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File No.: 9427.G0B33.42
Dear De. Mithani:

Wa are pleased 16 s0bmil a Notifiable Change (NC) for PAXIL®, to updats the Product
Monograph with new safely information. Studies have now been conducted with. PAXIL® in
pediatrics. Therefors, the purpose of this submigsion is t© update Product Monograph with
new safety irifarmation regarding pediatric use. In addition to the new pediatric safety
information, the drugy interastion infarmation within the Precautions section has also baen
vpdate to include sisperidons,

In the EU, @ CTD has been prepared in support of the use of PAXIL In Obsessive Gomplilsive
Disorder (QCDY and Secial Arvdety Disorder {SAD), Since the safaty data to support e

— pmposed changes 1o the Product Monograph is contained within this CTD, it was agreed with
. Cathy Paterasd, Matager of the CNS, Division, that the complete TTD would be predded,
which includes both safely and efficacy simmmnaries, as well 25 coples of the full study reports.
This CTD containg the: following Modules:

Maduie 1: 2 Volumes (Volums 1 in duplicate)
Modube 2: 1 Volume o duplicate}
Maodule 5: 25 Volurnes

For further detalls reganding the format of this submission, please see the Note tn Reviewet in
the beginning of Modube 1.

Please note that Maduies 1 and 2 are sigjled sided, and Module 5 is double-sided. This was
previously discussed with and agreed with Hisu Va and Dr. Caihy Petergen,

This submission is confidential and the properly of the GlaxaSmithKiine group of companies. it

contging proprietary information and trade secrets and js submitted 1o the regulatory authority

for the sole purpose of kcansing the identified product. Reproduction, disclsure or use of the e
submission or miermation contained thersin in whole or part etherwlise than for the =aid
purpose is forbidden uniess at the express request or with the witten consent of the applicant, e
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Please comtact me at (905) $18-3328 or via fax ai {905} 818-3339, should you require
= additional informaiion.

GlaxnSmithidine inc.

. Wark Braham, B.8¢.
Reputatory Affairs, Manager
Enct.
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IMPORTANT DRUG SAFETY INFORMATION Tol
Until further information is available, rax, REdacted

PAXIL® (paroxetine hydrochloride) shouid warer gk corm
not be used in children and adolescents under 18 years of age

Dear Health Care Professional:

GlaxoSmithKline Inc., following discussions with Health Canada, is alerting you to imporiant emerging
safety information regarding reports of possible suicide-related adverse events in pediatric patients
treated with PAXIL®. The following information will be incorporated into the Product Menograph:

Until further information is available, PAXIL® (paroxetine hydrochloride) should not be used in
children and adolescents under 18 years of age {ie. pediatric patients), due to a possible
increased risk of suicide-related adverse events in this patient population.

In pediatric patients with Major Depressive Disorder (MDD), PAXIL® is contraindicated, due to
additional evidence of lack of efficacy.

There is new evidence from three pediatric placebo-controlled trials in MDD of an increased
risk of suicidal thinking, suicide attempts or seli-harm. The incidence of these events in the
PAXIL® group as compared to the placebo group was: 5.3% (20/378) versus 2.8% {8/285),
respectively. Some of these events occurred during the tapering-off period of the studies, The
three trials also demonstrated that PAXIL® failed to show greater efficacy than placebo in MDD.

Piacebo-controlled data from patients with Social Anxiety Disorder (Social Phohia, SAD) also
may suggest an increased risk of possible suiciderelated adverse events in patients treated
with PAXIL®: 2.4% (4/165) versus 0% (0/157) with placebo. Suicide-related adverse events were
also reported in the open label enrichment phase of a study in Obsessive Compulsive Disorder
{OCD}. In view of the well-established comorbidity between depression and other psychiatric
disorders, further information is required before the safe use of PAXIL® can be established in
SAD or OCD in pediatrics.

In the Eediatric clinical trial programme, which inciuded more than 1,000 patients treated with
PAXIL.", there were no completed suicides. .

Patients currently taking PAXIL® should hot discontinue treatment abruptly, due to risk of
discontinuation symptoms. A gradual reduction in dose under medical supervision is
recommended.

Both the UK Departrment of Health and the FDA recently issued statements regarding the new
evidence from piacebo-controlled trials of a possible increased risk of suicidal thinking and suicide
attempts in children and adolescents under the age of 18 being treated with the drug PAXIL® for
depression,

™~ Although PAXIL® is not indicated for use in patients under 18 years of age in Canada, Health Capdda
. is aware of off-label use of this drug in the pediatric popuiation.
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