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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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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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:Inclusion I Exclusion 
r Critelia 

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 

Dra)~ OCtober }j, 200} 

MDL.FORP0018692 

30



CON FIDENTIAL 

Forest Laboratories. Inc. 
Report IVO. ClT-MD·/8 Cita(opram Flexible Dose Stud), Page 13 

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. ; 
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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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