July'1, 1998

Your representative, Magaly Santiago, forwarded-your ieﬁ;uést for information regarding
the use of Paxil (paroxetine hydrochloride, SmithKline Beecham Pharmaceuticals) in
children and adolescents. ‘

Synopsis

As noted in the enclosed prescribing information, use of Paxil in children or adolescents
is not within the FDA-~approved labeling; therefore, we may not offer any
recommendations regarding the use of Paxil for this purpose. However, a search of the
Product Information Department's published literature database identified several studies
(a meeting abstract, an open label study and a retrospective review) which begin to
evaluate the usefulness of Paxil in children and adolescents for the treatment of

* depression. It is premature to draw firm conclusions from these studies other than further
study is warranted.
\\

Our search also identified information gathered from pedialric overdose experience in
two age groups: under 6 years and over 11 years. Exposures in the younger group ranged
from 10 to 120 mg. and from 100 to 800 mg in the older group. These patients required
minimal clinical management and fully recovered without any serious sequelae. Specific
toxic thresholds have not been established in children. '

Chinical Studies

Keller et al (1998), in a meeting abstract, presented data gathered from a.double-blind,
placebo-controlled trial comparing Paxil.and imipramine in the treatment of adolescents
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with major depressiori This study enrolled 275 outpatients (ages 12 — 19) meeting DSM-
IV criteria for major depression. Patients were treated for 8 weeks with either Paxil (20
mg — 40 mg/day) or imipramine (titrated to 200 — 300 mg/day). Assessment of response
was measured utilizing the 17-item Hamilton Depression Rating Scale (HAM-D), the 7-
point Clinical Global Tmpression of Improvement (CGI) and the 9-item depression scale
of the Kiddie SADS (K-SADS). Significant improvement over placebo was seen:in the
Paxil-treated group. for the percentage of patients achieving remission (HAM-D score of
8 or less) and for the mean CGI. Patients treated with imipramine did not show
significant improvement over placebo in any of the measured  parameters, Withdrawals
from the study due to an adverse event was highest in the imipramine group (32%),
compared to 10% and 7% in the Paxil and placebo groups, respectively.

- Rey-Séanchez et al (1997) conducted an open-label study of Paxi! in the treatment of

major depression in children under 14 years of age. Patients (n=45, mean age 10.7 +£2.0) -
" meeting DSM-IIIR criteria for major depressive disorder were treated in an outpatient
setting, Paxil was initiated at a dose of 10 mg/day with an allowance for dose adjustment
throughout treatment (mean dose 16 mg/day + 5 mg). Treatment was continned until the
depressive episode was completely resolved. Disease severity was measured utilizing a 5-
* point Clinical Global Scverity scale (CGS) at baseline, month 1, month 3 and at the end

of treatment. Response was reported as the intensity of therapeutic response (ITR), a
reflection of point change in CGS. At baseline, the mean CGS was 3.0 (range 2-4). AL
month 1, the mean CGS was 2.2 (range 1-4; mean ITR = 0.8) and at month 3 the mean
CGS was 1.2 (range 0-3, mean ITR = 1.8). A complete remission of symptoms was
reported in all patients at the end of treatment (8.4 & 1.4 mos.). Boys showed a
significantly better response than girls at 1 month as measured by CGS or ITR (p<0.05).

" This difference was not seen at month 3. No patients expenenced a worsening of

" symptoms.

Adverse events were repdrted in'4/45 (9.5%) of the patients (vomiting during the first 4
days of treatment, anxiety and nervousness, abdominal pain, and abdominal cramps and
nausea), These events werc reported as mild fo moderate with no patients withdrawing
from the study. No patients presented with hypomania, disinhibition or decreased appetite
during treatment. Echocardiographs and electrocardiographs were obtained on 12 of the:

_ patients; no alterations were noted. Patients were permitted to receive benzodiazepines
during the study if needed; 16/45 (36%) were treated as such for insommnia or acute
anxiety.

In a retrospective review, Rodriques-Ramos et al (1996) evaluated the usefulness of Paxil
in the treatment of adolescents (ages 13-17 years) with depressive disorders. All of the
patients reviewed (n=25) were diagnosed with either a primary (n=12) or secondary
diagnosis of depressive disorder using ICD-10 criteria. Other primary diagnoses mcluded
dysthymia (n=7), adjustment disorder with depressive reactions (n=2), anorexia nervosa
with depressive episodes (n=2), and depressive conduct disorder (n=2). Treatment with -
Paxil was initiated at 10 mg or 20 mg daily and ranged between 10 mg and 40 mg daily .
‘through the study period. Seven of these patients were also treated with a benzodiazepine
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and one patient was treated with halopen’dol Assessment was made at 8 weeks of
treatment. Total remission (no primary symptoms, no more than one secondary symptom)
was reported for 11/25 (44%) patients, improvement with residual symptoms in 8/25
(32%) patients, and no change in 4/25 (16%) patients.

Two patients (8%) withdrew from the study due to adverse events (dizziness with
hypotension, anxiety). Adverse events were reported in 8/25 (32%) patients (most
commonly asthenia, somnolence and nausea). Utilizing the UKU Side-Effect Rating
Scale, 6 of these events were rated as mild, The only events rated as moderate or severe
occurred in the two paticnts who withdrew from treatment.

. Masi et al (1997) has reported improvement in 4 of 7 patients with mild intellectual
disability (IQ range 53 to 68) treated with Paxil. These patients were initially treated with’
" 10 mg of Paxil daily for 7 days. Doses were increased by 10 mg per day at 5 day intervals . .
" t0 2 maximum of 40 mg daily based on body weight (0.5 mg/kg/day) and clinical
response (final doses ranged from 20 to 40 mg daily). Adverse events included sedation,
insomuia, and gastrointestinal complaints of nausea and dyspepsia. One patient reqmred a
dosage reduchon for 5 days and no patients withdrew from trcatrnent

Pediatric Overdose Experience

Myers and Krenzelok (1997) have reviewed 35 paroxetine overdoses involving pediatric
exposures reported to a regional poison information center over a 24 month period.
Sixteen children under the age of 6 years (10.5 mos. to 5 yrs.), were exposed to doses of
Paxil ranging from 10-mg to 120 mg. All of these children were asymptomatic except one
child who was drowsy but easily arousable after ingesting 30 mg of Paxil.

Nineteen adolescents over the age of 11 years ingested doses of Paxil betwcen 100and
800 mg., either alone or in combination with another medication. Five of the patients who
ingested Paxil alone experienced minor symptoms including mydriasis (200 — 400 mg),
drowsiness (400 mg), sinus tachycardia (400 mg), dizziness (800 mg), nausea (800 mg),
vomiting (200 mg-560 mg) and fine tremors (600 mg). Five of the patients ingesting
Paxil in combination with another medication experienced symptoms that were consistent
with the co-ingested medication. Minor symptoms included drowsiness, vomiting,
orthostatic hypotension, and tachycardia. One case of moderate bradycardia was reported
in a patient also ingesting propranolol, ranitidine and halopenidol,
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1 appreciate your interest in Paxil. The citations noted may contain information on uses,
doses, dosage forms, routes of administration or specific patient populations which are -
not described in the approved prescribing information for Paxil. SmithKline Beecham
Pharmaceuticals makes no recommendations beyond those in the approved labeling and
suggests that you review the enclosed prescribing information before initiating therapy. If -
you have any further questions regarding our products, please contact the Product

. Information Department at 1-800-366-8900, ext, 5231,

Sincerely;

. Product Infnnation Department

|

 PAR001986759
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