July 15, 1999

Your representative, Kimbérléy Meccoy, forwarded your request for iriformation Tegarding
the use of Paxil (paroxetine hydrochloride, SmithKline Beecham Pharmaceuticals) in
children and adolescents.

- Synopsis

-As noted in the enclosed prescribing information, the use of Paxi/ 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. Data are limited to a few
trials conducted to investigate the antidepressant efficacy of Paxi! in this group of
patients,

A search of the Product Information Department's published literature database and
DIALOG’s OneSearch (includes MEDLINE, EMBASE, Psych.INFO, Int.Pharm.Abs.
and other commercial databases) did not identify any studies using Paxil in treating
children or adolescents with obsessive compulsive disorder (OCD), panic disorder, or
social anxiety disorder (social phobia). This search identified one double blind, placebo-
confrolled, 8-week study (meeting abstract) (n=275), two open-label studies (n=52), and
onc retrospective review (n=25), which evaluated the usefulness of Paxi/ (10 — 40
mg/day) in children and adolescents (7 to 19 years of age) for the treatment of depression.
This search also identified one case report which addressed the use of Paxi/ 20 mg/day in
the management of pervasive developmental disorder (PPD) in a 15-year old boy with
autism. In general, in these studies, Paxil showed a beneficial effect in improving
depressive symptoms as measured by a number of efficacy parameters.
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Our search further identified one pharmacokinetic study (meeting abstract), as well as a
retrospective review of data collected from pediatric overdose experience in two age
groups: under 6 years and over 11 years of age. Exposurcs 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.

Overall, the use of Paxil in pediatric and adolescent patients has not been extensively
evaluated. Although from the results of the above studies Paxil appears to be well
tolerated and beneficial in the treatment of depression, these data are preliminary and firm
conclusions cannot be drawn. Further, larger, long-term and well controlled studies,
exploring the effect of Paxil in this patient population are warranted.

Clinical Stadies

Double-blind, Placebo-controlled Trial

Berard (1998), in a meeting abstract, presented data gathered from a double-blind,
placebo-controlled, multicenter trial comparing the safety and efficacy of Paxil and
imipramine in the treatment of adolescents with major depression. A iotal of 275
adolescents (12 to 18 years and 11 months), who met DSM-III-R criteria for major
depression, were randomized to receive Paxil 20 mg/day (1=93), imipramine 50 mg/day -
(n=95), or placebo (n=87). Patients were treated for a totat of 8 weeks and 190 patients
completed the study. If no response was noted after 4 weeks, dosage was titrated to a
maximum of 40 mg/day of Paxil or 300 mg/day of imipramine during the remaining 4
weeks. Assessment of response was measured utilizing the 17-item Hamilton Depression
Rating Scale (HAM-D), the 7-point Clinical Global Impression of Improvement (CGI),
and the 9-itern depression scale of the Kiddie Schedule for Affective Disorders and
Schizophrenia for School-age Children — Lifetime version (K-SADS-L). The results
showed ihat patients treated with either Paxil or imipramine experienced a greater
decrease in total HAM-D score than the placebo group. Significant improvement over
placebo was seen in the proportion of patients treated with Paxil with a > 50% reduction
in the total HAM-D score (response defined as HAM-D score < 8). By week 8 there was
a statistically significantly (p < 0.05) greater proportion of responders in patients treated
with Paxil compared to placebo (81% vs, 65%); the imipramine group was not
statistically different from placebo for this primary efficacy parameter (73% vs. 65%).
Additionally, progressive improvement in mean CGl score and K-SADS-L (secondary
efficacy parameters) occurred in all three groups. Withdrawals from the study due to
adverse events (not specified) was highest in the imipramine group (32%), compared to |
10% and 7% in the Paxil and placebo groups, respectively.

"Open-label Trials

" Rey-Sénchez et al (1997) conducted an open-label study of Paxil in the treatment of
major depression in children less than 14 ycars of age. Patients (n=45, mean age 10.7 ?
2.0), meeting DSM-III-R criteria for major depressive disorder, were treated with Paxi/
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(10 mg/day; mean dose 16 mg/day ? 5 mg) in an outpatient setting. Treatment was
continued until the depressive episode was completely resolved. Disease severity was
" measured utilizing a 5-point Clinical Global Severity 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). Atmonth 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 7 1.4

'mos.). Boys showed a significantly (p < 0.05) better response than girls at 1 month as
measured by CGS or ITR. This difference was not seen at month 3. No patient
experienced 2 worsening of symptoms. Adverse events were reported in 4/45 (9.5%) of
the patienis (vomiﬁng during the first 4-days of treatment, anxiety and nervousness,
abdominal pain, and abdominal cramps and nausea). These events were reported as mild
to moderate with no patient withdrawing from the study. Patients were permitted to .
receive benzodinzepines during the study if needed; 16/45 (36%) patients were {rcatcd as

" such for insomnia or acute anxiety. : : : '

Masi ct al (1997) has reported improvement in 4 of 7 patients (ages 14-18 years) with
mild intellectual disability (IQ range 53 to 68) and major depressive disorder 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 to 2 maximum of 40 mg daily based”
on body weight (0.5 mg/kg/day) and clinica) response (final doses ranged from 20 - 40
mg daily). Adverse events included sedation, insomnia, and gastrointestinal complaints of
nausea and dyspepsia. One patient required a dosage reduction for 5 days and no patients
withdrew from treatment. ' o

Retrospective Review

In a retrospective review, Rodrignez-Ramos et al (1996) studied the evolation of
depression in 25 adolescents, aged 13 to 17 years, receiving Paxi/ and compared their |
findings to those observed in similar studies with other antidepressants. All of the patients
reviewed were diagnosed with either a primary (n=12) or secondary diagnosis of
depressive disorder using 1ICD-10 criteria, Other primary diagnoses included dysthymia
(n=7), adjustment disorder with depressive reactions (n=2), anorexia nervosa with
depressive episodes (p=2), and depressive conduct disorder (p=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
and one patient was treated with haloperidol. Assessment was made at 8 weeks of
treatment. Total remission (no primary symptoms, no more than onc sccondary 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 hypolension, anxiety). Adverse events
were reported in 8/25 (32%) patients (most commonly asthenia, somnolence and nausea).
Utilizing the Udvalg for Kliniske Undersogelser (UKU) Side-Effect Rating Scale, 6 of
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these events were rated as mild (Lingjaerde, 1987). The only events rated as moderate or
severe occurred in the two patients who withdrew from treatment.

Case Report

Snead et al (1994) described an increase in self-abusive and aggressive behavior in a 15-
year old boy with autism and the subsequent treatment of these behaviors following
hospitalization. The patient had been treated with alprazolam 1.5 mg/day, and doxepin
100 mg/day up to two weeks prior to admission. After onc week of hospitalization, there
was no apparent change in either the self-injurious behavior or level-of anxiety and Paxil
20 mg daily was added (o the medication regimen of alprazolam and doxepin, Within a
few days of initiating therapy with Paxil, the patient appeared more calm and there was
complete cessation of his self-injurious behavior. He was discharged 11 days after
starting treatment with Paxil. No follow up was reported to evaluatc whether this effect
was sustained. B S

Pharmacokinetics of Paroxetine in Children and Adolescents

Findling et al (1996) presented the results of a study that evaluated the safety, efficacy
and pharmacokinetics of paroxetine in nine children and adolescents 7 to 15 years of age
with major depressive disorder. The pharmacokinetic parameters of paroxetine were '
determined following a single dose of Paxi! 10 mg. The effectiveness and safety of
paroxetine were assessed using the HAMD for patients 13 to 15 years of age and the

~ Childhood Depression Rating Scale (CRDS) for patients ? 12 years of age. Patients
received 8 weeks of open therapy with Paxi/ 10 mg at bedtime. At week 4, the dose was
increased to 20 mg at bedtime for those patients not meeting the response criteria, which
was defined as CDRS/HAMD < 50% of baseline and CGI <4,

The elimination half-life, clearance and area under the curve (AUC) for paroxetine
following a single dose in these patients are provided in the table below.

Pharmacokinetic Parnmeters Following a Single 10 mg Dose of
" Paroxetine im Children and Adolescents :

R e e

Egﬂ il

Half-life (T Y2 hours) 15.7(9)
Clearance (ml/min/kg) . 60 (56.5)
AUC (meg 7 hour/ml) 0.16 (0.18)

*SD = standard deviation

'One patient who withdrew from the study during week 2 had elevated serum levels (not -
‘ specified) of paroxetine; the remaining patients tolerated the drug well. Response was
\ » observed in 6/8 patients at a dose of 10 mg/day. Two patients (ages 8 and 9) required a
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dose of 20 mg to respond. Overall, the CGI score was reduced from a mean baseline of
4.3 to amean of 1.1. In the three adolescent patients, the HAMD score decreased from.a
mean baseline score of 22.7 to zero following 8 weeks of therapy. In the children, the
CDRS scores decreased from a mean baseline of 61 to 19 at study endpoint.

Pediatric Overdose Experience

Myers and Krenzelok (1997) have reviewed 35 paroxetine overdoses involving pediatric
exposures teported to a regional poison information center over a 24 month period.
Sixteen children under the age of 6 years (10.5 months 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 between 100 and

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), nausca (800 mg), -
vomiting (200 mg-560 mg) and fine tremors (600 mg). Five of the patients ingesting
Paxilin 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 rcported
in a patient also ingesting propranolol, ranitidine and haloperidol. o

A supplemental reference list, of several other citations addressing the use of selective
serotonin reuptake inhibitors, including Paxil, in the treatment of various psychiatric
disorders in children and adolescents, is also provided for you further review.

1 appreciate your interest in Paxi/, 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 further questions regarding our products, please contact the Product Information
Department at 1-800-366-8900, ext. 5231. '

Sincerely,

Redacted

Product Information Department
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PAESCNBING INFORMATION
PAXIL®

brand of

paroxetine hydrochloride
tablets and oral suspension
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