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Redacted

Dear DIRcdactcd

Your representative, Michael Santeramo, forwarded your request for information
regarding the use of Paxil® (paroxetine hydrochloride) for the treatment of depression,
obsessive compulsive disorder (OCD), panic disorder, social anxiety disorder (social

\ phobia) or generalized anxiety disorder (GAD) in children and/or adolescents.

SUMMARY

o  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.

e A search of the Medical Information Department's published literature database and
MEDLINE identified several studies and case reviews discussing the use of Paxil in
children or adolescents for the treatment of depression, OCD, panic disorder or social
anxiety disorder. In the identified publications patient ages ranged from 5 to 18 years.

o A double-blind, placebo-controlled study by Keller et al evaluated treatment of Paxil
and imipramine in adolescents with depressipn. In this study Paxil was superior to
placebo by several assessment methods, including 1) response defined as Hamilton
Depression Rating Scale (HAM-D) total score < 8; 2) HAM-D depressed mood item;
3) the Schedule for Affective Disorders and Schizophrenia for School-age Children —
Lifetime version (K-SADS-L) depressed mood item; and 4) CGI-I score of 1 (very
much improved) or 2 (much improved). Paxil was better tolerated than treatment
with imipramine. ’
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e Another study in depression showed numerical improvement in response based on
Montgomery Asberg Depression Rating Scale (MADRS) after treatment with Paxi/
versus placebo, however statistical significance was not reached. Two additional
open-label studies and one retrospective study reported improvement in depression
symptoms with the treatment of Paxil.

e The use of Paxil in the treatment of children and adolescents with OCD has been
evaluated in several open-label studies. Overall, treatment with Paxil has shown an
improvement in OCD symptoms. In a study of children and adolescents with OCD
who had comorbid psychiatric conditions, this group was found to be more likely to
relapse following discontinuation of treatment than those patients without
comorbidity.

e A retrospective study by Masi et al evaluated treatment of Paxi/ in children and
adolescents with panic disorder. Paxil was shown to be effective based on the Clinical
Global Impression Severity (CGI-S) scale. In addition, there are pubhshed case '
reports in this population.

e Published data regarding the use of Paxil in children or adolescents for the treatment
of social anxiety disorder are limited to a few case reports. No studies or case reports
were identified that discussed the use of Paxil for the treatment of GAD.

, ¢ Findling et al conducted a pharmacokinetic study in children and adolescents with
) depression which demonstrated many similarities between adults and children in terms
of pharmacokinetics. However, the half-life was considerably shorter in the younger
patients compared to adults suggesting more rapid clearance.

e Conclusions regarding the efficacy and safety of Paxil in children and adolescents for
the treatment of depression, OCD, panic disorder, social anxiety disorder and GAD
awaits additional adequately designed, double-blind, placebo-controlled trials.

Depression

Keller et al (2001) conducted an 8-week, double-blind, placebo-controlled, multi-center
trial comparing the safety and efficacy of Paxi/ and imipramine with placebo in the
treatment of adolescents with major depression. A total of 275 adolescents (12 to 18
years), who met DSM-1V 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 eight weeks
and 190 patients completed the study. If no response was noted at week 4, treatment
could be increased over the next two weeks to.a maximum of 40 mg/day of Paxil or 300
mg/day of imipramine. For doses of Paxil 30-40 mg/day, Paxil could be administered in
divided doses at the clinician’s discretion.
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The primary efficacy parameters included the proportion of responders with a > 50%
reduction from baseline on the HAM-D or a final HAM-D score of < 8 and the mean
change from baseline in HAM-D total scores at endpoint. Secondary assessments
included mean Clinical Global Impression Improvement (CGI-I) scores and the 9-item
depression subscale of the Schedule for Affective Disorders and Schizophrenia for School-
age Children — Lifetime version (K-SADS-L). In the depression-related parameters, Paxil
was statistically superior to placebo at endpoint among four parameters: 1) response
defined as HAM-D < 8; 2) HAM-D depressed mood item; 3) K-SADS-L depressed mood
item; and 4) CGI-I score of 1 (very much improved) or 2 (much improved).

Analysis of last observation carried forward (LOCF) at endpoint resulted in significant
separation (p = 0.02) between the percentage of responders defined as HAM-D < 8 among
those treated with Paxil (63.3%) compared to placebo (46%). The percentage of
responders in the imipramine group (50%) did not separate from placebo. Analysis of
observed cases (OC) at endpoint resulted in significant separation (p = 0.02) between the
percentage of responders treated with Paxil (76.1%) compared to placebo (57.6%). The
percentage of patients treated with Paxil who had a CGI-I of 1 or 2 was 65.6% compared
to 48.3% with placebo (p = 0.02). Premature withdrawal rates from the study were
highest (40%) in the imipramine group (p = 0.02 versus placebo), compared to 28% and
20% in the Paxil and placebo groups (p = 0.60 versus placebo), respectively. Withdrawal
from the study due to adverse events was (31.5%) in the imipramine group, compared to
9.7% and 6.9% in the Paxil and placebo groups, respectively. The most common adverse
events during therapy with Paxil included headache, nausea, dizziness, dry mouth and
somnolence. All of the events were reported in an incidence similar to placebo with the
exception of somnolence, Paxil 17.2% vs. placebo 3.4%. In the imipramine treatment
group, the most common adverse events included dizziness, dry mouth, headache, nausea
and tachycardia. '

In a double blind, placebo-controlled, multi-center study, the efficacy of Paxil and placebo
in the treatment of adolescents (ages 13-18 years) with major depression based on DSM-
IV criteria was evaluated (Data on File; Milin 1999). Patients were treated with Paxil 20-
40 mg/day (n = 187) or placebo (n = 99) for 12 weeks. Efficacy was based on the
proportion of patients with a > 50% reduction in the MADRS and a change (between
baseline and endpoint) in the K-SADS-L. Based on > 50% reduction in the total MADRS
score at the end of 12 weeks, treatment results were numerically higher with Paxil,
however, this result did not reach statistical significance (70% vs 66.2%, p = 0.633).
Nausea (24.2%), headache (18.7%) and dizziness (10.4%) were the most commonly
reported adverse events in the group treated with Paxil.

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 years),
meeting DSM-III-R criteria for major depressive disorder, were treated with Paxi! (initial
dose 10 mg/day; mean final dose 16 mg/day) in an outpatient setting. Treatment was
continued until the depressive episode was completely resolved. Disease severity was
measured utilizing a S-point Clinical Global Severity scale (CGI-S) at baseline, month 1,
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month 3 and at the end of treatment. Response was reported as the intensity of
therapeutic response (ITR), a reflection of point change in CGI-S. At baseline, the mean
CGI-S was 3.0. At month 1, the mean CGS was 2.2 (mean ITR = 0.8) and at month 3 the
mean CGI-S was 1.2 (mean ITR = 1.8). A complete remission of symptoms was reported
in all patients at the end of treatment (mean duration 8.4 months). No patient experienced
a worsening of symptoms. Patients were permitted to receive benzodiazepines during the
study if needed; 16/45 (36%) patients were treated as such for insomnia or acute anxiety.
Adverse events were reported in 4/45 (9.5%) of the patients (vomiting during the first four
days of treatment, anxiety and nervousness, abdominal pain, abdominal cramps and
nausea). These events were reported as mild to moderate with no patient withdrawals.

Masi et al (1997) reported improvement in four of seven patients (ages 14 to 18 years)
with intellectual disability (IQ range 53 to 68) treated with Paxi! (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 Paxil 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. Common adverse events included asthenia, somnolence and nausea. Two
patients withdrew from the treatment due to adverse events (dizziness with hypotension,
anxiety).

.} | Obsessive Compulsive Disorder

Carpenter et al (2000) reported on the safety and efficacy of Paxil for the treatment of
OCD in children (8 to 11 years; n= 167) and adolescents (12 to 17 years; n = 168).
Following 16 weeks of open-label therapy of Paxil 10 to 60 mg/day, responders, defined
as a > 25% decrease in the Children’s Yale-Brown Obsessive Compulsive Scale (CY-
BOCS) score and a CGI-I score of 1 or 2, were randomized to receive Paxil or placebo in
a double-blind 16-week extension. The baseline mean CY-BOCS score was 26.3. During
the first phase of the study, the mean CY-BOCS score was reduced by 13. Of those
completing the first 16 weeks of the study, 86% met response criteria. After the double-
blind phase, 28.9% in the Paxil group experienced a further decrease in CY-BOCS score
compared to 14.4% in the placebo group (p = 0.023). Mean increase, or worsening, in
CY-BOCS score was +3.6 in the Paxil group compared to +6.9 in the placebo group (p =
0.008). While relapse rates (defined as any worsening of CGI-I score for two consecutive
visits or a worsening of 2 or more points at any single visit) were lower for Paxil (34.7%)
compared to placebo (43.9%), the findings did not reach statistical significance (p =
0.136).

Adverse events leading to discontinuation were generally low; the most common events
included hostility (2.7%), hyperkinesia (2.1%) and agitation (1.8%). Even though the
incidence of adverse events was similar in children and adolescents, agitation (11.4% vs
3.6%), hyperkinesia (14.4% vs 8.3%), trauma (18.6% vs 8.3%), infection (12.0% vs
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7.1%), manic reaction (4.2% vs 0.6%) and myoclonus (9.6% vs 4.8%) were reported
more frequently in the younger age group.

Wagner et al. (2001) also reported on this study regarding the safety of Paxil for the

treatment of OCD (n = 335). Adverse events, laboratory test results, vital signs, and

ECGs were evaluated to determine safety. Headache (24.5%), asthenia (21.5%), and
insomnia (21.2%) were the most commonly reported adverse events. :

In a post-hoc analysis, Gellar et al (2001) evaluated the influence of psychiatric
comorbidity on response and relapse rates in children and adolescents with OCD (n =335)
treated with Paxil. Upon entering the study, 57.6% patients had at least one psychiatric
disorder in addition to OCD and 30.4% of these OCD patients had multiple disorders (=
2). Overall, the response rates in patients with comorbid conditions did not differ
significantly from patients without comorbid conditions (68% vs 75%, respectively, p =
0.163). The response rates in patients with tic disorders, ADHD, or oppositional defiant
disorder (53%, 56%, and 39%) were significantly less than those patients with only OCD
(75%, p <0.05). The presence of comorbid psychiatric disorders was associated with a
statistically significant increase in relapse rate in the placebo group only (p < 0.05). This
suggests that continned Paxil administration may prevent relapse in patients with
comorbid conditions.

Diler et al (2000) conducted a 12-week, open-label study to assess the safety and
effectiveness of paroxetine in 47 pediatric patients with OCD (DSM-IV criteria) not
previously treated for the condition. Of the enrolled patients (aged 9 to 15 years), 19
(40%) had one comorbid diagnosis, 8 (17%) had two comorbid diagnoses, 4 (9%) had
three comorbid diagnoses and 16 (34%) had no comorbid diagnoses. The comorbid
diagnoses were major depression (n = 14), social anxiety disorder (n = 10), Tourette’s
syndrome (n = 35), generalized anxiety disorder (n = 4), panic disorder (n = 4), stuttering
(n=4), conversion disorder (n = 4), attention-deficit hyperactivity disorder (n = 2),
conduct disorder (n = 2), trichotillomania (n = 2), encopresis (n = 1), and night terror (n=
1). Patients started treatment with paroxetine 10 mg/day for one week and were increased
to a fixed dose of paroxetine 20 mg/day for five weeks; for the following six weeks the
treating psychiatrist could maintain or change the dosage based on efficacy or adverse
events, During the study, the mean dose was paroxetine 20.7 mg/day. No additional
medication was used. Efficacy was assessed at baseline, weeks 3, 6 and 12 by Maudsley
Obsessive Compulsive Inventory (MOCT), Children’s Depression Inventory (CDI),
Clinical Global Impressions-Severity of illness (CGI-SI) scale and Spielberger’s State-
Trait Anxiety Inventory for Children (SAI-C and TAI-C). Adverse events were assessed
by the Adverse Experience Scale and the CGI-Adverse Effects scale.

At week 6, evaluation of 42 patients (five patients withdrew at week 6 due to
noncompliance with study protocol) revealed significantly lower scores on the total
MOCI, CDI, SAI-C, TAI-C and CGI-SI scale. These findings were sustained at study
endpoint. At week 12, 61.9% (26) patients showed > 50% improvement according to the
MOCI. The mean reduction in the CGI-ST score was 56.8% & 19.4%. The most
commonly reported adverse events included sleepiness (23.4%), increase in anger (8.5%)
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and fatigue (8.5%). The percentage of patients with no adverse events increased from
34.5% at week 3 to 64.3% at week 12. No patient experienced adverse events severe
enough to discontinue the drug,

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 = 1), 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 CY-BOCS, the Children’s Global Assessment
Scale (CGAS) and the CGI scale. 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 two weeks up to a maximum of 60 mg/day (final mean dose 41 mg/day).
Nineteen patients completed 12 weeks of treatment; the remaining patient was assessed at
week 8 and was included 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 (p = 0.0001) were also noted (Table 1).

Table 1: Treatment Response at Endpoint

b tl@ ltin gEH‘]ﬁ}.

CY-BOCS 30.55 +£3.50 21.60 +6.83 0.0001
CGAS* 46.79 £ 7.34 57.47+£7.89 0.0001
CGI 5.63 £0.60 426=1.04 0.0001
* 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 a
worsening of tics. Adverse events were rated every two weeks on the Adverse
Experience Scale. Mild adverse events included hyperactivity/behavioral disinhibition (n =
6), headache (n = 5), insomnia (n = 3) gastrointestinal distress (n = 3), increased anxiety (n
=2), drowsiness (n = 1) and dry mouth (n = 1); severe treatment-emergent adverse events
included suicidal ideation (n = 1) and increased tics (n = 1). The authors noted that they
did not observe any hypomania or mania in these patients.

Thomsen et al (1999) examined the addition of buspirone to existing selective serotonin
reuptake inhibitor (SSRI) therapy in six adolescents with OCD. Of these patients, one 15-
year-old male was treated with paroxetine. After three months of treatment with
paroxetine 60 mg/day (starting dose or titration schedule not provided), there was a
reduction of Y-BOCS score from 33 to 28. After approximately 6 weeks of combination
therapy with paroxetine and buspirone 20 mg/day, his Y-BOCS score was 22. In addition,
a decrease in the subject’s obsessive-compulsive symptoms was noted. Specifically, a
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reduction in his evening rituals and less anxiety when trying to resist compulsions. The
subject reported extreme tiredness after three weeks of combination therapy, but this
dissipated after week 5.

Panic Disorder

Masi et al (2001) conducted a retrospective study in a natural setting evaluating the safety
and efficacy of Paxil in the treatment of children and adolescents with panic disorder. A
total of 18 patients (7 to 16 years) meeting the DSM-IV criteria for panic disorder were
started on Paxi/ (mean initial dose of 8.9 mg/day) and were gradually increased to 40
mg/day, depending on clinical response and adverse events. No concomitant drugs were
allowed. Sixteen of these patients had co-morbid conditions, most commonly GAD
(55.6%). Patients with mental retardation, pervasive developmental disorder, psychotic
disorder, severe motor disorders, and sensory disorders were excluded from the study.

Clinical status was assessed retrospectively at every visit by a 5-point CGI-Severity scale.
Based on the CGI scale, 15 patients (83.3%) were considered responders at the final
evaluation (p <0.0001). Symptoms improved at a mean dose of 22 mg/day after
approximately 21.87 days. The treatment duration in this study was approximately 12
months (mean 11.7 months) with a mean dosage at the final observation of 23.9 mg/day.
The most common adverse events were nausea (n = 7), tension-agitation (n = 7), sedation
(n=6), insomnia (n = 4), palpitations (n = 4), and headache (n =4). In this small study,

) Paxil was well tolerated and effective in children and adolescents with panic disorder.

Response to treatment with a number of different 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 six months
(Renaud, 1999). Twelve patients, ages 7 to 17 years (mean age 16 years), with panic
disorder (DSM-1V criteria) were included in the study, including eight 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 CGI
scale and the CGAS. The frequency of panic attacks was not noted.

Patients were treated with fluoxetine unless there was a previous unsuccessful trial with
fluoxetine or the patient refised 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
to 30 mg/day). Because of the naturalistic nature of the study, eight patients, including
one of the patients treated with Paxil, 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 a
CGI-Improvement score of 1 or 2 (much or very much improved) was 10.5 weeks.
Significant improvement was also noted with the C-GAS score (baseline 48.3, endpoint
74.3, p <0.001). The two patients treated with Paxil throughout the study had
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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 5 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.

Pharmacokinetics

Findling et al (1999) conducted an 8-week, open study to assess the pharmacokinetics and
safety of paroxetine in 30 adolescents (aged 5 to 17 years) with depression (DSM-IV
criteria). In addition to DSM-IV criteria, younger patients needed a score of at least 40
on the Children’s Depression Rating Scale (CRDS) and older subjects were required to
have a HAM-D score > 17. Patients were initiated on paroxetine 10 mg/day. After four
weeks, the dose could be increased to 20 mg/day based on response. Following a single
dose of paroxetine 10 mg, the mean Cmax, Tmax, half-life and area under the curve
(AUC) were 5.5 ng/mL (SD 4.0), 5.7 ng/mL (SD 1.9), 11.1 hr (SD 5.2) and 0.09
mcg.hr/mL (SD 0.10), respectively. There were 15 subjects who received paroxetine 10
mg/day for eight weeks. For these patients, the average paroxetine concentration was
12.9 ng/mL (SD 8.4) at week 4 and 7.2 ng/mL (SD 7.5) at week 8. There were eight
subjects that had their paroxetine dose increased to 20 mg/day at week 4. For these
patients, the average paroxetine concentration was 10.0 ng/mL (SD 9.7) at week 4 and
48.9 ng/mL (SD 47.5) at week 8. Efficacy results in terms of HAM-D and CRDS were
not provided.

Overall, adverse events were mild and transient; gastrointestinal events (e.g., nausea,
abdominal cramps) were reported most commonly. The only adverse event that led to
treatment discontinuation was hypomania and this occurred in two patients at a dose of 10
mg/day. There were no clinically significant changes in weight, blood pressure, pulse,
electrocardiogram, serum chemistry and hematological studies noted.
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I 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. GlaxoSmithKline 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 Medical Information Department at 800-366-
8900.

Sincerely, ~
- Redacted

Medical Infofmation Department

Redact
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Panic Disorder

The effectiveness of Pauxil in the eaiment af pank. disonder was demonstrated in three 10- 10 12-week mukicentes, placebo-contriied
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attack frequency and on the Clinical Global Impression Sever?ty of Nress scorng pan v ¢ measues of panic
Study 3 wes a 10-week dose- finding study: patients were treated with fixed pacoxetine doses of 10, 20, or 40 mg/day of place-
bo. A significant ditference frc eba wa observed onlly for the 40 mg/day group. At endpoint, 76% of patients Teoeive oxelw
40 mg/day were free af panic attacts, compared to “%o&nlacebo-ue:gd palients, pon » Taparcieine
Study 2 was a 12-week fiexible-dase study comparing paroxetine {10 10 60 mg daily} and placebo. At endpoint, 51% of paroxeti
patients were free of panic attacks compared to 32% ol placeho-ireated pal'zn’rl'g W »D F e
Smdj 3 was 2 1.2‘;we§kkﬂe§ibledose study comparii {avoxeline {10 to 60 mg daily) ta placebo i patients concurrently receivir

ot et (.ym'ifgﬁﬂm[‘famwmasﬂ%mwg“&mm

part ing
therapy. At endpoint, 33% of the paraxetine-treated patients d '
o 1o P ekl P pa! showed 3 reduction 1 0 or 1 panic attacks

ide saht of 2 i
cal X v ‘v m%l‘ﬁwmmﬁ. Aroedh ko b h 'x.')
and has the empicical formula of CygHgFNO5® HCIw 1/2H0. The molecular weight is 3748 (329.4 as free basel. The structural fomula
is:
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paroxeline hydrochiorige
‘aroxetine hydrochloride is an ododess, ofl-white powder, having 3 melting point range of 120° 10 138°C and a solukility of 5.4 mg/mL
n water.

in both Swdies 2 and 3, the mean ine dose tor at endpoint was approx y 40 mg/day of

Long-tem maintenance ettects of Paxifin panic disorder were demonstrated in an extension to Sy 1. Patiants who were responder:

gginn? 4‘3‘ mg}-g;]el w.ind phase #ﬁmfwm double-blind mmng we:chg'mniz;l I; nim;g;oxelire (ll{
X or pl in 3 3-monf i 38 prevention phase. Patients Jandomized to paroxetine ignificant)

less likaly to relapse than comparably traated patients magvere randomized to placeba. o were signiianty

Subgroup analyses did nat ind cata that there were any ditferences in treatment outcomes as a function of age or pender.

%fé‘légxlw Disorder

tiveness of Paxi in the Ireatment of social anxiety disorder was demonstiated in three 12+ multicenter, placeb
trolled studies {Studies 1-3} of adult out tienls withms‘g!al anxiety disocder (DSM-IV). In these nm the eﬂecuva‘::sct oﬁg:'l
compared to placebo was evaluated on the biasis of [1) the proportion of responders, as defined by a Clinical Global Impression CG))
}Wl scoie ol 1 fvery niuch impraved) or 2 {much improved), and {2) change hom baseline in the Lisbowit Social Anxisly Scale

Studies 1 and 2 were flexible-dose siudies :omparing pataxetine (20 to 50 mg daily) and placeba. Paroxetine demonsyated statistical-
Iy significant superiaity over placebo on both the CBI Impiovement responder critesion and the Lisbowitz Social Anxiety Scale {LSAS}).
In Slud&t for patients wha cempleted to week 12, 69% of barnxetine- treated patients compared to 23% of placebo-teated patients
were c& h\provem;uu.vamlera In Study 2, CGI improvemant responders wese 77% and 45; for the paroxeting- and placebo-real-

[ablets .

zach film-coated tablet contains tine b ide equivalent to paroxeline as follews: 10 mo-yelfow {scured); 20 mo-pink
; 30 mg-blue, 40 »rg reen, Ihacnve mlgidl;t:nu agn:’;l of dba,jf c‘allocl;\’»m phappale dqihygr:l:‘,d hydraxypre § ﬁ.; ‘!oM

BSium stearate, ene s, te 80. sodium sta ate, titanium diou one or more owit

&L Red No. 30, D Yelbw'No. 'ﬂ)y%&(.poBhn No. 2, FDAC Yellow No. g : e

» icm Jor Oeal Adwini

sach § mi_ of orange-colored, orange-flavored Biquid contains hydrochiaride equivalent ine. 10 mg. Inactive ingredi-

s eonsis of polacrilis potassium, microorystalline cellulose, progyiene gheol, plycerin, Sortitol, methyl parabe raben,

odium ciirate ditydate, ap;ic acid anhydrata, sodium saccharin, gggnngs FBE% wf;« No.6and simethly;m Hnulsigtltnplr&l.n

SLINICAL PHARMACOLOGY

*harmacodynamics

he efticacy of inthe of major de, ive disorder, social anxiety disorder, obsessive compulsiva disorder (0CD),
anic disarder [PD], generalized anxiety disocder IGADEnd pastiraumatic suess disorder (PTSQ) is presumed 1o be linked to potemmi-
Yion of seratonergic activily in the ceniral nervous system resulting from inhibition of neutonal reuptaka of seratonin {5-hydcoxy-¥yp-
amine, &-HT). Suidies at clnically relevai doses in humans have demonstrated that paroxetine blocks the uptake of secotonin into
uman platelets. In vitro studies in animats also suQgest hat paroxstine is a patent and highty salective inhibitor of neuronal seroto-
in reuptake and has only very weak eflects an norepinephrine and dogamine newonal feuptake /v witro radioligand binding studies
icale that paroxeting has litle atfinity lor muscannic, aiphay-. alpha,-, beta-adranergic-, dopamine {0y}, 5-HT\-, 5-HT,- and hista-
line {Hy}-receptors; antagonism of muscarinic, histaminergic and alpha,-adrenargic recepiors has been associated with various
halinergic, sedative and cardi effects for other it deugs. :

ecausa the relative potencies of parsetine’s major metabofites are at mast 1750 ul the parent campound, they are essentially inactive,

cokinetics
- avoxetine i equally binavailable from the oral suspension and tablet,
aroxetine hydrochioride is completely ahsorbed after ozl dosing of a solution of the hydrochloride sait, in a study in which normat male
Jbiecte n=15) received 30 mg tablets daily for 30 days, steady-state paroxeline concentrations were achieved by approximately 10 days
¥ most subi;cxs. although it may take substantiall in an occasional patient. At Sleady state, mean values 01 Cp, Tas. Coe
1 Were B1.7 ng/ml |CV 45%), 6.2 . (CV 10%. 0.7 ag/mL (CV 67%) and 21.0 b, [CV 32%), respectively. The 51830y $1a18 Cru, 21 Cpey
Yues were about § and 14 limes what would be predicted from single-dose studies. Steady-state trup exposure based 0N AlCon was
201t 8 fimes greater han would have been predicted from single-dose data in these subjects, The extess aceumulation is conse-
sence of the fact that ong of the enzymes that metabolizes paroxetine is readily sanxable.
steady-state dase peopartionality siudies involiing eldedz and nonelderly patients, 3¢ doses of 20 t 40 mg daily for the eldady and 20
+50 mg daily for the nonedderly, some nonkinearity was i both papuiations, agam reflecting 3 satucable metabolic pathway.
comparison 10 C.., values sher 20 mg daily, values after 40 mg daily were only about 2 10 3 times greater than doubled,
%e efects of food on the bigavaitabitity of paraxetine were studied in m&fu administered a single dase with and without food, AUC
as only slightly increased (%) when dnxy was administered with food but the Co,, Was 29% preater, while the hme to reach pask
asma concentiation decreased from 6.4 hours past-dosing 4.9 hors.
“eling is ively ized alter oral administrab
“thylation, which are readily cleared, Conj with gk

principat ites are polar and conjugated products of oxdation
acid and sulfate predominate, and ma bolites have
s andidentified. Data indicate that the metabolites have no more than 1/50 the potency of the parent compound at 'nhibiljnlp sefo-
ptake. The metabolism of is accamplished in part by cytochrome P il Saturation of this eryme at clinical doses
15 10 accourt {or the nonlinezrity of paraxetine kinetics with increasing dose and mcreasm&igm‘m of treatment. The idle of this
uyme in paroxeling metabolism also suggests patential drug-drug mieractions {see PRECAUTIONS],
proximalely 64% of 3 30 mg oral solution dose of paroxeting was excreled in the urine with 2% as the parent compound and 62% as
2tabaliles oves a 10-day post-dasing period. About 6% was excreled in the feces |probably via the bile), mostly as metaboiles and
35 than 1% as the parent compound over the 10-day post-dasing period.
intribution: Paraxsline distributes throughout the body., including the CNS, with only 1% remaining in the plasma,
utwin Binding: Approximately 35% and 93% of paroxstine is bound to plasma protein at 100 ng/ml. and 400 ng/mt, fespectively,
wder clinical conditions, paroxetine concantrations would nomally be less than 400 ng/mL. Paraxatine does nat alter the i vit
3tein binding of phenyloin o warfarin.

Study 3 was a 12:week study eomparing fed parosetine dases of 20, 40 of 60 ma/day with placeb, Pamsetine 20 mg was demon-
sirated to be significantly superior to plecebo on baih the LSAS Total Score and the LGl imprvement responder criterion; there were
trends for supenarity over ;gaceho for the 40 and 61 mg/day dose groups. There was no imfglion in this study of any additional ben-
efit for dosas higher than 20 mp/day.
Subgroup analyses generally did not indicale differences in trealmont putcomes as a function of age, race, o gender,
Tre heesvnsee o puaorder ¥ Generslited Ansiety Disorder [GAD} was demo

e tiveness ol Paxl in the Ireatment o eraliz xiety Disorder was nsvated in twa B-week, multicenter,
placebo-tontrolled studies {Studies 1 and 2} of adult outpatients vynh Genevalllted Anxiety Disorder [OSM-IV).
Study 1 was 2 8-week study camparing fixed paroxetine doses of 20 mg or 40 mg/day with placebo. Paxil 20 mg or 4 mg were both

demonstrated 1o bo. s;amﬁmndy Superior to Macebo on the Hamilion Hating Seale for Andety [HAM-A) total score. Theie was not
sufficient evidence in

s study 10 supgest a preater benefit for the 40 mg/cay dase compared to the 20 mg/day dose,
Study 2 was a fiexible-dose st compai roxetine (20 mg 1o 50 mg daily} and placeba, Paxil dempastrated statistically signifi-
cant Superiority over placetio oa the Hamill'xrng ting Scale for X&ialy (mul- tatal l;ome. tially signi

A third sludy, also flexible-dose compariny paraxetine (20 mg 10 50 myg daily). did not & istically significant ioni
of Paxil over placebo on the Hamilion Flat?ng Scale far Anxiety (HAM-A} {otal score, the primary ouicome, b i )
Subgeoup analyses did not indizate diffarences in veatment autcomes as a function of race or gender. There were insufficient eiderly
patients 1o conduct subgroup analyses an the basis of 38,
Posttravmatic Siress Disorder
The eff of Paxilin ke of Po. ic Stress Disorder PTSD) was demonsurated in twa 12-week, multicente,
placabo-controlled studies {Studies 1and 2) of aduit oulpatients who met DSMHV criteria tor PYSD. The mean duration of PTSD Symp-
toms for the 2 studies combined was 13 years |ranging Irom .) year ta 57 years), The fnzmage ol patients with sacondary major
depressiva disorder or non-PTSD anxiety disocders in the combined two studies was 41% (356 out of 858 patients) and 40% llXﬂS oul
of 858 patients), respectively. Smm(cwne was assessed byél the Clinician-Administered PTSD Scale Pan 2 (CAPS-2) store and
ii) the Clinical Global Imprassion-Global Iprovement Scale | 14). The CAPS-2 is 3 multi-item instrument that measures thise
aspects of PTSD with the following symptom chusters: periencing/intrusion, avoidance/rumbing and h sal. The two pri-
mary buteomes for each trial wiere () chanige from baseline to endpaint on the CAPS 2 total score (17 items], and (i) proportion of
raspoaders o the CGI, where responders were derined as patients having a score of 1 fvery much improved) o 2 {much improved).
Study 1 was a 12-week study comparing fixed paraxetine doses of 20 mg or 40 m%gag 10 placebo. Paxil 20 mp and 40 mg were
demanstrated to be significantly superior 1o placebo on change Jrom baseline lor tha CAPS-2 total score and on proportion of respon-
3:3230 th}ed m&kﬂm was not sufficient evidence in this study 10 supgest 2 greater benefit for the 40 mp/day dose compared to
my/day dase.
Study 2 was 2 12-week Hexible-dose study comparing parasstine (20 mg to 50 my daily) to placebo. Paxil was demonstrated 1o be
snmicanuy superiof to placeba on change from basgﬂlg: for the CAPS’&glulal smgaa on p?npomon of responders on the 611
A third stdy, also a lexible-duse study compari retin (20 mg 10 50 mg daily) 1o placebo, demanstrated Paxif to be signili-
cantly su:?r}'nv 10 placeba on dmnge‘ﬁgm h:seli:g :E:m CAPS-2 lotalmsg:ure, burln';um or‘,n pre fort LG =0
The majority of Ealiems in these trials wers womer: 169% women: 377 out of 551 subjects in Study 1 and 66% women: 202 out of
3 3 tudy 2) Subgroup anatyses did not indicate diffesences in treatment outeomes as 3 function of gendar. There were
annsufficient number of patierts wha were 65 years and older o were non-Caucasian to conduct subgroup analyses on the basis of
age o race, respectively,
INDICATIONS AND USAGE
Majoc ive Disorder
Pax (peroxetine hydrochioride) is indicated for the treatment of major depressive disorder,
The efficacy of Paxifin the treaunent of a mag; ive episode was ished in 6-week Med ials of outpatients whase
diagnases comesponded most thsely tn the DM llTra(egowy of major depressive disorder {see CLINICAL PHARMAG 0GY). A majar
depressive episode implies a prominent and relatively persistent depressed of drs W0ric mood that usually interferes with daily function-
i0g [nearly every day for at least 2 weeksy: it Should iclude at least 4 of the foll owing B symptoms: change in appetile, change in sleep,

188l and Liver Dissase: | plasma concer of ing oceww in subjects with fenal and hepatic i The
2 concentations in patients with creatinine cleavance below 30 ml/min, was appruximately 4 limes grealer than seen in
smal voluntears, Patients with creatinine clearence of 30 to £0 mUmin, and patients with hepatic functional impaimment had about a
‘old increase in plasma concentralions {AUC. C el

e initia} dasage should thesefore be reduced i Ealiems with severe renal or hepatic impairment, and upward Ktration, if necessary,
ould be @ increased intervals (see DOSAGE AND ADMINISTRATION,

darly Pationts:In 3 multiple-dose study in the elderly at daily paroxetine doses of 20, 30 and 40 mg, €, concentrations were aboul
% 0 80% %am than the Nﬂieﬂm concentrations in naneldesly subjects. Therefore the initial dosape in the elderly should ba
Juced {see DOSAGE AND ADMINISTRATION.

inical Trlals
»jof Deprexxive Diso/des . ) e o
& eficacy of Paxil [paroxetine hydrochloride} as a trealment lor major depiessive disorder has been established in 6 placebo-onrolled
wies of patients with major depressive disorder {ages 1B 1o 73). b these studies Paxil {paroxatine ochioride) was shown 1o be
nificantly more effective than placebo in treating ma mgsm disorder by at least 2 of the iolig measuras: Hamilton
pression Rating Scale (HDRS), the Hamitton depr 1item, and the Clinical Global Impression {CGI}-Saverity of lliness. Paxit
cogtine )Tdm:hluride) was significantly betier than placebo in improvement of the HORS sub-factor scores, including the depressed
od item, steep disturbance factor and arwiety factor,

rudy of ients with major ive disorder who had ded 10 Paxi/ (HOAS tosal score <f) during an initial §-week open-
alment phase and wese then randomized to continuation on Pazif o Fkacebu for 1 year demonstrated a significantly lower rafapse rate
patienls teking Paxi/ (15%) compared 1o those on placebo {39%). Eflectiveness was similar for male female patients.

taasive Compulsiva Dizordes . L . X

> elfeciveness of Faxlin the treatment of obsessive compulsive disorder {0CD} was demonsiraled in two 12-week multicerer place-
controfied studies of adult outpatients {Studies 1 and 2). Pabents in all siudies had modefate 10 severe 0CD [DSMYIIR] with mean
ieline ratings on the Yale Brown Dbsessive Cul&(eu\e le (YBOCS) total score ranging from 23 to 26, Sty 1, a dose-range find-
Study where patients were teated with fixed s of 20, 40 o 6 mg of pamxeline/dsa(y demonstrated 1hat daily doses of paroxe-
340 and 60 my are effective in he ireatment of OCD. Patients receiving dosas of 40 and 60 mg paraxetine experienced a mean reduc-
10l approximalely 6 and 7 points, respectively, on the YBOCS tatal score which was significantly oreater than ihe approximate 4 point
vetion 3t 20 mg and a 3 point reduction in the placebo-lreated patiems, Study 2 was a fi ne-dosa study g parox

to §0mg daily)n with clomwamioe (25 to 250 Lrg.daalyl‘ In this study, patients recaiving parmtine experienced amean feduction of
vn&pataiv? points on the YBOCS 10tal score which was significantly greater than the mean reduction of approximately 4 points in
cebo-treated paiients,

3itation or ieta of interast in usual activities or decrease in seaual drive, inreased fatigue, feelings of guilt or
worthlassness, slowed thinking or impaired concemration, and 3 suicide anemp! of suickda| ideation,
The ellects of Pzulin bospitalized depressed patiants have not been adequately studied,
The efficacy of Paxilin mainra'nin&;z Tesponse in major depressive disordes for up 10 1 year was demonstiated in a placebo-comrolled
tia] [see CUNICAL PHARMACOLOGY), Nevertheless, the ysician who elects 10 use Farif tor extended perods should pesiodically
re-evahuale the long-term usefuiness of the drug for he, individual patient,

azive Compuisive Disorder .
Paxilis indicated for the treatment of obsessions and compulsions in patients with obsessive compulsive gisorder (0CD) as defined in
zf}:\gslmm ‘The obsessions or compulsions tause madked distiess, are time-consuming. or significantly interfere with social of occupa-
tional functioning.
The efficacy of Faxit was established in twp 12-week irials with obsessive cogﬂzlsive outpatients whase dia?mses comesponded mast
closely to the DSM-IIA category of nhsessive compulsive disordes |see CLINI PHARMK?‘.OLOGY——CWQ Tridls).
Obsessive compulsive disorder & characterited by returent and_persistent ideas, thoughts. impuises o images fobsassions) that are
ego-dyslorl% and/oc repetitive, and i beh i i that are by the person as excessive o

Long-term maintenance of efficaty was demonstrated in a 6-month ralafu prevention Irial. Ia this trial, patients assigned 1 paraxetioe
shaved 2 lower relapse rate compared ta patients on placeda (ser CLINICAL PHARMACOLOGY). less, the physician wha efects
to use Pax for extended pacds should periodically re-tvalisate the foog-term usehiness of the drug for the individual parien! (see DOSAGE
AND ADMINISTRATION),

Paaic Disorder . i
Paxiis indicated for the Teatment of panic diserder, with of without agoraphobia, as efined in DSM-IV. Panic disorder is chavactarized by
the occurence of unexpected panic aftacks and associated concern about having additional attacks, worry about the implications or conse-
quences of the ariacks, and/or a significant change in bahavior related to the atiacks.

The efficacy of Paxit | ine hydrochioride) was ished in three 10-to 12-week trials in panic di
cormesponded 10 the DSM-HIR category of pank: disorder (see CLINICAL PHARMACOLOGY—Clinical Trials).
Panic disorder [DSM-IV} is ch ized by tecurrent « pank attacks, i.e.. a distrete period of intense fear or discomfort in
which four {or more) of the foliowing symotoms develop abruptly and rach a peak within 10 minutes: |1} palpitations, pounding heart,
or actalesaled heart sate; (2) sweating; 3] wembling or shaking:; [4) sensations uf shonness of breath or smatfering: (5) Jealing of chok-
ing; [6) chest pain or discomfort; (7) nausea br abdominal istress: B} ledm? duzy, unsteady, Ightheaded, or faint; (3] detealization (feet-
ings of uveality) o depersonaliration (being detached from oneself); {10} fear of Jasing “control; (11) fear of dying: (12) paresthesias

"

der patienls

, . I . - {numbiness or tingling sensations}; {13] chills or hot f
¢ lollowing ablo piovides the outcome classificaiion by treatment group on Global impravement flems of the Clinical Global Long-term mainrl'gm?me of efficacy was demonstrated in a 3-month relapse prevention wial, n this trial, patients with ga\ic disorder
wession (CGI) scale for Study 1. assigned to pameling d a lower relapse rate compared t patients oo piacebo (see CLINICAL PHARMACOLDGY),
Qutcome Classification [%} on CBHGlobal Newrtheless, ﬂwysida\ who prescribes Paxil for extended periods should penodically re-evaluate the long-term usefuiness of the
Improvement (tem lor Completrs in Study 1 drog for the !‘fkf | s::ﬁsﬂl.
i i Seciai Anxinty Disordsr
Placetn Jeai i ol Pasi s ndaled ot e teatment ol soial ity disoder, also knownas socia] phobiz, as defined in DSM- (300,23, Social an-
ucq'v.m " &7y e (lpga i =6€3 iety disorder is characierired by 3 marked and pessistont fear of ooe of more social c:cre_rlormame situations in which the person is
assilication exposad 10 untamiliac peaple or 1o possible scrutiny hu)lhem Exposure to the Teared sitation aimost invariably provokes ancety,
se 14% 7% 7% 3% which may appraach the intensily of a panic anack. Tha feared situations are avoided or endured with intense snxiety of distress.
) Change ay, 1% 2% 19% The avaid. anxious aaticipason, of digiress in the feared situationfs) interferas si&ﬁwpnlly with e person’s normal routine,
= 8% oczupations| of academic unctioaing, of social acifvities of relationships, or there is mar ked digtress sbout having the phobias. Lesser
inimally Imoroved 2% 4 2% degrees of performance anxiely tx shyness generally do not require psychopharmacological treatment, L
ch Improved 1% 18% % 2% The efficacy of Paxit {paroxetine hydvochioride} was established i thiee 12-week trials in adult patients with social aniety disorder
1y Much mproved 7% 7% 20% 20% [DSM-iY}. Ig;n'l has not been studied in children o1 adolescents with social phobia {see CLINICAL PRARMACOLOGY—Clinical Trials).

2 analyses did not indicate that here were any differences in treatment putcomes as a fnction of Qe or gender,
term maintenance effects of Paxf in OCD were demonstrated in 3 long-4esm extension 10 Study 1. Patients who were frespon-
Jafoxetine during the 3-manth couble-biind phase and a 5-monih exieasion on open-label paroxeting |20 10 60 mo/day) wese
mized 1o either paroretine or placebo in 2 &-month double-blind refapse prevention phase. Patients randomized 3o parcxetng were
rficantly less b'ke@zm relapse than comparably realed patients who were randomizad to placebo.

The effectivaness of Faxi in long-term treatment of social anxiety disorde, f.e., for more than 12 waeks, has not been systemalically
evalualed in adequats and well-controlled 1rials. Therefore, the physician who elects fo prescribe Paxif for extended ﬁmdx should
periodically re-evaluate the long-team uselulness of the drug for The individuzt patient {see DOSAGE AND ADMINI TION].
Genaralized Anxlety Disorder o . . ; .
Paxilis indicated for the reatment of Generalired Aniety Disorder (GAD), as defined in DSM.IV, Aniety or tension associated with
the siress of everyday lif2 usually does not require Weatment with an anxiolytic.
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efficacy of Paxilin lha reatment of GAD was estabiished in wo Bweek placebo-controlled trials in adults with GAD, Paxif has aat
n studied in children of adolescents with Generaiized Anxiety Disarder {see CLINICAL PHARMACOLOGY——ChmnI Tnalsl

\etahzed Anxiety Disorder [DSM-V] is characterized by excessive anxiety and wor h

Warfarin: thmmary dala suggest that there may be 3 pharmacodynamic interaction {that causes an increased bleeding diatesis in
the face ol | maum vomdin time} between parduatine and wartarin. Since there is litda clinical experience, the toncomitant

at leas! § months and which the person finds difficult 1o cmlrol it must be assoga«eJmm at [east 3 of the lolluwmg § sym
'stlessnesls o leeﬂng keyed p of on edge. being easily fatigued. difficulty concentrating or mind gomg blank, nrmahih(y.
ension, sleep distw|

ctivaness of Pazrlln the term treaunenl of GAD lhal q for mom than 8 weeks, has ny

‘and warfafin should ba undmab:n with cauuon
;mmmmeetuve been rive g reprts g pavents with weak I ia, ang

ing the use of a selective ic: reuptahe inhibi &N]a\d s Ife itant traatment with ¥ andanSSHl(eg
fl . P ) is clinically warranted, appropriate chservation of the patient is advised.
Drugs Affacting tic bolixm: The g v

ol been
untrolied trials. The physician elects ?er should penodu:ally reevalua(e the Iunq “term useful-
sul The drug tor the individual patient (See DOSAGE ANU AUMINIS RATION}.
mumatic Stress Disorder
:Ils indicated for the Ireatmenl of Postiraumatic Stress Disorder {PTSD).
eﬁlmcnol Paxil in the weatment of PTSD was established in two 12-wesk placeba-conteolled 1rials in agults with PTSO {BSM-
‘see CLINICAL PHARMACOLOGY~Clinical Trials).
D ay defined by DSM-N, requires exposure 1o a traumatic event that involved actual or thrzatened death or sesious injuvy, Of reat
ical imegrity of self or owhers, and a response which invalves intense fea, helplessness, or horrox, Synpuxns lhal occur as
tof exmxuve 1o the lmmaut ml include mexpenemng ol the event in the form ol intrusive

and ph dnetics of pa be affected by t i inhi-
Drugs 4 lab”‘oﬁnq may be 3 by the induction of inhi:
m@sme—ﬁmeudnm inhibits maay cytochrome P, [oxidative) ensymes, in 2 Stutly where Paxil (30 mg q.0. was dased orally for 4

-stale plasma concentrations of paroxatine were increased oximately 50% during co-admi istration with
cimetidine m%udlhtmﬁmlweehmael«u,wﬂesedm;ytw ] o o o mllgz:
fparoxciine hyckochioride| alter tie 20 mg staning dose should ba guided by clinical effect, The effect of paraxetine on cimetidine’s
pharmacokinetics was not studied,

Phenoharbital-Phenabarbital induces many cylochrome P, (axidative) When & single oral 30 mg dose of Paxi/ was ad
tered at phenobarhital : smw state {100 mg g4, ﬁx L] dafs' pamnm% d T.,z mmr'edmed IW":\ w:ge of 25% "55'%2

ream.
ity on elonsufe 10 cuas to the avenl; avoidanca al smnalm remlms:enl nl
lraumaxic event, mablhty m o rocal démls of the evem md/u numbing of general [

1 studied.
Smce anm.;h nonhmr phamacokinetics, 1he 1esms of thu smdv may not addmss the case where the mmﬁ?&oﬁh belfng

in sigrificant activities, estrangement from athers, restricted range n?aﬁect o sense of f

inigial Paxil dosage adjustment is considered necessary when co-administered with phenobarbital; any subsequent

fumre o
nomic arousal inchuding bypervigitance, exaggerated startle response, sleep disturbance, impaited conceniration, and irritabiity or
swrsts of anger. A PTSD d.agmsu fequires that the symptoms are present for at least a month and that they cause clinically signit-
1t disvess o impaiment in social, Dccupational, or other important araas of functioning,
eflicacy ol Paxil in tonger-term wreatment of PTSD, i.. for mors than 12 weeks has not been systematically evaluated in place-
soatralled trials, Therefore, the physician who elacts 10 prescribe Paxil foc g;m should periottically re-evakiate the
J-tem usefulness of the drug for the uxtividual patient |see DOSAGE AND ADMINIST TI0N).

NTRAINDICATIONS 5 .
cmnimog‘\és'a in palignts taking either monoamine oxidase inhibitors [MAQS) or thicridazing is contraindicater! {see WARNINGS and

dj should be guided by clinical affect.

Phan When a si oral 30 g dose of Paxifwas administered at in steady state {300 mg q.0. for 14 6a tine A
wemmmaver of S0% and 5%, e Pa!,dYS & ngn B S eioetine AuC

In a separaty whi
smh ual!m mg dose of pheuylmn was administered at paroetine s‘eaéy state {30 mg o4 d 1o¢ 14 days), ﬁf)(i:nv?ias sli mllg
reduced {12% on average} cnmpared ] phenymm administered aione. Since both dnugs exhibit nonlinear avmam&mncs. tha al
smdesmy:mzdam case where dmgs both being chronical Iydnsed No initiat dasage adj e cansidered

85530y when these drugs ave co-ads
TlONS—Pu:!mmmg Beports).

1 Metabolired by Cytockrame Poglill,: Many tinugs, including mast
der (paraxetine, olher Sﬂgw o e o

ustments
be guided by cknical el}m {see ADVERSE REAC-

effective in the uealmem of major depressive disar-

tabolized by Pegile, mx:'u‘dmmﬂy l"cy‘:ﬁ"'l‘lu;'e rmg?gao hmx' vl mfmm e T"“' red [ %Limm [ 2R o e

it indi i i Al b inactive it i i fl, mel o significantly inhibit the activity of this i In most 1.3

nl:q lc::;amdncaled in patients with 3 hypersensitivity to paroxetine or any of the inactive ingredients in Paxil. Saturaied aarty dosng P dosig. 1 mewm . daily dosing of Fal (10 g ;ﬁm Pﬁ;: co;dum)u ”g Dls:m
sl for o ina Dxid desipramine {100 my) AUC ard Tmu average ul appioximately two-. tive- and mreet , respectively. Concomitant use of Pl

:a :ms ivl s::thr i aks nNImr drmg in combination with a monosmine uxidesa (llllbllﬂ‘ }‘5‘,’2‘5’3’:&, ;r':\heeumh;mmm Pl has ot been fomaly studied bt may eqore tan usualy prescribed

\D1), thate have bnl reports of serfeus, sometines fanl, resctions includis rthemin, A myoclosus, ai

nc’in!lhil ith poszible rlpll nunmou ol vitsl ng-. snd montal um'; ua that i |lclud|! extroma qimhn Therstors, co-administration of Aaxifwith other drugs that are metabalized by this isazyme, inciuding ceftain drugs effective in the treal-

jressiagto ,,.,.,, and coma, Jl.o.:. ;:m.- m have cocontly discomtinvad that et of nwordelg;sswe disorder fe.g., m:mp!yhne amntnglyi? ﬂ:pﬁm:emdwptawn? and lhox%}me]} glmgmbgnm avg;npe ln(i

have heon. CRE8S presas \ppti P is enzyme {e.g., yuinidine], shoul 3

¥ :‘Igm we R0 m&'::m.. uc.ll aa ubmcm- w-& Puxci, Vimited nu::I datu om the affects of combimed  CAUtION. g wi porTachest wi
;'l paroxetine swé MAOKs Tu-rﬂmm‘ 38 drogem mﬂl;-#&b -'-m.:‘ l::o:”dmh ;'::.“‘.;."“"m'.?a'&'.‘: Hﬂgnevsr. dueto teri nst of serious vgxul:nch\illav arhyihaias and sndden death Ww ﬁmm with elevated plasma levels of thiot-
0L, or within 14 day:d dl:c-iuu.tu-onwn nn MAD, AtTeast 2 weeks should be allowsd akter stopping Paxif ICATIONS nd WARNINGS).

He starting an MA
antial intaraction whi Thioridarine

At sieady Slate, whm the PygiDy pathway is essentially samralad

oxetine dearance is governed by altecnative P,
which, ke P eiDy, show o0 ev denice of Satueation Isen PRECAUTIONS—Tokyclc Anioeprosmer - Y 2emaiive Pep fsczymes
Drugs Matabaliced by Eytacheoens P

widazine 3dministration alons produces lion of the OTc interval, whick is {ated with serous
mhmuei'nwudcl-pdm pmmnx. axd suddes death. Th llunoa."-ml-hhunmd.

I vivo study suggests that luuwilcﬁ inhibit F.IIIJ uch a5 paroxetine. will nlwau 2scun lovels of thioridazine,
':'Auno!}say. 4% combinbtion with t 2 CORTRANDICAT ONS wr

.CAUTIONS

mhm of Maai; of Mania occurred in 18% of Paxit

"ariiAg Aa in vivo interaction study involving the co-3dminisiration unger sleady-stale con-
ditions of paroxeling and terfenadine, a subsiraia for cylochrome Py llIA, revealed no effect of paroxetine on terfenadine pharma-
cokinetics. In addition, 21 1l studies have shown keloconazale, a pateat inhibitor of PeglilA, acuvnly 10 be at least 100 limes more
potent than pam-eunc as an inhitiilor of $he metabolism of sevaal substrates for this enxyme including terfenadine, astemizole, cis-
apride, triaxolam, and cydosparin Based on the IWE s ; vitro K, aod its lack of eflect
on terfenadine’s J2 wvo clearaate pradicts its effect o other mA‘ substrates, namxemax extent of inhibition of HIA, activity is not
fikely o be of cllmr.al significance,

Tricyclic Anddepressante (YCAs): Caution is indicated in the co-admini of ricyclic {TCAs) with Paxil, because

Our .
olar 'R:hems wmpafad 101, 1% of a:"l?veoonual and' 0.3"/. of Placeba- rr:aled uaipolar patients. in a subset ol patients classilied as
rote of manic ep-mde: was 22% for Panland 11.6% for the combined active-control grou Ax with aK tugs etfective in
uealmem of majot depressive disorder, Paxi shouid be used cautiously in patients with a history
rores: During premarketing tesling, seizures pccumed in 0.1% of Paxikireated patients, a rate svmlaf o lhal associated with other
S effective in the traatment of major depressive disarde. Paxil shoukd be used cautiously in patients with 3 hisiory of seizures, It
id be discontinued i any patient who develops seizures.
=ida: The possibility of a suicide atiempt is inherentin ma depresme dmmr and may pexsist until signilicant remission ocowrs.
e mmmsml hlelsk patients mld accompany wu'a“l‘ Brug ther: 'e%y;c unpums lurpl"!anl shoulm witten for the smatlest
Wity of tablets conststent with good patient management, i order o e the fisk of.averdose
<8 of welestablished comarbidity between major depressive disorder and other wgvduaulc disorders, the same precautions
l when ireating patients with major depressive disorder shoukd be ohserved when freating patients with ather psychiakric

2y iR TCA metabot. Plasna TCA concen to be monitored, and the dose of TCA may need lo be
redxed it a TCA is co-adniinistend with Paxi \see Pﬂ[mmons-umgs Metabolized by Cytochome PyiiDy). ar
m.u Bound ta Plasma Protein; Because pamneune is highly bound to plasmz tein, administration of Paxi 1o a patient

tahnq anathe( drug that is highly protein bound may ‘nae Wo“; the other dmp.&olmtallv resulting in
adverse eventy. Conversely, advecse effects could vesuh Irom dlsplatemm nt pamueune by ather highly bound
Alcokol: though Paxil does not increase the im umemd mental and molor skills caused by alcoha), patients should be advi
avaid akdﬂ%‘gie taking Paxil [pxoxetine l'lvdrot:l;la loride ) v P shou fsad o
Lithisa: A multi study has :hown that there is bo phaﬂnacnhneuc interaction between Paxil and lithium cachanate.
since there i little clinical experience, the and fithium should be undertaken with caution.

ﬁm.me Steady-state pharmacokinetics of pacoxeling was not allered when administered with digaxin a1 steady state. Mean

steady digox-
Cat smadecmmdwmv. in the presence of paroxetine. Since there is littia tinical experience, the .
o paroxstin and digovin Should b uioHaten Ath Lauton, experi concurent adTinis

AlluﬂuMwwmhmhmldmdmlssuppommmewmsawmd ions for Ponlemployed a taper
s regimen, rather than an abeupt discontinuation of veaiment. The lagx m imen used in GAD and PTSO clinical trials involved
wremental decrease in the naxlge’noseb/ 10 mg/day al weekly interval na Iydoseafzo mg/day was reached, patients were
#nued on this dose for | week before treatment was

1 his regimen in hosa smdnas the folfowing adverse evems were repoted at an incidence of 2% or mdqrealer for Paxrland wece
ast twice that regarted for placeba: abnormal dreams {2.3% vs 0.5%) paresthesia (2.0% vs 0.4%}, and dirziness (7.1% vs 1.5%)
2 majority ol panev\ts lhesz evenls were mild to modarate and were sell-limiting and did not require medical inlervention.

ng Paxil . there have been repoits of similar adverse events, which may have no causal rzlanonship 10 the
L upon of Paxil[particul abrupt), mcludmg he !olbwmg: dizziness, sensory disturbances 5pa

ias such as electric shock .sensalmns) apitation, anxiety, hausea and sweating. These events are penerally se|1 Iwm\mg mlla!
its have been reportad for uther selective serotonia revptake inhibitors.

2nts should be monitored for thesa s when discontinuing di

aof the indi bl forvd\khf’axilisbshg

Di Under steady-state conditions, diazepam does not appesr to affect paroxetine kinelics. The effects of paroxeting on
diazepam were nat evaluated.

gdmmna»l oral dosing of Paxif{30 mg q.d.) increased sleadrslaxel«u{; Coms 301l Gy valties of lidine [S mg oral q.4.
gglm 7 m:; o mg lone at steady state. anneboic:’ngrgcerfecl‘::?m lhetkgme = )
IAE ShOu! i

Beta-Blockers:In a study vmere

emlol {80 mg b.id) was dosed ofally for 18 days, the established Steaty-state plasma concen-
Irations of propranoiol were umlm m mnsn'anon with Pa:aIBlJ mg 4.} Iuslme final 10 days. The eftects of propranolal

on paroxetine not been evaluated SE FEACT
Thaophyiline: Reports of elevated theophyitine levels 1h m«? have been While this interaction has

reporied.
not been formally sudied, it is that thy lmls be when these drgs are concu renty administered.
Elowmuvnhm Therapy .‘EL’T):TWe are ng dinical studies of the combined use of ECT and Paxil
L

cribed. A graduat reduction in the dase rather than abrupt cessation is o
¢ follovang 2 decrease in the dose or upon discontiwalion of \reatment, then resuming the prewouslv eS|
qbﬁ rgg{asndemd Subsequently, the physician may conlinue decreasing the dose but al a more gradual rare (see DOSAGE ANU
- M
osatremis: Sevesal cases of hyponavremia have been test. The B tremia appeared ta be revarsible when Paxil was dis-
xmn;d The majority af these occucrences have been in e'lm uals, some in patients taking diwevcs or who were otherwise
epleted.

ormai Blesding: There have been several :ﬂu of abnorrmal bleeding (musﬂﬂaoch sis and purpural associated with paroxe-
treatmen, inc} r\%a report of impaived ph egauon While a causal rel ip 1o paraxetine is unclear, impaired plaieiet
egation may result trom patelet serotonin depl and comribute to such mzmancex

in Patiants witk cnmlun!llaas:amw experience with Paxil in patients with cenain ux\cumlan( sysram: iliness is lim-
Caution is adviszhle in uxlng Paxilin patients with diseases or corditions that couid affect
Jith athes SSHis, is has been infrequently reported in premarketing studies with Paxil. A few cases of acute angle dmwu
oma associated with parmmhev have been reported in the liletature. As mydriasis can msaaaneanq tlosure in patients
namrow angle glaucoma, caution s be used when Paxi s prescribed for patients wath namow angle glaucoma.
"has not been evakiated or used 1o any appreciable extant in patients with a recent history of myocardial infarction or unstable heart
3se. Paients with these diagnoses were excluded from :llmP;I swidias during the pOJUCt's plemarked testing. Evaluation of elec-
uduogams 0l 882 patients who received Pavd in double-blind. placabo-controlled wrials, however, did nat indicata that Pazilis asso-
th the o of sk €CG Similarly, Paxil {paroetine hydrchioride) does nox cause any dinically
nanl thanges in heart rate of blood prassive.

:ased plasma concentrations of paraxetine occur in
re hepatic impaiment. A lower starting dose should
rmation for Patisats

icians are advised w0 d-sm the foltowing i :ssues wiih patients for whom they prescribe Paxit

rioconce with and Motor P A ch drug may impair judgment, thinking or mator skills.
Jugh in controlied stixdies Paxifhas no1 been shown 1o m\paz psychomolor performance, paner,ns should be cau D oned aboul opey-
1 hazardous machinery, including automabiles, until they are reasonably cenain that Pax therapy does nok a(fec| their ability to
g€ in such activities.

wheting ﬁmud‘rhnprwmle patients may notice Improvement with Paxil therapy in 110 4 weeks, they should be advised 1o
nue thesapy as directed.

comitant Madicatios: Patients should be advised to inform their physician i they are taking. or plan 1o take, any prescription or
the-counter drugs, since there is a potential for interactions.

abol: Aithough Paxilhas not been shown 10 increase the impaimment of mental and motar skills caused by alcohal, patients should
vised 1o avord alcohol whike Lzking Paxl.

aacy: Patients should be advised to nxity their physician if they become pregnant or intend 10 become pregnant during therapy.

sing:Patients shovid be advised to aotily thew physician if they are breast-feeding an infant (see PRECAUTIONS-Nursing Mothers),

lients with severe renal im, Bamen 1 [creatinine cloarance <30 mUmin.} or
used in such patients {see DOSAGE ANO ADMINISTRATION),

Tas
::«:rr!o spetilic laboratory tests recommended.

* Interactions
hax: As with other serotonin reuplake inhdiitors, a0 ion berween may occur whea they are
ssterpd. Adverse experiences, mnstslmqprmﬂl ly of headache, 0523, swealmganddimness.hmbeenm poried when tryp-
s adminisiered b patents taking Pai hydiochkride). use 0f Faxl with tryptophan is
ccommended.

soamine Oxidase imbibitors: See CONTRAINDICATIONS and WARNINGS.
widaziae: See CONTRAINGICATIONS and WARNINGS.

impai d M
[n,. i Twor iven paraxeline in the diel at 1,5, and 25 ‘da
(nuce) and 1,5, and 20 mg/tglday l:ats} Thae dom ae \g)e’\oZ 4 (mou:e) and 5’3 iratinumes the maximum recommended humn?,kangéosg
{MRHD) for major degressive disoder, social ansiety tisa is. Becausa the MAHD for major depies-
sive disorder it slight }yles than that Jor OCD (50 mg vs. me s used n Ihese carcinogenicity sludes mmm? 0 {mouse]
and 3.2 [rat} limes the MAHD for CCO. Thae wasasmmllca ¥ greater number of male rats in the hi roup with reiu:u cell
sarcornas {1/108, 0/50, 0/50 and 4/50 for controk, Jow-, middle- and igh-dase groups, respectively} and a |lmnuy increased linear
vend across dosa groups for the ocurrence of ymphoreticular 1wmors Tn male fats. Fema af‘P hough there was

le 1ats wete not

. adose-related increase in the umber of tumors in mice, there was 70 drg-related increase in the number of mice wnhumrs The ret

avanca of these findings to humans is uaknawn,

M is: Paroxating producixd no g eHersmahalmomenlmamianvamys that included the [ollowing: bac-
tefial mutation assay, mouse fymphoma muration assay, uwischedul thesis assay, 3nd tests for cylogenetic abeirations in vivo
in mouse bone marrow and /0 vk in human ymphocytes and in a domnam lethal lestinrats.

Impairmeni of Fertility: A reduced pr?rency «ale was found in reproduction studies in rats 21 a dose of paroxstine of 15 mt%k?/day
which is 2.9 times the MAHO for miajoc depressive disorder, social anx:al] disorder, GAD and PTSD or 2.4 times the MRHD for ma
basis. kreversible lesions ozcured in me repradumve tract of male rats ater dosing in toxicity studies foc 2 to 52 weeks, The:

lesions consisted of of a1 50 mg/kg/day and atrophic s in the seminiferous tubules nl
the tesles with arrested spermatogenesis at 75 mn&%day {3.8 and 4. times the MRHD for major depressive dsorder, social anxiety
disorder and GAD; BZandMnmusmeMRH 0 for and PD 6n 2 mg/m? basis),
Prnn.c[
Raprm:t(m Jtudtu were loses up to 50 p/day in 1ats and 6 mg/xg/day in rabbits administered during or

These dases are equiva mmﬂ(va)andZZ(rnbhlr')'gll,:nesd;Lman rsca?rnmendaohm MRHD | for ma) ng zoressve

basis. The!
memwasmmcmewmwodes dwngmoﬁm&dws

studies b rats,
ocmed "%me last u-meslu of gumuun and coniinued 13600. This effect occurred a1 a

dmrder social armety dnmrde' GA\U and PTSD jﬁo mq) and B.1 {rat) am 19 I:ahml times the MRHD 401
of laclation when do

 throughaut iac

doseof § mﬂa uumes (mgl ) the MRHD for majot depressiva disorder, social anoety dnswder GAD 2nd PTSO, and at 0.16
lzm eclduseln—mpupmah msno\dewmmcd The cause of these deaths is not known,

u and mll-cmltdled studies in pregnant women, jmal reuoducllm S1digs ale not always pted«cme
nt human respmsc. this drug should be usad during pregnancy only if the pounual benefit justifies he potential risk to the fetus.
Labor sad Deli
The effect of pamlgnm on kabor and delivery in humens is unknown,
Nursixg Mothers

Like many other drugs, pamxema is secreted in human milk, and caution should be exercised when Paxit (Aa:nxenne hydmcNoride] is
Mmmxlam 10 a nwsing womal

stric Use
Safmy and effecliveness in the pediatric popuation have not been established.
F'd“m arkeli I‘axa?l | lsl7%oH’# ted patients [approximately 700} 65 i lder.
n wo i clinical tria! axiHreated patient ximaf were B5 years of 2ge or ol
P'“" r‘;'iea r ealdedyandalmrslaﬂmdasemecomwm there were, howey-
ermomlldaﬁemmmmeadwm

ek!eﬂﬁ patients, and effectiveness was similer in younger
and older patients [see CLINICAL PHARMACOL% and DOSAGE AN wmn

ADVEISE REM.'“DNS
Discontinuation of Trestment
t II 19915 14?)1.17{ Faxl I x;sus g‘mﬁdﬁ!}"gf ; gxcz;l 1rials in_major depmssr: duudevlmd 16.0% Wﬁﬂ) 18%
.54% and N ol Paxil patients in woridwide Irials in social anxiety d
(54[5021 ( S% vely, discontinved vemmldm\o:?ad'm event. The most common events lzl%}asswatur:‘:t
dnsc \mabm and consider to be dug related fi.e., these events associated wilth diopout 3t a rate aporoximalely twice or greater

for Paxif compared to placebo) included the folowing:
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Major Social Camaralized Dermetologic Swali
Dngrocive oncer 060 Pask Disoctor  Amcinty Dicardar  Auiety Dinscder PTSD o P 5 n g ) i g
Ns Pacsbe  Faxd Pucsle  Pudl  Placsde Pudl Macse  Paxil Phacse  Paid Placebs Gastroiotestinal am,l)h % 0% B 7% B% %
y Mt N 9% 18% '
somnolence 3% 0% — 1% 03% % o3 2% 0% 8% 05y Constyaion 16% % % 4 o Fio
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+ded o . 66l coli Yown — — - - 5% [
:-a':{nhgxn:'!umd-dhmhadmmmnhﬂMmmhmlmbmuwumﬂ%uwlmnu&mwwwm ol Senses S 2 Wiien ;: g: - - = I:
to'\h::l corected bor nmnm b Urogenital System wﬂ ot 2% % % T3 2% %
DM Obzerr: veats -— b - — =% %
Kajoc ﬂn;m:u'n Disorder o Femae Gante Ditorder’ E: 3 % % " % %
e most ly obsesved adver iated with the use of p: 3 lincidence of 5% or greater and incidence for Faxif \mpotsnce B% 1% % % % %
“ least twice thaX for placabo, derived from Table 1 below) were: asthenia, Swealiog oauses, decreased appelite, somnolence, dizi- Urrary requancy » i) % * = =
55, insomnia, tremor, nsrvousness, ejaculatory distrbance and other male genital dserdess, mmw g: ";‘ P I - -

1

v e ¢

soted wi - Pl ted by ot lsast 2% ic ial qniety dis fents are i

e Bl o D G o S b v oA 5% s e o P -t ot 4o O, s o, ot s i b a0

twica A Daceia, . 10W) W d d Bppelite, . - dem'.ssi?o, headache. hyperkinesia, infection, paresthesia, phatyngitis, fespiratory GRorcer, Ariic u sinusins. [panic disordert

g erm. ng, bnormal aboaral deeams, abriomal vision, thesl pain, tough increased, depersonalization, depression, dysmenomhes, a, fiu

e oSt commonly observed adh iated with the use of paruxetine finidence of 5% of greater and incidenca for Paxil  Shpeecaies, oasoe, bfectio ’5&»'3!’»2'?3& o o Jares Do bl i Sy espraty dis mﬁ"&“:ﬁéﬁ%‘.ﬁ
least twice that lor placebo, derived from Table 2 below] were: asthenia, swealing, decreased appetite, libide decreased, remor, respirawry disorder, and sinusitis, ! : N

wonmal ejaculalion, female genital disorders and impotence. 2. Percentage comected for gender,
:ciw Dhuoda —— B i e useal . 5% o greater and incidence for Pati m%mmmn:m-ﬂmmm Stress Disorder
commonly abserved wi p enumerat . p Lo
least wwice mat"pf Placebo, derived fiom Tabla 2 below) were: sweating, nausssa, iy mouth, constination, decreasad appetite, sam- b:-cwudled vy s.mém‘iém'm“ ;‘é&mﬁ&%ﬁg r)nqeanf 1 %‘?&‘.ﬁ'&@f&%‘%mﬁ
lence, wg:’ d;‘c'eased. yawn, aboormal ejaculation, female genital disceders and impatence. gxil vsda“o pacticipated in placsbo-contralied wials of 12-weeks Curation in Which Patents wers Goved ncx range of 20 mg/
yeral sordar : . N . y 10 50 mg/day.
€ most commonly otiserved adverse events associaled with the use of paroxetine (incidence of 5% or reatar and incidence for T & Exveri lacid o ed Clini = .
it feas Tuice, that o plcco, LETVEG Ko a3 Dole] ire, S sence o 8% ot geatr and 306 Y Amxlety Divorgor and Per e e xParisece s Placabo-C Clinical Teials for Generalized
wth. nauses, libida decraased, somaclence, tremar, sweating and abnormal efaculation. _‘!r——-—“—» - -
Isttraumatic Stress Disorder Ganaratized Amdety Posivaumatic
e /musll cam'lnaqﬂy tn:mm o a&z’;&" m\éﬁ assc}d;log m:ﬁ dl:e wse of ;;:ogcline {incidence of 5;5 ] ure'i:lﬁ m inn:;ence ln; . P Dllmkr”uh s s‘m’ ”mwﬂuc-bn
xif at least ice that acedo, rom (able ow] were: asthenia, sweatii fausea, meuth, dial 8, Oecrease!
petite, libido . abnormal efaculation, female gesital disorders and”q'mpoleme. i ' Body Sysem Profurred Toem {s=735) (n=529) (a=67%) ()
sidance in Coutrolled Climcal Trists ) . . Body 252 Whde Asthenia 14% 6% 2% I3
2 prescriber should be aware that the figures in the tables following cannot be used to predict the incidence of side effects in the Headacho 7% 4% -~ —
xse of usual medical practice where pauenl charcteristics and other factars gifler from thase whtich [revailed in the cinical trials. Infection 6% % 5% 1%
nilarly, the cited frequencies camot be compared with figures_ cbtained from other clinical investigations invalving different veat- Abdonjina! Pain 4% %
WS uses and invesligators, The cited ligwres, however, 6o provide the prescribing physician with some basis Jor estimating the iefa- ) Traum) 5% 5%
3 contribution of drug and nondrug factors 1o the side effect incidence rate in the poputations studied. Cadiovascular Vasodilation 3% % % 1%
lLarDurm‘n Disorder . X X Demalologic Sweating 6% 7% 5% 1%
e 1 eumerates adverse events that cccurred at an incidence of 1% or mare anmoq garnmne-lmated patients who participated in ~ Gastrointestinal Nauses 20% % 8% 8%
xi-tesm {5-week) placebo-controfled trials in which patints were dased in a range 0 to 50 mg/day. Reported adverse events were Dey Mouth n% % 0% 5%
ssified using 3 standard COSTART-based Dictionary terminology. m»?a(m 10% 'z ‘fé :&
Trastmont.F; Experiencs Incidancs ix Placaha. & ini . - %
:‘l,-mt" gent Adverss Exp i Pl Clinicat Trials for Major Depressive Oecrezaed Appeiie g; % < 14 £ 4
~System Fretermed Tarm Pad] Placab Doty * ki A L+
(mek21) {me21) Nervous System lisomoia 1% % 2% 1%
s 2 Whole Headache 8% 7% Somnalence 15% % 1% 5
Asthenia 15% % Dizziness 6% % 6% 5%
diovascular Palpitation 3% 1% Tresnor 5% % 1% %
Vasadiation 3% % Newowsnass &% % = =
matologic Sweating "% 2% Litdo Decreased % % 3% %
Rash 2% 1% . Abnormal Dreains % 2%
itrointastinal . Nausea %% % . Bespimoy Respiratory Disorder 5% - -
Mouth 18% 12% System Sirwsitis 1% % — —
Constipation 14% oY, R Yavm 4% — % <1%
ok 2% % ppeci e i) oy %% = ¥k X
I 0ges at
Docreased Appetite ¥ i Systam Fomale Gertial Dsorted % i 5 %
gmw Disoidar . %t n: Impotance? 4% 3% 9% 1%
spepsia 3 1. Evenis reported by at least 2% of GAD and PTSD Pexiteated patients are included, except the followiig events which had an ingi-
sculoskeletal athy 2% % o lacebo 2Paxit {GAD;: sbdominal pain, batk pain, n:ug;. dyspepsia, myalgia, and uﬂmgilis.nl‘afSDl:badz ain, he:dr;g\e'.
Myalgia 2% 1% anudely, depression, Nenvousness, rspiraloly Gisorder, pharyngitis and sinysitis.
s Myasihenia 213% 0% 2. Percentags comecled for gender, :
VOUS System Soanolence ’ Doz D of Adverse Eveats: A comparison of adve tates in 3 fied-dose ing Paxd 10, 20, 30 and 40
Dizziness . 1% &% 'ﬂ-‘fm-frm Conayison of adverse event rates in 3 study comparing 20, 30 and 4
3 ‘day with p in the ireatment of major essive disordar revealed a clear dose dependency for some of the mare common
m“ ?y’f gé %seevems associatad with Paxd use, as shodv;'r?‘in the fotlowing table: .
Nervousness 5% 3% Tabls 4 Treat s Adverss Experi Incld in 3 Dosa-C: ison Trinl in the Ve of Major
?mdetryn 3 3;: gz Dapressive Disorder®
aresthesia Placebe Paxil
Libido Decreased 3% 0% Body Systen/ o 20m Tm r*y
Dcxf;."a:*“"ﬂ ?2 “)z ) P:Zmd Torm w31 el = el ot
siration Yawn % 0% Body as 2 Whole
Sial Senses Blurred Vision 4% 1% Asthenia 00% 29% 10.5% 139% 127%
Tasie Perversion 2% 0% Dg’“"“’"m o 2
enital System scuaton Disturbance?t 13% 0% weating 0% 10% 7% 8% 8%
Uthory Py, isorders w % Constipation 9% agy 7% 9.9% 127%
Urination Oisorder® 3% % Decveased Appetite 0% 20% 5.6% A0% 49%
Female Genitat Disorders? pid % 3;3",’9‘, i 3% i iz A e
s teported by al least 1% of pavents beated with Paxilpatoselios hydhochloride) araincluded, excopt the folowing evenls which  Naures 137% 7% %3% 7% %3%
d an incidence on placebo 2 Paxit abdominal paim, agiletion, back pain, chest pain, CNS stimutation, feves, increased appetite, RNervous System
Yoclonus, pharyngitis, postural hypotension, respi ratory disorder finchudes mastly ‘cold symploms” or “URI), wauma and vomiting. Anxiety 0.0% 20% 5.8% 59% 59%
<ludes mostly i thioat” and “Sghtness in throat. Diziness 15% 69% 67% B.3% 12.7%
feentage correc gender. ! 00% 59% 5.8% 4 23%
ostly “ejacviatory deley.” o .. o . Paresthesia 00% 9% 1.0% 50% 59%
sludes “ancrgasmia,” “erectile ditficulties,” “delayed nﬁ‘uilanwm and *sexual dysfunction,” and “impocence. Somnalence 78% 12.7% 183% 208% 216%
ludes mostly “difficulty with miclurition® and “urinary hesitancy. N remoc 00% 0% 171% 79% 1I%
udes mosty “snorgasiiz” 300Gkl reachng Aot s 21% 29% 29% 20% 79%
szive Compulsive Disordel Panic Disocder and Socisl Axxisty Disorder d Yision § . A
+2 enumerales advessa events thal bccured ata frequency olzx.gnm 0CD patients on Paxil wha paricipated in place-  Urogenital System .
mo;led \rials of 12:weeks duration in mamd 653:; voo?r‘eu_m:eil 2m a lm gﬂ ) wh"g\d"“ among padz?e"]s with panic ;i[lsu m Efaculation gg;: ? % ggé ) glf;‘ ’1:%?
* b0 Panf who participated in placebo-controlled wial 10 12-wes! tion in which patients were na ol 2 .. . 4 .|
rg/dayoc among palients wxrh social am'arggisomer an Paxiwhopartitipated in placeba-tontrolied trials of 12-weeks duration Male Genital Discrders 00% 38% 87% 84% 7%
ich patients weie dosed in a range of 20 to S0 mg/day. *Rule for including adverse events in table: incidence at least 5% [or one of paroxetine Qrouns and 2 twice the placabo incidence for at
»2 T B Advarss Experi Incld In Placebo-C: llod Clinical Trisls for Obsassive leasl one paraxetine group,
pultive Disarder Panic Disorder and Social Anxisty Disorder i 2 fixeddose study mmpanngpghcdn and Paxil 20, 4D and 60 rm_in the treatment of QCD, thete was no claar relationship between
Dbeaxzive Swcial adverse events and the dose of Paxil (paraxetine hydmehioride) to ich patients were assigned. No new adverse events wese chseived
Cewoulaive Dicaries : Arciaty Dizarer 7 the Paxi 60 mg dose group compiared 10 any of the ather treatment groups.
Profered Paxi Placare Paxit Placshe P Placshe In 3 lixed-duse srudy comparing plixcebo and Paxif 10, 20 and 40 mg in the \reatment of panic disorder, there was no clear relslionship
- Tom (2] {a2%3 Imtid} [ L] fms} between adverse events and the dase of Paxi/to which pinients were assigned, Bxcapt for asthenia, dry mouth, anxiety, kibido decreased,
83 Asmenia % 1% s % % W% tremor and abnormal ejacuiation. I flaxible-dose studies, 1o new adverse events wore observed in patients receiving Paxil §) mg com-
Abdominal Pra — — " 3% - - nared 1o any of the nther treatment groups.
Chest P % ™ — = ~ - In 3 fised-dase study comparing plicebo and Paxif20, 40 and 60 mg i the treatment of social anxiety disorder, for most of the adverse
ﬁ,"" P = i: ‘2: - - evepgvﬂ\ere Was 00 clear 1elationship between adverse events and the dose of Paxil paraxetine hydrpchioride] 1o which patients were
: Tauma - - - -~ % 1% asuigned, . . N e
™ —_ - = —_ I a fixed-dose ompal lacebo and Paxil 20 3nd 40 myg in the treatment of genersiized anxigty disorder, for mast of the
v firsieied = by = = = ot s v, Do Wt e S oo and Poxl 20 30d 40 mg n te st e dass of Panl barmetsne byt ey of the
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Paxii® ip ine hydrochloride) continved
palients were assigned, except for the tollawing adverse evants: asthenia, constipation, and abnormal ejaculation. Commonly reported auverse events i

eho 120 and § Ithe  fusion, vomiting, and ziness. Other notable oo  and ; Jd: erved iuuvimmmq' e s va%&mm?.%m
In a fixed-gose study comparing placebo and Paxi! 20 and 40 mg in the treatment of postiraumatic siress disordes, for most of the usion, voriting. and zziness. notable signs ploms, obsi Wil involving paroxeti o with ather
adverse avents, me was nomglezr relationship between adverse pvents and the dogem of Paxil o which patients were assigned,  substances| tquz mydriasis, comvuisions fincluding status eoilepticus), ventricular mias ﬁmudng torsade de pointes), hyper-
except for impotence and abnomal ejaculation. tension, e reactions syncope, iypotension, stuper,

ension, S ) . ypotension, stupar, m?tatd«a_. dystonia, ysis, symploms of hepatic dysfunction
“aptation to Certsi Adverse Events: vet a 4 to 6-week period. there was evidencs of adaptation to some adverse events with  lincluding 9t fallre. hepNic nectosis, jaundice, bepalit, and hepalic stealosis), serotonin syndrome, mank reacions, myoclonus,

tinued therapy [e.9., nausea and diziness), but less to other pfiacls (e.g.. dry mowth, somnatence and asthenia), ace !enal failure, and winary retention, ) .

»e and Fomate Sexwal ow with SSRis: Althouch changes in sexual desire, sexual perf and sexual satist O ge Maasy Ireatmem should consist of thasa g naloyed in the of averdosage with any

120 oocur as manifistations 0f 3 pSychiatric disorder, they ma§also b8 a consequence of phammacologic treament In panticular, some  dugs effective in the treatment of major epressive disorder,
evidence suggests that saleciive serotonin reutake inhibiiors (SSis) can causa Such ntoward sexal experiences. Ensura an adsquate airway, aoypenation, and ventilation. Monitor cardiac rythm and vital sgrls. General supportive and symptomatic
Reliable estimates o the incidence and severity of untoward experiences involving sexual desire, performance and satisfaci  are RASINES ArE AlSO (ecomT Induction of emesis is nat recommended. Gastric lavage with a Large-bore o/mgastiic tube with appro-
difficult 1o obtain, hawever,in part because patients and physicians may be reluctant o tiscuss e, Accordingly, estimates of the inci-  priate airway protection, if nended, may be indicated i peclormed soon gfter ingestion, or in symptomatic patients.
genca of untoward sexual experience and pesformance cited in product labeling are Fkely o undevestimate ther actual incidency. Activated charcoal should be administered. Due t the large volume of distribution of this rirug, forced iurasis, dialysis, hemaperfusion
In placebo-controlled clinical wials ’ﬂvalw? more than 3,200 patients, the ranges for the reported incidence of sexual side effectsin  and exchange vansfusion are unlikely to be of benefit, No specilic antidotas for paraxeting are known,
4

he
ial anxlety disorder, GAD and PTSO are displayed in Table A snpecirn caution ivolves paticts wha are taking o have rey ently 12ken paraxeline who might ingest excessive quantities of a tricyclic
anl W\L

males aad females with major depressive disorder, 0CD. panic disordey, soc r

e
2 In such a case, accumulation of the parent tricyclic and/or an active tabalite may increase the possibility of dinical
Tubls 5. Incidunce of Sexual Adverse Events in Cantrollsd Cllwical Trialg sc Iii%a&lé 'seque!aeand exten] the time neaded for cplgse medﬁ miglvaﬁm(see ﬁmzﬁé«ﬁ%ﬁ'ﬁy ,md:ﬁ! 3

Paxil Placebe
By h ek consider the possiility of multiple drug fvolvement. The ician should consider contacti i
n (males) Livido J_‘g% ';_D;; control center Ior_agdiﬂ'onal information on the tresbment o,; any overdose. Telephone I;Tnygevs tor certified poistrm cmncnllncge:lgﬂ
Eiacl umlauryd Disturbance 13-28% 7% listed in the Phrysicians” Desk Seferance (POR).
‘mpotence 2-9% 0-3% DOSAGE AND ADMINISTRATION
2 lomales) 122 1340 Majoc Dapressive Disorder . - - N .
Jecreased Libido 0-9% 0-2% Ususl Initia} Dosage: Paxl] {3aroxetine hydiochioride) should be administercd a3 a single daily dose with of without food, usualy in

s e moming. Tha recommended initia! dosa is 20 mg/day. Patients were dosed in 3 range of 20 to 50 m in tha clinical lrials demon-
Xgasmic Disturbance L K o-1% strabing the effcctiveness of Pauiin the Yeaiment of major deprescive disarder. A wih af dnugs e A weament of major
y. Polah & Il

fhese are na adequate and volled studies g sexual, with parc eaiment. . Gepressive disorder, the full effect may be delayed. Some patients not responding 10 3 20 mg dase may benefit from dose increases, in

’amxeunehv&eamw bas been assoctated with several cases of pispism. i those cases with a knawn oucome, paiients recovered wilhr- 10 mg/day increments, up 10 2 maximum of 50 ma/ay. Dose changes Should DECLr 31 Hitarvals of ot bk | mtis

wrsequeloe. L . ., . .. | . Malntenance Th > Theee: is f evident ilpble 1o answer i i d

mlf‘: ;& dxﬂlmllIE 24%3& precise fist of sexsal dystunction asscciated with the use of SSls, physicians should routinely Ingaire remain on -ﬁ: is %y weed?ﬁabm%{:ﬁmd;a: ﬁgbia ﬂe:rexsiveuv'i?sm &%’é";’.ﬁg‘aﬁ L"S&i‘;‘%f“ i.’ﬁ;é?if?!.’!&?."é";‘?&"?
posshie si macologic therapy. Whether e dase needed 10 i ission i identical intai i ia i

Weight aod Vitsl Siga Changus: Signilican| \.ﬂei?m loss may be an undesirabla rasult of treatment with Paxd for some patierms bus, lmhlownm . st foduce femission s eica m‘ the dose neeld 10 ainiin ancor susain ety

1 average. palients in controlled trials had mnimal (about 1 pound} weight loss vs. smaller changes on placeha and 3ctive controt, No

;,ignilljunl o 'i".""f‘ $igns [systolic and dastolc bood pressuie. puss and wmparons ey o patients veated with iﬁysullunanc S’v:(h;avtéo: ;:1 ﬂ;ﬁu efu{ugzc'y’g Paxil {paroxetine hydrochioride) has shown that efficacy is maintained for periods of up o 1 year
X N COMIK chincal i . N . R b [ ive Disorder

108 Chamgaz: i an anclysis of ECGs obtained in 662 patiets eated with Paxif a 415 pationts treated with placebo i contrlled Uswsl Initial Dosage: Pl jiaxoxctine I ide] should be administered 35 a single daily dose with or without food, usually in
fnical ol o cinicaly sigrificant changes were seen inthe ECGx o eilh grovp. . the morming. The recommended dase of Paxilin the wieatment of OCD s 40 g dall, b il be started on 20 mg/day e
i;’%ﬁ’:&fﬁ%&m chﬂg‘ ﬂ%‘; It;al;:':g  ated mg@;ggﬁ;ﬁ?‘t’"ﬂ?‘ va;tf; g;am‘mm v dase can be increased in 10 my/iay inctements. Dose changes shauld ocewr at intervals of al least 1 week. Patients were dosed in
Y OLDS BPT a0t Db g oo dfﬂeimm P o oy olppali?l‘ns ih " “"P:glﬂ phosphatase, m umumm é’;,“’ ciinical trials demonsteating 1he effectiveness of Paxifin the realment of OCD. The maximum dosage
Wi Evenes Obaac .Md.m!.._.""’f 2 Evatuntion ol Pasi marked sonommalities

ork - " | Evay a1 Y on P Mol - Long-1erm maintenance of effi i month lion trjal,
tuing s premayketiog assessnment in major et muupl dasss of Pawl were admiostered 106,145 patients inphase  fact (™ et RSBV Long-erm main o1  lows e i o e o Vi n i i
e e T D e L Sy e
Tastatig ciicl als in 0CD, panic disotes, socal ety isore, generaiued ety isorier and postiauetiscasos tgine, oo o omade tomaiiai the patien o U howes! efectve Gasage, and patients should e perodkal re2ssesed s i
42,&(3"9‘).3122'.i Béland 67(5 patients, respecmellzvtiazil"veg multiple &a o[f:Fava. mlﬁ\;@r? gvents mwmile;:vig\e this apqsuﬁeﬂwap Panic Disorder 5
20N chrical investigators using erminglogy of their own choosing, onsequently, it is not possible o ameaningful esti- ¥ . - . . . . .
e i bl sl et e ot o o e
1 the tabulations that follow, reported adverse events e classlied using a standsed cos_rAmmgl Dicq?!\amwpknbw. The fre- 's‘,?a’ﬂ:\!( erepents o 3‘07';;:\'7;_15“0‘; m&:‘ m atients m£ w&gye 0/ 1010 60 mg/day in the ciinical tials demon-
m&mﬁ m:zh',?{g;},:m' ," leg:;\emom;?mwgm"m }?;,,u ! Em;,s w’;": areinduded exceptthose ~~ Mainteanace Therapy: Long-term maintenance of efficacy was demonstrated in a 3-month relapse prevention trial. k this triaf,
b e e g TS R, PN 0 S e et b o S LS Pt
g P emphaszs hataftough e events rportd ocured uring Yeaiment With ¥ etine, hey were ot necessarly 2djusinents showd be made Iomainiain the patent o1 1h lowes1 ffctive 05308, 20 POSENS o 36 pseiteal OS2
sents are further categorized by body system and listed in order of decreasi frequency according to the following definit mmm Amine the need for continued treatment. )
Irerse events are thase ocrurTing on one OF MOrE Cocasions in at least 1/1 patients londy these not aready listed n the aulated  Socia) Anxiwty Disorder . o o .
sults from placebo<ontrolled bials appeac in this listing]: infrequent adversa events are thes wumg in 1/104 10 1/1000 géngxs: Usual laitis) Daung:: Pexif should be admirnistered as a single daily dosa v«;;nl g;r without food, \sua_:‘Iy n
- was

the moming. The racom-
e events are thase ocawring in fewer than 1/1000 patients. Events of major clinical impodance ar aiso described in the mended and initiat is 20 mg/day. Jn clinical rials the effy of Paxil tients dose?)g in 2 range of
ONS section. ' . o 20 to 60 mo/day. While 1 sa(elly“gf/ Paxil has been evaluated in patients with social amriecrbcﬁsordw at doses up tp 60 mg/daml»
ody a3 2 Whols: inrequent: alergic reaclion, chills, face edema, malaise, neck pain: rave: Bic syndeome, celtulitis, moniliasi able does nut sugoest any additional benefit for doses above 20 mg/day (see CUNICAL PHABMAC&PDGYI

ack rigidity, petvic pain, peritonilis. sepsis, ulcar, Maintemance Therapy: There is na body of evidance available 10 answer the question of haw fong the patient wreated with Paxil
rdiovascwlar System: frequent; hypertension, tach i

veardia: i dy Iy I ion, migraine, Syncape;  should remain on it. A fough the efficacy of Paxil beyond 12 woeks of dosing has not been demenstrated in controlled chinical trials,

ue:a'n pna pe"a::;?"is,k-:zék ia nodal, atrial fibnillation, bu;\dle tranch kgock. cerebral isdmn;ieﬁiaumsmly agm L congestve social qmuLeg msudaeé is rung'cmm; ghgnd.c condition, a{h“} it ::_masnmme k;a mme::'iu m(&l‘l’uahm :fm veatment 'DN;U El uJ%i'”"“

1t failwe, block, low cardiac output, myocardial infarct, my i3] ischemia, paRor, phlebitis, us, supaven-  ing patient jjustments s Mmade 10 maintain the patient on the lowest effective dasage, tients sl peri-

EY ystoles, s, e m:wicm vein, vwascvca'lat headadhe, vp;nviculu enllm o ically mmosage to determice the naed for continued trestment. P
sUvw System: infrequent: bawism, colitis, dy i tation, gasiritis, itis, gingivitis, glassitis, increased salive-  Gemaralized Anxisty Disarder

. liver function tests abnormal, rectal hemoahage, qlgera':‘v; Stomatitis; rave: aphthous stomatitis, bloody diarhea, bulimia, Ussal lnitial Dosnga: Paxil should be administered as a single dail

red as ify dass with or withou! lood, ustally in the maming, In clinical
trials the et of Paxd was dempnstrated in tientx i 3 range of 20 t0 50 mg/day. The recommended slmh%dosage
and the etlective dosage is 20 mg/day. is nat sufficient evidence 10 suggest a greater benefir lo doses higher than
20 mg/day. Dose changes should occur in 10 mg/day increments and at intervals of at least  weak.

¢ h ksm, ¥ 3 : . Maintoasscs Therspy: There is na body of eidence available 16 answer tha question bf how long the patient treated with Paxif
yic and Ly Y | anemia, lymphadencpathy, purpura; rave: aboomal srythrocytes, basophiia,  should femain on it. Although the efficacy ol Paxil ieyand B weeks of dasing has not been demonstrated in conuotled chinical trals,
seding time increassd, easinophilis. hypochromic anemia, ¥on ¢ anemia, Y lymphe . 3bnormal Y lized anaiety disorder Is recognized as a chronic condition, and i1 is reasonable 1o consider continuation Df treatment for 3
nphocylosis, microcytic anermia, MORDCY10Sis, NOMTOCYTIC anemia, Wmn!incnhemna. thrombacylapenia. . i R responding patient. Dosage adjusiments should be made to maintain Ui patient on the lowest eflective dosage, and patients should
\atabolic and Kutritiomal: frequont. weight gain; M{rezsﬁnr._' adzusgemqul edema, SGOTincreasad, SGPT increased, thirst, weight b periodically d to the nesd for d

is; fare: alkaline phosphatase increased, bil IN increased. cies bosp ncreased, deh Posttraumstic Stress Disorder

e retak i o hvverah e’

- wdiospasm, chalelithiasis, duod anlerits, ans, fecal incontinence, gum m 3
‘patitis, ileitis, flous, intestinal obstruction, jaundice, melena, mouth ufqefallon. peptic ulcer, sakivary gland enl; I
amach ukcer, stomatitis, tongue discaloration. tongue edema, tooth caries, .
wocrine Sysem: laa.;diabem pn;!linu. gQoiter, hyperthyroi h i

., X i g, gamma glob-

1 d. goud. mia, hypestholestavemi y n _hrpewnuwa_lem'a. hroocalce'ma. MOOGly-  Uswal Initial Dossge: Paxi should be administered as a single daily dose with or without faod, usually in the morning, The recom-
miz, hypok P ketosis, factic ¢ increased, non-protexn nitrogen [NEN) . ) mended staning dosage and the established effective dosage is 20 mg/day. In ane clinical vial, the effectiveness of Paxilwas demon-
‘saciloskeisial System: trequent: arthvalgia; infrequent. arthiils, anthiosis; rare: bursitis, myositis, osteoporosis. generalized spasm, strated in patients dased in a range of 20 10 50 mg/oay. However, in 3 fixed-dose study, thera was not sufficient evidence 1o suggest
Yosynovitis, tetany. 2 greater benetlt lor a dose of 4D mo/day compared 1o 20 mg/day. Dosa changes, if indicated, shouid ocour in 10 mg/day increments
¥vous System: Irequent: emotional fability, vertigo; infreguent: abaormal thinking, alcohol abuse, ataxia, dystonia, Oyskinesia. eupht-  and at intervals of at least § week, )

. hallucinations, hastility, h ia, hy i, hypokinesia, incoordination, lack of emotion, fibido ncreased, e Maijr Tharapy: There is a0 body of evidenca available 1o answer the question of how long the patient treated with Paxif
s, paralysi. parankl reaction; far2 sbromal gai, kinesia, antiscial reactin, Iphasia, choreoathelosis, Graumoral GATESUESIES,  should remain on it Alliough the efficacy of Faxil Leyond 12 weeks of asing has not been demonsirated in controled clinical i
fvussion, delitkum, delusions, diplopia, drug d 1Ce, | ia, exyapyramidal syndrome, 0s, prand mal % als, PTSD is recognized as a chvbaic condition, and it is reasonable to consides confinuation of reatment for a responding patient.
oeralgesia, hysteria, manic-depressive reaction, meningilis, myelitis, newralgia, neuropathy, nystagmus, peripheral neusitis, psychotic Oosage adjustments should be made to maintain the patient on the lowest effective Sosage, and patients should be periodically
pression, reflexes decraased, reflexes mc{’easaq, Stupax, artigollis, tnisimus, Mm;rlaayal syndeome. ) " 100 the need for conti 5

piratory Systees: infrequent. asthma, bronchilis, dyspea, epistaxis, Iyperventilation, peumonia, respivatory fiu; sare: emphysema, Dosage los Etdarly or Debilitated, anel Patinuts with Sayare Rens! or Hepatic Impairmast: Thy tecommended initial dose is
maptysis, hiccugs, funy fibeosis. pulmonary edema, spulurm inreased, stidor, voice altefation. ) 10 mg/day for enﬁz palients, debilitated patients, and/or patients with severe:g'\a[ or hepatic impaimment. Increases may be made if
2 sad Appendages: frequent: pruritus; infrequent: acne, alopecia, contact dermatitis, dry skin, ecchymosis, eczema, herpes simplex, indicaled. Dasage should nol exceed 40 mg/day.

wticaria; d de

enyhema muhiforme, " Tungal dematils, IUuICUo- S uitching Patiats. S0 or from » Monowmeise Oxidase Inhibitor; At least 14 days should elapse betwaen tiscontiouation of an
skin discol skin hypertrophy, skin ulcer, Sweating decreased, YeSit ML and WLt of Paxiftherapy. Simiarly, at least 14 days should be allowed ahcgyssloppim P&lplslepamxeline hydrochloride) before

. hespes msler, hxsutism, maculopapular rash, seborh
wflous rash.

. . . P, - . P starting aq MAOL

aciel Senses: iequent: tinius. infre ab ot tioa, conj , €0 paia, eye pain. kesaloconjunctivitls, g o -, = S - ith discontinuation of Paxil AU
Griasi, ot meda: rrs:amblyopi, nisocora, Hephant,caeract,cornc vl e, comesl o, tearnes, SI%  TIONSY Fayons Shouk oo mami oo o when discontin thots o e o T e ot
T G 2ucame: peracss, it blndnes, 0 exea, parsma. phoiophaba, posis. einalbemorage, e foss, Wi | O F2USICS S gracal reduction n the dose raiha tha abrugk cessation s recommended whenever possile. i nlolerable symp.
‘el 3 H o Y by

. . N . | [ discontinuation of 1reatment, i
ogenital Systam: ifroqueni: amenorhea, bieast pain, cysiivis, dysuria, hematiria, menontiagia, noctuia, palyuria, pywria, winary toms ocou fallowing a dectease n he dose o upon discon ¢ Gooe b hen esuming the fxeviously peacribed dase may be

9 . Y it - : Y. tha physicion may continue decreasing the dose bul at a more gradual rate.
ontmence, Wrinary retention. urinary urgency, vaginitis; 7are: aboriion, breast airophy, breast enlargement, endometrial disordes, e
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