e

. [ ]
T April 5, 2006 GlaxoSmithKline
GlaxoSmithKline

Thomas P. Laughren, M.D., Director FO Box 13398
Division of Psychiatry Products ?:;mn:';; Park
Center for Drug Evaluation and Research Narth Carchna 27709.3392
Office of Drug Evaluation I Tel. 913 483 2100
Food and Drug Administration  wwwgskcom

5901-B Ammendale Road
Beltsville, MD 20705-1266

Re: NDA 20-031; PAXTIL@® (paroxetine hydrochloride) Tablets :
NDA 20-936; PAXTL CR™ (paroxetine hydrochloride) Controlled-Release Tablets for
Treatment of Depression ,
NDA 20-982; PAXIL CR™ (paroxetine hydrochloride) Controlled-Release Tablets for
Treatment of Panic Disorder
NDA 20-885; PAXIL® (paroxetine bydrechloride) Capsules
NDA 20-710; PAXIL® (paroxetine hydrochloride) Oral Suspension
General Correspondence: Updated Briefing Document, Clinical, Meeting Request, Statistical
Results from Suicidality Analysis of Adslt MDD and non-MDD Paroxetine Clinical Studies

Dear Dr. Laughren:

Reference is made to our approved New Drug Application for Paxil® (paroxetine
hydrochloride) Tablets, NDA 20-031, Paxil® (paroxetine hydrochloride) Oral

. Suspension, NDA 20-710. Reference is also made to our submission of March 8, 2006,
which provided tesults fiurn the first portion of a comprehensive mcta-analysis to

evaluate the risk of suicidality in Slacebo-controlled paroxetine trials in adults with
Major Depressive Disorder (MDD).

Content of Suhgiission and Request for Teleconference with FDA to Discuss
Proposed Labeling Revision and Dear Heaithcare Provider Letter

In this submission, we are providing updated results from the analysis that was provided
on March 8,2006 which incorporates the new analysis results from non-M"Or
Dgircssive Disorder Snon;MDD_) Jparoxetine trials in the adult patient population group
which includes the following clinical populations: dysthymic disorder, iatennittent brief
depression (I1BD), bipolar depression, panic disorder, obsessive compulsive disorder
(OCD), social anxiety disorder (SAD), posttmuraatic stress disorder (PTSD),
premenstrual dysphoric disorder (PMDD), alcohol dependent patients (undergoing
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detoxification), and fibromyalgia. (Attachment 1). The data are being submitted to NDA
20-031 and incorporated by reference into the other referenced NDAs for paroxetine.

We are also providing a draft revised Warnings section of the paroxetine Prescribing
Information and a draft Dear Healthcare Professional (DHCP) letter for Agency review
and comment and a request for a ieleconference the week of April 10 to discuss and agree
these iters. It is the objective of GSK to secure the Agency’s comments and agreement
in advance of submission of a Changes Being Effected (CBE) labeling supplement and

- subsequent issuance of a DHCP letter to increase awareness of the labeling change.

Statistical Analysis Methods for Analyzing Suicidality

In addition, we wish to draw the Agency's attention to an ocbservation we made regarding -
statistical analysis methods for analyzing suicidality data that can lead to divergent results
in the smalysis results of the commion odds ratio and its confidence interval, as well as
testing the null hypothesis that the common odds ratio is equal to 1 that may be useful
when the Agency conducts its own analysis of combined data of suicidality in
antidepressant trials. For the attached GSK analysis, the primary analysis used an exact
approach {Mehta et al, 1985) implemented in the statistical software StatXact®. The
sccond approach was to use the Mantel-Haenszel (MH) method, with 0.5 continuity
correction (Sutton et al, 2002) applied at the level of the trial. (GSK used this additional
approach because it was the same one used by FDA in its analysis of the pediatric
datasets.) GSK believes the MH method with continuity correction substantially
underestimates the odds ratio for Definitive Suicidal Behavior compared with the exact
ethod, because of the small and disproportionate number of events observed between f
the two treatment groups and because of the imbalanced randomization in some of the
trials. The exact method is not affected by either of these problems, and is designed
particularly for sparse datasets such as this. We believe the exact method is the most
appropriate statistical method for the assessment of this dataset, and should be used in
preference to the MH method with continnity correction.

Summary of Resulis of Suicidality Analysis in Adults
The general conclusions of the comprehensive analysis revealed the following:
*  Young adulis, espesially those with MDD, may be at increased risk for suicidal behavior
during treatment with paroxetine. An analysis of placebo controlied trials of adults
with psychiatric disorders showed 2 higher frequency of suicidal behavior in

young adults (prospectively defined as aged 18-24 years) treated with paroxetine
compared with placebo, although this difference was not statistically significant.
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o In the older age groups {(aged 25-64 years and =65 years), no such increase was .
observed.

e In adults with MDD (all ages), there was a statistically significant increase in the
frequency of suicidal behaviour in paticuts treated with paroxetine compared with
-placebo. However, the majority of these atiempts for paroxetine (8 of 11) were in
younger adults aged 18-30 years. These MDD data suggest that the higher
frequency observed in the younger adult population across psychiatric disorders
may extend beyond the age of 24. )

e The analysis revealed substantial evidence of efficacy in all indications. Efficacy
of younger adults was comparable to efficacy in older adults.

« Ttis difficult to conclude a causal relationship between paroxetine and suicidality
due to the small incidence and absolute number of events, the retrospective nature
of this meta-analysis, and potential for confounding by the fact that the events of
interest are a symptom of the psychiatric illnesses themselves.

« Although these most recent findings reveal evidence of a possible increased risk -
for suicidal behaviour in adult patients with MDD and for younger adults for
suicidal behaviour or ideation with MDD and non-MDD diserdezs, we believe
that the overall risk-benefit assessment for the young aduit and the adult patient
populzation continuies to remain positive.

As stated in our March 8, 2006 submission, GSK concludes that revision of the approved
prescribing information are justified to reflect the results from this analysis. Please find

attached our draft labeling revisions (Attachment 2) as well as a drafl letter to Healthcare
Professionals (Attachment 3).

Request for Teleconference

We respectfully request a teleconference with the Agency during the week of April 10th
to discuss the findings, review and agree the label revision and secure Agency agrecment
on the content of the proposed DHCP Jetter. 1t is the intent of GSK to subsequently
submit revised prescribing information nnder provisions of a CBE supplement.

This submission is being provided electronically in accordance with the Guidance for
Industry, Providing Regulatory Submission in Electronic Format — NDAs, January, 1999,

Please see the Guide to FDA Reviewers for detailed information about this electronic
submission.
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Should you have any questions regarding this sobmission or require additional
information please contact me by phone st Redacked, =~ via secure email at

Trade sccret and/or confidential commercial information contained in this snbmission is
- exempt from public disclosure to the full extent provided under law.
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UPDATE April 5, 2006
BRIEFING DOCUMENT

Paroxetine Adult Suicidality Analysis: Major Depressive Disorder and Non-
Major Depressive Disorder

1. Introduction

Selective serotonin reuptake inhibitors (SSRIs) have been effectively used in the
treatment of depressive iliness and anxiety disorders since the late 1980s. A possible
link between the use of SSR1s and suicidal behavior was first described as 2 case
series in the published literature in 1990 by Teicher et al, who reported that
fluoxetine, the first SSRI introduced to the U.S. markét, can induce or exacerbate
suicidal tendencies. However, subsequent meta-analyses conducted shortly thereafier
did not provide evidence supporting this claim, nor did an expent panel convened by
FDA i 1991 find any compelling evidence for such an association.

This issue, i.c., whether there is an increased risk of suicidality (suicidal thinking or
behavior) associated with SSR1 treatment, has been revisited periodically by
GlaxoSmithKline (GSK, or legacy company SmithKlineBeecham) with regard to its
SSRI paroxetine (Paxil®, Seroxat®, Aropax®, Deroxat®). As was the case for the
earlier analyses of {luoxetine and suicidality in adults, these prior investigations of
paroxetine’s potential association with treatment-emergent suicidality did not produce
evidence suggestive of an association in adults. For example, an analysis conducted
.by GSK in 2002 (submitted to FDA in February 2003) examined the incidence of
attempted suicide in all placebo-controlled paroxetine trials in patients with
depression. The incidence of suicide attempts in the paroxetine group was 2.1%
{66/3192) compared to 1.9% for placebe (38/2047). This difference was not
statistically significant (p=0.61).

While lack of appropriate treatment is clearly the largest contributor to suicide risk in
depressed patients, concerns about SSRI treatment and a possible link to suicidality in
some patients have persisted since Teicher first raised this issue. These concerns were
heightened further with the recent finding that freatment with SSRIs, including
paroxeting, were associated with an increased risk of suicidality relative to placebo in
pediatric patients enrolled in controlled clinical trials” Partly as a result of this finding
in pediatric patients, 2 number of regulatory agencies (including the FDA, and the
Medicines and Healtheare Products Regulatory Apency (MHRA) in the UK) have
revisited this issue in adults, particulady in young adults. In May of 2003, an Expert
Working Group (EWG) of the Committee on Safety of Medicines was convened in
the UK to investigate ongoing public safety concems with SSRls, in particular around
suicidal behavior and withdrawal reactions/dependence. As part of this review, SSRJ
manufacturers (including GSK) provided clinical trial data to the EWG in order for
this group to conduct its own assessment. The EWG also evaluated available
epidemiologic data from the UK General Practice Research Database (GPRD), as well
as data from other sources including published literature and spontaneous reports

from healthcare professionats.
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Upon completion of its analyses, with respect to SSRIs as a class the EWG

concluded:

« from the available adult clinical trial data, a modest increase in the risk of suicidal
thoughts and self-harm in those taking SSRIs compared with placebo could not be
ruled out;

+ there was no clear evidence of an increased risk of self-harm and suicidal thoughts

" in young adults; however, piven that individuals mature at different rates and that
young adults are at a higher background risk of suicidal behavior than older
adults, as a precautionary measure young adults treated with SSRIs should be
closely monitored;

» there was insufficient evidence from clinical trial data to conchude any marked
difference between members of the SSRI class, or between SSRIs and active
comparators, with respect to their influence on suicidal behavior; and,

s evidence from non-experimental GPRD studies indicated that in adults there was
no increased risk of suicidal behavior with SSRIs compared with TCAs.

As part of its review, the EWG also conducted a meta-analysis of the adult clinical

trials of paroxetine and concluded:

». there was no strong cvidence of an increased risk of suicidal events for adult
patients with depression exposed to paroxetine compared 1o placebo, although the
point estimates and confidence intervals were consistent with a possible increase
in risk, :

During the same time period, the MHRA referred paroxetine to European (EU)
regulatory authorities for an Ei)-level review (known ss the “Article 31 Referral™).
As part of this process, GSK was asked to provide specific analyses of its clinical trial

. data to evaluate the risk of suicide, suicidal thoughts and self-harm, with particular
attention to potential risk factors inclading age and gender. GSK submitted the 1¥ set

- of analyses to the injtial Article 31 questions in September 2003 and submitted the 2™
set of analyses in January 2004. Overall, i.e., in all indications studied in placebo-
controlled trials in adults, the incidence of possible suicide-reiated events (i.e.,
thoughts and behaviors) was similar in the paroxetine and placebo groups (0.8% vs.
0.9%, respectively; OR 0.8 [95% C1 0.6, 1.2]). The findings were similar in the
studies conducted specifically in patients with depression {1.7 vs. 1.9%, respectively;
OR 0.9 [95% C1 0.6, 1.3]). In the 18-29 years age group, for all indications, the
incidence of possibly suicide-related events was greater in the paroxetine group
(1.8%) than in the placebo group (1.4%), although this difference was not statistically
significant (OR 1.3 [95% C1 0.7, 2.3; p=0.46]).

In April 2004, the EU scientific committee (CHMP) reached their conclusions with
respect 10 paroxetine use in adults, which are summarized as follows:

» The benefit/risk balance for paroxetine remains favorable across all adult
indications; and

* There is a possibility of an increased risk of suicidal behavior associated with
paroxetine in young adults (18-29 years), although the increased risk was not
statistically significant. In the older age groups no such increase was
observed. Results from observational studies indicate no increased risk of
suicidality in patients who were prescribed paroxetine and likewise, post-
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marketing reports indicate low rates of suicidal related behaviors. Cinical
trials show similar Jow rates in placebo and paroxetine treated depressed
patients. Rates in patients with other disorders for which paroxetine is
indicated are similarly low.

In December 2004 the CHMP reaffirmed these conclusions following consideration of
three new epidemiology studies which utilized the UX General Practice Research
Database. That same month (Dec 2004) FDA initiated steps to enable its own
examination of the relationship between antidepressant use and suicidality in adult
patients by requesting all antidepressant manufacturers to provide specified patient-
fevel data from all acute (i.e., < 17 week), double-blind, randomized, placebo-
controlled aduit studies in major depressive disorder. Potential cases of suicidality
were identified via adverse event text string searches, review of serious adverse event
(SAE) naratives (including all deaths), and review of the comment fields from the
Case Report Forms (CRFs) for all relevant studies. As part of this process, GSK
contracted with Columbia University to have independent experts selected by
Columbia blindly review each potential case of suicidality and classify the events into
suicidal or non-suicidal categories using the same approach used in the pediatric
suicidality review conducted by FDA.T In May of 2005, FDA expanded its request to
also include alt acute non-MDD studies (e.g., studies in anxiety disorders such as,
OCD, Panic Disorder, Social Anxiety Disorder, etc.). At this time GSK has fully
complied with these requests from FDA, i.e., GSK has submitted all required data to
FDA (the only exception being the data from one small study conducted in the UK for

which the data were not readily available and are cwrrently being retrieved [study
#298]).

Recently, GSK decided to conduct its own analyses of the datasets provided to FDA.
A briefing document with the results from MDD datasets was submitted to FDA on
March 8, 2006. GSK now has completed its analyses of both the MDD-specific and
non-MDD specific datasets. This latter group includes the following clinical
populations: dysthymic disorder, intermittent brief depression (IBD), bipolar
depression, panic disorder, obsessive compulsive disorder (OCD), social anxiety
disorder (SAD), posttraumatic stress disorder (PTSD), premenstrual dysphoric
disorder (FMDD), alcohol dependent patients (underpoing detoxification), and
fibromyalgia. Before conducting this analysis, GSK consulted with external experts to
obtain their advice and thoughts as to how to undertake this analysis. In addition,
GSK’s final statistical analysis plan was submitted on an informational basis to FDA

in late December 2005, and to the Dutch MEB (Reference Member State in the EU) in
carly February 2006.

2. Brief Overview of Methods

The analysis plan developed by GSK for the present analysis of the adult suicidality
data (see Appendix [) is based, in part, on methods used previously by FDA during
their analysis of pediatric suicidality data. The analysis plan also reflects advice
received by external consultants with expertise in suicidality. Because GSK

! It should be noted that events were coded by Colombia University in accordance with numerical
cades specified by FDA for this review of adult data. These codes differ slightly from those used for
the previgus FDA review of pasdiatric studies, owing 1o the fact that there were no completed suicides
in any of the SSRI pediatric trials.
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previously conducted a similar analysis of suicidality data for paroxetine as part of the

Article 31 Referral process in 2003, it is inportant to consider key methodologic
differences between the previous and current analysis {(see Table 1, below).
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Table 1. Key Differences Between Previous Article 31 Analysns and Current

Analysis
Atticle 31 Analysis | Current Analysis

Events adjudicated by external experts No Yes

{Columbia University)

Search algorithm for AEs Algorithm-based Algorithm-based
search of AE fields { search of AE ficlds

plus review of CRF
comment fields and
SAE narratives

Statistical methods Pooled analysis Exact method,

{crude odds ratios) | adjusted by trial
{primary method)

Definition of young adults 18-29 yrs 18-24 yrs

Included trials of any duration (ie, Yes Yes

included long-term trials where availabie)

Depression analysis — trial groupings Depressive illnesses | By indication (eg,
together MDD, Intermittent

Brief Depression,
Dysthymias, ctc.)

Depression analysis ~ number of trials 26 depression trials | 19 MDD trials
(Dec 1982 through | (Dec 1982 to date;
Aug 2001) ic, through May

2005)

All indications analysis — number of trials | 171 studies, 57 trials, all
including 50 placebo-controlled
placebo-controlled | parallel group trials
parallel group trials

2.1 Comparisen of statistical methods

The analysis of suicidality data has been conducted using two statistical methods for
cstimating the common odds ratio and its confidence interval, as well as testing the
null hypothesis that the common odds ratio is equal to 1. The primary analysis used an
exact approach (Mehta et al, 1985} implemented in the statistical software StatXact®.
The second approach was to use the Mante!-Haenszel (MH) method, with 0.5
continuity correction (Sutton et al, 2002) applied at the level of the trial. GSK used
this additional approach because it was the same one used by FDA in its analysis of

the pediatric datasets.

In some cases the resuits of the analysis of the MDD 1rials from the two methods
diverge substantially, Notably, the odds ratios for Definitive Suicidal Behavior for the
MDD population are 6.7 (by the exact method) and 1.6 (by the MH method). The
lower odds ratio estimated by the MH method is explained by the addition (under the
continuity correction) of 4.5 events to each of the treatment groups which,
proportionately, yields a greater increase in the placebo group than in the paroxetine

group.

For the endpoint of Rating Scale Emergent Behavior in the MDD population, there is
one event on paroxetine (0.03%) and zero events on placebo (0%), but the MH
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method estimates the odds ratio to be 0.4 (indicating lower risk with paroxetine than
placebo). This is a result of the imbalanced randomization in study 009, in which the
one event occurred.

With this MDD dataset, GSK believes the MH method with continuity correction
substantially underestimates the odds ratio for Definitive Suicidal Behavior
compared with the exact method, beeause of the small and disproportionate
number of events observed between the two treatment groups and because of the
imbalanced randemization in some of the trials. The exact method is not affected
by either of these problems, and is designed particularly for sparse datasets such as
this. We believe the exact method is the most appropriate statistical method for the
assessment of this dataset, and should be used in preference to the MH method with
continuity correction.

3. Clinical Summary

3.1. Major Depressive Disorder

GSK has completed its analysis of paroxetine placebo-controlied ¢linical trials in
patients with Major Depressive Disorder (MDD); see Appendices I1-IV. A brief
summary of key findings follows:

+ On the primary endpoint of definitive suicidal behavior or ideation, there was
no statistically significant difference between adults with- MDD treated with
paroxetine compared to placebo (31/3455 (0.90%) vs. 11/1978 (0.56%); odds ratio
=13 (55% C10.7, 2.8); p=0.493). ’

* The results provide evidence of an increase in suicide attempts in adults with
MDD treated with paroxetine compared to placebo; however, as the absolute
number and incidence of events are very small (1173455 (0.32%) for paroxetine,
vs. 171978 (0.05%) for placebo; odds ratio = 6.7 (95% CI 1.1, 149.4); p=0.058),
these data should be interpreted with caution,

* There were proportionally slightly more events (suicidal behavior with or without
ideation) in young adults between 18-24 years of age with MDD} treated with
paroxetine (5/230 (2.17%)) compared to placebo (0/104 (0%)) than in older
adults, however these data are not conclusive due to the relatively small sample
size of the 18-24 age group and the small number of events. These trends are
consistent with findings from previous.analyses in pediatrics and adolescents, and
while it appears that the risk seen in pediatrics seems to extend beyond age 18, the
extent to which this occurs is less clear.

* Although GSK’s pre-defined analysis plan did not examine risk in adults aged 25-
_ 30 years, it should be noted that review of the 11 cases of definitive suicidal
, behavior has indicated that five of these patients were aged 25-30 years, Hence, a
total of eight of the 11 paroxetine-treated MDD patients with suicida! behavior
were aged 18-30 years. This ebservation suggests that the increased risk of
suicidal behavior seen with the overall MDD population was driven prinsarily by
events occurring in the younger adult population.

PAR004668013
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¢ 10 of the 11 paroxetine-treated patients with suicidal behavior had experienced
improvement in their major depression; and most (9 of 11) of the paroxetine-
treated patients had an identified social stressor at the time of the svicide attempt.

¢ The analysis provided substantial evidence for efficacy in the overall adult MDD
population. Paroxetine-treated patients had a significantly greater reduction in
HAMD or MADRS from baseline than did placebo. When defining treatment
responsc as a 50% or greater reduction in the primary outcome measure (cither the
HAMD or MADRS total score), significantly more paroxetine subjects (52.3%)
than placebo subjects (37.1%) responded during the clinical trial.

o There was also evidence of efficacy for young adults aged 18-24, although the
results indicated some variability in response depending on the depression scale
vsed (ie, HAM-D vs. MADRS). These data are limited, however, due to the small
sample size of the 18-24 age group.

 The overall risk-benefit of paroxetine in the treatment of adult patients with MDD
remains positive.

The finding of evidence of increased suicide atterpis in adults with MDD ircated
with paroxetine compared to placebo is new, and was not found in GSK’s Articie 31
analysis or in GSK's prior analyses of snicide attempts. In the Article 31 analysis of
self-harm in patients with depressive iliness, there were 45 events reported in 3421
paticnts freated with paroxetine (1.3%), and 33 events in 2117 patients treated with
placebo (1.6%), for an odds ratio of 0.84 (95% C1 0.54, 1.32). In contrast, the current
analysis of definitive suicidal behavior! in patients with MDD revealed 11 events in
3455 patients treated with paroxetine (0.32%), and 1 event in 1978 patients treated
with placebo (0.05%); odds ratio 6.7 (95% CI 1.1, 149.4). There are two likely
explanations for the difference in resulis between the prior Article 31 analysis and the
current analysis: the datasets included in the analyses, and the methodology used for
identifying the relevant events. With respect to the datasets, the current analysis was
 restricted to a single indication, MDD, consistent with FDA's approach. In terms of
the methodology used to identify events, the cases comprising the current analysis
were individually reviewed by external experts who were blinded to treatment. Asa
consequence of the above two factors, 36 events in the paroxetine group and 33
events from the placebo group that were included in the Article 31 analysis of self-
harm were rot included in the present analysis. The majority of these events (33
paroxetine and 33 placebo) were from two trials investigating intermittent brief
depression, and involved patients with a previous history of suicidality. The
remaining 3 paroxctine cascs were not classified as suicidal behavior by the expernt
raters. Additionally, there were an additional 2 events identified in the paroxetine

group and 1 event in the placebo group that were not identified by the metheds used
in the Article 31 analysis. :

3.2. Non-Major Depressive Disorder

t “Definitive suicidal behavior” included events classified as completed suicide, swicide attempt, and
preparatory acts toward imminent suicidal behavior, In the resulis of the current analysis, there were

no completed suicides nor events classified as preparatory acts (ie, all events were classified as suicide
attemipl).
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GSK has recently completed its analysis of paroxetine placebo-controlied clinical

trials in paticnts with non-Major Depressive Disorder (non-MDD); see Appendices V
- VIL. A brief summary of key findings follows;

- In placebo-controlled clinical trials in psychiatric disordess other than MDD, there
was no evidence of an increased risk of suicidal behavior or ideation {primary
endpoint) in patients treated with paroxetine.

o “All Indications™: 0.93% vs 1.09%; OR 0.9 [95% C10.7, 1.3};
p=0.649
o “All Depression™ 1.77% vs 2.08%; OR 1.1 [95% C1 0.7, 1.7); p=0.671
o “All Non-Depression™ 0.32% vs 0.49%; OR 0.7 [95% C1 0.3, 1.3);
p=0.293
(Numbers for “All Indications™ and “All Depression” include the data from MDD
trials).

- There was no evidence of treatment difference in seicidal behavior alone
(secondary endpoint) in any overall population grouping:
o “All Indications™ 0.56% vs 0.67%; OR 1.2 [95% CI . 8 1.9];
p=0.483
o “All Depression™ 1.16% vs 1.59%; OR 12 [95% C1 0.7, 1.9); p=0 613
o “All Non-Depression™ 0.13% vs 0.11%; OR 1.5 [95% C1 0.4, 5. 8],
p=0.759

- Although not statistically significant, there were proportionally slightly more
events (suicidal bebavior with or without ideation) in young adults between 18-
24 years of age with psychiatric disorders other tban MDD treated with paroxetine
(0.99% for paroxetine versus 0.25% for placebo). This finding was consistent
across the non-MDD indications.

- Suicidal behavior alone was slightly higher in young adults treated with
paroxetine compared with placebo (17/776 [2.19%) versus 5/542 [0.92%]),
although this difference was not statistically significant.

- There was evidence of substantial cfficacy in the non-MDD population. When
defining rcsponsc as a Clinical Global Impression (CGI) score of “much
improved” or “very much improved,” significantly more paroxetine subjects
(58.8%} responded compared to placebo subjects (39.9%) in the non-depression
population.

- As measured by CGIL, there were significantly more responders in the paroxetine
group versus the placebo group for: panic disorder (683.3% v, 47.4%); OCD
(383% v. 23.3%); SAD (53.9% v. 31.1%); GAD (64.5% v. 49.4%); PTSD (58.2%
v. 39.6%); and PMDD (68.9% v. 42.3%). For each of these populations, there
was significant improvement in disease-specific rating scales for paroxetine-
treated patients compared to placebo-treated patients.

- Efficacy in young adults was comparable to that in older adults in the non-MDD
population.
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-

4. Summary of the Findings and Conclusions '

Based on the findiogs from the MDD and non-MDD datasets, GSK believes that young
adults, especially those with MDD, may be at increased risk for snicidal behavior during
treatment with paroxetine. An analysis of placebo controlled trials of adults with
psychiatric disorders showed a higher frequency of suicidal behavior in young adults
{prospectively defined as aged 18-24 years) treated with paroxetine compared with
placebo, although this difference was not statistically siguificant. In the older age
groups (aged 25-64 years and >65 years), no such increase was observed.

In adults with MDD (all ages), there was a statistically significant increase in the
frequency of suicidal behaviour in patients treated with paroxetine compared with
placebo. However, the majority of these attempts for paroxetine (8 of 11} were in
younger adults aged 18-30 years. These MDD data suggest that the higher frequency

observed in the younger adult population across psychiatric disordess may extend
beyond the age of 24.

The analysis revealed substantial evidence of efficacy in all indications. Efficacy of
younger adulls was comparable 1o efficacy in older adults.

It is difficuli to conclude a causal relationship between paroxetine and suicidality due
to the small incidence and absolute number of events, the retrospective nature of this
meta-analysis, and potential for confounding by the fact that the events of interest are
a symptom of the psychiatric illnesses themselves. Although these most recent
findings reveal evidence of a possible increased risk for suicidal behavior in adult
patients with MDD and for younger adults for suicidal behavior or ideation with
MDD and non-MDE) disorders, we believe that the overall risk-benefit assessment for
the young adult and the adult patient population remmains positive.

5. Implications for Labeling

Based on these most recent findings tn the adult patient dataset GSK concludes that
some statements in the approved prescrnibing information will need to be amended to
reflect the results from this analysis.

GSK believes that labeling revisions and/or direct communication with Health Care
Professionals {(HCPs) should be undertaken.
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PCLASXX
PRESCRIBING INFORMATION
PAXIL CR®

(paroxetine bydrochloride)
Controlled-Release Tablets

Suicidality in Chliidren and Adolescents

Antidepressants increased the risk of snicidal thinking and behaviar {suicidality) in
short-term studies ia children and adolescents with Major Depressive Disorder (MDD) and
other psychistric disorders. Anyone considering the use of PAXIL CR or auy other
antidepressaut in & child or adelescent must balance this risk with the clinical need.
Paticnts who are started on therapy should be observed closely for clinical worsening,
suicidality, or uoussal changes io behavior. Familics and caregivers should be advised of
the need for close obscrvation and commuaication with the prescriber. PAXIL CR is not
approved for use in pediatric patients. (See WARNINGS and PRECAUTIONS—Pediatric
Use.)

Pooled saalyses of shori-term (4 1o 16 weeks) placebo-controlled trials of
9 antidepressant drugs (SSRls and others) in children and adolescents with major
depressive disarder (MDD), ohsessive compulsive disorder (OCD), or other psychiatric
disorders (a total of 24 triats involving over 4,400 paticals) have revealed s greater risk of
adverse events representing svicidal thinking or behavior (suicidality) during the first few
months of treatment in those receiving antidepressants, The average rigk of such events n
patients receiving antidepressants was 4%, twice the placebo risk of 2%. No suicides
occurred in these trials.

DESCRIPTION '

PAXIL CR (paroxetine hydrochloride) is an orally edministered psychotropic drug with 2
chemical structure unrelated to other selective serotonin reuptake inhibitors or to tricyclic,
tetracyclic, or other available antidepressant or antipanic agets. It is the hydrochloride salt of a
phenylpiperidine compound identified chemically as (-)-frans-4R-(4-fluorophenyl)-35-{(3',4*
methylenedioxyphenoxy) methyl] piperidine hydrochloride hemihydrate and has the empirical
formula of C,,HmFNO;-HCI-IIZH;Q ‘The molecular weight is 374.8 (329.4 as free base). The
structural formula of paroxetine hydrochloride is:

£ oy
2 o
[s]
)_l
"o -
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Paroxetine hydrochloride is an odorless, off-white powder, having 2 melting point Tange of
120° to 138°C and a solubility of 5.4 mg/mL in water.

Each eateric, film-coated, controlied-release tablet contains paroxetine hydrochloride
equivalent to paroxetine as follows: 12.5 mg-yeilow, 25 mg-pink, 37.5 mg-biue. One layer of
the tablet consists of 2 degradable barrier layer and the other contains the active material in a
hydrophilic matrix_

Inactive ingredients consist of hypromellose, polyvinylipymrolidone, lactose monohydrate,
magnesium stearate, colloidal siticon dioxide, glyceryl behenate, methacrylic acid copolymer
type C, sodium lauryi sulfate, polysorbate 80, talc, triethyl citrate, and | or more of the following
colorants: Yellow ferric oxide, red ferric oxide, D&C Red No. 30, DEC Yellow No. 6, D&C
Yellow No. 10, FD&C Blue No. 2.

CLINICAL PHARMACOLOGY )

Pharmacodynamics: The efficacy of paroxetine in the treatment of major depressive
disorder, panic disorder, social anxiety disorder, and premenstrual dysphoric disorder PMDD) is
presumed to be linked to potentiation of serotoncrgic activity in the central nervous system
resubting from inhibition of neuronal reuptake of serotonin (5-hydroxy-tryptamine, 5-HT).

~ Studies at clinically refevant doses in humans have demonstrated that paroxetine blacks the

uptake of serotonin into human platelsts. In vitro studies in animals also supgest that paroxetine
is a potent and highly selective inhibitor of neuronal serotonin reuptake and has only very weak
effects on norepinephrine and dopamine neuranal reuptake, In vitro radioligand binding studies
indicate that paroxetine has little affinity for muscarinic, alphay-, alphag-, beta-adrenergic-,
dopamine (D), 5-HT-, 5-HT-, and histantine (Hy)-receptors; antagonism of muscarinic,
histarninergic, and alpha,-adrenergic receptors has been associated with various anticholinergie,
sedative, and cardiovascular effects for other psychotropic drugs.

Because the relative potencies of paroxetine’s major metabolites are at most 1/50 of the parent
compound, they arc essentially inactive. )
Phamacokinetics: Paroxetine hydrochloride is completely absorbed afier oral dosing of a
solution of the hydrochloride sait, The elimination half-life is approximately 15 to 20 hours after
a single dose of PAXTL CR. Paroxetine is extensively metabolized and the metabolites are
considered to be inactive. Noolinearity in phannacokinetics is observed with increasing doses.
Paroxetine metabolism is mediated in part by CYP2DS, and the metabolites are primarily
excreted in the urine and to some extent in the feces. Pharmacokinetic behavior of paroxetine has
not been evaluated in subjects who are deficient in CYF2D6 (poor metabolizers).

Absorption and Distribution: Tablets of PAXIL CR contain a degradable polymeric
matrix (GEOMATRIX™) designed to control the dissolution rate of paroxetine over a period of
approximately 4 1o 5 hours. In addition to controlling the rate of drug release in vivo, an enteric
coat delays the start of drug release untii tablets of PAXIL CR have lefi the stomach.

Paroxctineg hydrochloride is cornpletely absorbed after oral dosing of a solution of the
hydrochloride saft. In a study in which nonnal male and femate subjects (n = 23) received single
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oral doses of PAXIL. CR at 4 dosage strengths (12.5 mg, 25 mg, 37.5 mog, and 50 mg), paroxetine
Conee a0d AUCp 3¢ increascd disproportionately with dose {as seen also with immediate-release
formulations). Mean Caax and AUCo.s values at these doses were 2.0, 5.5, 9.0, and 12.5 ng/mL,
and 121, 261, 338, and 540 ngehs_fmL, respectively. Ty, was observed typically between 6 and
10 hours post-dose, reflecting a reduction in absosption rate compared with immedijate-release
formulations. The bicavaslability of 25 mg PAXIL CR is not affected by food.

Paroxeline distributes throughout the body, including the CNS, with only 1% remaining in the
plasma.

Approximately 95% and 93% of paroxetine is bound to plasma protein at 100 ng/mL. and
400 ng/ml., respectively. Under clinical conditions, paroxetine concentrations would normally be
Yess than 400 ng/mL. Paroxetine does not alter the in vitro protein binding of phenytoin or
warfarin,

Metabolism and Excretion: The mean elimination half-life of paroxetine was I5 to
20 hours throughout a range of single doses of PAXIL CR (12.5 mg, 25 mg, 37.5 mg, and
50 mg). During repeated administration of PAXIL CR (25 mg once daily), steady state was
reached within 2 weeks (i.c., comparsble to immediate-release formulations). In a repeat-dose
study in which normal male and female subjects (n = 23} received PAXIL CR (25 mg daily),
mean steady state Cuux, Conin, a0d AUCa 24 values were 30 ngfiml, 20 ng/mL., and 550 ngehu./mL,
respectively. .

Based on studies using immediate-release formulations, steady-state drug exposure based on
AUCq 24 was several-fold greater than would have been predicted from single-dose data. The

. excess accurnulation is 2 consequence of the fact that 1 of the enzymes that metabolizes

paroxetine is readily saturable,

In steady-state dose proportionality studies involving elderly and nonelderty patients, at doses
of the immediate-release formulation of 2¢ mg to 40 mg daily for the elderly and 20-mg to 50 mg
daily for the nonelderly, some nonlinearity was observed in both populations, again reflecting a
saturable metabolic pathway. In comparison to Cpg, values after 20 mg daily, valucs after 40 mg
daily were only about 2 to 3 times greater than doubled.

Paroxetine is extensively metabolized after oral administration. The principal metabolites are
palar and conjugated products of oxidation and methylation, which are readily cleared.
Conjugates with glucurenic acid and-sulfate predominate, and major metabolites have been
isolated and identified. Data indicate that the metabolites have no more than 1/50 the potency of
the parent compound at jnhibiting serotonin uptake. The metabolisim of paroxetine is
accomplished in part by CYP2D6. Saturation of this enzyme at clinical doses appears 1o account
for the nonlinearity of paroxetine kinetics with increasing dose and increasing duration of
treatment. The role of this enzyme in paroxetine metabolism also suggests potential drug-drug
interactions (see PRECAUTIONS).

Approximately 64% of & 30-mg ol solution dose of parcxctine was excreted in the urine
with 29 as the parent compound and 62% as metabolites over a 10-day post-dosing period.

Produced By GSK in Dolin v. GSK (N.D. IL.), Case No.: 12¢v06403

PAR004668020

PAR0044468020



12
n3
114
115
16
Y
18
19
120
121
122
123
124
125
126
127
128
129
130
13
132
133
134
135
136
137
138
139
140
141
142
143
144
145
146
147
148
149
150
151

About 36% was excreted in the feces (probably via the bile), mostly as metabolites and less than
1% as the parent compound over the 10-day post-dosing period.

Other Clinicat Pharmacology information: Specific Populations: Renal and Liver
Disease: Increased plasma concentrations of paroxetine occur in subjects with renal and hepatic
impairment. The mean plasma concentrations in patients with creatinine clearance below

30 mL/min_ was approximately 4 times greater than seen in normal volunteers. Patients with
creatinine clearance of 30 to 60 mL/min. and patients with hepatic functional impairment had
about & 2-fold increase in plasma concentrations (AUC, Cou).

The initial dosage should therefore be reduced in patients with severe renal or hepatic
impairment, and upward titration, if necessary, should be at increased intervals (see DOSAGE
AND ADMINISTRATION).

Eilderly Patients: In 2 multiple-dose study in the eldedly at daily doses of 20, 30, and
40 mg of the immediaterelease formulation, Cau, concentrations were about 70% to 830% greater
than the respective Cyia COncentrations in nonelderly subjects. Therefore the initial dosage in the
elderly should be reduced (see DOSAGE AND ADMINISTRATION).

Drug-Drug Iiteractions: In vitro drug interaction studies reveal that paroxetine inhibits
CYP2D6. Cliniczl drug interaction studies have been performed with substrates of CYP2D6 and
show that paroxetine can inhibit the metabolism of drugs metabolized by CYP2D6 including
desipramine, risperidone, and atomoxetine {(se¢ PRECAUTIONS--Drug Interactions).

Clinical Trials

Malor Depressive Disorder: The cfficacy of PAXIL CR controlled-release tablets as a
treatment for major depressive disorder has been established in two 12-week, flexible-dose,
placebo-controlled studies of patients with DSM-IV Major Depressive Disorder. One study
inciuded patients in the age range 18 10 65 years, #nd a second study included elderly patiens,
renging in age from 60 to 88. In both studics, PAXIL CR. was shown to be significantly more
effective than placebo in treating major depressive disorder as measured by the following:
Hamilton Depression Rating Scale (HDRS), the Hamilton depressed mood item, and the Clinical
Giobal Impression (CGT)-Severity of lilness score.

A study of cutpatients with major depressive disorder who had responded to
immediate-release paroxetine tablets (HDRS total score <8} during ap initial 8-week
open-treatiment phase and were then randomized to continuation on immediate-release paroxetine
tablets or placebo for 1 year demonstrated a significantly Jower relapse rate for patients taking
immediate-release paraxetine tablets (15%) compared to those on placebo (39%). Effectiveness
was similar for male and female patients. -

Panic Disorder: The effectivencss of PAXIL CR in the treatment of panic disorder was
evaluated in three 10-week, multicenter, flexible-dose studies (Studies 1, 2, and 3) comparing
paroxetine contro}led-release (12.5 to 75 mg daily) te placebo in adult outpatients who had panic
disorder (DSM-IV), with or without agoraphobia. These trials were assessed on the basis of their
outcomes on 3 variables: (1) the proportions of patients free of full panic attacks at endpoint; (2)
change from baseline to endpoint in the median munber of full panic attacks; and (3} change
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from baseline to endpoint in the median Clinical Global hnpression Severity score. For Stadies 1

and 2, PAXIL CR was consistently superior to placebo on 2 of these 3 variables. Study 3 failed
to consistently demanstrate a significant difference between PAXIL CR and placebo on any of
these variables.

For all 3 studies, the mean dose of PAXIL CR for completers at endpoint was approximately
50 mg/day. Subgroup analyses did not indicate that there were any differences in treatment
outcomes as a function of age or gender, .

Long-term maintenance eflects of the immediate-refease formulation of paroxetine in panic
disorder were demonstrated in an extension study. Patients who were responders during a
10-week double-blind phase with immediate-release paroxetine and during a 3-moath
double-blind extension phase were randomized to cither immediate-release paroxetine or placebo
irr a 3-moonth double-blind relapse prevention phase. Patients randomized to paroxetine were
significantly less likely to relapse than comparably treated patients who were randomized o
piacebo,

Social Anxiety Disorder: The efficacy of PAXIL CR as a treatment for social anxiety
disorder has been established, in part, on the basis of extrapolation from the established
cifectiveness of the immediate-release formulation of paroxetine. In addition, the effectiveness
of PAXIL CR in the treatment of social anxiety diserder was demonstrated in & | 7-week,
multicenter, double-blind, flexible-dose, placebo-controlled study of adult murtpatients with a
primary diagnosis of social anxiety disorder (DSM-IV). In the study, the effectiveness of
PAXIL CR (12.5 10 37.5 mg daily) compared to placebo was evaluated on the hasis of (1)
change from baseline in the Licbowitz Social Anxiety Scale (LSAS) tota! score and (2) the
proportion of responders who scored 1 or 2 (very much improved or much improved) on the
Clinical Global Impression (CGI) Global Improvement score.

PAXIL CR demeonstrated statistically significant superiority over placebo on both the LSAS
total score and the CGT Improvement responder criterion. For patients who completed the trial,
64% of patients treated with PAXIL CR compared to 34.7% of patients treated with placebo
were CGl Improvement responders.

Subgroup analyses did not indicate that there were any differences in treatment outcomes as a
function of gender. Subgroup analyses of studies utilizing the immediate-release formulation of
paroxetine generally did not indicate differences in treatrnent outcomes as a function of age, race,
or gender.

Premenstrual Dysphoric Disorder: The effectiveness of PAXIL CR for the treatment of
PMD) atilizing a continuous dosing regimen has been established in 2 placebo—controlled trials,
Patients in these trials met DSM-IV criteria for PMDD. In a pool of 1,038 patients, treated with
daily doses of PAXIL CR 12.5 or 25 mg/day, or placebo the mean duration of the PMDD
symptoms was approximately 11 + 7 years. Patients on systemic hormonal contraceptives were
excluded from these trials. Therefore, the efficacy of PAXIL CR in combination with systemic
(including oral) hormonal contraceptives for the continuous daily treatment of PMDD is
unknown. In both positive stdies, paticnts (N = 672) were treated with 12.5 mg/day or
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25 myg/day of PAXIL CR or placebo continuously throughoui the menstrual cycle for a period of
3 menstral cycles. The VAS-Total score is & patient-rated mstrument that mirrors the diagnostic
eriteriz of PMDD as identified in the DSM.IV, and includes assessments for mood, physical
symptoms, and other symptoms. 12.5 mg/day and 25 mg/day of PAXIL CR. wers significantly
more effective than placebo as measured by change from baseline to the endpoint on the futeal
phase VAS-Total score.

In a third study cmploying intermittent dosing, patients (N = 366) were treated for the 2 weeks
prioc to the onset of menses (luteal phase dosing, also known as intesmittent dosing) with
12.5 mg/day or 25 mg/day of PAXIL CR ot placebo for a period of 3 months, 12.5 mg/day and
25 mg/day of PAXIL CR, as luteal phase dosing, was significandy more effective than plawbo
as measured by change from basefine luteal phase VAS total score.

There is insufficient infonmation to determine the effect of race or age on outcome in
these studies,

INDICATIONS AND USAGE
Major Depressive Disorder: PAXIL CR is indicated for the treatment of major depressive
disorder.

The efficacy of PAXIL CR in the treatment of 2 major depressive episode was cstablished in
two 12-week controlled trials of outpatients whose dizgnoses comesponded to the DSM-IV
category of major depressive disorder {see CLINICAL PHARMACOLOGY—Clinical Trials).

A major depressive episode (DSM-IV) implies a prominent and relatively persistent (nearly
every day for at least 2 weeks) depressed mood or loss of interest or pleasure in nearly all
activities, representing a change from previous functioning, and includes the presence of al least
5 of the following 9 symptoms during the same 2-week pericd: Depressed mood, markedly
diminished interest or pleasure in usual activities, significant change in weight and/or appetite,
insomnia or hypersomnia, psychomotor agitation or retardation, increased fatigue, feelings of
guilt or worthlessness, slowed thinking or impaired concentration, a suicide attempt, or suicidal
ideation.

The antidepressant action of paroxetine in hospitalized depressed patients has not been
adeguately studied.

PAXIL CR has not been systematically evaluated beyond 12 weeks in controtled clinical
trials; however, the effectiveness of immediate-release paroxetine hydrochloride in maintaining a
response in major depressive disorder for up to 1 year has been demonstrated ina
placebo-controlled trial (see CLINICAL PHARMACOLOGY—Clinical Trials). The physician
wha elects to use PAXIL CR for extended periods should periodically re-evaluate the long-term
usefulness of the drug for the individual patient.

Panic Disorder: PAXIL CR is indicated for the treatment of panic disorder, with or without
agoraphobia, as defined in DSM-TV. Panic disorder is characterized by the occurrence of
uncxpecied panic attacks and associated concern about having additional attacks, worry about
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the implications or consequences of the attacks, and/or a significant change in behavior related to
the attacks.

The cfficacy of PAXIL CR coatrolled-release tablets was established in two 10-week trials id
panic disorder patients whose diagnoses corresponded to the DSM-IV category of panic disorder
{see CLINICAL PHARMACOLOGY—Clinical Trials).

Panic disorder (DSM-IV} is characterized by recurrent unexpected panic attacks, ic, 2
discrete period of fntense fear or discomfort in which 4 (or more) of the following symptoms
develop abruptly and reach & peak within 10 minutes: (1) palpitations, peunding heart, or
zccelerated heart rate; (2) sweating; (3) trembling or shaking; (4) sensations of shoriness of
breath or smothering; (5) feeliug of choking; (6) chest pain or discomfort; {7) nausea or
abdominal distress; (8) feeling dizzy, unsteady, lightheaded, or Faint; (9) dercalization {feelings
of unreality) or depersonalization (being detached from oneself); (10) fear of losing control; (11)
fear of dying; (12) paresthesias (numbness or tingfing sensations); {13) chills or hot flushes.

Long-term maintenance of efficacy with the immediate-release formulation of paroxetine was
demonstrated in a 3-month relapse prevention trial. In this trial, patients with panic disorder
assigned 1o immediate-release paroxetine demonstrated » lower relapse rate compared to patients
on placcho (see CLINICAL PHARMACOLOGY—Clinical Trials). Nevertheless, the physician
who prescribes PAXIL CR for extended periods should periodically re-evaluate the long-term

- usefulness of the drug for the individial patient.

Social Anxiety Disorder: PAXIL CR is indicated for the treatment of social anxiety disorder,
also known as social phobis, as defired in DSM-IV (300.23). Social anxiety disorder is
characterized by a marked and persistent fear of 1 or more social or performance situations ini
which the person is exposed to wnfamiliar people or to possible scrutiny by others. Exposure to
the feared situation almost invariably provokes anxiety, which may approach the intensity of a
panic attack. The feared situations are avoided or endured with intense anxiety or distress. The
avoidance, anxious anticipation, or distress in the feared situation{s) interferes significantly with
the person’s normal routine, occupational or academic functioning, or social activities or
relationships, or there is marked distress about having the phobias. Lesser degrees of
performance anxicty or shyness generally do not require psychopharmacological treatment.

The efficacy of PAXIL CR as a treatment for social anxiety disorder has been established, in
part, on the basis of extrapolation from the established effectiveness of the immediate-release
formulation of paroxctine. In addition, the efficacy of PAXTL CR was established ina 12-week
trial, in adult ovtpatients with social anxicty disorder (DSM-TV). PAXIL CR has not been studied
in children or adolescents with social phobia (see CLINICAL PHARMACOLOGY—Clinical
Trials).

The effectiveness of PAXTL CR in long-term treatment of social anxiety disorder, i.e., for
more than 12 weeks, has not been systematically evaluated in adequate and well-controfled trials.
Therefore, the physician who elects to preseribe PAXIL CR for extended periods should
periodically re-evaluate the long-term usefulness of the drug for the individual patient (see
POSAGE AND ADMINISTRATION),
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Premenstrual Dysphoric Disorder: PAXIL CR is indicated for the treatment of PMDD.

The efficacy of PAJIL CR in the treatment of PMDD has been established in 3
placeba-controlled trials (see CLINICAL PHARMACOLOGY-—-Clinical Trials).

The essential features of PMDD, according 1o DSM-IV, include markedly depressed mood,
anxjety or tension, affective lability, and persistent anger or irritability. Other fostures include
decreased interest in usuel activities, difficulty concentrating, lack of energy, change in appetite
or sleep, and feeling out of control. Physical symptormns associated with PMDD include breast
enderness, headache, joint and muscle pain, bloating, and weight gain. These symptoms occur

reguiarly during the luteal phase and remit within a few days following the onset of menses; the -

disturbance markedly interferes with work or school or with usual social adtivities and
relationships with others. In making the diagnosis, care should be taken to rule out other cyclical
mood disorders that may be exacerbated by treatment with an antidepressant.

The effectivencss of PAXIL CR in long-tesm use, that is, for more than 3 menstrual cycies,
has not been systematically evaluated in controlled trials. Therefore, the physician who elects 10

use PAXIL CR for extended petiods should periodically re-cvaluate the !ong-wrm usefirliess of
the drug for the individual pationt. .

CONTRAINDICATIONS

Concomitant use in patients taking either monoamine oxidase inhibftors (MAOIs) or
thioridazine is contraindicated {(see WARNINGS and PRECAUTIONS).

Concemitant use in patients taking pimozide is contraindicated (see PRECAUTIONS).

PAXIL CR is contraindicated in pationts with & hypersensitivity 1o paroxetine or to any of the
inactive ingredients in PAXIL CR.

WARNINGS
Clinical Worsening and Suicide Risk: Patients with major depressive disorder (MDD),
both adult and pediatric, may experience worsening of their depression and/or the emergence of
suicidal ideation and behavior (suicidality) or unusual changes in behavior, whether or not they
are taking antidepressant medications, and this risk may persist until significant remission
occurs. There has been a Jong-standing concern that antidepressants may have a role in inducing
worsening of depression and the emergence of suicidality in certain patients. Antidepressants
increased the risk of suicidal thinking and behavior (suicidality) in short-term stndies in children
and adolescents with Major Depressive Disorder (MDD) and other psychiatric disorders.
Pooled enalyses of short-term placebo-controlled trials of 9 antidepressant dnugs (SSRis and
others) in children and adolescents with MDD, QCD, or ather psychiatric disorders (a total of
24 trials involving over 4,400 patients) have revealed a greater risk of adverse events
representing suicidal behavior or thinking (swicidality) during the first few months of trestment
in those receiving antidepressants. The average risk of such events in patients receiving
antidepressants was 4%, twice the placebo risk of 2%. There was considerable variation in Ask
smong drugs, but a tendency toward an increase for almost all drugs stodied. The risk of
suicidality was most consistently observed in the MDD trials, but there were signals of risk
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arising from somec trials in other psychiatric indications (obsessive compulsive disorder and
social anxiety disorder) as well, No soicides occurred in any of these trials. It is unknown
whether ﬂ\e suicidali ity risk in pedlatnc patmns cx:lends to longcr-ta-m use, i.e., beyond several
months. h a -

All pedistnc paticuts being treated with anhdepmssants for any mdxcatxon should be
observed closely for dinical worsening, suicidality, and unusual changes in behavior,
especially during the initial few monihs of a course of drug therspy, or at times of dose
changes, either increases or decreases. Snch observation would generally inciude at least
weekly face-to-face contact with patients or their family membess or caregivers daring the
first 4 weekis of treatment, then every other week visits for the next 4 weeks, then at
12 weeks, and as clinically indicated beyond 12 weeks. Additional contact by telephone may
be appropriate between [ace-to-face visits.

Adults with MDD or co-morbid depression in the setting of other pyychiatvic ifluess
being treated with autidepressauts should be observed similarly for clinical worsening and

suicidality, especially during the fitial few mooths of a coarse of drug therapy, or at times
of dose changes, ¢ither increases or decreases.
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iatric wed 3 hi of c:dl havnofm oun adul

In the gldera oups {aged 2 ars apd >65 3 ch inc W arv In

adults with MDD alin re was a stafistieally si
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disorders mnay extend bevond the age of 24.

In addition, patients with a history of suicidal behavior or thoughts, those patients
exhibiting a significant degree of snicidal ideation prior to commencement of treatment,
and young adults, are at an jucressed risk of snicidal thoughts or suicide aitempts, and
should receive careful monitoring during treatment.

The following symptoms, anxicty, agitation, panic attacks, insomnia, irritability, hostility,
apgressiveness, impulsivity, akathisia (psychomotor restlessncss), hypomania, and mania, have
been reported in adult and pediatric patients being treated with antidepressants for major
depressive disorder as well as for other indications, both psychiatric and nonpsychiatric.
Although a causai link berween the emergence of such sympioms and either the worsening of
depression and/or the emergence of suitidal impulses hes niot been established, there is concern
that such symptoms may represent precursoss to emerging suicidality.

Consideration should be given to changing the therapetic regimen, including possibly
discontinuing the medication, In patients whose depression is persistently waxse, or who are
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experiencing emergent suicidality or symptoms that might be precursors to worsening depression
or suicidality, especially if these symptoms are severe, abrupt in onset, or were not part of the
patient’s presenting symptoms.

If the decision has been made to discontinue treatment, medication should be tapered, as
rapidly as is feasible, bart with recognition that abrupt discontinuation can be associated with
certain symptoms {sce PRECAUTIONS and DOSAGE AND ADMINISTRATION—
Discontinuation of Treatment With PAXIL CR, for a descoiption of the risks of discontinvation
of PAXIL CR). '

Famnilies nod caregivers of pedistric patients being treated with antidepressants for
major depressive disorder or other indications, both psychiztric and nonpsychiatric,
shoald be alerted about the need to monitor patients for the emergence of agitation,
irritability, unusuzl changes ie behavior, and the other symploms described above, as well
a5 the emergence of suicidality, and to report such symptoms immediately to health care
providers. Such monitoring should include daily observation by families and caregivers.
Prescriptions for PAXIL CR should be written for the smallest quantity of tablets consistent with
good patient management, in order 1o reduce the risk of overdose. Families and caregivers of
adults being treated for depression should be similarly advised.

Screening Patients for Bipolar Disorder: A major depressive opisode may be the initial
presentation of bipolar disorder. It is generally believed (though not established in controlled
trials) that treating such an episode with an antidepressant alone may increase the likelihood of
precipitation of a mixed/manic episode in patients at risk for bipolar disorder. Whether any of the
symptoms described above represent such a conversion is unknown. However, prior to initiating
treatment with an entidepressant, patients with depressive symptoms should be adequately
screened to determine if they are at risk for bipolar disorder; such screening should include a
detailed psychiatric history, including a family history of suicide, bipolar disorder, and
depression. It should be noted that PAXTL CR is not approved for use in treating bipolar
depression.

Potential for Interaction With Monoamine Oxidase Inhibitors: In patients receiving |
spnother serotonin reaptake inhibitor drug in combinaticn with an MAOI, there have been
reports of serious, sometimes fatal, reactions incleding hyperthermis, rigidity, mryoclonus,
autonomic instability with possible rapid fiuctuations of vital signs, and mental status
changes that include extreme agilation progressing to delirium and coma. These reactions
have also been reported in patients who have recently discontinaed that drug and have
been started on an MAOL Some cases presented with features resembling neuroleptic
malizgnant syndrome. While there ar¢ no human data showing such 2s intersction with
paroxetine bydrochloride, limited anima) data on the effects of combined use of paroxetine
and MAO]Is suggest that these drugs may sct synergistically to elevate blood pressure and
evoke bebavioral excitation. Therefore, it is recommended that PAXIL CR ot be used in
combination with an MAOI, or within 14 days of discontinuing treatment with amn MAOIL
At least 2 weeks should be allowed after stopping PAXIL CR before starting an MAOL
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Potential Interaction With Thioridazine: Thioridazine administration alone produces
prolongation of the QTc interval, which is associated with serious ventricniar arvhythmias,
such as torsade de pointes-type arrhythmias, and sudden death. This effect appears to be
dose related. ’

An in vive study suggests that drugs which inhibit CYP2D6, such as paroxetine, will
dlevate plasma levels of thioridazine. Therefore, it is recommended that paroxetine not be
used in combination with thioridazine (see CONTRAINDICATIONS and
PRECAUTIONS).

Usage in Pregnancy: Teratogenic Effects: Epidemiological studies hiave shown that
infants born to womnen who had first trimester paroxetine exposure kad an increased risk of
cardiovascular mal formations, primarily ventricular and atrial septal defects (VSDs and ASDs).
in general, seplal defects range from those that are symptomatic and may require surgery 1o thase
that are asymptomatic and may resolve sponlaneously. If a patieat becomes pregnant while
taking paroxetine, she should be advised of the potential harm to the fetus. Unless the benefits of
paroxetine 10 the mother justify continuing treatment, consideration should be given to either
discontinuing paroxetine therapy or switching to another antidepressant (sce PRECAUTIONS—
Discontinuation of Treatment with PAXIL CR). For women who intend to become pregnant or
are in their first trimester of pregnancy, paroxetine should only be initiated after consideration of
the other available treatment options.

A study based on Swedish national registry data evaluated infants of 6,896 women exposed tp
antidepressants in early pregnancy (5,123 women exposcd to SSRIs; including 815 for
paroxetinc). Infants exposed to paroxetine in early pregnancy had an increased sk of
cardiovascular malformations (primarily VSDs and ASDs) compared to the entire registry
population (OR 1.8; 95% confidence interval 1,1-2.8). The rate of cardiovascular malformations
following early pregnancy paroxetine exposure was 2% vs. 1% in the entire registry poputation.
Among the same paroxstine exposed infants, an examination of the data showed no increase in
the overall risk for congenital malformations.

A separate retrospective cohort study using US United Healthcare data evaluated 5,956 infanis
of mothers dispensed paroxetine or other antidepressants during the first trimester (n= 815 for
paroxetine). This study showed a trend towards an increased risk for cardiovascular
malformations for paroxetine compared to other antidepressants (OR 1.5; 95% confidence
interval 0.8-2.9). The prevslence of cardiovascular malformations following first trimester
dispensing was 1.5% for patoxetine vs. 1% for other antidepressants. Nine out of 12 infants with
cardiovascular matformations whose mothers were dispensed paroxetine in the first trimester had
VSDs, This study also suggested an increased risk of overall major congenital malformations
(inclusive of the cardiovascular defects) for paroxetine compared to other antidepressants (OR
1.8; 95% confidence interval }.2-2.8). The prevalence of all congenitai malformations following
first trimester exposure was 4% for paroxetine vs. 2% for other antidepressants.

Animal Findings: Reproduction studies were performed at doses up to 50 mg/kg/day in rats
and 6 mg/kg/day in rabbits administered during organogenesis. These doses are approximately
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8 (rat) and 2 (rabbit) times the MRHD on an mg/m” basis. These studies have revealed no
evidence of teratogenic effects. However, in rats, there was an increase in pup deaths during the
first 4 days of lactation when dosing occurred during the last trimester of gestation and continued
throughout lactation. This effect occurred at a dose of 1 mg/kg/day or approximately one-sixth of
the MRHD on an mg/m’ basis. The no-¢ffect dose for rat pup mortality was not determined. The
cause of these deaths is not known

Nonteratogenic Effects: Neonates exposed to PAXIL, CR and other SSRIs or scrotonin
and norepinephtine reuptake inhibitors {(SNRIs), late in the third trimester have developed
complications requiring prolonged hospitalization, respiratory support, and tube feeding. Such
complications can arise immediately upon delivery. Reported clinical findings have included
respiratory distress, cyanosis, apnea, seizures, temperature instability, feeding difficulty,
vomiting, hypoglycemia, hypotonia, hyperionia, hyperreflexia, remor, jitteriness, irritability, and
constant crying. These features are consistent with either a direct toxic effect of SSRIs and
SNRIs or, possibly, a drug discontinuation syndrome. It should be noted that, in some cases, the
clinical picture is consistent with serotonin syndrome (see WARNINGS—~Potential for
Interaction With Monoamine Oxidase Inhibitors).

There have also been postmarketing repotts of premature births in prcgtant women exposed
1o paroxetine or other SSRis.

‘When treating a pregnant woman with paroxetine during the third trimester, the physician
should carefully consider the potential risks and benefits of treatment (sce DOSAGE AND
ADMINISTRATION).

PRECAUTIONS

General: Activation ofManfaﬂiypomania. During premarketing testing of
immediate-release pamxeuuc hydrochieride, hypomania or mania occurred in approximately
1.0% of pamxetme-trealud unipolar patients compared 1o 1.1% of active-control and 0.3% of
placcho-treated unipolar patients. In a subsct of patients classified as bipolar, the rate of manic
episodes was 2.2% for immediate-release paroxetine and 1 1.6% for the combined active-control
groups, Among 1,627 petients with major depressive disorder, panic disorder, social anxicty
disorder, or PMDD treated with PAXIL CR in contratled clinical studies, there were nd reports
of mania or hypomania. As with all drugs effective in the treatment of major depressive disorder,
PAXIL CR should be uscd cautiously in patients with a history of mania.

Seizures: During premarketing testing of immediate-release paroxetine hydrochloride,
seizures oceurred in 0.1% of paroxctine-treated paticnts, a rate similar to that associated with
other drugs effective in the treatment of major depressive disarder. Among 1,627 patients who
received PAXIL CR in controlled clinical trials in major depressive disorder, panic disorder,
social anxiety disorder, or PMDD, 1 patient (0.1%4) expericnced a seizure. PAXIL CR should be
used cautiously in patients with a history of seizures. It should be discontinued in any patient
who develops seizures.

12

Produced By GSK in Dolin v. GSK (N.D. IL.), Case No.: 12¢v06403

PAR004668029

PAR0044468029



463
469
470
471
4712
413
474
475
476
477
478
479
450
481
a2
483
484
435
486
487
488
489
490
49
492
493
494
495
496
497
498
499

0
502
503
504
505
506
507

Discontinuation of Treatment With PAXIL. CR: Adverse events while discontinuing
therapy with PAXIL CR were not systematically cvaluated in most clinical trials; however, in
recent placebo-controlled dinical trials utilizing daily doses of PAXIL CR up to 37.5 mg/day,
spontancously reported adverse events while discontinuing therapy with PAXIL CR were
evaluatod. Patients receiving 37.5 mg/day underwent an incremental decrease in the daily dose
by 12.5 mg/day to a dosc of 25 mg/day for 1 week before treatment was stopped. For patients
receiving 25 mg/day or 12.5 mg/day, treatmeat was stopped without an incremeantal deorcase in
dose. With this regimen in those studies, the following adverse events were reported for
PAXIL CR, at an incidence of 2% or greater for PAXIL CR and were at least twice that reported
for placebo: Dizziness, nausea, nervousness, and additional symptoms described by the
investigator as associated with tapering or discontinuing PAXIL CR, (e.g., emotional 1ability,
headache, agitation, electric shock sensations, fatigue, and slecp distarbances). These events
were reported as serious in 0.3% of patients who discontinued therapy with PAXH. CRL

During marketing of PAXTL CR and other SSRIs and SNRIs, there have been spontaneous
reports of adverse events occurting upon discontinuation of these drugs, (particularly when
sbrupt), including the following: Dysphoric mood, irritability, agitation, dizziness, sensory
disturbances (.., paresthesias such as electric shock sensations and tinnitus), anxicty,
confusion, headache, lethargy, emotional lability, insormnia, and hypomania. While these events
arc generally self-limiting, there have been reports of serious discontinuation symptoms.

Patients should be monitored for these symptoms when discontinuing treatment with
PAXIL CR. A gradual reduction in the dose rather than abnupt cessation is recommended
whenever pussible. If intolerable symptoms occur following a decrease in the dosc or upen
discontinuation of treatment, then resuming the previously prescribed dose may be considered.
Subsequently, the physician may continue decreasing the dose but at 2 more gradual rate (sce
DOSAGE AND ADMINISTRATION).

See also PRECAUTIONS—Pediatric Use, for adverse everts reported upon discontinuation
of treatment with paroxetine in pediatric patients,

Akathisia: The use of paroxetine or other SSRI5 has been associated with the development
of akathisia, which s characterized by an inner sense of restlessness and psychomotor agitation
such as an inability to sit or stand still usually associated with subjective distress. This is most
likely to occur within the ficst few weeks of treatment.

Hyponatremla: Several cases of hyponatremia have been reported with immediate-relense

. paroxetine hydrochloride. The hyponatrernia appeared to be reversible when paroxetine was

discontinued. The majority of these occurrences have been in elderty individuals, some in
patients taking diuretics or who were otherwise volume depleted.

Serotonin Syndrome: The development of a serotonin syndrome may ocour in association
with treatment with paroxetine, particularly with concomitant use of serotonergic drugs and with
drugs which may have impaired metabolisin of immediate-release paroxetine hydrochloride.
Symptoms have included agitation, confusion, diaphoresis, hellucinations, hyperreflexia,
myocionus, shivering, tachycardia, and remor. The concomitant use of PAXIL CR with
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serotonin precursors (such as tryptophan) is not recommended (see WARNINGS—Potential for
interaction With Monoamine Oxidase Inhibitors and PRECAUTIONS—Drug Iateractions).

Abnormal Bieeding: Published case reports have documented the occurrence of bleeding
cpisodes in patients treated with psychotropic drugs that interfere with serotonin reuptake,
Subsequent epidemiclogicel studics, both of the case-control end cohort design, have
demonstrated an association between use of psychotropic drugs that intecfere with serotonin
reuptake and the occurrence of upper gastrointestinal bleeding. In 2 studies, concwrent use of a
nonsteroidal anti-inflammatory drug (NSAID) or aspirin potentiated the risk of bleeding (see
Drug Interactions). Although these studies focused on upper gastrointestinal bleeding, there is
reason to believe that bleeding at other sites may be similarly potentiated. Patients should be
cautioned regarding the risk of bleeding associated with the concomitant use of paroxetine with
NSAIDs, aspirin, or other drugs that affect coagulation.

Use In Patients With Concomitant lliness: Clinical experience with immediate-release
paroxetine hydrochloride in patients with cartain concomitant systemic iliness is limited. Caution
is advisable in using PAXIL CR in patienits with diseases or conditions that could affect
metabolism or hemodynamic responses. ' ) '

As with other SSRIs, mydriasis has been infrequently reported in premarketing studies with
paroxetine hydrochloride. A few cases of acule angle closure glaucoma associated with therapy
with immediate-relcase paroxetine have been reported in the literature. As mydriasis can cause
acite angle closure in patients with narmow angle glaucoma, caution shouid be used when
PAXIL CR is prescribed for patients with namow angle glaucoma.

PAXIL CR. or the immediate-release formulation has not been evaluated or used to any
sppreciable extent in patients with a recent history of myocardial infarction or unstable heart
disease: Patients with these diagnoses were excluded from clinical studies during premarket
testing. Evaluation of electrocardiograms of 682 patients who received immediate-release
paroxetine hydsochtoride in double-blind, placebo-controlled trials, however, did not indjcate
that paroxetine is associated with the development of significant ECG abrormalities. Similarly,
paroxetine hydrochloride does not cause any duucaﬂy important dranges in heart rate or blood
pressure.

Increased plasma concentrations of paroxetine occur in patients with severe renal impairment
{creatinine clearance <30 mL/min.} or severe hepatic impairment. A lower starting dose should
be used in such patients (see DOSAGE AND ADMINISTRATION).
tnformation for Patients? Prescribers or other health professionals should inform patients,
their families, and their caregivers about the benefits and risks associated with treatment with
PAXIL CR and should counsel them in its appropriate use. A patient Medication Guide About
Using Antidepressants in Children and Teenagers is available for PAXIL CR. The prescriber or
health professional should instrct patients, their families, and their caregivers 10 read the
Medication Guide and should assist them in understanding its contents. Patients should be given
the opportunity to discuss the contents of the Medication Guide and to oblain answers to any

14

Produced By GSK in Dolin v. GSK (N.D. IL.), Case No.: 12¢v06403

PAR004668031

PAR00446468031



547
543
549
550
551
352
353
554
555
556
557
558
559
560
561
562
363
364
565
566
567
568
569
570
N
572
373
574
375
576
517
578
579
580
581
582
583
534
585
586

questions they may have. The complete text of the Medication Guide is reprinied at the end of
this document.

Patients should be adyised of the following issues and asked to alext their prescriber if these
occue while taking PAXIL CRL
Clinical Worsening and Suicide Risk: Patients, their families, and their carcgivers should
be encouraged to be alert to the emergence of anxiely, agitation, panic altacks, insomnia,
irritability, hostility, apgressiveness, impulsivity, akathisia (psychomotor restiessness),
hypomania, mania, other unusual changes in behavior, worsening of depression, and suicidat
ideation, especially early during antidepressant treatment and when the dose is adjusted up or
down. Families and ceregivers of patients should be advised to observe for the emergence of
such symptoms on a day-to-day basis, since changes may be abrupt. Such symptoms should be

reported to the patient™s prescriber or health professional, especially if they are severe, sbrupt in

onset, or were not part of the paticnt’s presenting symptoms. Symptoms such as these may be
associated with an increased risk for suicidal thinking and behavior and indicate a need for very
close monitoring and possibly changes in the medication.

PAXIL CR should not be chewed or crushed, and should be swallom:d whole.

Drugs That Interfere With Hemostasis (NSAIDs, Aspirin, Warfarin, etc.): Patienis
should be cautioned about the concomitant use of paroxetine and NSAIDs, sspirin, or other drugs
that affect coagulation since the combined use of psychotropic drugs that interfere with serotonin
reuptake and these agents has been associated with an increased risk of bleeding.

Interference With Cognitive and Mofor Performance: Any psychoactive drag may
impair judgment, thinking, or motor skills. Although in controlled stadies immediate-release
paroxetine hydrochloride has nat been shown to impair psychomotor performance, patients
shouid be cautioned about operating hazardous machinery, including automobiles, until they are
reasonably certain that therapy with PAXIL CR does not affect their ability to engage in such
activities.

Completing Course of Therapy: While patients may notice improvement with use of
PAXIL CR in } to 4 wecks, they should be advised to continue therapy as directed.

Concomitant Medications: Paticnts should be advised 10 inform their physician if they are
king, or plan to take, eny prescription or over-the-counter drugs, since there is 2 potential for
interactions.

Alcohiol; Although immediate-release paroxetine hydrochloride has not been shown 1o
increase the impatrment of memtal and motor skills caused by alcohol, patienss should be advised
to avoid alcohol while taking PAXIL CR.

Pregnancy: Patients should be advised to notify their physician if they become pregnant or
intend to become pregnant during therapy (sec WARNINGS—Usage in Pregnancy: Teratogenic
and Nonteratogenic Effects).

Nursing: Patients should be advised to notify their physician if they are breast-feeding an
infant (see PRECAUTIONS-—Nursing Mothers).

Laboratory Tests: There are no specific laboratory tests recommended.

15
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Drug interactions: Tryptophan: As with other serotonin reaptake inhibitors, an interaction
between paroxetine and tryptophan may occur when they are coadminisiered. Adverse
experiences, consisting primarily of headache, nausea, sweating, and dizziness, have been
reported when tryptophian was administered to patients taking immediate-release paroxetine.
Consequently, concomitant use of PAXIL CR with tryptophan is not recommended (see
Serotonin Syndrome).

Monoamine Oxidase Inhibitors: See CONTRAINDICATIONS and WARNINGS.

Pimozide: In a controfied study of healthy volunteers, after immediate-release paroxetine
ydrochloride was titrated to 60 mg daily, co-administration of a single dose of 2 mg pimozide
was associated with mean increases in pimozide AUC of 151% and Cays of 62%, compared to
piraozide administered alone. Due to the narrow therapeutic index of pimozide and its known
gbility to prolong the QT interval, concomitant use of pimozide and PAXIL CR is
contraindicated (see CONTRAINDICATIONS).

Serotonergic Drugs: Based on the mechanism of action of paroxetine and the potentiat for
serotonin syndrome, caution is advised when PAXIL CR is coadministered with other drugs or
agents that may effect the serotonergic netrotransmitter systems, such as tryptophan, triptans,
serotonin reuptake inhibitors, linezolid (an antibiotic which is a reversible non-selective MAQI),
lithium, tramadal, or St. John's Wort (see Serotonin Syndrome).

Thioridazine: Scc CONTRAINDICATIONS and WARNINGS.

Warfarin: Preliminary data suggest that there may be a pharmacodynamic interaction (that
causes an increased bleeding diathesis in the face of unaltered prothrombin time) between
paroxetine and warfarin. Since there is littie clinical experience, the concomitant administration
of PAXIL CR and warfarin should be undertaken with caution (see Drugs That Interfere With
Hemostasis).

Triptans: There have been rare postmarketing reports describing patients with weakness,
hyperreflexia, and incoordination following the use of an SSRY and sumatriptan. If concomitant
treatment with a {riptan and an SSR1 {e.g., fluoxetine, fluvoxamine, paroxetine, sertraline) is
clinically warranted, appropriate observation of the patient is advised (see Serotonin Syndrome).

Drugs Affecting Hepatic Metabolism: The metabolism and pharmacokinetics of
paroxetine may be affected by the induction or inhibition of drug-metabolizing enzymes.

Cimetidine: Cimetidine inhibits many cytochtome Pysp (oxidative} enzymes. In a study
where immediate-release paroxetine (30 mg once daily) was dosed orally for 4 weeks,
steady-state plasma concentrations of paroxetine were increased by approximately 50% during
coadministration with oral cimetidine (300 mg three times daily) for the final week, Therefore,
when these drugs are administered concurrently, dosage adjustment of PAXIL CR afier the
starting dose should be guided by clinical effect. The effect of paroxetine on cimetidine’s
pharmacokinetics was not studied.

Phenobarbital: Phenobarbital induces many cytochrome Pase (oxidative) enzymes. When a
single oral 30-mg dosc of immediate-release paroxctine was administered at phenobarbital
steady state (100 mg once daily for 14 days), paroxetine AUC and Ty, were reduced (by an

average of 25% and 38%, respectively) compared to paroxetine administered alore. The effect of
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paroxetine on phenobarbital pharmacokinetics was not studied. Since paroxetine exhibits
nonlinear pharmacokinctics, the results of this study may net address the case where the 2 drugs
are both being chronically dosed. Na initial dossge adjustment with PAXIL CR is considered
necessary when ceadministered with phenobarbital; any subsequent adjustment should be guided
by clinical effect. :

Phenytoin: When a single oral 30-mg dose of immediate-release paroxetine was
administered at phenytoin steady state (300 mg onice daily for 14 days), paroxetine AUC and Ty,
were reduced (by an average of 50% and 35%, respectively) compared to immediate-release
parexetine administered alone. In a separate study, when a single oral 300-mg dose of phenytoin
was administered at paroxetine steady state (30 mg once daily for 14 days), phemytoin AUC was
slightly reduced (12%: on average)} comypared to phenytoin administered alone. Since both drugs
exhibit nenlincar pharmacokinetics, the above studies may not address the case where the
2 drugs are both being chronically dosed, No initial dosage adjustments are considered necessary
when PAXIL CR is coadministesed with phenytoin; any subsequent adjustments should be
guided by clinical effect (see ADVERSE REACTIONS-—Postmarketing Reports).

Drugs Metabolized by CYP2D6: Many drugs, including most drugs effective in the
treatment of major depressive disorder {paroxetine, other SSRIs, and many tricyclics), are
metabolized by the cytochrome Pysp isozyme CYP2D6. Like other agents that are metabolized by
CYPID6, paroxctine may significantly inhibit the activity of this isozyme. In most patients
{»90%), this CYP2D6 isozyme is saturated early during paroxetine dosing. In I study, daily
dosing of immediate-release paroxetine (20 mg once daily) under steady-state conditions
increased single-dose desipramine (100 mg) Caax, AUC, and Tiyg, by an average of approximately
2-, 5-, and 3-fold, respectively. Concomitant use of paroxetine with risperidone, a CYP2D6
substrate has also been evaluated. In 1 study, daily dosing of paroxetine 20 mg in patients
stabitized on risperidanc (4 to 8 mg/day) increased mean plasma concentrations of risperidone
approximately 4-fold, decreased 9-hiydroxyrisperidone concentrations approximately 10%, and
increased concentrations of the active moicty (the sum of risperidone plus 9-hydroxyrisperidone)
approximately §.4-fold. The effect of paroxciine on the pharmacokinetics of atomoxetine has
been evaluated when both drugs were at steady state. In healthy voluntesrs who were extensive
metabolizers of CYP2D6, paroxetine 20 mg daily was given in combination with 20 mg
atomoxetine every 12 hours. This resulted in increases in steady state atomoxetine AUC values
that were 6- to 8-fold greater and in atomoxeting Cax values that were 3- to 4-fold greater than
when atomoxetine was given alone. Dosage adjustment of atomoxetine may be necessary and it
is recommended that atomoxetine be initiated at a reduced dose when given with paroxetine.

Concomitant use of PAXIL CR with other drugs metabolized by cytochrome CYP2D6 has not
been formally studied but may require lower doses than usually prescrived for either PAXIL CR
or the other drug.

Therefore, coadministration of PAXIL CR with other drugs that are metabolized by this
isozynte, including certain drugs effective in the treatment of major depressive disorder {e.g.,
norgiptyline, amitriptyline, imipramine, desipramine, and fluoxetine), phenothiazines,
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risperidone, and Type 1C antiahythmics (¢.g., propafenone, fiecainide, and encainide), or that
inhibit this enzyme (e.g., quinidine), should be approached with caution.

However, due to the risk of serious veatricular arthythmias and sudden death potentially
associated with clevated plasma levels of thioridazine, paroxetine and thioridazine should not be
coadministered (see CONTRAINDICATIONS and WARNINGS). )

At steady state, when the CYP2D6 pathway is cssentially saturated, paroxetine clearance is
governed by alternative Pyss isozymes that, mnlike CYP2D6, show no evidence of saturation {scc
PRECAUTIONS—-Tricyclic Antidepressants).

Drugs Metabolized by Cytochrome CYP3A4: Anin vivo interaction study involving
the coadministration under steady-state conditions of paroxetine and terfenadine, 2 substrate for
CYP3A4, revealed no effect of paroxefine on ferfenadine pharmacokinetics. In addition, in vitro
studies have shown ketoconazole, a potent inhibitor of CYP3A4 activity, 10 be at Jeast 100 times
more potent than paroxetine as an inhibitor of the metabolism of several substrates for this
enzyme, including terfenadine, astemizole, cisapride, triazolam, and cyclosporine. Based on the
assumption that the relationship between paroxetine’s in vitro Ky and its lack of effect on
terfenading’s in vivo clearance predicts its cffect on other CYP3A4 substrates, paroxetine's
extent of inhibition of CYP3A4 activity is not likely to be of clinical significance.

Tricyclic Antidepressants (TCAs); Cautlon is indicated in the coadministration of TCAs
with PAXIL CR, because paroxetine may inhibit TCA metabolism. Plasma TCA concentrations
may need to be monitored, and the dose of TCA may need to be reduced, ifa TCA is
cosdministered with PAXIL CR (sec PRECAUTIONS-—Drugs Metabolized by Cytochrome
CYP2D6).

Drugs Highly Bound to Plasma Protefn: Because paroxetine is highly bound 1o plasma
proteiri, sdministration of PAXIL CR to a patient taking another drug that is highly protein
bound may cause increased free concentrations of the other drug, potentially resulting in adverse
events. Conversely, sdverse effects could result from displacement of paraxetine by other highly
bound drugs.

Drugs That Interfere With Hemostasis (NSAIDs, Aspirin, Warfarin, efc.):
Serotonin release by platelets plays an important role in hemosiasis. Epidemiological studies of
the case-control and cohort design that have demonstrated an association between use of
psychotropic drugs that interfere with serotonin reuptake and the occurrence of upper
gastrointestina] blecding have also shown that concurrent use of an NSAID or aspirin potentiated
the Fisk of bleeding. Thus, patients should be cautioned about the use of such drugs concurrently
with paroxetine.

Alcohol: Although paroxetine does not increase the impairment of mental and motor skills
caused by alcobo), patients should be advised 10 avoid alcohol while taking PAXIL CR.

Lithium: A multiple-dose study with immediate-release paroxetine hydrochloride has shown
that there is no pharmacokinetic itterction between paroxetine and lithium carbonate. However,
due to the potmha.! {or serotonin syndrome, caution is advised when immediate-release
paroxetine hydrochloride is coadministered with lithium.
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Digoxin: The steady-state pharmacokinetics of paroxetine was not altered when administered
with digoxin at steady state. Mean digoxin AUC at steady state decreased by 15% in the
presence of paroxetine. Since there is little clinical experience, the concurrent administration of
PAXIL CR and digoxin should be undertaken with caution.

Diazepam: Under steady-state conditions, diazepam does not appear to affect paroxetine
kinetics. The effects of paroxetine on diazepam were not evaluated.

Procyclidine: Datly oral dosing of immediate-relcase paroxetine (30 mg once daily)
increased steady-state AUCo.24, Com, 814 Cain values of procyclidine (5 mg oral once daily) by
35%, 37%, and 67%, respectively, compared to procyclidine alone at steady state_ Jf
anticholinergic effects are seen, the dose of procyclidine should be reduced.

Beta-Blackers: In a study where propranclol (30 mg twice daily) was dosed orally for
18 days, the cstablished stcady-state plasma concentrations of propranolol were unaltered during
coadministration with immediate-release paroxetine (30 mg once daily) for the final 10 days. The
efiects of propranolo! on paroxetine have not been evaluated (see ADVERSE REACTIONS—
Postmarketing Reports).

Theophyiline: Reports of clevated theophyltine levels associated with immediste-relcase

paroxetine treatment have been reported. While this interaction has not been formally studied, it -

is recommetided that theophylline kevels be monitored when these drugs are concurrently
administered.

FasamprenavirRitonavir: Co-administration of fosamprenavir/dtonavir with paroxetine
significantly decreased plasma fevels of paroxetine. Asy dose adjustment should be guided by
clinical effect (tolerability and efficacy).

Electroconvulsive Therapy (ECT): There are no clinical studies of the combined use of
ECT and PAXJL CR.

Carcinogenesis, Mutagenesis, impairment of Fertility: Carcinogenesis: Two-year
carcinogenicity studies were conducted in rodents given paroxetine in the diet at 1, 5, and

25 mg/kg/day (mice) and 1, 5, and 20 mg/xg/day (rats). These doses are up to approximately 2
{mouse) and 3 (rat) times the maximum recommended human dose (MRHD) on 8 mg/m® basis.
There was a significantly greater number of male rats in the high-dose group with reticutum cell
sarcomas (1/100, 0/50, 0/50, and 4/50 for control, low-, middle-, and high-dase groups,
respectively) and = significantly increased tnear trend across dose groups for the occurrence of
lymphoreticular tumors in male rats. Female rats were not affected. Although there was a
dose-related increase in the number of tumors in mice, there was nio drug-related increase in the
number of mice with tumors. The relevance of these findings to humans is unkniown.

Mutagenesis: Paroxetine produced no genotaxic effects in a battery of 5 in viro and 2 in
vivo assays that included the following: Bacterial mutation assay, mouse lymphoma mutation
assay, unscheduled DNA synthesis assay, and tests for cylogenetic aberrations in vivo in mouse
bane mamow and in vitro in human lymphocytes and in a dominant jethal test in rats.

Impairment of Fertility: A reduced pregmancy rate was foumd in reproduction studies in
rats at a dosc of paroxetine of 15 mg/kg/day, which is approximately twice the MRHD on a
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mg/m’ basis. Irreyersible fesions aceurred in the reproductive tract of male rats afier dosing
toxicity studies for 2 to 52 weeks. These lesions consisted of vacualation of cpididymal tubuiar
epithelium at 50 mg/kg/day and atrophic changes in the seminiferous tubules of the testes with
arrested spermatogenesis at 25 mg/kg/day (approximately § and 4 times the MRHD on 2 mg/m”
basis)

Pregnancy: Pregnancy Category D. See WARNINGS—Usage in Pregnancy: Teratogenic and
Nonteratogenic Effects.

Labor and Delivery: The effect of paroxetine on 1abor and delivery in humans is unknown.
Mursing Mothers: Like many other drugs, paroxetine is secreted in human milk, and caution
should be exercised when PAXIL CR is administered to a nussing woman.

Pediatric Use: Safcty and effectivencss in the pediatric population have not been established
(sce BOX WARNING and WARNINGS—Clinical Worscning and Suicide Risk). Three
placebo-controlied trials in 752 pediatric patients with MDD have been conducted with PAXIL,
and the data were not sufficient to support # claim for use in pediatric patients. Anyone
considering the use of PAXIL CR in a child or adolescent must balance the potential risks with
the clinical need.

In placebo-controlled clinical trisls conducted with pediatric patieats, the following adverse
events were reported in at least 2% of pediatric patients treated with immediate-release
paroxetine hydrochloride and occurred at a rate at least twice that for pediatric patients receiving
placebo: emotional fability (including seff-harm, suicidal thoughts, attempted suicide, crying, and
mood fluctuations), hostility, decreased appetite, tremor, sweating, hypeskinesia, and agitation.

Events reported upen discontinuation of treatment with immediate-release paroxetine
hydrochloride in the pediatric clinical trials that included a taper phase regimen, which occurred -
in at Jeast 2% of patients who received immediate-release paroxetine hydrochloride and which
occurred at & rate at least twice that of placcbo, were: emotional lability (including suicidal
ideation, suicide attempt, mood changes, and tearfitlness), nervousness, dizziness, nausea, and
abdominal pain (see Discontinuation of Treatment With PAXTIL CR).

Gerlatric Use: In worldwide premarketing clinical triats with immediate-release paroxetine
hydrochlaride, 17% of paroxetine-treated patients (approximately 700) were 63 years or older.
Pharmacokinetic studies revealed a decreased clearance in the elderly, and a lowes starting dose

" is recommendad; there were, however, no overal differences in the adverse event profile

between elderly and younger patients, and effectiveness was similar in younger and older
patients (see CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION).

1n a controlled study focusing specifically on elderly patients with major depressive disorder,
PAXIL CR was demonstrated to be safe and effective in the treatment of elderly patients (>60

years) with major depressive disorder, (See CLINICAL PHARMACOLOGY—Clinical Trials
and ADVERSE REACTIONS—Table 2.)
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ADVERSE REACTIONS

The information included under the “Adverse Findings Observed in Short-Term,
Placebo-Controlled Trials With PAXIL CR” subscction of ADVERSE REACTIONS is based on
data from 11 placebo-controlied clinical trials. Three of these studies were conducted in patients
with major depressive disorder, 3 studies were done in patients with panic disorder, 1 smdy was
conducted in patients with social anxiety disorder, and 4 studies were done in female patients
with PMPD. Twa of the studies in major depressive disordey, which enrolled paticats in the age
range 18 10 65 years, are pooled. Information from a thitd study of major depressive disorder,
which focused on elderly patients {60 {0 88 years), is presented separately as is the information
from the panic disorder studies and the information from the PMDD studies. Information on
additional adverse events associated with PAXIL CR and the immediate-release formulation of
paroxetine hydrochloride is included in a separate subsection {see Other Events).

Adverse Findings Observed in Short-Term, Placebo-Controlied Trials With PAXIL
CR:

Adverse Events Associated With Discontinuation of Treatment: Major Depressive
Disorder: Ten percent (214212} of patients treated with PAXIL CR discontinued treatment due
1o an adverse cvent in a pool of 2 studies of patients with major depressive disorder. The most
common cvents (21%) associated with discontinuation and considered to be drug related (i.c,
those events associated with dropows at a rate approximately twice or greater for PAXIL CR
compared to placebo} included the following:

PAXIL CR Placebo

(n=212) (o= 211)
Nausea 37% : 0.5%
Agthenia 1.9% 0.5%
Dizziness 1.4% 0.0%
Somnolence 1.4% 06.0%

in a placebo-controlied study of elderly patients with major depressive disorder, 13% (13/104)
of patients treated with PAXIL CR discontinued due to an adverse event. Events meeting the
above criteria included the following:

PAXIL CR Placebo

(n = 104) (a =109
Nsusea 2.9% 0.0%
Headache 1.%%% 0.9%
" Depression 1.9% 0.0%
LFT’s abnormal 1.9% 0.0%
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Panic Disorder: Eleven percent {50/444) of patienis treated with PAXIL CR in panic

disorder studies discontinued treatment due to an adverse cvent. Events mecting the above
criteria included the following:

PAXIL CR Placebo

{n=444) (n = 445)
MNausea 29% 0.4%
Insomnia 1.8% 0.0%
Headache 1.4% 0.2%
Asthenia 1.1% 0.0%

Social Amxiety Disorder: Three percent (5/186) of patients treated with PAXHL. CR in the
social anxiety disorder study discontinued treatment due to an adverse event. Events meeting the
above criteria included the following:

FAXILCR Placebo

(n = 186) (n=184)
Nausea 2.2% 0.5%
Headache 1.6% 05%
Diarrhes 1.1% 0.5%

Premaenstrual Dysphoric Disorder: Spentancously reported adverse events were
monitored in studies of both continuous and intermitient dosing of PAXIL CR in the treatment of
PMDD. Generally, there were few differences in the adverse event profiles of the 2 dosing
regimens. Thirteen percent (88/681) of patients treated with PAXIL CR in PMDD studies of
continucus dosing discontinued treatment due to an adverse event.

The most common events (21%) associated with discomtinuation in either group treated with
PAXIL CR with an incidence rate that is at least twice that of placebo in PMDD trials that
employed a continuous dosing regimen are shown in the following table. This tble also shows
those events that were dose dependent (indicated with an asterisk) as defined as events having an
incidence rate with 25 mg of PAXIL CR that was at least twice that with 12.5 mg of PAXTL CR -
{as well as the placebo group).

22

Produced By GSK in Dolin v. GSK (N.D. IL.), Case No.: 12¢v06403

PAR004668039

PAR0044468039



£29
£30
831
832
833
834
835
836
837
338
839

841
842
843
844
845
846
847
848
849
830
B5t
852
853

PAXIL CR PAXN. CR Placebo
25 mg 2.5 mg (rn =349)
(n=348) (o = 333)

TOTAL 15% 9.9% 63%
Nausea' 6.0% 2.4% 0.9%
Asthenia 4.9% 3.0% o 14%
Somnolence” 4.3% 1.8% 03%
Insomnia . 23% 1.5% 0.6%
Concentration Impaired” 20% 0.6% 03%
Dry mouth’ 2.0% 0.6% 03%
Dhizziness’ 1% 0.6% 0.6%
Decreased Appetite” 1.4% 0.6% 0.0%

- Sweating” - 1.4% 0.9% 03%
Tremor™ 14% 03% 0.0%
Yawn' 1.1% 4.0% 0.0%
Diatthea 095% 12% 0.0%

* Events considered to be duse dependent are defined as events having en incidence rate with
25 mg of PAXIL CR that was at Jeast twice that with 12.5 mg of PAXIL CR (as well as the
placebo group). ’

Commonly Observed Adverse Events: Major Depressive Disorder:
The most commionly ohserved adverse events associated with the use of

PAXIL CR i a pool of 2 trials (incidence of 5.0% or greater and incidence for
PAXIL CR af least twice that for placebo, derived from Table 1) were: Abnormal
ejacuiation, abnormal vision, constipation, decreased libida, diarrhea, dizziness,
female genital disorders, nausea, somnolence, sweating, trauma, tremor, and
yawning.

Using the same criteria, the adverse events associated with the use of PAXIL CR in a study of
clderly patients with major depressive disorder were: Abnormal jacutation, constipation,
decreased appetite, dry mouth, impotence, infection, libide decreased, sweating, and trexor.

Panic Disarder: In the pool of panic disorder studies, the adverse events meeting these
criteria were: Abnormal ejaculation, somnolence, impatence, fibido decreased, iremor, sweating,
and female genital disorders (generally anorgasmia or difficulty achicving orgasm).

Social Amxiety Disorder: In the social anxiety disorder study, the adverse events meeting
thesc criteria were: Nausea, asthenia, abnommal ejaculation, sweating, semnolence, impotence,
insomnia, and libido decreased.

Premenstrual Dysphoric Disorder: The most commonly observed adverse events
associated with the use of PAXIL CR either during continuous dosing or futeal phase dosing
(incidence of 5% or greater and incidence for PAXIL CR at least twice that for placebo, derived
from Table 5) were: Nausea, asthenia, libido decreased, somnolence, insomnia, ferale genital
disorders, sweating, dizziness, diarrthea, and constipation.
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In the tuteal phase dosing PMDD trial, which employed dosing of 125 mg/day or 25 mg/day
of PAXIL CR limited to the 2 weeks prior to the onset of menses over 3 consecutive messtrual
cycles, adverse events were evaluated during the first 14 days of cach off-drug phase. When the
3 off-drug phases were combined, the following adverse events were reported at an incidence of
2% or greater for PAXIL CR and were at least twice the rate of that reported for placebo:
Infection ($.3% versus 2.5%), depression (2.8% versus 0.8%2), insomnia (2.4% versus 0.3%),
sinusitis {2.4% versus 0%), and asthenia (2.0% versus 0.8%).

Incidence in Controlled Clinical Trials: Table 1 enumerates adverse events that occurred at
an incidence of 1% or more among patients treated with PAXTL, CR, aged 18 to 65, who
participated in 2 short-term (12-week) placebo-controlled trials in major depressive disorder in
which patients were dosed in a rnge of 25 mg to 62.5 mg/day. Table 2 enumerates sdverse
events reported at an incidence of 5% or greater among elderly patients (ages 60 to 88) weated
with PAXIL CR who participated in a shost-term (12-week) placebo-controlied trial in major
depressive disorder in which patients were dosed in & range of 12.5 mg to 50 mg/day. Table 3
enumerates adverse events reported at an incidence of 1% or greatar among patients (19 to 72
years) treated with PAXIL CR who participated in shert-term (10-weck) plecebo-controlied tials
in panic disorder in which patients were dosed in a range of 12.5 mg to 75 mg/day. Table 4
enitmicrnles adverse events reported at an incidence of 1% or greater among adubt patients treated
with PAXI. CR who participated in a short-term (12-week), double-blind, placebo-controlled
trial in social anxiety disorder in which patients were dosed in a range of 12.5 to 37.5 mg/day.
Table § enumorates adverse events that occurred at an incidence of 1% or more among patients
treated with PAXIL. CR who patticipated in three, 12-week, placebo-controlled trials in PMDD
in which patients were dosed at 12.5 mg/day or 25 mg/day and in one 12-week
placebo-controlled trial in which patients were dosed for 2 weeks prior-to the onset of menses
{luteal phase dosing) a1 12.5 mg/day or 25 mg/day. Reporied adverse events were classified
using 2 standard COSTART-based Dicticnary terminology.

The presariber shiould be aware that these figures cannot be used to predict the incidence of
side effects in the course of usual medical practice where patient charactenistics and other factors
differ from those that prevailed in the clinical trials. Similarly, the cited frequencies cannot be
compared with figures obtained from other clinical investigations involving different treatments,
nses, and investigators. The cited figures, however, do provide the prescribing physician with
some basis for estimating the relative contribution of drug and nondrug factors 1o the side effect
incidence mate in the population studied.

Table 1. Treatment-Emergent Adverse Events Occurring ia 21% of Patients Treated With
PAXIL CR in a Pool of 2 Studies in Major Depressive Disorderl,2

% Reporting Event
PaXIL. CR Placebo
Body System/Adverse Event (v = 212) {n=211)
Body as a Whole
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% Reporting Event
PAXIL CR Placebo

Body System/Adverse Event {(n=212) (n=211)
Headache 27% 20%
Asthenia 4% 9%
Infection® 8% 5%
Abdominal Pain ™ . 4%
Back Prin 5% - 3%
Trauma* % 1%
Pain’ 3% 1%
Allergic Reaction® 2% 1%
Cardiovascelar System
Tachycardia 1% %
Vasodilatation’ 2% 0%
Digestive System
Nausea ) 2% 10%
Diarhea 18% 1% .
Dry Mouth 15% 8%
Constipation 10% 4%
Flatulence 6% 4%
Decreased Appetite 4% 2%
Vomiting 2% 1%
Nervous System )
Somnoieace 2% %
Insomnia 17% 9%
Dizziness 14% 4%
Libido Decreased T% 3%
Tremor T4 1%
Hypertonia 3% 1%
Paresthesia ‘3% 1%
Agitation : - % 1%
Confusion 1% 0%
Respiratory System
Yawn 5% 0%
Rhinitis 4% 1%
Cough Increased 2% 1%
Bronchitis 1% 0%
Skin and Appendages
Sweating : 6% 2%
Photosensitivity ‘ ) 2% 0%
Specizl Seases
Abnormal Vision® 5% 1%
Taste Perversion 2% 4%
Urogenital System
Abnormal Ejacutation®'® 26% ' 1%
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% Reporting Event

PAXILCR Placebo
Body System/Adverse Event {n=212) (n=211)
Female Genital Disorder 10% <1%
Impotence’ 5% %
Urinary Tract Infection % 1%
Menstrual Disorder” 2% <1%
Vaginitis® 2% 0%

1. Adverse events for which the PAXTL CR reporting incidence was Jess

than or equal to the placebo incidence are not included. These events are:

Abnormal dreams, anxiety, arthralgia, depersonalization, dysmenorrhea,
dyspepsia, hyperkinesia, increased appetite, myalgia, nervousness,
pharyngitis, purpura, rash, vespiratory chsonlet sinusitis, urinary
frequency, and weight gain,

<i% means greater than zero and Jess than 1%,

Mostly flu.

-A wide variety of injuries with no obvious pattern,

FPain in a varicty of locations with no obvious pattern.

Most frequently seasonal allergic symptoms.

Usually flushing.

Mostly blusred vision.

9. Based on the number of males or females.

0. Mostly anorgasmia or delayed ejaculation.

11. Mostly anorgasmia or delayed orgasm.

LI S

Table 2. Treatmeat-Emergent Adverse Events Oceurring in 25% of

Patients Treated With PAXIL CR in a Study of Elderly Patients With Major Depressive

Disorderl 2
% Reporting Event

PAXIL CR Placebo
Body System/Adverse Event (n = 104) (n=109)
Body as a Whole
Headache 17% 13%
Asthenia 15% 14%
Trauma 8% 5%
Infection - 6% 2%
Digestive System ’
Dry Mouth 18% )
Diarthes 15% %
Constipation 13% 5%
Dyspepsia 13% 10%
Decreased Appetite 12% 5%
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% Reporting Event

PAXIL CR Placebo
Body System/Adverse Event (a =104) (n=109)
Flatulence 8% 7%
Nervous System .
Somnolence ’ 21% 12%
Insomnia 10% 8%
Dizziness % 5%
Libido Decreased 8% <1%
Tremor : % 0%
Skin and Appendages
Sweating 10% <1%
Urogenital System
Abnormal Ejaculstion™! 17% 3%
Inpatence’ % 3%

910 1. Adverse events for which the PAXIL CR reporting incidence was dess than or
211 ‘equal to the placebo incidence are not included. These cvents are nausea and
912 respiratory disorder.

913 2. <1% means greater than zero and fess than 1%.

914 3. Based on the number of males.

915 4. Mostly anorgasmia or delayed cjaculation.

916 ‘ '

917 Table 3. Treatment-Emerpent Adverse Events Ocenrring i >1% of

918  Patients Treated With PAXIL CR in 3 Pool of 3 Panic Disorder Studies1,2

% Reporting Event
PAXIL CR Placebo
Body System/Adverse Event (s = 444) (n = 445)
Body as 2 Whole
Asthenia 15% 10%
Abdominal Pain &% A%
' Trauma’ 5% 4%
Cardiovascalar System
Vasodilation® 3% 2%
Digestive System .
Nausea 23% 17%
Dy Mouth 13% 2%
Diasthea 12% 9%
Constipation T 6%
Decreased Appetite 8% 6%
Metabolic/Nutritional
Disorders .
Weight Loss : 1% 0%
Muscoloskeletzl System ]
Myalgia 5% 3%
Nervous System
27
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% Reporting Event
PAXH. CR FPlacebo
Body System/Adverse Event (5 = 444) (n = 445}
Insomnia 20% 11%
Somnolence 20% b
Libido Decreased Y% 4%
Nervousness . 8% T
Tremor 8% 2%
Amxiety ) 5% 4%
Agitation 3% 2%
Hypertonia® 2% <1%
Myoclonus 2% <1%
Respiratory System
Sinusitis 1% T 5%
Yawn 3% 0%
Skin and Appendages '
Sweating 7% 2%
"| Special Senses
Abnormal Vision® 3% ~ <1%
Urogenital System
Abnomeal Ejacutation™® : 2% 3%
Impotence’ 1% 1%
Female Genital Disorders™'® 7% 1%
Urinary Frequercy 2% <i%
Urination Impaired 2% <i%
Vaginitis® 1% <1%

1

VW N A WN

Adverse cvents for which the reporting rate for PAXIL CR was less than or equal
to the placebo rate are not included. These events are: Abnormal dreams, aflergic
reaction, back pain, bronchitis, chest pain, concentration impaired, confusion,
cough increased, depression, dizziness, dysmenorthea, dyspepsia, fever,
flatulence, headache, increased appetite, infection, menstraaf disorder, migraine,
pain, paresthesia, pharyngitis, respiratory disorder, rhinitis, tachycardia, taste
perversion, thinking abnormal, urinary tract infection, and vomiling.

<1% means greater than zero and less than 1%.

Various physical injuries.

Mostly flushing,

Mostly muscle tightness or stiffness.

Mostly blurred vision.

Based on the number of male patients. !

Mostly anorgasmia or delayed gjaculation.

Based on the number of female patients.

10. Mostly anorgasmiz or difficulty achieving orgasm.
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936  Table 4. Treatment-Emergeit Adverse Effects Occurving in 21% of Patients Treated With
937 PAXIL CR in 2 Socisl Anxiety Disorder Studyl,2 '

Y% Reporting Eveant
PAXIL CR Placebo

Body System/Adverse Event {n = 186) {(n=184)
Body as a Whole
Headache 23% 17%
Asthenia 18% T
Abdominal Pain 5% 4%
Back Pain 4% 1%
Trauma’ 3% <1%
Allergic Reaction® 2% <1%
Chest Pain 1% <1%
Cardiovascular System

Hypestension % 0%
Migraine % 1%
Tachycardia % 1%
Digestive System

Neusea 22% ) 6%
Diarrhea 9% 8%
Constipation 5% 2%
Dry Mouth 3% %
Dryspepsia 2% <1%
Decreased Appetite 1% <1%
TYooth Disorder 1% 0%
Metabolic/Nutritional

Disorders

Weight Gain 3% - 1%
Weight Loss - 1% 0
Nervous System

Insomnia Yo 4%
Somnolence ‘ P 4%,
Libido Decreased - 3% 1%
Dizziness T% 4%
Tremor 4% 2%
Anxiety 2% ‘ 1%
Concentration Impaired % s
Depression 2% 1%
Myoclonus 1% ’ <1%
Paresthesia 1% <1%
Respiratory System

Yawn 2% 0%
Skin ard Appendages

Sweating 14% 3%
Eczema 1% %%
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% Reporting Event

- PAXIL CR Placebo
Body System/Adverse Event {n = 186) (n = 184)
Special Senses:
Abnormal Vision® 2% 0%
Abnomality of 2% 0%
Accommeodation
Urogenital System
Abnormal Ejaculation® 15% 1%
Impoience® % 0%
Female Genita} Disorders™’ 3% 0%

1. Adverse cvents for which the reporting rate for PAXTL CR was less than or equal o the
placebo rate are not included. These events are: Dysmenorrhea, flatulence, gastroenteritis,
hyperionia, infection, pain, pharyngitis, rash, respiratory disorder, rhinitis, and vomiting.
<1% means greater than zero and less than 1%.

Various physical injuries.

Most frequently scasonal allergic symptoms.

Mostly blurred vision. '

Based on the number of male patients.

Mostly anorgasmia or delayed ¢jaculation.

Based on the number of femnale patients.

. Mostly anocgasmnia or difficulty achieving orgasm.

080 ;oA W
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950  Table 5. Treatment-Emergent Adverse Events Occorring in >1% of Patients Tru:té-d With
951 PAXIL CRin a Pool of 3 Premenstrual Dysphoric Disorder Studies with Continnous
952 Dosing orin 1 Premenstrua) Dysphoric Disorder Stady with Luteal Phase Dosing’™®

% Reporting Event
Contiguous Dosing Lauteal Phase Dosing
Body System/Adverse PAXIL CR Phacebo PAXIL CR Placebo
-Event - {n=681) {n*=349) {m = 246} (n =120)
Body as a Whole
Asthenin 17% 6% 15% 4%
Headache 15% 12% - -
Infection 6% 4% - -
Abdominal pain - - 3% 0%
Cardiovascolar System
Migrame 1% <1% - -
Digestive System
Nausea 17% 7% 18% 2%
Diarthea 6% 2% 6% 0%
Constipation 5% 1% 2% <1%
Dry Mouth 4% 2% 2% <1%
Increased Appetite 3% <1% - -
Decreased Appetite 2% <1% 2% 0%
Dyspepsia 2% 1% 2% 2%
Gingivitis - - 1% C 0%
Metabolic and
Nutritional Disorders -
Generalized Edema - - 1% <1%
Weight Gain - - 1% <1%
Musculoskeletal ’
System :
Asthralpia ) 2% 1% - -
Nervous System -
Libido Decreased 12% 5% 9% %
Somnolence 9% 2% 3% <1%
Insomnia % 2% 7% 3%
Dizziness T% % 6% 3%
Tremor 4% <% 5% 0%
Cancentration Impaired 3% <i% 1% 0%
Nervousness % <1% 3% 2% -
Anxiety ) 2% 1% - -
Lack of Emotion 2% <1% - -
Depression - - 2% <l%
Ventigo - - 2% <1%
Abnonnal Dreams 1% <1% - -
Amnesia - - 1% 0%
N
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953
954
955
956
957
958
959

962
963
964
965
966
967
968

% Reporting Event

Continuons Dosiug Luieal Phase Dosing
Body Systen/Adverse PAXIL CR Placebo PAXIL CR Placebe
Event (rn =681} (o = 349) (n = 246) (u = 120)
Respiratory System
Sinusitis - - 4% 2%
Yawn 2% <1% - -
Bronchitis - - 2% %
Cough Increased 1% <1% - -
Skin and Appendages
Sweating C 7% <1% 6% <1%
Special Senses
Abnormal Vision - - 1% 0%
Urogenital System
Female Genital 8% 1% 2% 0%
Disorders*
Menomhagia 1% <1% - -
Vaginal Moniliasis 1% <1% - -
Menstrual Disorder - - 1% 0%

1. Adverse events for which the reporting rate of PAXIL CR was less than or equal to the
placebo rate are not included. These events for continuous dosing are: Abdominal pain, back

. pain, pain, trauma, weight gain, myalgia, pharyngitis, respiratory disorder, rhinitis, sinusitis,

pruritis, dysmenorrhes, menstrual disorder, urinary tract infection, and vomiting. The events for
luteal phase dosing are: Allergic reaction, back pain, headache, infection, pain, trauma, myalgiz,
anxiety, pharyngitis, respiratory disorder, cystitis, and dysmenomrhea.
2. <1% means greater than zero and less than 1%.
3. The lutea! phase and continuous dosing PMDD trials were not designed for making direct
comparisens betwesn the 2 dosing regimens. Therefore, a comparison between the 2 dosing
repgimens of the PMDD trials of incidence rates shown in Table 5 should be avoided.

4, Mostly anorgasinia or difficulty achieving orgasm.

Dose Dependency of Adverse Events: The following table shows resuits in PMDD
trials of common adverse events, defined as events with an incidence of 21% with 25 mg of
PAXIL CR that was at least twice that with 125 mg of PAXIL CR and with placebo.
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969
970
971

973
974
975
976

978

980
981
982
983
984
985
986
987
988

Incidence of Common Adverse Events in Placebo, 12.5 mg and 25 mg of PAXIL CRiz a
Pool of 3 Fixed-Dose PMDD Trials

PAXIL CR PAXIL CR Placebo
25mg 12.8 mg (z =349)
. {n = 348) {n=333)
Common Adverse Event-
Sweating 8.9% 42% 0.9%
Tremor 6.0% 1.5% 03%
Concentration Impaired 43% 1.5% 0.6%
Yawn 3% 0.9% 0.3%
Paresthesia 1.4% 0.3% 0.3%
Hypetkinesia 1.1% 0.3% 0.0%
Vaginitis 1.1% 0.3% 3%

A comparison of adverse event rates in a fixed-dose study comparing immediate-release
paroxetine with placebo in the treatment of major depressive disorder revealed a clear dose
dependency for some of the more common adverse events associated with the use of
immediate-release paroxetine.

Male and Female Sexdal Dysfunctlon With SSRis: Although changes in sexual desire,
sexual performance, and sexual satisfaction often ocour as manifestations of a psychiatric
disorder, they may alsc be a consequence of pharmacologic treatment. In particular, some
evidence suggests that SSRIs can cause such untoward sexual experiences.

Reliable estimates of the incidence and severity of untoward experiences involving sexual -
desire, performance, and satisfaction are difficult to obtain; however, in part because patients and
physicians may be reluctant to discuss themn. Accordingly, estimates of the incidence of
untoward sexual experience and performance cited in preduct [abeling, are likely to
underestimale their actual incidence. '

The percentage of patients reporting symptoms of sexual dysfunction in the pool of 2
placebo-controlled trials in nonelderly patients with major depressive disorder, in the pool of 3
placebo-controlled trials in patients with panic disorder, in the placebo-controlied wial in patients
with social anxiety disorder, and in the intermittent dosing and the pool of 3 placebo-~controlied
continuous dosing trials in female patients with PMDD are as follows:
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989

291

993
994
993

998

1000
1001
1002
1003
1004
1005
1006
1007
1008
1009
1010
1011
1012

Major Depressive Panic Disorder Social Anxicty MDD PMDD
Disorder Bisorder Conticeous Dosing Lutea) Phase
Dosing
PAXIL | Piscebo | PAXIL { Placebo | paxiL Piacebo | PAXIL | Placeba { PAXIL | Placebo
CR CR CR CR CR
» {males) 78 7 162 194 58 97 w2 n/a n/a n/a
Decreased 10% 5% 9% 6% 17"% 1% nin Wi e wa
Litido : -
Ejsaulatory % 1% 2% % 15% 1% nh na nfa nfa
Divturbance
limpotence 5% % 0% % 0% 0% nA na n'a n/a
» (fcmales) 134 133 182 254 o 87 £81 349 46 120
Decreased s % ™% % % 1% 2% % % 6%
Livido
Orgasmic 10% <1% ™ 1% 3% 0% M 1% 1% %

There are no adequate, controlled studies examining sexual dysfunction with paroxetine
treatment,

Paroxctine treatment has been associated with several cases of prispism. In those cases with a

_known outcome, patients recovered without sequelae.

While it is difficult to know the precise risk of sexual dysfinction associated with the use of
SSRIs, physicians should routinely inquire about such possible side effects.

Welght and Vi{al Sign Changes: Significant weight loss may be an undesirable result of
treatment with paroxetine for some patients but, on average, patients in controlled wrials with
PAXIL CR or the immediate-release formulation, had minimal weight loss (about 1 pound). No
significant changes in vita! signs (systolic and diastolic blood pressure, pulse, and temperature)
were observed in patients treated with PAXIL CR, or immediate-relcase paroxetine

- hydrachloride, in controlled clinical trials.

ECG Changes: In an analysis of ECGs obtained in 682 patients treated with
immediate-release paroxetine and 415 patients treated with placebo in controlled clinical trials, -
no clinically significent changes were seen in the ECGs of either group.

Liver Function Tests: In a pool of 2 placebo-controlled clinical trials, patients treated with -

PAXIL CR or placebo exhibited abrormal values on Jiver function tésts at comparable rates. In
particutar, the controlled-release paroxetine-versus-placebo comparisons for alkaline
phiosphatase, SGOT, SGFT, and bilirubin revealed no differences in the percentage of patients
with marked abnormalities. .

In 2 study of elderly patients with major depressive disorder, 3 of 104 patieats treated with
PAXIL CR and none of 109 placebo patients experienced liver transaminase elevations of
potential clinical concern.
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1013~ Two of the patients treated with PAXTL. CR dropped out of the study due to abnormal liver
1014  function tests; the third patient experienced normalization of transaminase levels with continued
1015 treatment. Also, in the pool of 3 studies of patients with panic disorder, 4 of 444 patients treated
1016  with PAXIL CR and none of 445 placebo patients experienced liver transaminase elevations of
1017  potential clinical concemn. Elevations in all 4 patients decreased substantially after

1018 discontinuation of PAXIL CR. The clinical significance of these findings is unknown.

N9 - In placebo-controlled clinical trials with the immediate-release formulation of paroxetine,
1026 patients exhibited abnormal values on liver function tests &t no greater rate than that seen in
1021  placebo-treated patients.

1022 Hallucinations: In pooled clinical trials of mmed:ate—mlese paroxetine hydrochloride,.

1023 bhallucinations were observed in 22 of 9089 patients receiving drug and in 4 of 3187 patients
1024 receiving placebo,

1025  Other Events Observed During the Clinical Development of Paroxetine: The

1026  following adverse events were ceported during the clinical development of PAXIL CR and/or the

1027  clinical development of the immediate-release formulation of paroxetine.

1028 Adverse events for which frequencies are provided below ocourred in clinical trials with the

1029  controlied-release formulation of paroxetine. During its premarketing assessment in major

1030 depressive disorder, panic disorder, social anxiety disorder, and PMDD mhultiple doses of

1031  PAXIL CR were administered to 1,627 paticnits in phase 3 double-blind, controlled, outpatient

1032 studies. Untoward cvents associated with this exposure were recorded by clinical investigators

1033 using terminology of their own choosing. Conscquently, it is not possible to provide a

1034  meaningful cstimate of the proportion of individuals experiencing adverse events without first

1035  grouping similar types of wntoward events into a smatler number of standardized event

1036  categorics.

1037 In the tabulations that follow, reported adverse events were classified using a

1038 COSTART-based dictionary. The frequencies presenited, therefore, represent the proportion of

1039 the 1,627 patients exposed 1o PAXIL CR who experienced an event of the type cited on af least |
= 1040  occasion while receiving PAXIL CR. Afi reported events are inchuded except those already listed

1047 in Tables 1 through 5 and those events where a drug cause was remote. If the COSTART term

1042 for an event was so general as to be uninformative, it was deleted or, when possible, replaced

1043  with a more informative tesm. It is important to emphasize that although the events reported

1044  occurred during treatment with paroxetine, they were not necessarily caused by i

1645 Events are further categorized by body systam and listed in order of decreasing frequency

1046  according to the following definitions: Frequent adverse events are those occurring ou 1 or more

1047  occasions in at least 1/100 patients (only those not already listed in the tabulated results from

1048  placebo-controlled trials appear in this listing); infrequent adverse events are those oocuriing in

1049  1/100 to 1/1,000 patients; rare events are those occurring in fewer than 1/1,000 patients.

1050 Adverse events for which frequencies zre not provided occurred doring the premarketing

1051  assessment of immediate-release paroxetine in phase 2 and 3 smdies of major depressive

1052  disorder, obsessive compulsive disorder, panic disorder, social anxiety disorder, generalized
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' 1053
1054
1055
1056
1057
1058
1059
1060
1061
1062
1063
1064
1065
1066
1067
1068
1069

1076

1071

1072 .

1073
1074
1075
1076
1077
1078
1079
1080
1083
. 1082
1083
1084
1085
1086
1087
1088
1089
1090

anxiety disorder, and posttraumatic stress disorder. The conditions and duration of exposure to
immediate-relcase paroxetine varied greatly and included (in oveslapping categories) open and
double-blind studies, uncontrolied and comrotled studies, inpatient and outpatient studies, and
fixed-dose and titration studies. Only those events not previously listed for controfled-release
paroxetine are included. The extent to which these events may be associated with PAXIL CR is
unknown,

Events ave Jisted alphabetically within the respective body system. Events of major clinical
importance arc also described in the PRECAUTIONS section.

Body as a Whole: Infrequent were chills, face edema, fever, flu syndrome, malaise; wre
were abscess, anaphylactoid reaction, anticholinergic syndrome, hypothermia; also observed
were adrencrpic syndrome, neck rigidity, sepsis.

Cardiovascular System: Infrequent were angina pectoris, bradycardia, hematoma,
hypertension, hypotension, palpitation, postural hypotension, supraventricular tachycardia,
syncope; rare were bundle branch block; also observed were anthythmia nodal, atvial fibrillation,
cerebrovascular accident, congestive heart failure, low cardiac cutput, myocardial infarct,
myocardial ischemia, pallor, phlebitis, pulmottiry embaolus, supraventricular extrasystoles,
thrombophlcbitis, thrombosis, vascular headache, ventricular extrasystoles.

Digestive System: Infrequent were bruxism, dysphagia, eructation, gastritis,
gastroenteritis, gastroesophageal reflux, gingivitis, hemorrhoids, liver fonction test abnormal,
melena, pancreatitis, rectal bemorrhage, toothache, ulcerative stomatitis; rare were colitis,
glossitis, gum hyperplasia, hepatasplenomegaly, increased sativation, intestinal obstruction,
peptic uleer, stomach ulcer, throat tightness; also observed were aphthous stomatitis, bleedy
diarrhea, bulimia, cardiospasm, cholelithiasis, duodenitis, enteritis, esophagitis, fecal impactions,
fecal incontinence, gum hemorrhage, hematemesis, hepatitis, fleitis, ileus, jaundice, mouth
ulceration, salivary gland enlargement, sialadenitis, stomatitis, tongue discoloration, tongus
edema. .

Endocrine System: Infrequent were ovarian cyst, testes pain; vare were diabetes mellitus,
hyperthyroidism; also observed were goiter, bypothyroidism, thyroiditis.

Hemic and Lymphatic System: Infrequent were anemia, eosinophilia, hypochromic
anemmia, lenkocytosis, Jeukopenia, lymphadenopathy, purpura; rare were thrombocytopenia; also
observed were anisocylosis, basophilia, bleeding time increased, lymphedema, lymphocytosis,
lymphopenia, microcytic anemia, monocytosis, normocytic anemia, thrombocythemia.

Metabolic and Nutritional Disorders: Infrequert were peneralized edema,
hyperglycemia, hypokalemia, peripheral edema, SGOT increased, SGPT increased, thirst; rare
were bilirubinemia, dehydration, hyperkalemia, obesity; alse observed were alkaline phosphatase
increased, BUN increased, creatinine phosphokinase increased, gamma globulins increased,
gout, hypercalcemiz, hypercholesteremia, hypesphosphatemia, hypocalcemia, hypoglycemia;
hyponatremia, ketosis, lactic dehydrogenase increased, non-protein nitrogen (NPN) increased.
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Musculoskeletal System: Infrequent were arthritis, bursitis, tendonitis; rare were
myasthenia, myopathy, myositis; also observed were gencralized spasm, osteoporasis,
tenosymovitis, tetany.

Nervous System: Frequent were depression; infrequent were amnesia, convulsion,
depersonalization, dystonia, emotional lability, hallucinations, hyperkinesia, hypesthesia,
hypokinesia, incoordination, libido increased, neuralgia, neuropathy, nystagmus, paralysis,
vertigo,; rare were ataxia, coma, diplopia, dyskinesia, hostility, paranoid reaction, torticollis,
withdrawal syndrome; also observed were aboormal gait, akathisia, akinesia, aphasia,
choreoathetosis, circumoral paresthesia, delirium, delusions, dysarthria, euphoria, extrapyramidal
syndrome, fasciculations, grand mal convulsion, hyperalgesia, irntability, manic reaction,
manic-depressive reaction, meningitis, myelitis, peripheral nevritis, psychaosis, psychotic
depression, reflexes decreased, reflexes inareased, stupor, trismus.

Resplratory System: Frequent were pharyngilis; infrequent were astbme, dyspnea,
epistaxis, laryngitis, pneumonia; rare were stridot; also observed were dysphonia, emphysema,
hemoptysis, biccups, hyperventilation, lung fibrosis, pulmonary edema, respiratory fiu, sputum

- increased

Skin and Appendages: Frequent were msh; infrequent were acne, alopecia, dry skin,
eczema, pruitus, urticaria; rare were exfoliative demiatitis, furunculosis, pustular rash,
seborrhes; also observed were angjoedema, ecchymosis, erythema multiforme, erythema
nodosum, hirsutism, maculopapular rash, skin discoloration, skin hypertrophy, skin uleer,
sweating decreased, vesiculobulious rash.

Special Senses: Infrequent were conjunctivitis, earache, kerataconjunctivitis, mydriasis,
photophobia, retinal hemorrhage, tinnitus; rare were blepharitis, visual field defect; also observed
were amblyopia, anisccoria, blurred vision, cataract, conjunctival edema, corneal ulcer, deafiess,
exophthalmos, glaucoma, hyperacusis, night blindness, parosmia, ptosis, taste loss.

Urogenital System: Frequent were dysmenorthea'; infrequent were albuminuria,
amenorthea’, breast pain’, cystitis, dysimia, prostatitis’, urnary refention; rare were breast
cnlargcmcni‘, breast necplasm , female Jactation, hemamiria, kidney calcuius, metrorrhagia’,
nephritis, nocturia, pregnancy and puerperal disorders , salpingitis, urinary incontinence, ulevine
fibroids enlarged " also observed were breast atrophy, ejaculatory diswrbance, endometrial
disorder, epididymitis, filkocystic breast, Jeukorrhea, mastitis, ofiguria, polyuria, pyuria,
urethritis, urinary casts, urinary vrgency, urclith, uterine spasm, vaginal hemorrhage.

"Based on the pumber of men and women as appropriate.

Postmarketing Reports: Voluntary reports of adverse events in patients taking
immediate-release paroxetine hydrochioride that have been received since market introduction
and not listed abave that may have no causal relationship with the drug include acute
pancreatitis, elevated liver function tests (the most severe cases were deaths due to liver necrosis,
and grossly elevated transaminases associated with severe liver dysfunction), Guillain-Barré
syndrome, toxic epidermal necrolysis, priapism, syndrome of inappropriate ADH secretion,
symptoms suggestive of prolactinemia and galactomhea, neuroleptic malignant syndrome-like

»
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cvents, serotonin syndrome; extrapyramidal symptoms which have included akathisia,
bradykinesia, cogwheel rigidity, dystonia, hypertonia, oculogytic crisis which has been
associated with concomitant use of pimozide; tremor and trismus; status epilepticus, acute renal
failure, pulmonary hypertension, allergic alveolitis, anaphylaxis, eclampsia, laryngismus, optic
neuritis, porphyria, ventricular fibeillation, ventricular tachycardia (including torsade de pointes),
thrombocytopenia, hemolytic anemia, events related to impaired hematopoiesis (including
aplastic anemia, pancytopenia, bone marrow aplasia, and agranulocytesis), and vasculitic
syndromes (such as Henoch-Schonlein purpura). There has been & case report of an elevated
phenytoin level after 4 weeks of immediate-release paroxetine and phenytoin coadministration.
There has been a case report of severe hypotension when immediate-release paroxetine was
added to chronic metoprolol treatment.

DRUG ABUSE AND DEPENDENCE

Controlled Substance Class: PAXIL CR is not a controfled substance,

Physical and Psychologic Dependence: PAXIL. CR has not been systematically studied
in animals or bumans for its potential for abuse, tolerance or physical dependence. Whilc the
clinical trials did not.reveal any tendency for any drug-secking behavior, these observations were
not systematic and it is nol possible to predict on the basis of this limited experience the extent to
which a CNS-active drug wifl be misused, diverted, and/or abused once marketed. Consequently,
patients should be evaluated carefully for history of drug abuse, and such patients should be
observed closely for signs of misuse or abuse of PAXIL CR {e.g., development of tolerance,
incramentations of dose, drug-seeking behavior).

OVERDOSAGE .
Human Experience: Since the introduction of immcdiate-release paroxetine hydrochloride in
the United States, 342 spontancous cases of deliberate or accidenta) overdosage during
paroxcti!ie treatment have been reported worldwide (circa 1999). These include overdoses with
paroxetine alone and in combination with other substances. Of these, 48 cases were fatal and of
the fatalities, 17 appeared to involve paroxetine alone. Eight fatal cases that documented the
amount of paroxetine ingested were generzily confounded by the ingestion of other drugs or
alechol or the presence of significamt comorbid conditions, Of 145 non-fatal cases with known
outcome, most secovered without sequelae. The largest known ingestion involved 2,000 mg of
paroxetine {33 times the maximum recommended daily dose) in a patient who recovered.
Commonly reported adverse events associated with paroxetine overdosage include
somnolence, coma, nausea, tremor, tachycardia, confusion, vomiting, and dizziness. Other
notabie signs and symptoms observed with overdoses involving paroxetine (alone or with cther
substances) include mydriasis, convulsions (including status epilepticus), ventricular
dysrhythanias (including torsade de pointes), hypertension, aggressive reactions, syncope,
hypotension, stupor, bradycardia, dystoniz, rhabdomyolysis, symptoms of hepatic dysfunction
{including hepatic failure, hepatic necrosis, jaundice, hepatitis, and hepatic stsatosis), serotonin
syndiome, manic reactions, myoclonus, acute renal failure, and wrinary retention.
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Overdosage Management: Treatment should consist of those general measures employed in
the ranagement of overdosage with any drugs effective in the treatment of major depressive
disorder.

Ensure an adequate airway, oxygenation, and ventilation. Monitor cardiac rhythm and vital
signs. General supportive and symptomatic measures are also recommended. Induction of emesis
is not recommended. Gastric lavage with a large-bore orogastric tube with appropsiate airway
protection, if necded, may be indicated if performed soon after ingestion, or in symptoratic
patients.

Activated charcoal should be administered. Due to the large volume of distribwtion of this
drug, forced diuresis, dialysis, hemoperfusion, and exchange transfusion are unlikely to be of
benefit. No specific antidotes for paroxetine are known.

A specific caution involves patients taking or recently having taken paroxetine who might
ingest excessive quantitics of a tricyclic antidepressant. In such a case, accumulation of the
parent tricyclic and an active metabolite may increase the passibitity of clinically significant
sequelae and extend the time needed for close medical observation (see PRECAUTIONS—
Drugs Metabolized by Cytochrame CYP2D6).

In managing overdosage, consider the possibility of multiple-drug involvement. The physician
should consider contacting a poison control center for additional information on the treatment of
any overdase. Telephone numbers for certified poison contro] centers are listed in the Physicians’
Desk Reference (PDR).

DOSAGE AND ADMINISTRATION -
Major Depressive Disorder: Usual Inifial Dosage: PAXIL CR should be administered as

_a single daily dose, usually in the moming, with or without food. The recommended initial dose

is 25 mg/day. Patients were dosed in a range of 25 mg 10 62.5 mg/day in the dlinical trials
demonstrating the effectiveness of PAXIL CR in the treatment of major depressive disorder, As
with all drugs effective in the freatment of major depressive disorder, the full effect may be
delayed. Some patients not responding to & 75-mg dose may benefit from dose increases, in
12.5-mp/day increments, up 10 a maximum of 62.5 mg/day. Dlose changes should oceur at
intervals of at least 1 week.

Patients should be cautioned that PAXIL CR should not be chewed or crushed, and should be
swallowed whole,

Maintenance Therapy: There is no body of evidence available to answer the question of
how long the paticnt treated with PAXIL CR should remain on it T is generally agreed that acute
episodes of major depressive disorder require several months or longer of sustained
pharmacologic therapy. Whether the dose of an antidepressant needed to inditce remission is
identical to the dose needed to maintzin and/or sustain euthymia is unknown.

Systemnatic evatuation of the efficacy of immediate-release paroxetine hydrochloride has
shown that cfficacy is maintained for periods of up to 1 year with doses that averaged about

39

Produced By GSK in Dolin v. GSK (N.D. IL.), Case No.: 12¢v06403

PAR004668056

PAR00446468056



1208
1209

1210

1211
1212
N3
1214
1215
1216
1217
1218
1219
1220
1221
1222
1223
1224
1225
1226
1227
1228
1229
1230
1231
1232
1233
1234
1235
1236
1237
1238
1239
C 1240
1241
1242
1243
1244
1245
1246

30 mg, which cotresponds to a 37.5-mg dose of PAXIL CR, based on relative bioavailability
considerations (see CLINICAL PHARMACOLOGY—Pharmacokinetics).

Panic Disorder: Usual Initial Dosage: PAXIL CR should be administered as a single daily
dase, usually in the motning. Patients should be started on 12.5 mg/day. Dose changes should
occwr in 12.5-mg/fday increments and at intervals of at least 1 week. Patients were dosed in a
range of 12.5 to 75 mg/day in the clinica! trials demonstrating the effectiveness of PAXIL CR.
The maxumum dosage should not exceed 75 mg/day.

- Patients should be cautioned that PAXTL. CR should not be drcwed or crushed, and should be
swallowed whole.

Maintenance Therapy: Long-term maintenance of efficacy with the immediate-release
formulation of paroxctine was demonstrated in a 3-month relapse prevention trial. In this trial,
patients with panic disorder assigned to immediate-release paroxetine demonstrated a lower
relapse rate compared 1o patients on placebo. Panic disorder is a chronic condition, and it is
reasonable to consider continuation for a responding patient. Dosage adjustments should be
made to maintain the patient on the lowest ¢ffective dosage, and patients should be periodically
reassessed to determine the need for continued treatment,

Social Amxiety Disorder: Usual Inftial Dosage: PAXIL CR should be administered as 2
single daily dosc, usually in the moming, with or without food. The recommended initial dose is
12.5 mg/day. Patients were dosed in a range of 12.5 mg to 37.5 mg/day in the clinical trial
demonstrating the effectiveness of PAXIL CR in the treatment of social anxiety disorder. If the
dose is increased, this should occur at intervals of at least 1 week, in increments of 12.5 mg/day,
up 1o a maximum of 37.5 mg/day.

Patients should be cautioned that PAXIL, CR. should not be chewed or crushed, and should be
swailowed whole, _

Malntenance Therapy: There is o body of evidence available to answer the question of
how long the patient treated with PAXTL CR should remain on it. Although the efficacy of
PAXIL CR beyond 12 weeks of dosing has not been demonstrated in controlled clinical trials,
social anxiety disorder is recognized as a chronic condition, and it is reasonable to consider
continuation of treatment for a responding patient. Dosage adjustnents should be made to
maintain the patient on the lowest effective dosage, and patients should be periodically
reassessed to determine the nead for continued treatment.

Premenstrual Dysphoric Disorder: Usuaf Initial Dosage: PAXIL CR should be
administered as a single daily dose, usually in the moming, with or without food. PAXIL CR
may be administered either daily throughout the menstrual cycle or Knited to the huteal phase of
the menstrual cycle, depending on physician assessment. The recommended initial dose is

12.5 mg/day. In clinical trials, both 12.5 mg/day and 25 mg/day were shown to be effective.
Dose changes should occur at intervals of at Jeast 1 week.

Paticnts should be cautioned that PAXIL CR should not be chewed or crushed, and should be
swallowed whole.
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Maintenance/Continuation Therapy: The effectivencss of PAXIL CR. for a period
exceeding 3 menstrual cycles has not been systematically evaluated in controlled trials.
However, women commontly report that symptoms worsen with age untif relieved by the onset of
menopause. Therefore, it is reasonable to consider continuation of a responding patient. Patients
should be periodically reassessed to determine the need for continucd treatment.

Speciat Populations: Treatment of Pregnant Women Durfng the Third Trimester:
Neonates exposed to PAXIL CR and other SSRIs or SNRIs, fate in the third trimester have
developed complications requiring prolonged hospitalization, respiratory suppoit, and tube
feeding (see WARNINGS). When treating pregnant women with paroxetine during the third
trimester, the physician should carefully consider the potential risks and benefits of treatment.
The physician may consider tapering paroxetine in the third trimester.

Dosage for Elderly or DebHitated Patients, and Patients With Severe Renal or
Hepatic impairment: The recommended initial dose of PAXIL CR is 12.5 mg/day for elderly
patients, debilitated patients, and/or patients with-severe renal or hepatic impairment. Increases
may be made if indicated. Dosage should not exceed 50 mg/day.

Switching Patients to or From a Monoamine Oxidase Inhibitor: At least 14 days
shoutd elapse between discontinuation of an MAOI and initiation of therapy with PAXTL CR.
Similarly, at least 14 days should be aliowed after stopping PAXIL CR before starting an MAOL
Discontinuation of Treatment With PAXIL CR: Symptoms associated with discontinuation
of immediate-release paroxetine hydrochloride or PAXIL CR have been reported (see
PRECAUTIONS). Patients should be monitored for these symptoms when discontinuing
treatment, regardless of the indication for which PAXIL CR is being prescribed. A gradual
reduction in the dose rather than abrupt cessation is recommmended whenever possible. If
intolerable symptoms occur following a decrease in the dose or upon discontinuation of
treatrnent, then resuming the previously prescribed dase may be coasidered. Subsequently, the
physician may continue decreasing the dose bul at a more gradual rate. '

HOW SUPPLIED

PAXIL CR is supplicd as an enteric film-coated, controiled-release, round tablet, as follows:
12.5-mg yellow tablets, engraved with FAXIL CR and 12.5
NDC (029-3206-13 Bottles of 30

25-mg pink tablets, engraved with PAXTL CR and 25
NDC 0029-3207-13 Bottles of 30

37.5 mg blue wablets, engraved with PAXIL CR and 37.5
NDC 0029-3208-13 Bottles of 30
Store at or below 25°C (77°F) [see USP]. ~

PAXIL CR is a registered trademark of GlaxoSmithKline.
GEOMATRIX is a trademark of Jago Pharma, Muttenz, Switzerland.

11

Produced By GSK in Dolin v. GSK (N.D. IL.), Case No.: 12¢v06403

PAR004668058

PAR00446468058



1286
1287
1288
1289
1290
1291
1292
1293
1294
1295
1296
1297
t298

1299

1300
1301
1302
1303
1304
1305
1306
1307
1308
1309
1310
1311
1312
1313
1314
1345
i 1316
317
1318
1319
1320
1321
1322
1323
1324
13zs
1326
1327

1328 .

1329
1330

Medication Guide
PAXIL ’CR® {PAX-il) (parvxetine hydrochloridc) Controlled-Release Tablets -
Abount Using Antidepressaats in Children and Tetnagers

What is the most important information I shou!d know if wy child is being prescribed an
antidepressant?

Parents or puardians need to think about 4 important things when their child is prescribed an
entidepressant:

1. There is a risk of suicidal thought.soncuons

- 2. How to try to prevent suicidal thoughts or actions in your child
3. You should watch for certain signs if your child is taking an antidepressant
4. There arc benefits and risks when using antidepressants .

1. There is a Risk of Suicidal Thoughts or Actions
Children and tecnagers sometimes think about suicide, and many report trying to kill themselves.

Antidepressants increase suicidal thoughts and actions in some children and teenagers. But
suicida) thoughts and actions can also be cansed by depression, & serious medical condition that
is commonly treated with antidepressants. Thinking about killing yourself or trying to kill
yourself is called sifcidolity or being suicidal.

A large study combined the Tesulis of 24 different studies of children and teenagers with
depression or other illnesses. In these studies, patients took cither a placebo (sugar pill) or an
antidepressant for 1 to 4 months. No one commitied suicide in these studies, but some patients
became suicidal. On sugar pills, 2 out of every 100 became suicidal. Cn the antidepressants, 4
out of every 100 patients became suicidal,

For some children and teenagers, the risks of snicidal actions may be especially high. These
inchude patients with

e Bipolsriliness (sometimes calied manic-depressive illness)

* A family history of bipolar illness

= A personal or family history of attempting suicide

If any of these are present, make sure you tell your healthcare provider before your child takes an
antidepressant.

2. How ta Try to Prevent Suicidal Thougbts and Actioos '

To try to prevent suicidal thoughts and actions in your child, pay clase attention to changes in her

or his moods or sciions, especially if the changes occur suddenly. Other important peopie in your
child's life can help by paying attention as well (e.g., your child, brothers and sisters, teachers,

and othey important peoplc). The changes to look out for are listed in Section 3, on what to watch
for.
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Wheriever an antidepressant is started or its dose is changed, pay close aitention to your child.
After starting an antidepressant, your child should generally see his or her healthcare provider:
» Omce a week for the first 4 weeks :

» Every 2 weeks for the next 4 weeks

*  Afier taking the antidepressant for 12 weeks

o After 12 woaks, follow your healthcare provider's advice about how often to come back
» More often if problems or questions arise (sec Section 3)

You should call your child’s heatthcare provider betwesn visits if needed.
3. You Should Wstch for Certain Signs If Your Child is Taking an Antidepressant

Contact your child’s healthcare provider right eway if your child exhibits any of the following
signs for the first time, or if they seem worse, or worry you, your child, or your child’s teacher:

» Thoughts about suicide or dying

«  Attempts to commit suicide

» New or worse depression

» New or worse anxicty

» Feeling very agitated o restless

s Panic attacks

+ Difficulty sleeping (insomnia)’

« New or worse irmitability .

« Acting aggressive, being angry, of violent

» Acting on dangerous impulses

»  An exireme increase in activity and tatking

s Other unusual changes in behavior or mood

Never let your child stop taking an antidepressant without first talking to his or her healthcare
provider. Stopping an antidepressant suddenly can cause other symptoms.

4. There are Benefits and Risks When Using Antidepressants

Antidepressants are used to treat depression and other illnesses. Depression and other illnesses
can lead to suicide. In same children and teenagers, treatment with an antidepressant increases
suicidal thinking or actions. R is important to discuss all the risks of treating depression and also
the risks of not treating it. You and your child should discuss all treatment choices with your
healthcare provider, not just the use of antidepressants.

Other side effects can occur with antidepressants (see section below).

Of all the antidepressants, only fluoxetine (Prozac’®)* has been FDA approved to treat pediatric
depression.
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1374 For obsessive compulsive disorder in children and teenagers, FDA has approved only fluoxetine
1375 (Prozac®)*, sertraline (Zolo®y*, fluvoxamine, and clomipramine (Anafranil®)*.

1376

1377 Your healthcare provider may suggest other antidepressants based on the past experience of your
1378 child or other family membes. '

1379

1380 1s this all I need to know if my child is being prescribed an antidopressant?

1381

1382 No. This is a waming about the risk for suicidality. Other side effects can oceur with

1383 antidepressants, Be sure to ask your healthcare provider to explain all the side effects of the
1384 pacticular drug he or she is prescribing. Also ask about drugs to avoid when taking an

1385 antidepressant. Ask your healthcare provider or pharmacist where to find more information.
1386

1387

1388 *The following are registered trademarks of their respective manufacturers: Prozac®/Eli Lilly
1389  and Company; Zolofi"/Pfizer Pharmaceuticals; Anafranil®/Mallinckrodt Inc.

1390

13N

1392 This Medication Guide has been approved by the U.S. Food and Drug Administeation for all
1393  antidepressants.
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