



i 

" 

CONFIDENTIAL MDL-FORP0018730 

68


