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Your Pharmaceutical Consultant, Edward Nyberg, forwarded your request for
information regarding the use of Paxil (paroxetine hydrochloride, SmithKline Beecham
Pharmaceuticals) for the treatment of depression, obsessive compulsive disorder (OCD),
panic disorder or social anxiety disorder (social phobia) in children and adolescents.

Synopsis

Paxil is not FDA-approved for use in children or adolescents; therefore, we may not offer
any recommendations regarding the use of Paxil in these patients. However, a search of
the Product Information Department's published literature database and MEDLINE
identified several studies and case reviews which discuss the use of Paxil in children or
adolescents for the treatment of depression, obsessive compulsive disorder (OCD), panic
disorder or social anxiety disorder (social phobia), 4

The use of Paxil in adolescents with depression has been evaluated in one double-blind,
placebo-controlled study (n=275). This study found Paxil to be superior to placebo by
several assessment methods and to be tolerated better than treatment with imipramine.
The findings of this study are in agreement with two small open-label studies and one
retrospective study. However, further study is needed to clearly establish the safety and
efficacy of Paxil in the treatment of adolescents with depression. '

The use of Paxil in the treatment of adolescents with OCD has been evaluated in one
open-label study. Although the findings of this study are encouraging, any conclusions
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regarding the efficacy and safety of Paxil for the treatment of OCD in adolescents. awaits
adequately designed, double blind,. placebo-controlled trials.

Published information rega:ding the use of Paxi! in the treatment of panic disorder and
social anxiety disorder is limited to a few case reports. Although the reports are favorable,
the use of Paxil in adolescents for these disorders has not been methodically studied.

Depression

Double-blind, Placebo-controlled Trial

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 has been presented (Berard, 1998; Keller, 1998). A total of 275 adolescents
(12 to 18 years), who met DSM-II-R criteria for major depression, were randomized to
receive Paxil 20 mg/day (n=93), imipramine 200 mg/day (dose titrated from 50 mg/day
over a period of 3 weeks, n=95), or placebo (n=87). Patients were treated for a total of 8
weeks and 190 patients completed the study. If no response ‘was noted at week 4, the
treatment dosage could be increased.over the next two weeks to a maximum of 40
mg/day of Paxil or 300 mg/day of imipramine. :

The primary assessment of treatment response was based on the 17-item Hamilton
Depression Rating Scale (FAM-D) and included the percentage of treatment responders
(50% or more reduction from baseline or a final score of § or less) and the mean change
-in HAM-D scores. Secondary assessments included mean Clinical Global Impression of
TImprovement (CGI-I) scores and the 9-item depression subscale of the Schedule for
Affective laisorders and Schizophrenia for School-age Children —Lifetime version (K-
SADS-L) Significant separation (p=0.05) was seen between the percentage of responders
treated with Paxil (81%) compared to placebo (65%). The percentage of responders in the
imipramine group (73%) did not separate from placebo. No statistical difference in mean
HAM-D score change was seen in any treatment group althougha trend favoring Paxil
was reported. Mean CGI-I scores at endpoint favored treatment with Paxil compared to
placebo (1.9 vs 2.4, respectively, p=0.03). Mean changes in K-SADS-L scores were not
significantly different in any treatment group.

Withdrawal from the study due to adverse events was highest (32%) in the imipramine
group, compared to 10% and 7% in the Paxil and placebo groups, respectively. No
further details on adverse events were provided in this report.

Open-label Trials

Rey-Sanchez et al (1997) conducted an open-label study of Paxil in the treatment of
major depression in children less than 14 years of age. Patients (n=45, mean age 10.7 %
2.0), meeting DSM-III-R criteria for major depressive disorder, were treated with Paxil
(initial dose 10 mg/day; mean final dose 16 mg/day £ 5 mg) in an outpatient setting.
Treatment was continued until the depressive episode was completely resolved. Disease
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severity was measured utilizing a 5-point Clinical Globat 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). At 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 ITTR = 1.8). A
complete remission of symptoms was reported in all patients at the end of treatment (8.4

'+ 1.4 months.). 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 a worsening of symptoms. Adverse events were reported 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 were reported as mild
to moderate with no patient withdrawing from the study. Patients were permitted to

. Teceive benzodiazepines during the study if needed; 16/45 (36%) patients were treated as
such for insomnia or acute anxiety.

Other Published Data

Masi et-al (1997) reported improvement in 4 of 7 patients (ages 14 to 18 years) with
intellectual disability (1Q range 53 to 68) treated with Paxil (20 to 40 mg/day) for major
depressive disorder. Adverse events.included sedation, insomnia, nausea and dyspepsia.
In a retrospective review, Rodriguez-Ramos et al (1996) reported findings in 25 ‘
adolescents, aged 13 to 17 years, treated with Paxi/ (10 to 40 mg/day) for either primary
or secondary depression. Total remission 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 withdrew from the treatment due to adverse events

~ (dizziness with hypotension, anxiety). Common adverse events included asthenia, -
somnolence and nausea. - '

Obsessive Compulsive Disorder

Rosenberg et al (1999) conducted a 12-week, 'open»label trial of Paxil in 20 children (9
boys, 11 girls) ages 8 to'17 years with OCD (DSM-IV criteria). Twelve of the children -
had comorbid psychiatric conditions including anxiety disorders other than OCD (n=3),
eating disorders (n=3), trichotillomania (n=1), attention-deficit hyperactivity disorder .
(n=1), dysthymia (n=l),,oppositional defiant disorder (n=1) and tic-related/Tourette’s
disorder (n=2). Response assessments were made at baseline and weeks 2, 4, 6, 8 and 12.
Response was evaluated utilizing the Children’s Yale-Brown Obsessive Compulsive
Scale (CY-BOCS), the Children’s Global Assessment Scale (CGAS) and the Clinical
Global Impression Scale (CGI). In addition, the severity of tics and anxiety was evaluated
with the Yale Global Tic Severity Scale and the Hamilton Anxiety Rating Scale HaM-
A) at baseline and weeks 4, 8 and 12. '

 Paxil was initiated at 10 mg/day in all patients and could be increased in increments of 10
mg/day every 2 weeks upto a maximum of 60 mg/day. The mean dose at study

_completion was 41 mg/day. Nineteen of the patients completed the 12-week course of
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treatment; the remaining patient was assessed at 8 weeks and was incinded in the

analysis. A significant (p=0.0001) reduction in CY-BOCS scores from baseline was noted

at endpoint. Significant improvements in CGAS scores (p=0.0001) and CGI scores
=(.0001)-were also noted (see Table 1). . .

Table 1: Treatment Response at Endpoint

‘Baseline | Endpoint | p Value
CY-BOCS | 30.5543.50 | 21.60+6.83 | 0.0001
CGAS* 46.79+734 | 57.47+7.89 | 0.0001
CGI 56340.60 | 426%104 | 00001

* increase.scores indicates improvement

‘In general, OCD response-did not appear to correlate with any comorbid disorders. The
two patients with tics did not respond to treatment and one of these patients experienced 2
worsening of tics. Adverse events were rated every 2 weeks on the Adverse Experience ‘
Scale. Severe treatment-emergent adverse events included suicidal ideation (n=1) and
increased tics (n=1). Mild adverse events included hyperactivity/behavioral disinhibition
(n=6), headache (n=5), insomnia (n=3) gastrointestinal distress (n=3), increased anxiety
(n=2), drowsiness (0=1) and dry mouth (n=1). The authors noted that they did not
observe any hypomania or mania in these patients. Possible mania, however, has been
described elsewhere (Diler, 1999) in three children treated with 20 mg/day of Paxil for .
OCD. : . ’ ~

Panic Disorder

Response to treatment with a number of different selective serotonin reuptake inhibitors
(SSRIs), including Paxil was evaluated in an naturalistic, open-label study consisting of-
two phases: an acute treatment period consisting of six to eight weeks and follow-up
phase lasting approximately 6 months (Renaud, 1999). Twelve patients, ages 710 17
years (mean age 16 years), with panic disorder (DSM-IV criteria) were included in the
study, including 8 patients with another comorbid anxiety disorder (generalized anxiety,
separation anxiety, social phobia). Assessments were made utilizing a variety of anxiety
scales, panic disorder scales, the Clinician Global Impression (CGI) scale and the
Children’s Global Assessment Scale (C-GAS). The frequency of panic attacks was not
noted. . ,

Patients were treated with fluoxetine unless there was previous unsuccessful trial with
fluoxetine or the patient refused it. Two patients were treated with Paxil during the acute
phase (20 or 60 mg/day) and three were treated with Paxil during the follow-up phase (10
10 30 mg/day). Because of the naturalistic nature of the study, eight patients, including
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one of the patients treated with Paxi, received a concomitant benzodiazepine
(clonazepam or lorazepam). :

At the end of the study (end of follow-up) significant improvement was noted in the mean.
" CGI-Severity scores (baseline 4.4, endpoint 2.2, p=0.002). The mean time to achieve 2
CGIL-Improvement score of 1 or 2 (much or very much improved) was 10.5 weeks.
Significant improvement was alsonoted with the C-GAS score (baseline 48.3, endpoint
74.3, p<0.001). The two patients treated with Paxil throughout the study had
improvements from baseline scores of 51 and 45 to final scores of 82 and 70,
respectively. Adverse events were assessed with the Side Effects Form for Children and
Adolescents. No significant differences were noted in adverse events from baseline to
endpoint.

Social Anxiety Disorder

. Mancini et al (1999) reported response to treatment with a serotonergic agent in a
consecutive series of seven patients (ages 7 to 18 years) with generalized social anxiety
disorder. Five of these patients were treated with Paxil; the remaining two patients were
treated with sertraline or nefazodone. The initial dose of Paxil was in the range of 5 to 20.
mg/day. Over a few weeks, the dose was-increased until there was a response or the dose
was no longer tolerated. The maximum dose ranged from S to 80 mg/day. Initial response

. was seen between week 4 and week 9 of treatment. One adverse event was reported for
each of the treatments: somnolence was reported with Paxil; diarrhea was reported with
sertraline, and difficulty with visual accommodation was reported with nefazodone.
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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 further questions regarding our-products, please contact the Product Information
Department at 1-800-366-8900, ext. 5231. ;

Sincerely,

PAR001986832
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