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Executive Summary

. Recommendations

A. Recommendation on Approvability
Only one of two clinical studies is positive and this suppl enent
i s not approvabl e.

B. Recommendation on Phase 4 Studies and/or Risk Management Steps

In our 7/12/02 nmeno we asked to the sponsor to submt open-| abel
24 week safety data fromthese studies at a |ater date.



1. Summary of Clinical Findings

A. Brief Overview of Clinical Program

Two pharnacokinetic (Cl T-PK-07 and Cl T-PK-13) and two clinical
studies (94 404 and CIT-MD 18) were subm tted.

CIT -PK-07 "An Eval uation of the Pharnacokinetics, Safety, and
Tolerability of Citalopramin Pediatric and Adult Patients with
Depression. "

CIT -PK-13 "An Eval uation of the Pharmacokinetics, Safety, and
Tolerability of Ctalopramin Pediatric and Adult Patients with
Depression. ™

94 404 " A Doubl e-blind Study Conparing Cital opram Tabl ets and
Pl acebo in the Treatnent of Maj or Depression in Adol escents.”

Cl T-MD-18 "A Random zed Doubl e-Bl i nd, Pl acebo-controll ed

Eval uation of the Safety and Efficacy of Citalopramin Children
and Adol escents. ™

B. Efficacy

Only one of the two clinical studies can be considered positive.
Cl T- MD- 18

On the primary efficacy paranmeter, the change from baseline in
CDRS- R at Wek 8, cital opram produced significantly greater
i mprovenent than pl acebo.

Change from Baseline to Week 8 in CDRS-R [Mean £ SEM]

Placebo Citalopram value
(N=85) (N=89) P
Mean + SEM -16.5+1.6 -21.7+1.6 0.038

The cital opram group exhibited significantly greater inprovenent
than the placebo group beginning at Week 1 and at all subsequent
clinic visits. Analysis of the response rate on the CDRS-R al so
reveal ed a significantly higher percentage of responders (CDRS-R
< 28 at study endpoint) in the cital opramgroup (36.0% as
conpared to the placebo group (23.5% (p=0.041).



94 404

In this 12-week study, a therapeutic effect of citalopramin the
treatment of adol escent depression as conpared to placebo could
not be found. The patients showed i nprovenment on the efficacy
scales as a function of tinme, but the placebo response was high
and not different fromthat of cital opram

C. Safety

There are no significant safety issues in this population. See
st udi es bel ow.

Cl T- MD- 18

No deat hs occurred during the conduct of the study. The rate of
di scontinuation for adverse events was 5.6% in the cital opram
group and 5.9% in the placebo group. There was one serious
adverse event, in a placebo treated patient, and one clinically
significant ECG abnormality, also in a placebo treated patient.

94 404

No deat hs occurred during the study.

Wthdrawal s due to AEs occurred for 9% of the patients and were
simlarly distributed anong treatnment groups.

SAEs were reported by 16 patients in the placebo group and by 18
patients in the citalopramgroup. The majority of the patients
W th SAEs reported hospitalizations due to psychiatric disorders
(9 patients in the placebo group and 14 patients in the
citalopramgroup). In the placebo group, the other SAEs were
surgical interventions (3 patients), epileptic fit, head traum
medi cation error, and hospitalization for social reasons.

In the cital opram group, the other SAEs were dyspnea, non-
sui ci dal overdose, hospitalization for social reasons, and
abortion.

CT -PK-07

There were no deaths or serious adverse events reported. No
patients discontinued fromthe study due to an adverse event.



There were no apparent clinically relevant differences in
adverse event type or frequency between the adult and pediatric
pati ents.

CT -PK-13

There were no deaths or serious adverse events reported.

No patients discontinued fromthe study due to an adverse event.
There were no apparent clinically relevant differences in
adverse event type or frequency between the adult and pediatric
pati ents.

D. Dosing

CIT-MD-18

The clinical trial was conducted as a random zed, doubl e-blind,
pl acebo-controll ed, nulticenter, parallel-group, 2-arm flexible
dose study conparing cital opram (20-40 ng/day) with placebo in
pedi atric outpatients diagnosed with MDD. The concentration of
cital opram was approxi mately 13% higher in the children as
conpared to the adol escents.

94404

This was a nmultinational, nulticenter, random zed, doubl e-blind,
paral | el -group, placebo-controlled, flexible-dose study. At
screening, patients were randomy assigned to 12 weeks of

doubl e-blind treatment with either cital opram 10ng daily or

pl acebo. Based on the investigator’s clinical evaluation, there
was a possibility of a 10ng dose increase for patients in the
citalopramgroup at the end of Week 1 (to a maxi mum of 20ng),
Week 2 (to a maxi num of 30ngy), Week 5 (to a maxi num of 40ng), or
Week 9 (to a maxi num of 40ngy). The mean cital opram serum
concentrations at Week 12 were 130, 217, and 288nnol / L after
treatment with 20, 30, or 40ny, respectively.



E. Special Populations

94404

No consistent pattern in serumlevels in nmales as conpared
to femal es was observed.

CIT-MD-18

The concentration of cital opramwas approximately 13%

hi gher in the children as conpared to the adol escents.
However, the correl ation anal yses reveal ed no significant
correl ati on between age and cital opram concentration (r=-
0. 059; p=0.650) or escital opram concentration (r=0.048;
p=0. 714). Body wei ght al so appeared to be uncorrelated with
either cital opramconcentration (r=-0.218; p=0.089) or

esci tal opram concentration (r=-0.119; p=0.357). |nprovenent
on the CDRS-R al so showed no significant relationship to

pl asma | evel s of either citalopram (r=0.123; p=0.341) or
its active enantioner escitalopram (r=0.104; p=0.422).

F. Exclusivity

Exclusivity has been granted based on the conpl etion of
t hese studi es.





