
Reference is made to our approved New Drug Application for Paxil® (paroxetine 
hydrochloride) Tablets, NDA 20-031, Paxil® {paroxetine hydrochloride) Oral 
Suspension, HD A 20-710- Reference is also made to our submission o f  March 8, 2006, 
which provided results firom the first portion o f  a comprehensive mcta-analysis to 
evaluate the risk o f suicidality in placebo-controlled paroxetine trials in adults with 
Major Depressive Disorder (MDD).
Content of Suhoiission 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 
Dqircssive Disorder (non-MDD) paroxetine trials in the adult patient population group 
which includes the following clinical populations: dysthymic disorder, iatennittent brief 
depression (IBD), 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 ND A  
20-031 and incorporated by reference into the other referenced NDAs for paioxcdne.

We are also providing a draft revised Warnings section o f the paroxetine Prescribing 
infonnatioa and a draft Dear Healthcare Professional (DHCP) letter for Agency review  
and comment and a request for a teleconference the week o f April 10 to discuss and agree 
these items* It is the objective o f  GSK to secure the Agency’s comments and agreement 
in advaiKie o f  submission o f  a Changes Being Effected (CBE) labeling supplement and 
subsequent issuance o f  a DHCP letter to increase awaraicss o f the labeling change*
Statistical Analysis Methods for Analyring Suicidality
In addition, we wish to draw the Agency’s attention to an observation w e made regarding 
statistical analysis methods for analyzing suicidality data that can lead to divergaitTesults 
in the analysis results o f the common odds ratio and its confidence interval, as wcU as 
testing the null hypothesis that the common odds ratio is equal to I that may be useful 
when the Agency conducts its own analysis o f combined data o f  suicidality in  
antidqjtessant trials* For the attached GSK analysis, the primary analysis used an exact 
approach (Mehta et al, 1985) implemented in the statistical software StalXact^. The 
second approach was to use the ManteVHacnszel (MH) method, with 0*5 continuity 
correction (Sutton el al, 2002) applied at the level o f  the trial, (GSK used this additional 
approach because it was the same one used by FDA in its analysis o f  the pediatric 
datasets.) GSK believes the MH method with continuity correction substantially 
underefitimates the odds ratio for Definitive SuicidaJ Behavior compared with the exact 
method, because o f  the small and disproportionate number o f  events observed between 
the two treatment groups and because o f the imbalanced randomization in some o f  the 
trials. The exact method is not affected by either o f  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 o f  this dataset, and should be used in 
preference to the MH method with continuity correction.
Summary of Results o f Suicidality Analysis In Adults
The general conclusions o f  the comprehensive analysis revealed the following:

Young adults, especially those with MDD, may be al increased risk for suicidal behavior 
during treatment with paroxetine. An analysis o f  placebo controlled trials o f  adults 
with psychiatric disorders showed a higher fincqucncy o f  suicidal behavior in 
young adults (prospectively defined as aged 18-24 years) treated with paroxetine 
compared with placebo, although this difference was not statistically agnificant

Produced By GSK in Dolin v. GSK (N.D. IL.), Case No.: 12cv06403

PAR004668005

PAR004668005



Thomas P* Laughren, M.D.
April 5, 2006
Page 3

In the older age groups (aged 2 5 '^  years and =65 years)^ no such increase was 
observed.
In adults with MDD (all ages), there was a statisticaUy significant increase in the 
fiequcncy of suicidal behaviour in padents treated with paroxetine compared wifii 
p l a c ^ .  However, the majority o f these attempts for paroxetine (8 o f  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 o f 24.
The analjrais revealed substantial evidence o f efficacy in all indications. Efficacy 
o f younger adults was comparable to efficacy in older adults.
It is difficult to conclude a causal relationship between paroxetine and suicidality 
due to the small incidence and absolute number o f  events, the retrospective nature 
o f  this meia-analysis, and potential for confounding by the fact that the events o f  
interest are a symptom o f  the psychiatric illnesses themselves.

Although these most recent findings reveal evidence o f 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 disorders, w e believe 
that the overall risk-benefit assessment for the young adult and the adult patient 
population continues to remain positive.

As staled in our March 8, 2006 submission, GSK concludes that revision o f the approved 
prescribing information arc jtistified to reflect the results fixun this analysis. Please find 
attached our draft labeling revisions (Attachment 2) as well as a draft letter to Healthcare 
-Professionals (Attachment 3).

Request for Teleconference
We respectfully req u ^  a teleconference with the Agency during the week o f  April 10th 
to discuss the findings, review and agree the label revision and secure Agency agreement 
on the content o f the proposed DHCP letter. It is the intent o f GSK to subsequently 
submit revised prescribing iufonnation under provisions o f  a CBE supplement.
This submission is being provided electronically in accordance with the Gaidunce fo r  
Industry, Providing Regulatory Submission in Electronic Formal — NDAs, January, 1999. 
Please see the Guide to FDA Reviewers for detailed infonnation about this electronic 
submission.
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Should you have any questloiis t^ardtpg b is sobnusstoa mr require additional 
in&nnadon please contact me byphofie at

Sincerely.

Baibara Amiog, M D.
Sm or Director
US Regulatory Afi&irs, Piycbiatty
Trade secret snd/or confidential c<mtmercttl informatioii contained in this sobmissionis 
exempt from public disclosore to the fiiU 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, IntroducHon
Selective serotonin reuptake inhibitors (SSRIs) have been effectively used in the 
treatment o f depressive illness and anxiety disorders since the late 1980s. A possible 
link between the use o f  SSRIs and suicidal behavior was first described as a case 
series in the published literature in 1990 by Teicher et al, who reported that 
fluoxetine, the first SSRI introduced to the U.S. market, can induce or exacerbate 
suicidal tendencies. However, subsequent meta-analyses conducted shortly thereafter 
did not provide evidence supporting this claim, nor did an expert panel convened by 
FDA in 1991 find any compelling evidence for such an association.
This issue, i.e., whether there is an increased risk o f  suicidality (suicidal thinking or 
behavior) associated with SSRI treatment, has been revisited periodically by 
GlaxoSmithKline (GSK, or legacy company SmithKIincBcecham) with regard to its 
SSRI paroxetine (Paxil®, Scroxal®, Aropax®, Deroxal®). As was the case for the 
earlier analyses o f fluoxetine and suicidality in adults, these prior investigations o f  
paroxetine's potential association with treatment-emergent suicidality did not produce 
evidence suggestive o f an association in adults. For example, an analysis conducted 

. by GSK in 2002 (submitted to FDA in February 2003) examined the incidence o f  
attempted suicide in all placebo-controlled paroxetine trials in patients with 
depression. The incidence o f  suicide attempts in the paroxetine group was 2.1%  
(66/3192) compared to 1.9% for placebo (38/2047). This difference was not 
statistically significant (p=0.61).
While lack o f 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 treatment with SSRIs, including 
paroxetine, were associated with an increased risk o f suicidality relative to placebo in 
pediatric patients enrolled in controlled clinical trials,' Partly as a result o f  this finding 
in pediatric patients, a number o f regulatory agencies (including the FDA, and the 
Medicines and Healthcare Products Regulatory Agency (MHRA) in the UK) have 
revisited this issue in adults, particularly in young adults. In May of 2003, an Expert 
Working Group (EWG) of the Committee on Safety o f Medicines was convened in 
the UK to investigate ongoing public safety concerns with SSRIs, in particular around 
suicidal behavior and withdrawal reactions/dependence. As part o f this review, SSRI 
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 professionals.
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upon completion o f  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 o f  suicidal 

thoughts and self-harm in those taking SSRIs compared whh placebo could not be 
ruled out;

* there was no dear evidence o f an increased risk o f  se!f4iann and suicidal thoughts 
in young adults; however, given that individuals mature at different rates and that 
young adults are at a higher background risk o f 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 conclude any marked 
difference between members o f the SSRI class, or between SSRIs and active 
comparators, with respect to their influence on suicidal behavior; and,

* evidence from non-experimenta! GPRD studies indicated that in adults there was 
no increased risk o f  suicidal behavior with SSRIs compared with TC As,

As part of its review, the EWG also conducted a meta-analysis o f the adult clinical 
trials o f paroxetine and concluded:
* there was no strong evidence o f  an increased risk o f suicidal events for adult 

padents with depression exposed to paroxetine compared to 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 EU-lcvel review (known as the ^"Article 31 Rcferrar")^
As part o f this process, GSK was asked to provide specific analyses o f its clinical trial 

. data to evaluate the risk o f  suicide, suicidal thoughts and self-harm, with particular 
attention to potential risk factors including age and gender, GSK submitted the set 
o f analyses to the initial Article 31 questions in September 2003 and submitted the 2”̂  
set o f analyses in January 2004. Overall, i.e., in all indications studied in placebo- 
controlled trials in adults, the incidence o f  possible suicide-related events (i,e., 
thoughts and behaviors) was similar in the paroxetine and placebo groups (0.8% vs, 
0.9%, respectively; OR O.S [95% Cl 0.6, 1.2]). The findings were similar in the 
studies conducted specifically in patients with depression (1J  vs. 1.9%, respectively; 
OR 0.9 [95% Cl 0,6, 13]), In the 18-29 years age group, for all indications, the 
incidence of possibly suicide-related events was greater in the paroxbline group 
(1.8%) than in the placebo group () .4%), although this difference was not statistically 
significant (OR 1 3  [95% Cl 0 3 ,2 3 ;  p-0,46]).
In April 2004, the EU scientific committee (CHMP) reached their conclusions with 
respect to 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 o f an increased risk o f 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 o f  
suicidality in patients who were prescribed paroxetine and likewise, post-
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marketing reports indicate low rates o f  suicidal related behaviors. Clinical 
trials show similar low rates in placebo and paroxetbe treated depressed 
patients. Rates in patients widi other disorders for which paroxetine is 
indicated are similarly low.

In December 2004 the CHMP reaffirmed these conclusions following consideration o f  
three new epidemiology studies which utilized the UK 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 ail antidepressant raanu&cturers to provide specified patient- 
level data from all acute (i.e., < 17 week), double-blind, randomized, placebo- 
controlled adult studies in major depressive disorder. Potential cases of suicidality 
were identified via adverse event text string searches, review o f  serious adverse event 
(SAE) narratives (including all deaths),, and review o f  the comment fields :from the 
Case R epot Forms (CRFs) for all relevant studies. As part o f this process, GSK 
contracted with Columbia University to have independent experts selected by 
Columbia blindly review each potential case o f  suicidality and classify the events into 
suicidal or non-suicidal categories using the same ^proach used in the pediatric 
suicidality review conducted by FDA.^ In May o f 2005, FDA expanded its request to 
also include alt acute non-MDD studies (e.g., studies in anxie^ 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 currently being retrieved fstudy 
#298]).

Recently, GSK decided to conduct its own analyses o f 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 o f 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 (PMDD), alcohol dependent patients (undergoing detoxification), and 
fibroroyalgia. 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 
early February 2006.
2, Brief Overview o f  Metho<i<;

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

’ Ii ihouid be noted that events were coded by Colniobia University in accordance with numerical 
codes specified by FDA for this review o f adult data. These codes differ slighib' from those used for 
the previous FDA review o f  paediatric studies, owing to the fact that there wctc no completed suicides
in any o f the SSK! pediatric trials, '

PAR004668010

Produced By GSK in Dolin v. GSK (N.D. IL.), Case No.: 12cv06403
PAR004668010



previously conducted a similar analysis o f suicidality data for paroxetine as part o f  the 
Article 31 Referral process in 2003, it is important to consider key methodologic 
differences between the previous and current analysis (see Table 1, below).
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Tabic L Key Differences Between Previous Article 31 Analysis and Current 
Analysis _________________________
Events adjudicated by external experts 
(Columbia University)
Search algarithm for AEs

Statistical methods

Definition o f young adults
Included trials o f  any duration (ie, 
incitided long-term ^ a ls  where available)
Depression analysis -  trial groupings

Depression analysis — number o f trials

All indications analysis -  number o f  trials

Article 31 Analysis
No

Algorithra-based 
search o f  AE fields

Pooled analysis 
(crude odds ratios)
IS 29 yrs
Y es
Depressive illnesses 
together

26 depression trials 
(Dec 1982 through 
Aug 2001)
171 studies, 
including 50 
placeboHMjntrolled 
parallel group trials

Current Analysis
Yes

Algorithm-based 
search o f  AE fields 
plus review o f  CRT 
comment fields and 
SAE narratives
Exact method, 
adjusted by trial 
(primary method)
lS-24 yrs
Yes
By indication (eg, 
MDD, Intermittent 
Brief Depression, 
Dysthymia, etc,)
19 M DD trials 
(Dec 1982 to date; 
le, through May 
2005)
57 trials, all 
placebo-controlled 
parallel group trials

2.1 Comparison o f statistical methods
The analysis o f suicidality data has been conducted using two statistical methods for 
estimating the common odds ratio and its confidence interval, as well as testing the 
null hypothesis that the common odds ratio is equal to L The primary analysis used an 
exact approach (Mehta et al, 1985) implemented in the statistical software StatXact®. 
The second approach was to use the Mantcl-Hacnszcl (MH) method, with 0.5 
continuity correction (Sutton ct al, 2002) applied at the level o f the trial GSK used 
this additional approach because it was the same one used by FDA in its analysis o f  
the pediatric datasets. .
In some cases the results o f the analysis of the M DD trials 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 i .6 (by the MH method). The 
lower odds ratio estimated by the MH method is explained by the addition (under the 
continuity correction) o f 4,5 events to each o f  the treatment groups which, .
proportionately, yields a greater increase in the placebo group than in the paroxetine 
group.

For the endpoint o f 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 w th  paroxetine than 
placebo). This is a result o f  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 underestim ates the odds ratio for DcfiDitive Suicidal Behavior 
compared with the exact method^ because o f the small and disproportionate 
number of events observed between the tw o treatment groups and because o f  the 
imbalanced randomization in some of the trials. The exact method is not affected 
by either o f  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 o f this dataset, and should be used in preference to the MH method with 
continuity correction.
3. Clinical Summary
3,1, Major Depressive Disorder
G5K has completed its analysis o f  paroxetine placebo-controlled clinical trials in 
patients with Major Depressive Disorder (MDD); see Appendices n  - IV, A  brief 
summary o f  key findings follows:

On the primary endpoint o f  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 
-  \ 3  (95% Cl 0 .7 ,2.S); p-0,493).

The results provide evidence o f  an increase in suicide attempts in adults with 
MDD treated with paroxetine compared to placebo; however, as the absolute 
number and incidence o f  events arc very small (11/3455 (0.32%) for paroxetine, 
vs. 1/1978 (0,05%) for placebo; odds ratio 6.7 (95% Cl M , 149,4); p^O.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 o f 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 o f the 18-24 age group and the small number o f events. These trends arc 
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-dcflned analysis plan did not examine risk in adults aged 2 5 ­
30 years, it should be noted that review o f the 11 cases o f  defmitive suicidal 
behavior has indicated that five o f these patients were aged 25-30 years. Hence, a 
total o f eight o f  the 11 paroxetine-treated M DD patioits with suicidal behavior 
were aged 18-30 years. This observation suggests that the increased risk o f  
suicidal behavior seen with the overall MDD population was driven primarily by 
events occurring in the younger adult population.
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iO o f the 11 paroxetine-treated patients with suicidal behavior had experienced 
improvement in their major depression; and most (9 o f 11) o f  the paroxetine- 
treated patients had an identified social stressor at the time o f the suicide 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 
response 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 J% ) responded during the clinical trial

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

The overall risk-benefit o f  paroxetine in the treatment o f adult patients with MDD 
remains positive*

The finding o f evidence o f  increased suicide attempts in adults with M DD treated 
with paroxetine compared to placebo is new, and was not found in GSK^s Article 31 
analysis or in GSK's prior analyses o f suicide attempts* In the Article 31 analysis o f  
sclf-haim in patients with depressive illness, there were 45 events reported in 3421 
patients treated with paroxetine (1.3%), and 33 events in 2117 patients treated with 
placebo (1.6%), for an odds ratio ofO.84 (95% Cl 0*54, 1.32). In contrast, the current 
analysis o f definitive suicidal behavior^ in patients with MDD revealed 11 events in 
3455 patients treated with paroxetine (032% ), and 1 event in 1978 patients treated 
with placebo (0*05%); odds ratio 6*7 (95% Cl l .I ,  149,4). There are two likely 
explanations for the difference in results 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 o f 
the methodology used to identify events, the cases comprising the current analysis 
were individually reviewed by external experts who were blinded to treatment* As a 
consequence o f the above two factors, 36 events in the paroxetine group and 33 
events from the placebo group That were included in the Article 3 1 analysis o f self­
harm were not included in the present analysis. The majority o f  these events (33 
paroxetine and 33 placebo) were from two trials investigating intermittenl brief 
depression, and involved patients with a previous history o f  suicidality. The 
remaining 3 paroxetine cases were not classified as suicidal behavior by the expert 
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 methods used 
in the Article 31 analysis*
5*2. Non-Major Depressive Disorder

 ̂^Definitive suiddaJ behavior^ included events classified as completed suicide, suicide attempt, aiwl 
preparatory acts toward imminent suicidal bchavia-. In the results o f  the current analysis, there were 
no completed suicides nor events classified as preparatory acts (ic, all events were classified as suicide 
attempt).
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GSK has recently completed its analysis o f  paroxetine placebo-controilcd clinical 
trials in patients with non-Major Depressive Disorder (non-MDD); see Appendices V 
- V n. A brief summary o f key findings follows:

In placebo-controlled ciinical trials in psychiatric disorders other than MDD, there 
was no evidence o f an increased risk o f  suicidal behavior or ideation (primary 
endpoint) in patients treated with paroxetine,

o *̂A11 Indications”: 0,93% vs 1.09%; OR 0.9 [95% Cl 0.7, 13 );  
p-0.649

o “AH Depression”: 1.77% vs 2.08%; OR 1. i [95% Cl 0,7, J ,7]; p -0 .6 7 1 
o “All Non-Depression”: 0.32% vs 0.49%; OR 0.7 [95% Cl 0 3 , 13]; 

p=0393
(Number^ for “All Indications” and “AH Depression” include the data from MDD 
trials).
There was no evidence o f  treatment differ^ce in suicidal behavior alone 
(secondary endpoint) in any overall population grouping:

o “All Indications”: 0.56% vs 0.67%; OR 1 3  [95% Cl 0.8, 1.9]; 
p-0.483

o “All Depression”: 1.16% vs L59%; OR 1 3  [95% Cl 0.7,1.9); p-0.613  
o “All Non-E>epression”: 0.13% vs 0.11%; OR 1.5 [95% Cl 0.4, 5.8]; 

p-0.759 .
- Although not statistically si^ ificant, there were proportionally slightly more 

events (suicidal behavior with or without ideation) in young adults between 18­
24 years o f age with psychiatric disorders other than M DD treated with paroxetine 
(0.99% for paroxetine versus 035%  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 o f substantial efficacy in the non-MDD population. When 
defining response as a Clinical Global Impression (CGI) score o f “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 CGI, there were significantly more responders in the paroxetine 
group versus the placebo group fon panic disorder (683%  v, 47.4%); CX:D 
(383%  V. 23.3%); SAD (53,9% v. 31.1%); GAD (64.5% v. 49.4%); PTSD (583%  
V. 39.6%); and PMDD (68.9% v. 423% ). For each o f 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 findings from the MDD and non-MDD datasets, GSK believes that young 
adults, especially those with MDD* may be at increased risk for suicidal behavior during 
treatment with paroxetine. An analysis o f placebo controlled trials o f adults with 
psychiatric disorders showed a higher frequency o f  suicidal behavior in young adults 
(prospectively defined as aged 18-24 years) treated with paroxetine compared with 
placebo, although this dificrence was not statistically significant In the older age 
groups (aged 2S-64 years and >65 years), no such increase was observed.
In adults with MDD (ail ages), there was a statistically significant increase in the 
frequency o f  suicidal behaviour in patients treated with paroxetine compared with 
placebo. However^ the majority o f these attempts for paroxetine (8 o f  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 o f  24.
The analysis revealed substantial evidence o f efficacy in all indications. Efficacy o f  
younger adults was comparable to efficacy in older adults.
It is difficult to conclude a causal relationship between paroxetine and suicidality due 
to the small incidence and absolute number o f events, the retrospective nature o f  this 
meta-analysis, and potential for confounding by the fact that the events o f  interest are 
a symptom of the psychiatric illnesses themselves. Although these most recent 
findings reveal evidence o f 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-MDD disorders, we believe that the overall risk-benefit assessment for 
the young adult and the adult patient population remains positive.
5, ImpUcations for Labeling
Based on these most recent findings in the adult patient dataset GSK concludes that 
some statements in the approved prescribing 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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PttESCRIBING INFORM ATION

3 PAXIL CR^
4 (paroxetine hydrochloride)
5 ControUed-Kelease T ablets
6 ______^

Suicidality in Children and Adolescents
A nddepressants increased the risk o f  suicidal tbiaklng aud behavior {suicidality) in 

short-term studies in children and mdolcscenti w ith M ajor Depressive Disorder (M DD) and 
other psychiatric disorders. Anyone constdering the use o f PA XIL CR or any oth er  
anddcpresM ttt tn a child  or adolescent must balance this risk with the clinical need.
Patients w ho are started on therapy should be observed closely for d in ical worsening, 
Ettiddahty, or nnnsnal changes in behavior, Fanulics and caregivers shonld be advised o f  
the need for d o se  observation and comrannication with the presciiber. PAXIL C R  is not 
approved for use in pediatric patients. (See W ARNINGS and PR EC A U T lO N S-^Pediatric  
Use.)

pooled analyses o f short-term  (4 to 16 weeks) placebo-controUcd triab o f  
9 antidepressant drugs (SSK ls and others) in cMldrea and adolescents with m ajor 
depressive disorder (M DD), obsessive com pulsive disorder (O CD), or other psychiatric  
disorders (a total o f  24 trials involving over 4,400 patients) have revealed a greater risk of 
adverse events representing suicidal thinking or behavior (su iddality) during the first few 
m onths o f  treatm ent in those receiving antidepressants. The average risk o f such events In 
patients receiving antidepressants w as 4*/», twice the placebo risk o f 2% . No suicides  
occurred in these trials, __________________________________________________ __

25
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DESCRIPTION
PAXE> CR (paroxetJFW hydrochloride) is an orally administered psychotropic drag with a 

chemical structure unrelated to other selective serotonin reuptake lohibkors orto  tricyclic, 
tetracyclic, or other available antidepressant or antipanic agents. It is the hydrochloride sail o f  a 
phenylpiperidioe compound identified chemically as (’}-rron5-47f-(4-fluorophcnyl)-35-[(3',4- 
methyicnedioxyphenoxy) methyl] piperidine hydrochloride hemihydrate and has the empirical 
formula o f  C|?H;oFNOj*HCi*l/2H20. The molecular weight is 374.S (329.4 as free base). The 
structural formula o f  paroxetine hydrochloride is:

33
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Paroxetine hydrochloride is an odorless, ofF-white powder, having a melting point range o f  
120^ to 13S*^C and a solubility o f  5,4 mg/mL in water.

Each enteric, film-coated, control led-rdeasc tablet contains paroxetine hydrochloride 
equivalent to paroxetine as follows: 12,5 m g-^dlow , 25 mg-pink, 37.5 m g-bluc. One layer o f  
the tablet consists o f  a d^radablc barrier layer and the other contains the active material in a 
hydrophilic matrix.

Inactivc in^edients consist o f  hypromcllosc, polyvinylpyirolidonc, lactose monohydratc, 
magncshim stearate, colloidal siUcon dioxide, glyceryl bchcnalc, mcthacrylicacid copolymer 
type C, sodium lauryl sulfate, polysorbate 80, talc, trietbyl dtrate, and I or more o f  the foUowmg 
colorants: Y d lo w  ferric oxide, red ferric oxide, D&C Red N o. 30, D&C Yellow N o. 6* D&C 
Y ellow  No. 10, FD&C Blue No. 2.
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CUNICAL PHARMACOLOGY
PKarmacodynainlos: The efficacy o f  paroxetine in the treatment o f  major depressive 
disorder, panic disorder, social anxiety diswder, and prcmcnstnial dysphoric disorder (PM DD) is 
presumed to be Jinked to potentiarioffi o f  serotonergic aedvi^ in the central nervous system  
resulting from inhibition o f  neuronal reupCake o f  serotonin (5-hydroxy-tryptaroine, 5'HT).
Studies at clinically relevant doses m humans have demonstrated that paroxetine blocks the 
uptake o f  serotonin imo human platelets. In vitro studies in animals also suggest that paroxetine 
is a potert and highly selective inhibitor o f  neuronal serotonin rcuptakc and has only very weak  
cSects on norepinephrine and dopamine neoranal reuptake. In vitro radioligand binding studies 
indicate that paroxetine has little a ffin i^  for muscarinic, a]pba^‘, alpha^ ,̂ beta-adrenergio-, 
dopamine 5-H T r, S'ETTir, and histamine {Hi)'receptors; antagonism o f  muscarinic, 
histaminergic, and alphai-adrcncrgic receptors has been associated with various anticholinergic, 
sedative, and cardiovascular effects for other psychotropic drugs.

Because the r e l i v e  potencies o f  paroxetine’s major metaboiites arc at nu>st 1/50 o f  the parent 
compound, they are essentially inactive.
P h a n n a c o k in e tic s :  Paroxetine hydrochloride is completely absorbed after oral dosing o f  a 
solution o f the hydrochloride sa lt The elimination half-life is approximately 15 to 20 hours after 
a single dose o f  PAXIL CR. Paroxetine is extensively metabolized and the metabolites arc 
considered to be inactive. Nonlinearity in phamiacokinetics is observed with increasing doses. 
Paroxetine metabolism is me<fiated in part by CYP2D6, and the metabolites are primarily 
excreted in the urine and to  som e extent tn the feces. Pharmacokinetic behavior o f  paroxetine has 
noft been evaluated in subjects who are deficient in CYF2D6 (poor metahoUzers).

A b so tp tio n  and  D is tr ib u tio n :  Tablets o f  PAXIL CR contain a degradable polymeric 
matrix (GEOMATRJX™) designed to control the dissolution rate o f  paroxetine over a period o f  
Bpproxiraately 4 to 5 hours. In addition to controlitng the rate o f drug release in vivo, an enteric 
coat delays the start o f  drug release until tablets o f  PAXIL CR have left the stomach.

Paroxetine hydrochloride is completely absorbed after oral dosing o f  a solution o f  the 
hydrochloride sa lt hi a study in which normal male and female subjects (n *  23) received single
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oral doses o f  PAXIL CK at 4 dosage strengths (12.5 mg  ̂25 mg, 3 7 ^  mg, and 50 mg), paroxetine 
C ^ t and AUCVvif increased disproportionately with dose (as seen also with immediate-release 
formulations). Mean CUn and A U C o ^  values at these doses were 2 ,0 ,5 .5 , 9.0, and 12^  ng/mL, 
and 1 2 1 ,2 6 1 ,3 3 8 , and 540 ng*hr7mL, respectively. was observed typically between 6 and 
10 b o w s  post-dose, reflecting a reduction m absoqjtton rate compared with iramcdiate-rclease 
formulations. The bioavailabDity o f  25 m g PAXIL CR is not affected by food.

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

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

A fotab o/ism  a n d  E xcre tion : The mean elimination half-life o f  paroxetine was 15 to 
20 hours throu^KHtt a range o f  single doses o f  PAXIL CR (12,5 mg* 25 mg, 37 J  mg, and 
50 mg). During repeated administration o f  PAXIL CR (25 mg once daily), steady state was 
reached within 2  weeks (i,e.^ comparable 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 C ^ .  and AUQ^n values were 30 n^ttiL, 20  ng/mL, and 550 ng-hrim L, 
respectively.

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

. excess accumulation is a consequence o f  the fa a  that I o f  the enzymes that metabolizes 
paroxetine is readily saturable.

In steady-state dose proportionality studies involving elderly and noneldedy patients, at doses 
o f the immediate-release formulation o f  20 mg to 40 mg daily for the elderly and 20 mg to 50 mg 
daily for the nonelderiy, some nonlinearity was observed in both populations, again reflecting a 
saturable metabotic pathway. In comparison to Cmo values after 20 mg daily, values after 40 mg 
daily were only about 2 to 3 times greater than doubled.

Paroxetine h  extensively metabolized after oral administration. The principal metabolites are 
polar and conjugated products o f  oxidation and methylation, which are readily cleared. 
Conjugates with glucuronic 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 o f 
the parent compound at Inhibiting serotonin uptake. The metabolism o f  paroxetine is 
accomplished in part by CYP2D6. Saturation o f  this enzyme at clinical doses appears to account 
for the nonlinearity o f  paroxetine kinetics with increasing dose and increasing duration o f  
treatment- The role o f  this enzyme in paroxetine metabolism also suggests potential drug-drug 
interactions (see PRECAUTIONS),

Approximately 64% o f  a 30-m g oral solution dose o f  paroxetine was excreted in the urine 
with 2% as the parent compound and 62% as metabolites over a lO-day post-dosing period.
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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 Ctlnicat Pharmacology Information: Specific Populations: Renal and U ver 
Disease: Increased plasma concentrations o f  paroxetine occur in sutgects with renal and hepatic 
impairment The mean plasma concentrations in patients with creatinine clcaraace below  
30 mLymin. was approxrmatciy 4 times greater than seen in normal volunteers. Patients whh 
creatinme clearance o f  30  to 60 m U m in. and patients with hepatic functional impairment had 
about a 2-foW increase in plasma concentrations fAUC,

The initial dosage should therefore be reduced in patients with severe renal or hepatic 
impairment, and upward titration, i f  necessary, should be at increased intervals (see DOSAGE  
A N D  A D M lN lSm A T IO H ).

E id e riy  P a tien ts : In a multiple-dose study in the elderly at daily doses o f  2 0 ,3 0 , and 
40 m g o f  the immediate-release formulation, C«k, concentrations wore about 70% to 80% greater 
than the respective concentrations in nonelderiy subjects. Therefore the initial dosage in the 
cfderiy should be reduced (see DOSAGE AND ADMINISTRATION).

Dm^-Oru^ interactions: In vitro drug interaction studies reveal that paroxetine inhibits 
CVP2D6, Clinical drug interaction studies have been performed with substrates o f  CYP2D6 and 
show that paroxetine can inhibit the metabolism o f  drugs metabolized by CYP2D6 including 
desipramtne, risperidone, and atomoxetine (see PRECAUTIONS— Drug Interacdoni).
CllnicaJ Trials
M ajor D e p r e ^ J v e  D isord er: The efficacy o f  PAXIL CR oontrolied-rcleasc tablets as a 
treatment for major depressive disorder has been established in two 12-wcck, flexible-dose, 
placebo-controlled studies o f  patients with DSM-IV Major Depressive Disorder. One study 
included patients in the age range 1S to 65 years, and a second study included elderly patients, 
ranging in age from 60 to SS, In both studies, PAXIL CR was shown to be significantly more 
effective than placebo in treating m ^or depressive disorder as measured by the following: 
Hamilton Depression Rating Scale (HDRS), (be Hamilton depressed mood item, and the Clinical 
Global Impression (CGI)-SeverTty o f  Illness score.

A study o f  outpatients with major depressive disorder who had responded to 
immediate-release paroxetine tablets (HDRS total score <S) during an initial S-week  
open-treatment phase and were then randomized to continuation on immediate-release paroxetine 
tablets or placebo for 1 year demonstrated a significantly lower relapse rate for patients taking 
immediate-release paroxetine tablets (15%) compared to those on placebo (39%). Effectiveness 
was similar for male and female patients.
Panic D isord er: The effectiveness o f  PAXIL CR in the trealmcnl o f  panic disorder was 
evaluated in three Khweek, multtccnter, flexible-dose studies (Studies 1 ,2 , and 3) comparing 
paroxetine controjlcd-rdeasc (12.5 to 75 mg daily) to placebo in adult outpatients who had panic 
disorder (DSM -fV), with or without agoraphobia. These trials were assessed on the basis o f  their 
outcomes on 3 variables: (I )  the proportions o f  patients free o f  full panic attacks at endpoint; (2) 
change from baseline to endpoint in the nicdian number o f  foil panic attacks; and (3) change
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from baseline to endpoint in the median Clmical Global Impression S e v e n s  score. For Studies 1 
and 2, P AXIL CR was consistently superior to placebo on 2 o f  these 3 variables. Study 3 failed 
to consistently demonstrate a significant difference between PAXIL CR and placebo on any o f  
these variables.

For all 3 studies, the mean dose o f  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 o f  age or gender.

Long-term maintenance effects o f  the immediate-release formulation o f paroxetine in panic 
disorder were demonstrated in an extension study. Patients who were responders during a 
I (Lweek double-blind phase with iramediatc-relcasc paroxetine and during a 3-mocth 
double-blind extension phase were randomized to cither immediate-release paroxetine or placebo 
in a 3-month double-blind relapse prevention phase. Patients randomized to paroxetine were 
sigaiftcantly less likely to relapse than comparably heated patients who were randomized to  
placebo.
S o c ia l  A n x iety  D isord er: The efficacy o f  PAXIL CR as a treatment for social anxiety 
disorder has been established, in par% on the basis o f extrapolation from the established 
effectiveness o f  the immediate-Tclcasc formulation o f  paroxetine, hi addition, the effectiveness 
o f  P A X ff CR in the treatment o f  social anxiety disorder wns demonstrated in a 12-wcek, 
mulliccnter, dpublc-bhnd, flexible-dose* placebo-controilcd study o f  adult outpatients with a 
primary diagnosis o f  social anxiety disorder (DSM -fV). In the study, the effectiveness o f  
PAXIL CR (12.5 to 37.5 m g daily) compared to placebo w as evaluated on the basis o f  (1) 
change from baseline m the Liebowitz Social Anxiety Scale (LSAS) total score and (2) the 
proportion o f  responders who scored i or 2 (very much improved or much improved) on the 
Clinical Globa! Impression (CGI) Global Improvement score,

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

Subgroup analyses did not indicate that there were any differences in treatment outcomes as a 
function o f  gender. Subgroup analyses o f  studies utilizing the immediaie-rdcase formulation o f  
paroxetine generally did not indicate differences in treatment outcomes as a function o f  age, race, 
or gender.
P rem en stru a l Dysphoric D isord er: The effectiveness o f  PAXIL CR for the treatment o f  
PM DD utilizing a continuous dosing regimen has been established in 2 placcbo-comrollcd trials. 
Patients in these trials met DSM-XV criteria for PMDD. In a pool o f  1,030 patients, treated with 
daily doses o f  PAXIL CR 12.5 or 25 mg/day* or placebo the mean duration o f  the PMDD  
symptoms was approximately \ \ ± 1  years. Patients on systemic hormonal contraceptives were 
excluded from these trials. Therefore, the efficacy o f PAXIL CR tn combination with systemic 
(including ora!) hormonal contraceptives for the continuous daily treatment o f  PMDD is 
unknown. In both positive studies, patients (N = 672) were treated with I IS  mg/day or
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25 mg/day o f  PAXIL CR or placebo continuously throughout the menstnial cycle for a period o f  
3 menstrual cycles. The VAS-Total score is a patient-rated mstrument that mirrors the diagnostic 
criteria o f  PMDD os identified in the DSM-IV, and includes assessments for mood, physical 
symptoms, and other symptoms, 12,5 mg/day and 25 mg/day o f  PAXIL CR were significantly 
more effective than placebo as measured by change firom baseline to the endpoint on the hiteal 
phase VAS-Total score.

In a third study employing mtcrmittenl dosing, patients (N “  366) were treated for the 2 wedks 
prior to the onset o f  menses (luteal phase dosing, also fcnovoi as intennittent dosing) with 
12.5 mg/day or 25 mg/day o f  PAXIL CR or placebo fora period o f  3 months, 12.5 mg/day and 
25 mg/day o f  PAXCL C K  ^  luteal phase dosing* was significantly more effective than placebo 
as measured by change from baseline luteal phase VAS total score.

T hq^ is insufficient infonnation to determine the effect o f  race or age on outcome in 
these studies.
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INDICATIONS AND USAGE
Major Depressive Disorder PAXIL CR is indicated for the treatment o f  m ^or depressive 
disofxler.

The efficacy o f  PAXIL CR tn the treatment o f  a major depressive episode was established in 
two 12-wcek controlled trials o f  outpatients whose diagnoses corresponded to the DSM -IV  
category o f  major depressive disorder (sec CLINICAL PHARMACOLOGY—-Clinical Trials).

A major depressive episode (DSM -IV) implies a prominent and relatively persistent (nearly 
every day for at least 2 weeks) dq>ressed mood or loss o f  interest or pleasure tn ncariy all 
activities, representing a change firom previous functioning, and includes the presence o f  al least 
5 o f  the following 9 symptoms during the same 2-week period: 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 o f  
guilt Of worthlessness, slowed thinking or impaired concentration, a  suicide attempt, or suicidal 
ideation.

The antidepressant action o f  paroxetine in hospitalized depressed patients has not been 
adequately studied, .

PAXIL CR has not been systematically evaluated beyond 12 weeks in comrollcd clinical 
trials; however, the effectiveness o f  immediate-release paroxetine hydrochloride in maintaining a 
response in major depressive disorder for up to 1 year has been demonstrated in a 
placebo-controlled trial (see CLINICAL PHARMACOLOGY— Clinical Trials). The physician 
who elects to use PAXIL CR for extended periods should periodically re-evaluate the long-term 
usefulness o f  the drug for the individual patjenL
P a n ic  D isord er: PAXIL CR is indicated for the treatment o f  panic disorder, with or without 
agoraphobia, as defined in DSM-IV. Panic disorder is characterized by the occurrence o f  
unexpected panic attacks and associated concern about having additional attacks, worry about
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the bnplications or consequeiKes o f  the attacks, and/or a signihcant change in behavior related to 
the attacks.

T he efficacy o f  PAXIL CR eontrollcd-rdcase tablets was established in two 10-week trials in 
panic disorder patients whose diagnoses corresponded to the DSM-IV category o f  panic disorder 
<sec CLINICAL PHARMACOLOGY— Clinical Trials),

Panic disorder (DSM -IV) is characterized by recurrent unexpected panic attacks, te ., a 
discrete period o f  intense fear or discomfort in w hidi 4 (or more) o f  the following symptoms 
devdop abruptly and reach a peak within 10 minutes: (1) palpitations^ pounding heart, or 
acederated heart rate; (2 ) sweating; (3) trembling or shaking; (4) sensations o f  shortness o f  
breath cr smothering; (5 ) feeling o f  choking; (6) chest pain or discomfort; (7) nausea or 
abdominal distress; (S) feeling dizzy, unsteady, lightheaded, or faint; (9) dercalization (feelings 
o f  unreality) or depersonalization (being detached fiooi oneself); (10) fear o f  losing control; ( I I )  
fcaj" o f  dying, (12) paresthesias (numbness or tingling sensations); (13) chills or hoi flushes.

Longderm m aintsiancc o f  efficacy with the immediate-release foimulation o f  paroxetine was 
demonstrated in a 3-month relapse prevention trial. In this trial, padents with panic disorder 
issigned to immediftte-rclcasc paroxedne denumstrated a lower relapse rate compared to padents 
on placebo (see CLINICAL PHARMACOLOGY— Clinical Trials). Nevertheless, the physician 
who prescribes PAXIL CR for extended periods should periodically re-evaluate the long*term 
usefulness o f  the drug for the individual patient
Social Anxiety Disorder: PAXIL CR is mdicated for the treatment o f  social anxiety disorder, 
also known as social phobia, as defined in D SM -fV (300.23). Social anxiety disorder is 
characterized by a marked and persistent fear o f  1 or more social or pefformance situations m 
which the person is exposed to unfamiliar people or to possible scrutiny by others. Exposure to 
the feared situation almost invariably provokes anxiety, which may approach the intensity o f  a 
panic attack. The feared situations are avoided or endured with mtense anxiety or distress. The 

’ avoidance, anxious anticipation, or distress in the feared situation(s) interferes significantly with 
the personas normal routine, occupadooal or academic fimetionmg, or social activities or 
relationships, or there is marked distress about having the phobias. Lesser degrees o f  
performance anxiety or shyness generally do not require psychopharmacological treatment.

The efficacy o f  PAXIL CR as a treatment for social anxiety disorder has been established, in 
part, on the basis o f  extrapoladon friira the established effectiveness o f  the immediate-release 
formulation o f  paroxetine. In addition, the efficacy o f  PAXIL CR was cstablbhcd in a 12-week 
trial, in adult outpatients wHh social anxiety disorder (DSM-IV), PAXIL CR has not been studied 
in children or adolescents with social phobia (see CLINICAL PHARfdACOLOGY— Clinical 
Trials).

The effectiveness o f  PAXIL CR in long-tenn treatment o f  social anxiety disorder, i.e., for 
more than 12 weeks, has not been systematically evaluated in adequate and wcil-controttcd trials. 
T haeforc, the physician who elects to prescribe PAXIL CR for extended periods should 
periodically re-evaluale the long-term usefulness o f  Uk  drug for the individual patient (see 
DOSAGE AND ADMINISIRATION).
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Premenstrual Dysphoric Disorden PAXIL CR is mdicated for the treatment o f  PM DD, 
The efficacy o f  PAXIL CR m the treatcncnt o f  PM DD has been cstabUshed in 3 

placcbocoQtrolled trials (see CLINICAL PHARMACOIXXjY— Clmical Trials).
The essential features o f  PMDD. according to DSM -IV, include markedly depressed mood, 

anxiety or tension, affective lability, and persistent anger or irritabiU^, Other features include 
decreased interest in usual activities, difScuIty concentratiog, tack o f  energy, change in appedte 
or sleep, and feeluig out o f  control. PhystcaJ sym ptom s associated with PM DD include breast 
tenderness, h e a d a t^  joint and muscle pain, bloating, and w d ^  gain. These symptoms occur 
regularly cluring the luteal phase and remit within a few  days following the onset o f  menses; the 
disturbance markedly interferes with work or school or Avith usual social activities and 
relationships wHh cdiers. In making the diagnosis, care should be taken to rule out other cyclical 
mood disorders that rnay be exacerbated by treatment with an antidepressaaL

The efiFcctivencss o f  PAXIL CR in long-teim use, that is, for more than 3 menstrual cycles, 
has not been systcmaticany evaluated in controlled trials. Therefore, the physician w ho elects to 
use PAXIL CR for extended periods should pcricrffically re-evaluate the tong-lcmi usefulness o f  
the drug for the individual pationL

CONTRAINDICATIONS
Concomitant use in patients taking either nionoaraiBC oxidase inhibitors (MAOIs) or 

Ihioridarine is contraindicated (see WARNINGS and PRECAUTIONS).
C o n c o m it^  use in patients taking pimoride is contraindicated (see PRECAUTIONS). 
PAXIL CR is contraindicated in patients with a hypersensitivity to paroxctiiK or to any o f  the 

inactive ingredients in PAXIL CR.
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WARNINGS
Clinical Worsening and Suicide Risk; Patients with major depressive disorder (MDDX 
both adult and pediatric, may cxperioicc worsening o f  their depression and/or the emergence o f  
suictdal ideation and behavior (saicidallty) or imusual changes in behavior, whether or not they 
are taking antidepressant medications, and this risk may persist until significant remission 
occurs. There has been a long-standing concern that antidepressants may have a role in indtKimg 
worsening o f  rfcprcssion and the emergence o f  suicidality in certain patients. Antidepressants 
increased the risk o f  suicidal thinking and behavior (suicidatity) in short-term studies in children 
and adolescents with Miycu' Depressive Disorder (M D D ) and other psychiatric disorders.

Pooled analyses o f  short-term placebo-controlled trials o f  9 antidepressant drugs (SSRIs and 
others) in children and adolescents with MDD, OCD, or other psychiatric disorders (a  total o f  
24 trials involving over 4,400 patients) have revealed a greater risk o f  adverse events 
(epresenting suicidal behavior or thinking (suicidolity) during the first few mouths o f  treatment 
in those receiving antidepressants. The average risk o f  such evems tn patients receiving  
antidepressants was 4%, twice the placebo risk o f  2%. There was ccnsidcrabic variation in risk 
among drugs, but a tendency toward an increase for almost all drugs studied. The risk o f  
suicidality was most consistently observed in the M DD trials, but there were signals o f  risk
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arising from some trials tn other psychiatric indications (obsessive compulsive jdisordcr and 
social anxiety disorder) as well. No sa id d es  ocenrred in  any o f these trials. It is unknown 
whedter the suicidality risk in pediatric patients extends to longer-term use  ̂ i.e,, beyond several 
months. Ii Is nkKi unknov^m whetherdhe  sn Toidajih r̂isk-extends to od u fe

All pediatric patients bdng treated with antidepressants for any indlcatloB should be 
observed closely for d in lca l worsening, lu ld d allty , and unusual changes in behavior, 
especially during the Initial few m oaths o f a course o f  drug therapy, or at times o f dose 
changes, either increases o r  decreases. Such observation wonld generally indude at least 
w eekly face-to-face contact with patients or th d r  family tn em ben  or caregivers daring the  
first 4 weeks o f  treatm ent, then every other week visits for the next 4 w eeks, then a t  
12 weeks, and as d in icaU y indicated beyond 12 w eeks. AddHional contact by telephone may  
be appropriate between facc-to-face visits.

Adults with M D D  o r  co-morbid depression in the setting o f  other psychiatric illness 
being treated with aatidepressaats should be observed sim ilariy for clin ical w orsening and  
suidd ality , especially during the Initial few months o f  a coarse o f  drug therapy, or at times 
o f  dose changes, e ith er Increases o r  decreases.

Ymm& adults, especially those with MDD. mav be at increase^ risk for suicida] behavior
during treatment with paroKcdrtc. An analysis o f  placcbocontrollcd trials o f  acfailis with 
psychiatric disorders showed a higher frequency o f  suicidal behavior in vcutng adults 
fnrosDCCtivdv defined as  aijod j S-24 y ^ )  witl  ̂ wjtl  ̂ placpbo Formatted: fane aaHor. Auto
f 17/776 1 2 versus 5/542 r0.92%1k although this difference was not statistically significant. 
In the older ftgc groups (aged 25-64 years and >65 years), no such increase was observe^ in  
adults with MDD (alt ages), there was a stalistjcallv significant increase m the fregugra^YLof
^i^A al behavior in patients treated with paroxetine compared whti p t a g ^  O 1/3435 fO-32%1 
versus 171978 10.05%1>: all o f  the events were suicide attempts. However, the maloritv o f  these 
attempts for oaroxetme (Z o f  H U vere In vounttcr adults ai^cd 18-30 years. Thege h fP D  data
suggest that the higher fireQueoev observed ju th^ TOuneer adult population across ps>i^iatric 
disorders may extend bevond the age o f  24.

In addition, patients with a  history o f suicidal behavior o r  thoughts, those patients 
exbibitiDg a s igo iB cin t degree o f  sn idd al ideation prior to com m encem ent o f  treatm ent, 
and young adnlts, are at an increased risk o f  sn iddal thoughts or sn id d c  attempts^ and 
should receive careful monitoring during trea tm ent

The following symptoms, anxiety, agitation, panic stack s, insomnia, hritability, hostiiity, 
aggressiveness, impulsivity, akathisia (psychomotor restlessiicss), hypomania, and mania, have 
been reported in adull and pediatric patients being treated with antidepressants for major 
depressive disorder as well as for other indications, both psychiatric and nonpsychiatric. 
Although a causal link between the emergence o f  such symptoms and cither the worsening o f  
depression and/or the emergence o f  suicidal impulses has riot been established, there is concern 
that such symptoms may represent precursors to emerging suicidality.

Consideiation should be given to changing the therapeutic regimen, including possibly 
disconlinuing the medication. In patients whose depression is persistently worse, or who arc

PAR004668026

Produced By GSK in Dolin v. GSK (N.D. IL.), Case No.: 12cv06403
PAR004668026



350
351
352
353
354
355
356
357
358
359
360
361
362
363
364
365
366
367
368
369
370
371
372
373
374
375
376
377
378
379
380
381
382
383
384
385
386
387
388
389

cxperioKtng tsmergent suicidality or symptoms that might be precursors to v^orscning depression 
or suiddality, especially tf these symptoms are severe, abrupt in onset, or were not part o f  the 
patient’s presenting symptoms.

If the decision has been made to discontinue treatment, medication should be tapered, as 
rapidly as is h ^ ib le , but with recognition that abrupt dtscontitiuation can be assodated with 
certain symptoms (see PRECAUTIONS and DOSAGE AND ADMINISTRATION—  
I>iscontinuation o f  Treatment With PAXIL CR, for a description o f  the risks o f  discontinuation 
o f PAXIL CR).

Fftmilics and caregivers o f  pediatric patients being treated with autideprcsstn ls for 
m ajor depressive disorder or other indicatiotts, both psychiatric and nonpsychiatric, 
should be alerted a boat the seed  to m onitor patients for the em ergence o f agitation, 
inritabifityf snusual changes in behavior, and the other sym ptom s described ahovCt as well 
as the em ergence o f  snlddaUty, and to  report such sym ptom s im m ediately to health care  
providers* Such monitoring should in d u d e dady observation by fam ilies and caregivers. 
Prescriptions for PAXIL CR should be written for the smallest quantity o f  tablets consistent with 
good patient management, tn order to reduce the risk o f  overdose. Famnics and caregivers o f  
adults being treated for depression should be similarly advised.
Screening Patients for Bipolar Disorder: A major depressive episode may be the initial 
presentation o f  bipolar disorder. It is generally believed (though not established in controlled 
trials) that treating such an episode with an antidqjressant alone may increase the likelihood o f  
precipitation o f a mixed/manic episode in patients at risk for bipolar disorder. Whether any o f  the 
symptoms described above rqjresent such a conversion is unknown. However^ prior to initiating 
treatment with an antidqiressam, patients with depressive symptoms should be adequately 
screened to determine i f  they arc al risk for bipolar disorder; such screening should include a 
detailed psychiatric history, including a family history o f  suicide, bipolar disorder, and 
depression. It should be noted that PAXEL CR is not approved for use in treating bipolar 
depression.
Potential for Interaction W ith Monoamine O x id a s e  Inhibitors: In patients receiving , 
another serotonin renptake inhibitor drug in com biaation with an M A O l, there have been  
reports o f  serious* som etim es fatal, reactions including hypertherm ia, rigidity, m yodom is, 
autonom ic instabUity with possible m pid  fluctuations o f vital signs, and mental status 
changes that iuclade extrem e agilafion progressing to delirimn and coma* These reactions 
have also been reported in patients w ho have recently discon tinned that drug and have 
been started on an M A O l. Som e cases presented w ith features resem bling neuroleptic 
malignant syndrom e. W hile there are no human data show ing such aa interaction with  
paroxetine hydrochloride, lim ited anim ai data on the effects o f combined use o f  paroxetine 
and M AO Is suggest that these drugs m ay act syncrgistically to elevate blood pressure and 
evoke behavioral excitation* Therefore, it is recom m ended that PAXIL CR not be used t»  
combination with an M AOI, or within 14 days o f d iscontinuiag treatment with an M AOL  
At least 2 weeks should be allowed after stopping PAXIL CR before starting an MAOL
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Potential Interaction With Thioridazine: T hioridazine adm inistratioa alone produces 
prolongation of the Q T c interval, w hich is associated w ith  serious ventrienU r anrhythraias, 
such as torsade de p o in tesr^ pe arrhythm ias, and sudden death. This effect appears to be 
d ost related.

An in v ivo  study suggests that drugs which inhibit C YP2B6, such as paroxetine, will 
elevate plasma levels o f  thioridaaint. Therefore, it is recom m ended that paroxetine not be 
used In combination with thioridazine (see CO NTRAINDICATIO NS and 
PRECAUTIO NS).
U e a g e  in  P re g n a n c y : T erafogen re E ffects : Epidemiological studies have shown that 
infants bom to women who had first trimester paroxetine exposx^ had an increased risk o f  
cardiovascular malformations, primarily ventricular and atrial septal defects (VSDs and ASDs). 
in general, septal defects range from those that are symptomatic and may require surgery to those 
that are asymptomatic and may resolve Spontaneously. I f  a patient becomes pregnant while 
taking paroxetine, she should be advised o f  the potential harm to the fetus. Unless the benefits o f  
paroxetine to the mother justify continuing treatment, consideration should be given to either 
discontinuing paroxetine therapy or switching to another antidqxessant (see PRECAUTIONS—  
Discontinuation o f  Treatment with PAXIL CR). For women vriio intend to become pregnant or 
arc in their first trimester o f pregnancy, paroxetine should only be initiated after consideration o f  
the other available treatment options,

A study based on Swedish national registry data evaluated inftmits o f  6,S96 women exposed to 
antidepressants in early pregnancy (5 J 2 3  women exposed to SSRIs; including 815 for 
paroxetine). Infants exposed to paroxetine in early pregnancy bad an increased risk o f  
cardiovasculat malformaiions (primarily VSDs and A SD s) compared to the entire registry 
population (OR 1.3; 95% confidence imcrval t .1-2.8). The rate o f  cardiovascular malformations 
following carty pregnancy paroxetine exposure was 2% vs. 1% m the entire registry population. 
Among the same paroxetine exposed in f^ ts , an examination o f  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 infants 
o f mothers dispensed paroxetine or other antidepressants during the fust 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 prevalence o f  cardiovascular malformations following first trimester 
dispensing was 1.5% for paroxetine vs. 1% for other antidepressants. N ine out o f l2  infants with 
cardiovascular malformations vriiosc mothers were dispensed paroxetine in the first trimester had 
VSDs. This study also suggested an increased risk o f  overaJi major congenital malformations 
(inclusive o f the cardiovascular defects) for paroxetine compared to other antidq>rcssants (OR 
1,8; 95% confidence interval 1.2-2,8), The prevalence o f  all congenital malformations following  
first trimester exposure was 4% for paroxetine vs. 2% for other antidepressants.

A n fm ^t F ind ings: 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 arc approximately
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8 (rat) and 2  (rabbit) times the MRHD on an mg/m^ basis. These studies have reveakd no 
evidence o f teratogenic effects. However, in rats, there was an increase in pup deaths during the 
first 4 days o f  lactation when dosing occurred during the last trimester o f  gestation and continued 
throu^KHit lactation. This efiFcct occuned at a dose o f  1 mg/kg/day or approximately one-sixth o f  
the MRHD on an mg/m^ basis. The no-effect dose for rat pup mortality was not detennined. The 
cause o f  these deaths is not known.

N onte r^ to^en fe  Bff&cts: Neonates exposed to PAXIL CR and other SSRIs or serotonin 
and norcpincphtinc reuptaJee inhibitors (SNRIs), late in the third trimester have developed  
complicalioos requiring prolonged hosphalizatioo, respiratory support, and tube feeding. Such 
compheations can arise immediately upon delivety. Reported clinicai findings have included 
respiratory distress, cyanosis, apnea, seizures, temperature m subility, feeding difficulty, 
vomiting, hypoglycemia, hypotonia, hypertonia, hyperrcflexia, iretnor, jittenoess, irritability, and 
cotistant crying. These features are consistent whh either a direct toxic effeset o f SSRIs and 
SNRJs or, possibly, a drug discontinuation syndrome. It should be noted that* in some eases, the 
dinical picture is consistent with serotonin syndrome (see W ARM NGS— Potential for 
Interaction With Monoamine Oxidase Inhibitors).

There have also been postmariceting reports o f  premature births in prcrgnant women exposed 
to paroxetine or other SSRIs.

When treating a prepiant woman with paroxetine during the third trimester, the physician 
should carefully consider the potential risks and benefits o f treatment (see DOSAGE A N D
ADMINISTRATION)-
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PRECAUTIONS
G en eral: Activation o f Mania/Hypomania: During premarketing testing o f  
immediate-release paroxetine hydrochloride, hypomania or mania occurred in approximately 
1.0% o f  paroxetine-treated unipolar patients compared to 1.1% o f  active-control and 0 3%  o f  
placebo-treated unipolar patienU. In a subset o f  patients classified as bipolar, the rate o f  manic 
episodes was 23%  for immediate-release paroxetine and 11.6% for the corobined active-control 
groups. Among 1*627 patients with m ^or depressive disorder, panic disorder, social anxiety 
disorder, or PMDD treated with PAXIL CR in controlled clmical studies* there were no reports 
o f manta or hypomania. As with all drugs effective in the treatment o f  major depressive disorder, 
PAXIL CR should be used cautiously in p tien ts with a history o f  mania.

Seizures: During premarkwing testing o f  immediate-release paroxetine hydrochloride, 
seizures occurred in 0.1% o f  paroxetine-treated patients^a rale similar to that associated with 
other drugs effective in the ireatmeni o f  major depressive disorder. Among 1,627 patients who 
received PAXIL CR in controlled clinical trials in m ^or depressive disorder, panic disorder, 
social anxiety disorder, or PMDD, 1 patient (0.1%) experienced a seizure. PAXIL CR should be 
used cautiously in patients with a history o f setzurcs. It should be discontinued in any patient 
who develops seizures.
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Dtscontinaation o f Treatment With PAXiL CR: Adverse events ^ ' i \ t  discontinuing 
therapy with PAXIL CR were not systemalically evaluated in most cf inical trials; however, in 
recent placebo-controlled dinical trials o t il iA g  daily doses o f  PAXOL CR up to 37.5 mg/day, 
spontaneously reported adverse events while discontinuing therapy with PAXIL CR were 
evaluated- Patients receiving 37.5 rag/day underwent an incremental decrease in the daily dose 
by 12-5 mg/day to a dose o f  25 mg/day for 1 week before treatment was stopped. For patients 
receiving 25 mg/day or 1Z5 mg/day, treatment was stopped without an incremental decrease in 
dose. With this regimen in those studies, the following adverse events were reperted for 
PAXIL CR, at an iircidcncc o f  2% or greater for PAXIL CR and were at least twice that reported 
for placebo: D izziness, nausea, nervousness, and addittonal symptoms described by the 
investigaior as associated with tapering or discontinuing PAXIL CR (e.g,, emotionai lability, 
headache, agicadon, electric shock sensations, fatigue, and sleep disturbances). These events 
were reported as serious in 0 J%  o f  patients who discontinued therapy with PAXIL CR.

During marketing o f PAXDL CR and other SSRIs and SNRIs, there have been spontaneous 
reports o f  adverse events occurring upon discontinuation o f  these drugs, (particularly when 

including the following: Dysphoric mood, irritability, agitatiou, dizziness, scnsoiy  
disturbances {e,g.. paresthesias such as clcsctric shock sensationi and tinnitus), anxiety, 
confusion, headache, lethargy, emotional lability, insomnia, and hypomania. While these events 
are generally sdf-lim hing, there have been reports o f  serious discontinuation symptoms.

Patients should be monitored for these symptoms when discontinuing treatment with 
PAXIL C R  A gradual reduction in the dose rather than abrupt cessation is rccsjmmended 
whenever possible. I f intolerable symptoms occur following a decrease in the dose or upon 
discontinuation o f  treatment, then resuming the previously prescribed dose may be considered. 
Subseqaendy, the physician may continue decreasing the dose but at a more gradual rate (see  
DOSAGE AND ADMINISTRATION).

See also PRECAUTIONS— Pediatric Use, for adverse events reported upon discontinuation 
o f  treatment with paroxetine in pediatric patients.

Akathisia: The use o f  paroxedne or other SSRIs has been associated with the development 
o f  akathisia, which is characterized by an inner sense o f  restlessness and p^chom otor agitation 
such as an inability to sit or stand still usually associated with subjective distress. This is most 
likely to occur within the first few weeks o f  treatment

Hyponatremia: Several cases o f  hyponatremia have been reported with immediate-release 
paroxetine hydrochloride. The hyponatremia appeared to be reversible when paroxetine was 
discontinued. The majority o f  these occurrences have been in cldcriy individualSj som e in 
patients taking diuretics or who were otherwise volume depleted.

S er o to n in  Syndrome: The development o f a serotonin syndrome may occur in association 
with treatment with paroxetine, particularly with concomitant use o f  serotonergic drugs and with 
drugs which may have impaired metabolism o f  immediate-release paroxedne hydrochloride. 
Symptoms have included agitation, confusion, diaphoresis, hallucinations, hyperrertexia, 
myodofius, shivering, tachycardia, and tremor. The concomitant use o f  PAXIL CR with

13

PAR004668030

Produced By GSK in Dolin v. GSK (N.D. IL.), Case No.: 12cv06403
PAR004668030



so t
509
510
511
512
513
514
515
516
517 
51S
519
520
521
522
523
524 
'525
526
527
525
529
530
531
532
533
534
535
536
537 
53S
539
540
541
542
543
544
545
546

serotonm precursors (such as tryptophan) is not recommcuded (see WAR24INGS-“Polcntial for 
Interaction With Monoamine Ojddase Inhibitors and PRECAUTIONS— Drug Interactions).

A bnorm B ! B leed ing : Published case reports have documented the occurrence o f  bleeding 
episodes in patients treated with psychotropic drugs that interfere with senotooin rcuptakc. 
Subsequent epidemrolpgical studies, both o f  the case-control and w^ort design, have 
demonstrated an associatiem between use o f  psychotropic ihugs that interfere ivrth serotonin 
reuptake and the occurrence o f  upper gastrointestinal bleeding. In 2 studies, concurrent use o f  a 
nonsteroidal anti-inflammatory drug(NSAID) or aspirin potentiated the risk o f  bleeding (see  
Dnig Interactions), Although these studies focused on upper gastrointestinal Weeding, there is 
reason to believe that bleeding at other sites may be simflariy potentiateiL Padents should be 
cautioned regarding the risk o f  bleeding associated with the concomitant use o f  paroxetine with 
N S AflDs, aspirin, or other drags that affect coagulation.

Use tn Patients With Concomitant titness: Clinical experience with immediate-release 
paroxetine hydrochloride in patients with certain concomitant systemic illness is limited. Caution 
is advisable in using PAXIL CR in patients with diseases or conditions that could affect 
metaboUsm or hemodynamic responses.

As with other SSRIs, mydriasis has been in&equently reported in premarketing studies with 
paroxetine hydrochloride. A few  cases o f  acute an ^ e closure glaucoma associated with therapy 
with immediate-release paroxedne have been reported in the literature. As mydriasis can cause 
acute angle closure in patients with narrow angle glaucoma^ caution should be used when 
PAXIL CR is prescribed for patients with narrow angle glaucoma.

PAXIL CR or the immediate-release formulation has not been evaluated or used to any 
appreciable extent in padents with a recent history o f  myocardial infarction or unstable heart 
disease: Padents with these diagnoses were excluded from dinical studies during premarket 
testing. Evaluation o f dectiocardiograms o f  682 patients who received immediate-release 
paroxedne hydrochloride in double-blind, placebo-controilcd trials, however, did not indicate 
that paroxetine is associated with the development o f  signtficam ECG abnormalities. Similarly, 
paroxetine hydrochloride does not cause any dinicaUy important changes in heart rate or blood  
pressure.

Increased plasma concentrations o f  paroxetine occur in patients with severe renal impainrient 
(creatinine clearance <30 luL/min.) or severe hepatic impairment A lower starting dose should 
be used in such patients (see DOSAGE AND ADMINISTRATION),
Inform ation  fo r  P a tien ts: Prcscribers or other health professionals should inform patients, 
their families, and their caregivers about the benefits and risks associated with treatment with 
PAXE- CR and should counsel them in its appropriate use. A patient Medication Guide About 
Using A ntidt^essants in Children and Teenagers is ava il^ le  for PAXIL CR. The prcscriber or 
health professional should instruct patients, their famiUcs, and their caregivers to read the 
Medication Guide and should assist them in understanding its contents. Patients should be given  
the opportunity to discuss the contents o f  the Medication Guide and to obtain answers to any
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questions they may have. The complete text o f  the Medication Guide is reprinted ai the end o f  
this document.

patients should be advised o f the following issues and asked to alert their prcscriber if  these 
occur w hile taking PAXIL CR.
C lin ica l W o r se n in g  a n d  S u ic id e  R isk: Patients^ their femiHes, and their caregivers should 
be encouraged to be alert to the emergence o f  anxiety^ agitatioiv panic attacks, insomrua, - 
irritability, hostility, aggressiveness, impulsivity, akathisia (psychomotor restlessness), 
hypomania^ mania, other unusual changes in behavior, worsening o f  dqiression, and suicidal 
ideation, especially eariy during antidepressant treatment and when the dose is atjusted up or 
down. Families and caregivers o f  patients should be advised to observe for the emergence o f  
such symptoms on a day*tcKlay basis, since changes may be abrupt. Such symptoms should be 
reported to the padent^s prcscriber or health professional, especially if  they are severe, abrupt in 
onset, or were not part o f  the patient's presenting symptoms. Syrnptoms aich as these may be 
assodated with an increased risk for suicidal thinking and behavior and indicate a need for very 
d o se  monitoring and possibly changes in the mcdicatiom

P AXD-r CR should not be chewed or crushed, and should be swallowed whole.
Orifgrs That Interfere With Hemostasis (NSAtDSj Aspirin, Warfarin, etc.): Patients 

should be cautioned about the concomitant use o f paroxedne and N S A lD s, aspirin, or other drugs 
that affect coagulation since the combined use o f  psychotropic drugs that interfere with serotonin 
rcuptakc and those agents has been associated with an increased risk o f  bleeding.

interference With Cognitive and Motor P erfo an ^ rtce: Any psycboactive drug may 
impair judgment, thinking, or motor skills. Although in controlled studies immediate-release 
paroxetine hydrochloride has not been shown to Impair psychomotor pcrfonnancc, patients 
should be cautioned about operating hazardous machinery, including automobiles, until they are 
reasonably cettarn that therapy with PAXIL CK  does not their ability to engage in such 
activities.

Completing C o u r se  o f  Therapy: W hile patients may notice improvement with use o f  
PAXIL CR in 1 to 4 weeks, they should be advised to continue therapy as directed.

Concomitant Medications: Patients should be advised to inform their physician if  they are 
taking, or plan to take, any prescription or ovcr-thcKXHmtcr drugs, since there is a potential for 
interactions.

Alcohol: Although immediate-release paroxetine hydrochloride has not been shown to  
increase the impairment o f  mental and motor skills caused by alcohol, patients should be advised 
to avoid alcohol while taking PAXEL CR.

Pregnancy: Patients should be advised to notify their physician i f  they become pregnant or 
intend to become pregnant during therapy (see WARNINGS— Usage in Pregnancy: Teratogenic 
and r/pnieratogenic Ej^kcis).

Nursing: Patients should be advised to notify their physician i f  they are breast-feeding an 
infant (see PRECAUTIONS— Nursing Mothers).
L aboratory T e s ts :  There are no specific laboratory tests recommended.
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Drug Interactions: TVyptophafi: As with other serotonin rcuptake inhibitors^ an interaction 
between paroxetine and tryptophan may occur when they ate coadministered. Adverse 
experiences, conststitig primarily o f  headache, nausea, sweating, and dizziness, have been 
reported when tryptophan was administered to patients taking immediate-release paroxetme. 
Consequently, concomitant use o f  PAXIL CR with tryptophan is not recommended (sec 
Serotonin Syndrome).Monoam//w Oxidate inhibitors: See CONTRAIHDICATIOKS and W ARNINGS.

PimozSde: In a controlled study o f  healthy volunteers, after immediate-release paroxetine 
hydrochloride was titrated to 60 mg daily, co-administration o f  a single dose o f  2 m g pimozide 
was associated with mean increases in pimozide AUC o f  151 % and Co«s o f  62%, compared to 
pimozide administered alone. Due to the narrow therapeutic index o f  pimozide and its known 
ability to prolong the QT interval, concomitant use o f  pimozide and PAXIL CR is 
contraindicated (see CONTRAINDICATIONS).

Servtonorgic Drugs: Based on the mechanism o f  action o f  paroxetine and the potential for 
serotonin syndrome, caution is advised when PAXIL CR is coadministered with other dm gs or 
Agents that may affect the serotonergic nctirotransmittcr systems, such as tryptophan, triptans, 
serotonin rcuptakc mhibitcHs, linezoltd (an antibiotic which is a reversible non-sdcctivc M AOl), 
lithium, tramadoL o r S t  John's Wort {sec Serotonin Syndrome).

Thioridazine: See CONTRAINDICATIONS and WARNINGS.
Warfarin: Preliminary data suggest that there may be a pharmacodynamic mieraction (that 

causes an increased Weeding diathesis in the face o f  unaltered prothrombin time) between 
paroxedne and warfarin. Since there is little clinical experience, the concomitant administration 
o f  PAXIL CR and warferin should be undertaken with caution (see Drugs That Interfere With 
Hemostasis).

Tiiptans: There have been rare postmarketing reports describing patients with weakness, 
hypcrreflexia, and incoordination following the use o f  an SSRI and sumatriptan. I f concomitant 
treatment with a triptan and an SSRI (e.g., fluoxetine, fluvoxaminc, paroxetine, sertraUnc) is 
clinically warranted, appropriate observation o f  the patient is advised (sec Serotonin Syndrome).

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

C/znet/tf/ne: Cimetidine inhibits many cytochrome p4jo{c»ridativc) enzymes. In a study 
where immediate-release paroxetine (30 mg once daily) was dosed orally for 4 weeks, 
steady-state plasma concentrations o f  paroxetine were increased by approximately 5D% during 
coadministration with oral cimetidine {300 m g three times daily) for the final week. Therefore, 
when these drags are administered concurrently, dosage adjustment o f  PAXIL CR after the 
starting dose should be guided by clinical effect The effcci o f  paroxetine on cimetidine's 
pharmacokinetics was not studied.

Phenobarbital: Phenobarbital induces many cytochrome P^w (oxidative) enzymes. When a 
single oral 30-mg dose o f  immediate-release paroxetine was administered at phenobarbital 
steady state (100 mg once daily for 14 days), paroxetine AUC and T w e r e  reduced (by an
average o f  25% and 38%, respectively) compared to paroxetine administered alone. The effect o f
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paroxetine on phenobarbital phannacotinctics was not studied. Since paroxetine exhibits 
nonlinear phamiacokinclics, the results o f  this study may not address the case where the 2  drugs 
are both being chronically dosed. No initial dosage adjustment with PAXIL CR is considered 
necessary when coadministered with phenobarbital; any subsequent atflustment should be guided 
by dinical e ffect

P he ny to in :  When a single ora] 30-ing dose o f  immediate^relcasc paxtxctinc was 
administered at phenytoin steady state (300 mg cmcc daily for 14 days), paroxetine AUC and Ty^

were reduced (by an average o f  50% and 35%, respecdvely) compared to immediateHrcleasc 
paroxetine administered alone* In a separate study, when a single oral 300-mg dose o f  phenytoin 
was administered at paroxetme steady stale (30 mg once daily for 14 days), phenytoin AUC was 
slightly reduced (12% on average) compared to phenytoin administered alone. Since both chugs 
exhibit nonlinear pharmacokinetics, the above studies may not address the case where the 
2 dmgs are both being chronically dosed. No buttal dosage adjustments are considered necessary 
when PAXIL CR is coadministered with phenytoin; any subsequent adjustments should be 
guided by dinical effect (sec ADVERSE RBACIIONS— Postmarketing Reports).

D r t ^ s  M eta b o /fzed  b y  CYP2D6: Many drugs, indudlng m ost drugs effective in the 
treatment o f  major depressive disorder (paroxetine, o lh ^  SSRIs, and many tricyclics), are 
metabolized by the cytochrome P450 tsozyme CYP2D6. Like other agents that are metabolized by 
CYP2D6, paroxedne may significantly inhibit the activity o f  this isozyme. In most patients 
(>90%), this CYP2D6 isozyme is saturated early during paroxetine dosing. In I study, daily 
dosing o f  immediate-release paroxedne (2 0  mg once daily) under steady-state conditions 
increased single-dose dcsipramine (100 mg) Chmx, AUC, and by an average o f  approximately
2-, 5-, and 3-fold, respectively. Concomitant use o f  paroxedne with risperidone, a CYP2D6 
substrate has also been evaluated. In I study, daily dosing o f  paroxetine 20 mg in patieiks 
stabilized on risperidone (4 to 8 mg/'day) increased mean plasma concentratious o f  risperidone 
approximately 4-fold, decreased 9-hydroxyrispcridone concentrations approximately 10%, and 
increased concentrations o f  the active moiety (the swn o f  risperidone plus 9 -hydroxyrisperidonc) 
approximately 1 .4-fold. The effect o f  paroxetine on the pharmacokinetics o f  atomoxetine 1ms 
been evaluated when both drugs were at steady state. In healthy volunteers who were extensive 
metabohzers o f CYP2D6, paroxetme 20 mg daily was given in combinadtwi vrith 20 mg 
atomoxetine every 1 2  hours. This resulted in increases in steady state alomoxclmc AUC values 
that were 6 - to 8 -fold greater and in atomoxetine values that were 3 - to 4 -fold greater th ^  
when atomoxetine was given alone. Dosage adjustment o f  atomoxetine may be necessary and it 
is recommended that atomoxetine be initiated at a reduced dose when given with paroxetine.

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

Therefore, coadministration o f  PAXIL CR with other drugs that are metabolized by this 
isozyme, including certain drags effective in the treatmertt o f  major depressive disorder (e.g., 
nortriptyline, amitriptyline, imiptaminc, dcsipramine, and fluoxetine), phenqthiazincs.
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risperidone, and Type IC  antiairhythmics (e.g., propafenone, flecainide, and cncainide), or that 
inhibit this enzyme (e.g^ quiniditieX should be approached with caution.

However^ due to the risk o f  serious ventricular arrhythmias and sudden death potentially 
associated with devated plasma levels o f  thiaridaiinc, paroxetine and thioridazine should not be 
coadministered (see COKIKAINDICATIOKS and WARNINGS).

At steady state, when the CYP2D6 pathway is essentia lly  saturated, paroxctiiK  clearance is 
governed by altcnialivc P450 isozymes that, unlike CYF2D6, show no evidence o f  saturation (sec  
PRECAUTIONS— ^Tricyclic Antidepressants).

Drugs Metabotized by Cytochrome CYP3A4: An in vivo interaction study involving 
the coadministration under stcady‘*state conditions o f  paroxetine and terfenadine, a substrate for 
CYP3A4, revealed no effect o f  paroxetine on terfenadine pharmacokinetics. In addition, in vitro 
studies have shown kctoconazote, a potent inhibitor o f  CYP3A4 activity, to be at least 100 times 
more potent than paroxetine as an inhibitor o f  the metabolism o f  several substrates for this 
enzyme, including tcrfcaadinc, astcmizolc, dsapridc, triazolam, and cyclosporine. Based on the 
assumption that the relationshrp between paroxetinc^s in vitro K; and its lade o f  effect on 
tcrfcnadine's in vivo clearance predicts its effect on other CYF3A4 substrates, paroxetioc's 
extent o f  inhibition o f CYP3A4 activity is not likely to be o f  clmical significance.

Tficyciic Anbdeppessanis fTCA^r)* Caution "is indicated in the coadministration o f  TCAa 
with PAXIL CR. because paroxedne may inhibit TCA metabolism. Plasma TCA corKxmtrations 
may need to be monitored, and the dose o f  TCA may need to be reduced, i f  a TCA is 
coadministered with PAXIL CR (sec PRECAUTIONS—Drugs Metabolized by Cytochrome 
CYP2D6).

Drugs Highfy S o u n d  < 0  Plasma P m fefn : Because paroxetine is highly bound to plasma 
protein, administration o f  PAXIL CR to a patient taking another drug that is highly protein 
bound may cause increased free concentrations o f  the other dnig, potentially resulting in ^ e r s e  
events. Conversely, adverse effects could resuh from displacement o f  paroxetine by other highly 
bound drugs.

Drugs That Interfere With Hemostasis (NSAfDs, Aspirin, Warfarin, e tc j:
Serotonin release by platelets plays an important role in hemostasis. Epidemiological studies o f  
dK casc^control and cohort design that have demonstrated an association between use o f  
psychotropic dmgs that interfere with serotonin teuptake and the occurrence o f  upper 
gastrointestinal bleeding have also shown that concurrent use o f an NSAID or aspirin potentiated 
the risk o f  bleeding. Tbtis  ̂patients should be cautioned about the use o f  such drugs concurrently 
with paroxetine.

Alcohol: Although paroxctiiK does not increase the impainnent o f  mental and motor skills 
caused by aJcobol, patients should be advised to avoid alcohol while taking PAXIL CR.

Lithium: A multiple^dose study with immediate-release paroxetine hydrochloride has shown 
that there is no pharmacokmetic interaction between paroxetine and lithium carbonate. However, 
due to the potottiai for serotonin syndrome, caution is advised when immediate-release 
paroxetine hydrodiloride is coadministered with lithium.
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Digoxin: The steady-state phannacotdnetics o f  paroxedne was not altered when adinimstered 
with digoxin at steady slate. Mean digoxin AUC at steady state decreased by 15% in the 
presence o f  paroxetine. Since there is little clinical experience, the conoirrent administration o f  
PAXIL CR and digoxin should be undertaken with caution.

Dlaz&pam: Under steady-state conditions, diazepam does not appear to affect paroxetine 
kinrtics. The effects o f  paroxetine on diazepam were not evaluated.

ProcycUdine: Daily oral dosing o f  immediate-release paroxetine (30 mg once daily) 
increased steady-state AUC 0.14, Cjo«, and values o f  procyclidine (3  mg oral once daily) by 
35%, 37%, and 67%, respectively, compared to procyclidinc alone at steady state. If  
antkholmergic effects are seen, the dose o f  procyclidinc should be reduced.

Beta-Blockers: In a study where propranolol (80 mg twice daily) was dosed orally for 
18 days, the established steady-state plasma concentrations o f  propranolol were unaltered during 
coadministration with immediate^rdease paroxetine (30 mg once daily) for the final 10 days. The 
effects o f  propranolol on paroxetine have not been evaluated (see ADVERSE REACTIONS—  
P os^arketing Reports).

TheopbyfUne: Reports o f  dcvalcd theophylline levels associated with HTunediate-relcase 
paroxetine ircatraent have been reported. W hile this interaction has not been formally studied, it 
is recommended that th ec^ y llin c  levels be monitored when these drugs are concurrently 
admmistemi.

FosamprenavfiiFdtonavir: Co-administration o f  fosamprenavir/ritortavir with paroxetine 
sig^iificantly decreased plasma levels o f  paroxetine. Any dose adjustment should be guided by 
clinical effect (tolerability and efficacy),

El^ctrocofivutsive Therapy (ECT): There are no clinical studies o f  the combined use o f  
EC TandPA X O . CR.
Carcinogenesis, Mutagenesis, impairment of Fertility: Carc/nogenesys: Two-year 
carcinogenicity studies were conducted in rodents given paroxetine in the diet at 1 ,5 , and 
25 mg/kg/day (mice) and I, 5, and 20 mg/kg/day (rats). These doses are up to approximately 2 
(mouse) and 3 (rat) times the maximum recommended human dose (MRHD) on a mg/m^ basis. 
There was a significantly greater number o f  male rats in the high-dose group with reticulum cell 
sarcomas (l/lOO, 0/50, 0/50, and 4/50 for control, low-, middle-, and high-dose groups, 
respectively) and a significantly increased Imcar trend across dose groups for the occurrence c f  
lymphoretrcular tumors in male rats. Female rats were not affected. Although there was a 
dosc-rclated increase in the number o f  tumors in mice, there was no drug-related increase in the 
number o f  mice with tumors. The relevance o f  these findings to humans is unknown.

W t/fa g en e$ is: Paroxetine produced no genotoxic effects in a battety o f  5 in vitro and 2 in 
vivo assays that included the following: Bacterial mutation assay, mouse lymphoma mutation 
assay, unscheduled DNA synthesis assay, and tests for cytogenetic aberrations in vivo in mouse 
bone marrow and in vitro in human lymphocytes and in a dominant lethal test in rats.

impairment o f FertiUty: A reduced pregnancy rate was found in reproduction studies in 
rats at a dose o f  paroxetine o f  15 mg/kg/day, which is approximately twice the MRHD on a
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mg/m^ basis. Irreversible lesions occurred in the reproductive tract o f  male rats after dosing in
toxicity studies for 2 to 52 wcelcs. These lesions consisted o f  vacuolation o f  cpididymal tubular 
epithelium at 50 mg/kg/day and atrophic changes in the seminiferous tubules o f  the testes with 
arrested spermatogenesis at 25 mg/kg/day (approximately 8 and 4 times Ihc MRHD on a mg/m^ 
basis)
Pregnancy: Pregnancy Category O. See WARNINGS— Usage in Pregnancy: Tcratos^nic and 

Nonteratogerdc Effects.
Labor and Delivery: The effect o f  paroxedne on labor and delivery in humans is unknown. 
Nursing Mothers: Like many other drugs* paroxetine is secreted in human milk, and caudon 
should be exercised when PAXIL CR is admimstcred to a nursing woman.
Pediatric Use; Safety and effectiveness in the pediatric population have not been established 
(see BOX WARNING and WARNINGS— D inical Worsening and Suicide Risk). Three 
placcboHxjtdioned trials in 752 pediatric patients with M DD have been conducted with PAXIL, 
and the data were not sufficient to support a claim for use in pediatric patients. Anyone 
considering the use o f  PAXIL CR in a child or adolescent must balance the potcnUal risks with 
the clinical need

In placebo-controlled clinical trials conducted with pediatric patients, the following adverse 
events were reported in at least 2% o f  pediatric patients treated with itmocdiale-rclease 
paroxetine Hydrochloride and occurred at a rate at least twice that for pediatric patients receiving 
placdw: cmotkmal lability (including self'ham v suicidal thoughts, attempted suicide, crying, and 
mood fluctuations), hostility, decreased appetite, sweating, hyperkinesia, and agitation.

Events reported upon discontinuation o f  treatment with iramedtate-relcase paroxetine 
hydrochloride in the pediatric d inical trials that tnduded a taper phase regimen, which occurred 
in at least 2% o f  patients who received immediate-release paroxetine hydrochloride and which 
occurred al a rate at least twice (hat o f  placebo, were: emotional lability (induding suicidal 
ideation, suicide attempt, mood changes, and tearfulness), iKivousncss, dizziness, nausea, and 
abdominal pain (see Discontinuation o f  Treatment With PAXIL CR).
G e iia t iic  U se: In worldwide premarketing clinical trials with immedtatc-rdcase paroxetme 
hydrochloride, 17% o f  paroxetine-treated patients (approximately 700) were 65 years or older. 
Pharmacokinetic studies revealed a decreased clearance in the elderly, and a lower starting dose 
is recommended; there were, however, no overall differences in the adverse event profile 
between elderly and younger patients, and effectiveness was similaa- in younger and older 
patients (see CLINICAL PHARMACOLOGY and DOSAGE A ND ADMINISTRATION).

In a conlroiled study focusing specifically on elderly patients with majpr depressive disorder, 
PAXIL CR was demonstrated to be safe and effective in the treatment o f elderly patients (>60 
years) with major depressive disorder. (Sec CUNICAL PHARMACOLOGY— Clinical Trials 
and ADVERSE REACTIONS— Table 2.)
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ADVERSE REACTIONS
The mformation included under the "Adverse Findings Observed in Short-Term* 

Placebo-ControUed Trials With PAXIL CR" subsection o f  ADVERSE REACTIONS is based on 
data from 11 plaocboKwntroUed clinical trials. Three o f  these studies were conducted in patients 
with major depressive disorder, 3 studies were done in patients with panic disorder, 1 study was 
conducted in patients with social anxiety disortkr, and 4 studies were done in female patients 
with PMDD, T w o o f  the studies in major depressive disorder, which enrolled patients in the age 
range 18 to 65 years, arc pooled. Information from a third study o f  major depressive disorder, 
which focused on elderly patients (60 to 88 years), is presented separately as is the information 
from the panic disorder studies and the bforniation from the PM DD studies. Information on 
additional adverse events associated with PAXIL CR and the immediate-release fomnilation o f  
paroxetine hydrochloride b  included m a separate subsection {sec Other Events),
Adverse Findings Observed in Short-Term* Piacebo-Controiled Trials With PAXIL 
CR:
Adverse Events A ssociated With DiscontinuaUon of Treatment: A f^ orD ^ ress/ve  
D iso rde r: Ten percent (21^ 12) o f  patients treated with PAXIL CR discontmued treatment due 
to an adverse event in a pool o f  2 studies o f  patients with m ^or depressive disorder. The most 
common events (£1%) associated whh discontinuation and considered to be drug related (i.e., 
those events associated with dropout at a rate approximately twice or greater for PAXIL CR 
compared to placebo) included the following:

PAXIL CR Placebo
(0 = 212) (n ^ 2 1 1 )

Nausea 3.7% ■ 0,5%
Asthenia 1.9% 0,5%
Dizziness 1.4% 0.0%
Somnolence L4% 0.0%

£06
807
808

In aplaccbo-controncd study o f  cldcriy patients with major depressive disorder, 13% (13/KM) 
o f patients treated with PAXIL CR discontinued due to an adverse event. Events meeting the 
above criteria included the following: ^

PAXIL CR Placebo
(n =  104) (n =  l0 9 )

Nausea 2.9% 0,0%
Headache 1.9% 0.9%
Depression 1,9% 0,0%
LFT^s abnormal 1.9% 0.0%

809
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P a n ic  D isorde r: E le v ^  percent (50/444) o f  patients treated with PAXIL CR in panic 
disordea- studies discontimicd treatment due to an adverse event Events meeting the above 
criteria included the following:

Nausea
Insomnia
Headache
Asthenia

PAXIL CR  
(11 =  444)

X9%
L8%
L 4%
L!%

Placebo  
(n = 445) 

0.4%  
0 .0%  

0 .2% 
0.0%

Social Anxiety Disorder: Three percent (5/1 £6) o f  patients treated with PAXIL CR in the 
social anxiety disorder study discooiinued treatment due to an adverse event Events meeting the 
above criteria included the follo\ving:

PAXIL CR Placebo
(It =  186) (n - 1 5 4 )

Nausea 2.2% 0.5%
Headache 1.6% 0.5%
Diarrhea 1.1% 0.5%

817
81K
819
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821
822
823
524
525
526 
827 
528

Premenstrual Dysphoric D isorder Spontaneously reported adverse events were 
monitored in studies o f  both continuous and intermittent dosing o f  PAXIL CR in the treatment o f  
PMDD. Generally, there were few differences in the adverse cv ênt profiles o f  the 2 dosing 
regimens. Thirteen percent (88/681) o f  patients treated with PAXIL CR in PMDD studies o f  
continuous dosing discontinued treatment due to an adverse cvenL

The most common events (^1%) associated with discontinuation in cither group treated with 
PAXIL CR with an incidence rate that is at least twice that o f  placebo in PM DD trials that 
employed a conlimious dosing regimen arc shown in the following table. This table also shows 
those events that were dose dependent (indicated with an asterisk) as defined as events having an 
incidence rate with 25 m g o f  PAXIL CR that was at least twice that with 12 J  mg o f  PAXIL CR  ̂
(as well as the placebo group).
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T O TAL
Nausea’
Asthenia
Sonmotence’
Insomnia
Concentration Impaired’ 
Dry mouth*
Dizziness*
Decreased Appetite’ 
Sweating' ^
Tremor’
Yawn’
Diarrhea

829
830
831
832
833
834
835
836
837 
S3S
839
840
841
842
843
844
845
846
847
848
849
850 
BSl
852
853

PAXIL CR F A X IL C R Placebo
25 mg 1L 5 m g (n = 3 4 9 )

(n =  34S) (u =  333)
15% 9.9% 63%
6-0% 2.4% 0.9%
4.9% 3,0% 1-4%
43% 1.8% 03%
2 J% 1.5% 0,0%
2.0% 0.6%  . 0.3%
2.0% 0.6% 03%
1.7% 0.6% 0.6%
L4% 0.6% 0.0%
1.4% 0.0% 03%
L4% 03% 0.0%
1.1% 0.0% 0.0%
0 5% 1.2% 0.0%

+ Events considered to be dose dependent arc defined as events having an incidence rate with 
25 mg o f  PAXIL CK that was al least tw ice that with 12.5 rng o f  PAXIL CR (as well as the 
placebo group).

Commonly Observed Adverse Events: fi^ajor Depressive Disorden 
The most commonly observed adverse events associated with the use o f  
PAXIL CR in B pool o f 2  trials (incidence o f  5.0% or greater and incidence for 
PAXCL c r  at least twice that for placebo, derived from Table 1) were: Abnonnal 
ejaculation, abnormal vision, cqnstipadon, decreased libido, diarrhea, dizziness, 
female genital disorders, nausea, somnolence, sweating, trauma, tremor, and 
yawning­

Using the same criteria, the adverse events associated with the use o f  PAXIL CR in a study o f  
cldcriy patients with major depressive disorder were: Abnonnal qacolation, constipation, 
decreased appetite, dry mouth, impotence, infection, libido decreased, sweating, and tremor.

Panic Disorden In the pool o f  panic disorder studies* the adverse events rneetuig these 
criteria were: Abnormal ejaculation, somnolence, impotence, libido decreased, tremor, sweating, 
and female genital disorders {generally anorgasmia or difficulty achieving orgasm).

Social Anxiety Disorder: In the social anxiety disorder study, the adverse events meeting 
these criteria were: Nausea, asthenia, abnormal ejaculation, sweating* somnolence, impotence, 
insomnia, and libido decreased.

Premenstrual D y sp h o r ic  Disorden The most commonly observed adverse events 
associated with the use o f  PAXIL CR either ditring continuous dosing or luteal phase dosing 
(incidence o f  5% or greater and incidence for PAXIL CR at tw ice that for placebo, derived 
from Table 5) were: Nausea, asthenia, libido decreased, somnolence* insomnia, female genital 
disorders, sweating, dizziness, diarrhea, and constipation. .
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In the futcaJ phase dosing PMDD trial, which employed dosing o f  12.5 mg/day or 25 mg/day 
o f  PAXIL CR limited to the 2  weeks prior to the onset o f  menses over 3 consecutive menstrual 
cycles, adverse events were evaluated during the first !4 days o f  each off’drug phase. When the 
3 ofF-drug phases were combined, the following adverse events were reported at an incidence o f  
2% or greater for PAXIL CR and were at least tw ice the rate o f  that reported for placebo: 
Infection (53%  versus 2.5% ), depression (2.8%  versus 0-8%), insonmia (2,4% versus 03% ), 
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 o f  1% or more among patients treated with PAXIL CR, aged 18 to 65, who 
participated in 2  short-term (12-week) placebo-contrallcd trials in major depressive disorder in 
which patients were dosed in a range o f  25 mg to 62.5 mg/day. Table 2 enumerates adverse 
events reported at an incidence o f  5% or greater among elderly patients (ages 60 to 88) treated 
with PAXIL CR who participated in a shott-lcnn (12'week) placebo-controlled trial in major 
(fcpicssive disorder in which patients were dosed in a range o f l  2 3  mg to 50 mg/day. Table 3 
enumerates adverse events reported at an incidence o f  I % or greater among patients (19 to 72  
years) treated with PAXIL CR who participated in short-tenn (10-wcck) placcbo-controllcd trials 
in panic disorder in which patients were dosed in a range o f  1Z5 mg to 75 mg/day. Table 4 
enumertries adverse events reported art an incidence o f  1% or greater among aduH patients treated 
with PAXIL CR who participated in a short-tenn (l2-w eck), double-blind, placebo-controlled 
trial in social anxiety disorder in which patients were dosed in a range o f  1 2 3  to 3 7 3  mg/day. 
Tabic 5 enumerates adverse events that occurred at an incidence o f  1% or more among patients 
treated with PAXIL CR who participated in three, 12-week, placebo-controlled trials in PMDD  
in which patients were dosed at 123  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 o f  menses 
(luteal phase dosing) al 1 23  mg/day or 25 mg/day. Reported adverse events were classified 
using a standard COSTART-based Dictionary terminology.

The prescribef should be aware that these figures cannot be used lo predict the incidence o f  
side effects in the course o f  usual medical practice where patient characteristics and other fectors 
differ from those tiiat prevailed in the clinicaJ trials, Siraiiarly, the cited frequencies cannot be 
compared with figures obtained from other clinical investigations involving different treatments, 
uses, and investigatois. The cited figures, however* do provide the prescribing physician with 
some basis for estimating the relative contribution o f  drug and nondmg factors to the side effect 
incidence rate in the population studied.

Table 1. Trcatm ent-Eoiergent Adverse Events Occurring in ^1%  of Patients Treated W ith
% Reporting Event

PAXIL CR placebo
Body System /Adversc Event ( 0 - 2 1 2 ) (« =  21I)
Elody as a W hole
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% Reporting Event

Body System /Adverse Event
PAXIL CR  

(b =  212)
Placebo
( n = 2 I l )

Headache 27% 20%
AMhenta 14% 9%
Infecdort^ 8% 5%
Abdominal Pain 7% 4%
Bade Pain 5% ^ ■ 3%
Trauma^ 5% 1%
Pain^ 3% 1%
AJlergic Reaction* 2% 1%
Cardiova^enUr System  
Tachycardia 1% 0%
Vasoilatation^ 2% 0%
D igestive Systeni 
Nausea 22% 10%
Diarrhea 18% 7% ,
Dry Mouth 15% 8%
Constipation 10% 4%
Flatulence 6% 4%
Decreased Appetite 4% 2%
Vomiting 2% 1%
Nervous System  
Somnolence 22% 8%
Insomnia 17% 9%
Dtar^mess 14% 4%
lib id o  Decreased 7% 3%
Tremor 7% 1%
Hypertonia 3% 1%
paresthesia '3% 1%
Agitation - 2% 1%
Conftisbn 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%
Special Senses 
Abnonnal Vision* 5% 1%
Taste Perversion 2% 0%
Crogenital System  
Abnormal Ejaculation^'^* 26% 1%
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890
891
892
893
894
895
896
897
898
899
900
901
902
903
904
905

% R ep ortin s Event

B ody System /Adverse E vent
P A X IL C R  

_____(b = 212)
Placebo
(n = 2 1 1 )

Female Genital Disorder^’" 10% <1%Impotence^ 5% 3%Urinary Tract Infection 3% 1%Menstrual Disorder^ 2% <1%Vaginitis^ 2% 0%
K

2.
3.
4.
5.
6.
7-

9.
to.
IL

than or equal to the placebo nKidence are not included. These events arc: 
Aboorroal dreams, anxte4y, arthralgia, depersonalization, dysmenorrhea, 
dyspepsia, bypcrkhicsia, increased appetite, myalgia, ncrvcmstiess, 
pharyngitis, purpura, rash, respiratory disorder, sinusitis, urinary 
frequency, and weight gain.
<1% means greater than zero and less than 1%.
Mostly flu.
A wide variety o f  injuries with no obvious pattenu 
Pain in a variety o f  locations with no obvious pattern.
Most frequently seasonal allergic symptoms.
Usually flushing.
Mostly blurred vision.
Based on the number o f  males or females.
Mostly anorgasmia or delayed ejaculation.
Mostly anorgasmia or delayed orgasm*

906
907
908
909

Table 2. Treatm ent-Einci^ent Adverse Events O ccurring in o f
Patients Treated With PA XIL CR In a Study o f  E lderly Padents W ith M ajor Depressive

% R ep ord n e Event
Body System/Adverse Event

P A X IL C R
(n « 1 0 4 )

Placebo  
(■  =  109)

Body as a W hole 
Headache 17% 13%Asthenia 15% 14%Trauma 8% 5%Infection 6% 2%
Digestive System  
Dry Mouth 18% 7%Diarrhea 15% 9%Constipation 13% 5%Dyspepsia 13% 10%
Decreased Appetite 12% 5%
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% EeportiuE Event
P A X IL C R Placebo

Body System /A dverse Event “  1 0 4 ) ........... (n =  109)
Flatulence 8% I 7%
N ervous System  
Somnolence ■ 21% 12%
Insomnia 10% 5%
D izziness 9% 5%
lib id o  Decreased 8% <1%
Tremor 7% 0%
Stdn and A ppendages 
Sweating 10% <1%
Urogenital System  
Abnormal Ejaculation^’̂ 17% 3%
Impotence* 9% 3%

910
911
912
913
914
915 
9 !6
917
918

L Adverse events for which the PAXIL CR reporting incidence was less than or 
equal to the placebo inddcocc are not included. These events are nausea and 
respiratory disorder.

2. <1% means greater than zero and less than 1%,
3. Based on the number o f  maks.
4. M ostly anorgasmia or delayed ejaculation.

T able 3, Treatm ent'Em erEent Adverse Events O ecurriog In i l %  o f

% Reporting Event

Body System /Adverse Event
PA XIL CR  

(n -  444)
Placebo  
(d =  445)

Body as a W hole 
Asthenia 15% 10%
Abdominal Pain 6% 4%
Trauma* 5% 4%
CArdiovasettlar System  
Vasodilation^ 3% 2%
Digestive System  
Nausea 23% 17%
Dry Mouth 13% 9%
Diarrhea 12% 9%
CorwtJpation 9% 6%
Decreased Appetite 8% 6%
M etaboUc/Nutritional 
D isorders .
W eight Loss 1% 0%
M uscnloskelctal System  
Myalgia 5% 3%
N ervous System
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V* Reportine Event
Body System /A dverse E vent
Insomnia
Somnolence
Libido Decreased
Nervousness ,
Tmmor
Anxiety
Agitation
Hypertonia^
Myoclonus

P A X IL C R  
(n = 444)

20%
20%
9%
S%
8%
5%
3%
2%
2%

Placebo  
(n ^ 445) 

11% 
9% 
4% 
7% 
2% 
4% 
2% 

<1%  
<1%

Respiratory System  
Sinusitis 8% ■ 5%
Yawn 3% : 0%
Skin and Appendages 
Sweating 7% 2%
Spedal Senses 
Abnormal Vision* 3% <1%
Urogenital System  
Abnormal Ejaculation’’̂ ■ 27% 3%
Impotence’ 10% 1%
Female Genital Disorders*'^® 7% 1%
Urinary Frequency 2% <1%
Urinatioc impaired 2% <1%

; Vaginitis^ 1% . <1%
919 1.
920
921
922
923
924
925
9 2 6 . Z
927 3.
928 4.
929 5.
930 6.
931 7.
932 8-
933 9.
934 10,
935

Adv<r$c events for which the reporting rate for PAXIL CR was less than or c<jnal 
to the placebo rate arc not included. These events are; Abnormal dreams, ailergic 
reaction, back pain, bronchitis, chest pain, concentration impaired, confusion, 
cough increased, depression, dizziness, dysmenorrhea, dyspepsia, fever, 
flatulence, headache, increased appetite, infection, menstrual disorder, migraine, 
pain, paresthesia, pharyngitis, respiratory disorder, rhinitis, tachycardia, taste 
perversion, thinking abnonnal, urinary tract infection, and vomiting.
<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 o f  male patients. '
Mostly anorgasmia or delayed ejaculation.
Based on the number o f  female patients.

10. Mostly anorgasmia or difficulty achieving orgasm.
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936
937

T able 4. T reatm ent'Em ergeht Adverse EfTecte O ccurring in ^1%  o f Patients Treated W ith

% R eporting E vent

Body SystcmyAdverse Event
P A X IL C R

{ n ^ lS 6 )
Placebo

( B « m )
Body as a W hole 
Headaphc 23% 17%
Asthenia 1»% 7%
Abdominal Pain 5% 4%
Bach Pain 4% 1%
Trauma^ 3% <1%
Allergic Reaction^ 2% <1%
Chest Pain 1% <1%
Cardiovascular System  
Hypertension 2% 0%
Migraine 2% 1%
Tachycardia 2% 1%
Digestive System  
Kausea 22% 6%
Diarrhea 9% e%
Constipation 5% 2%
Dry Mouth 3% 2%
Dyspepsia 2% <1%
Decreased Appetite 1% <1%
Tooth Disorder 1% 0%
M etaboHc/N n tri tiona 1 
Disorders
Weight Gain 3% ^ 1%
W ei^ t Loss 1% 0%
Ncrvotis System  
Insomnia 9% 4%
Somnolence 9% 4%
Libido Decreased 3% 1%
Dizziness 7% 4%
Tremor 4% 2%
Anxiety 2% 1%
ConcentratioD Impaired 2% 0% .
Depression 2% 1%
Myoclonus i% <1%
Paresthesia 1% <1%
Respiratory System  
Yawn 2% 0%
Skin and Appendages
Sweating J4% 3%
Eczema 1% 0%
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% Reporting Event
P A X IL C R Placebo

Body System /A dverse E vent (n -1 8 6 > < n « 1 8 4 )
Special Senses 
Abnomaal Vtsiem^ 2% 0%
Abnormality o f 2% 0%
Aocommodalion
Urogenital System  
Abnormal Ejaculation^’ 15% 1%
Impotence* 9% 0%
Female Genital Disorders*’’ 3% 0%

938
939
940
941
942
943
944
945
946
947  
945  
949

). Adverse events for which the reporting rate for PAXIL CR was less than or equal to the 
placebo rate are not included. These events arc: Dysmenorrhea* flatulence, gastroenteritis, 
hypertonia, infection, pain, pharyn^tis, rash, respiratory disorder, rfunitis, and vomiting.
2- <1% means greater than zero and less than 1%.

Various physical iiyuries.
Most frequently seaisonal allergic symptoms.
Mostly blurred vision.
Based on the number o f  male patients. .
Mostly anorgasmia or delayed gaculation.
Based on the number o f  female patients.

Mostly anorgasmia or d iff ic u lt  achieving orgasm.
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950
9 5 1
952

T able 5. Treatm eat-Em er^ent Adverse Events Occurring in  o f Patients T reated W ith  
P A X iL  CR in a Pool o f  3  Prem enstrual Dysphoric D isorder Studies wHb ContiDaous

% Reporting Event
ContisQOus Dostuit Lnteal Phase D osiite

Body Systcjn /A dvenc  
Event

P A X IL C R  
(ti =  h81)

P h eeb o
(n *-349)

P A X IL C R
{ n - 2 4 6 )

Placebo  
(m ^  120)

Body w  a W hole 
Asthenia 17% 6% 15% 4%
Headache 15% 12% * _

Infection 6% 4% -

Abdominal pain - - 3% 0%
CardiovascDlar System  
Migraine 1% <1%
Digestive System  
Nausea 17% 7% 18% 2%
Diarrhea d% 2% 6% 0%
Con^pation 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% ' 0%
M etabolic and 
N utntioual Disorders 
Generalized Edema 1% <1%
Weight Gain - - ]% < 1%
M usculoskeletal
System
Arthralgia 2% 1%
Nervous System  
Libido Decreased 12% 5% 9% 6%
Somnoicncc 9% 2% 3% <1%
Insomnia £% 2% 7% 3%
D is^ness 7% 3% 6% 3%
Tremor 4% <1% 5% 0%
Concentration Impaired 3% <1% 1% 0%
Nervousness 2% <1% 3% 2%
Anxiety . 7% i% - -

Lack o f  Emotion 2% <1% ■ - -

DqHcssion - * 2% <1%
Vertigo - - 2% <1%
Abnormal Dreams 1% <1% - -

Amnesia - 1% 0%
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%  R eportiiie Rvent
Continuous Dosing Luteal Phase Doslu£

Body System /Adverse 
Event

PAXIL CR  
(n =  681>

Placebo
( n - 5 4 9 )

P A X IL  CR  
( n - 2 4 6 )

Placebo 
(n = 120)

Respiratory System  
Slmisitis i 4% 2%
Yawn 2% <1% : - ■ -  !
Bronchitis - - 2% 0%
Cough Increased 1% <1% - -

Skin and Appendages 
Sweating ' 7% <1% 6% <1%
Special Senses 
Abnonnal Vision 1% 0%
Urogenital System  
Female Geniml S% 1% ■ 2% 0%
Dtsord^^
Menorrhagia 1% <1%

1 Vaginal Moniliasis 1% <1% - -

1 Menstrual Disorder - - 1% 0%
953
954
955
956
957  
95S 
959

. 960
961
962
963
964
965
966
967 
96S

1. Adverse events for which the reporting rate o f  PAXIL CR was less than Or equal lo the 
placebo rate arc not included. These events for continuous dosing arc: Abdominal pain, back 
pain, pain  ̂trauma, weight gam, myalgia, pharyngitis, respiratory disorder, rhinitis, simisibs, 
praritis, dysmenorrhea, menstrual disorder, urinary tract infection, and vomiting. The events for 
luteal phase dosing arc: Allergic reaction, back pain, headache, infection, pain, trauma, myalgia, 
anxiety, pharyngiUs, respiratory disorder, cystitis, and dysmenorrhea.
2. <1% means greater than aero and less than 1%.
3. The luteal phase and continuous dosing PMDD trials were not designed for making direct 
comparisons between the 2 dosing regimens. Therefore, a comparison between the 2 dosing 
regimens o f  the PMDD trials o f  incidence rales shown in Table 5 should be avoided.
4. Mostly anorgasmia or difficulty achieving orgasm.

D o s e  D e p e n d e n c y  o f  Adx/^erse E ven ts: The following tabic shows results in PMDD 
trials o f common adverse events, defined as events with an incidence o f  >1% with 25 mg o f  
PAXIL CRihat was at least twice that with 12-5 mg of PAXIL CR and with placebo.
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Incideace o f  Com m on Adverse Events in Placebo, 1Z5 mg and 25 rag o f PA XIL C R  in a 
Pool o f 3 F ixed-D ose PM DD T tia b

Comtnon Adverse Event'
Sweating
Tremor
Concentration Impaired
Yawn
Paresthesia
Hyperkinesia
Vaginitis

PAXIL CR PAXIL CR placebo
25 mg 

( n “ 348)
12,5 mg 

(n= 3 33)
( t t -3 4 9 )

S.9% 4.2% 0,9%
6-0% l^ % 03%
4.3% 1.5% 0.6%
3.2% 0.9% 0.3%
1.4% 03% 03%
1.1% 0.3% 0-0%
1.1% 03% 03%

969
970
971
972
973
974
975
976
977  
97S  
979  
9S0
981
982
983
984
985
986
987
988

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

M&le &nd  F e m a /e  SextJa/ 0 y s fu n c t /o n  W ith SSRis: Although changes In sexual desire, 
sexual poformance, and sexual satisfaction often occur as manifestations o f  a psychiatric 
disorder, they may also be a conserjuence o f  pbannacologic treatment. In particular, some 
evidence suggests that SSIUs can cause such untoward sexual experiences.

Reliable estimates o f  the incidence and severity o f  untoward experiences involving sexual 
desire, performance, and satisfaction are dififtcuU to obtain; however, in part because patients and 
physicians may be reluctant to discuss them. Accordingly, estimates o f  the incidence o f  
untowaid sexual experience and peifonnance cited in product labeling, are likely lo 
imdcrestimate their actual incidence.

The percentage o f  patients reporting symptoms o f  sexual dysfunction in the pool o f  2 
placebo-controlled trials in nonelderiy patients with major depressive disorder, in the pool o f  3 
placebcKontroUed trials in patients with panic disorder, in the placebo-controlled trial in patients 
with social anxiety disorder, and in the intermittent dosing and the pool o f  3 placeboMixjntroned 
cominuous dosing pials in female patients with PMDD arc as follows:
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Dcataicd
Libido
Ejscolitojy
Db^DiwKc
IcnfXMenct
m <lrpuk«)
Decreased
Lftwlo
Orptsiiuc
Distorfjfcict

Major Depressive 
Disorder

PAXIL
a t
78

76^

5%

134
4%

10%

FUedw

7S

1%

3%

133
7%

<1%

Puic Disorder

PAXIL
CR
UJ
9%

27%

1(1%
282
1%

7%

Placebo

194
6%

3%

1%
151
2%

»%

Social Aniitty 
Disorder

PAXIL
CR
88
13%

15%

9%
$8
4%

3%

Placebo

97
1%

1%

0%
87

1%

0%

PMDD
Contiottovs Dosioc

PAXIL
CR
o/a
n/i

tift

m
12%

8%

Ptaetbo

u/a

n/a

n/a
349

PMDD 
Loteal Phase 

Dostttfi
PAXIL

CR
u/a
n/a

n/a

»/a
34b
9%

2V.

989
990
991
992
993
994
995
996
997
998
999  

!000 
1001 
1002
1003
1004
1005
1006
1007
1008 
1009 
1010 
ion 
1012
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Placeb*

There are no adequate^ controlled studies examining sexual dysfwKtion with patt>xctinc 
treatmeaL

Paroxetine treatment has been associated vdth several eases o f  priapism. In those eases with a 
known outcome, patients recovered without sequelae.

W hile it is difficult to know the precise risk o f sexual dysfunction associated with the use o f  
SSRis, physicians should routinely inquire about such possible side effects.

Weight snd V to / Sign Changes: Significam weight loss may be an undesirable result o f  
treatment with paroxetine for stm e patients but, on average, patients in controlled trials with 
PAXIL CR or the immediate-release formulation, had minimal w e i^ t  loss (about 1 pound). N o  
significant changes in vital signs (systolic and diastolic blood pressure, pulse, and temperature) 
were observed in patients treated with PAXIL CR, or immediate-release paroxetine 
hydrochloride, in controlled clinical trials.

ECG O henges: In an analysis o f  ECGs obtained in 682 patients treated with 
immediate-release paroxetine and 415 patients treated whh placebo in controlled clinical trials, 
no clinically significant changes were seen in the ECGs o f  cither group.

U v e r F unc tion  Tests: In a pool o f  2 placebo-controlled clmical trials* patients treated with 
PAXIL CR or placebo exhibited abnormal values on liver function tests at comparable rates. In 
particular, the conirolled'relcase paroxetinc-versus-placcbo comparisons for alkaline 
phosphatase* SGOT* SOFT* and bilirubin revealed no diflferenccs in the pcrcraitage o f  patients 
with marked abnormalities. .

In a study o f  elderly patients with major dqiressive disorder, 3 o f  104 patients treated with 
PAXIL CR and none of 109 placebo patients experienced liver transaminase elevations o f  
potential dinical conceni.

K/a
n/a

n/a

n/a
130
6%

0%
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10!3
1014
1015
1016
1017
1018
1019
1020 
1021 
1022
1023
1024
1025
1026
1027
1028
1029
1030
1031
1032
1033
1034
1035
1036
1037
1038
1039
1040
1041
1042
1043
1044
1045
1046
1047
1048
1049
1050
1051
1052

Two o f  the patients treated with PAXIL CR dropped out o f  the study due to abnonnal Uver 
function tests; the third patient experienced nonnali^ation o f  transaminase levels with continued 
treatment Also, in the pool o f  3 studies o f  patients with panic disorder 4 o f  444 patients treated 
with PAXIL CR and none o f 445 placebo patients experienced liver transaminase elevations o f  
potential clinical concern. Elevarions in all 4  patients decreased substantially after 
discontinuation o f  PAX3L C R  The dinical significance o f  these findings is unknown.

In placcbo-controllcd dinical trials with the immediate-release fomiulation o f  paroxetine, 
patients exhibited abnonnal values on liver fimetion tests at no greater rate than that seen in 
placebo-treated patients.

Haitudn&tions'. in pooled clinical trials o f  immediate-release paroxetine hydrochloride,, 
hallucinations were observed in 22 o f  9089 patients receiving drug and in 4 o f  3187 patients 
receiving placebo.
Other Events Observed During the Clinical Development of Paroxetine: The 
following adverse events were reported during the clinical development o f  PAXIL CR and/or the 
clintcflj devdopraent o f  the immediate-release foonulaticm o f  paroxetine.

Adverse events for which frequencies arc provided below occurred in d in ical trials with the 
controUed-rcicasc forroulation o f  paroxetine^ During its paremarketing assessment in major 
depressive disorder, panic disorder, social anxiety disorder* and PM DD ihuluple doses o f  
PAXIL CR were administered to 1,627 patients m phase 3 double-blind, controlled, outpatient 
studies. Untoward events associated vrith tiiis exposure were recorded by clinical investigators 
using icnninology o f their own choosing. Consequently, h ts not possible to provide a 
meaningful estimate o f  the proportion o f  individuals experiencing adverse events without first 
grouping similar types o f  untoward events into a smaller number o f  standardized event 
categories.

In the tabulations that follow* reported adverse evetits were classified using a ' 
COSTART-based dictionary. The frequencies presented, therefore* represent the proportion o f  
the 1*627 patients exposed to PAXfL CR who experienced an event o f  the type cited on at least t 
occasion while receiving PAXIL CR. AH reported events arc included except those already listed 
in Tables 1 througjt 5 and those events where a drug cause was remote. If the COSTART term 
for an event was so general as to be uninfbnnativc, it was deleted or, when possible* replaced 
with a more infonnaiive tenn. It is important to emphasize that although the events reported 
occurred during treatment with paroxetine* they were not necessarily caused by h.

Events BTC further categorized by body system and listed in order o f  decreasing frequency 
according to the following definitions: Frequent adverse events are those occurring on 1 or more 
occasions hi at least 1/100 patients (only those not already listed in the tabulated results fiom  
placcbo-controllcd trials appear in this listing); infrequent adverse events arc those occurring in 
1/100 to 1/1,000 patients; rare events are those occurring in fewer than 1/1*000 patients.

Adverse events for which frequencies are not provided occurred during the premarketing 
assessment o f  immedtaic-release paroxetine in phase 2 and 3 studies o f  major depressive 
disorder* obsessive compubivc disorder, panic disorder, social anxiety disorder* generalized
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t053
1054
1055
1056
1057
1058 
f059  
1060 
1061 
1062
1063
1064
1065
1066
1067
1068
1069
1070
1071
1072
1073
1074
1075
1076
1077
1078
1079 
lOSO 
1081

. 1082
1083
1084
1085
1086
1087
1088
1089
1090

anxiety disorder, and posttraumatic stress disorder. The conditions and duration o f  cxposus^ to 
immediate-release paroxetine varied greatly and included {in overlapping categories) open and 
double-blind studies, uncontrolled and controlled studies, inpatient and outpatient studies, and 
fixed-dose and titration studies. Only those events not previously listed for oontroUed-rcIcase 
paroxetine are included. The extent to which these events may be associated with PAXDL CR is 
unkrtown.

Events arc listed alphabetically within the respective body system. Events o f  mayor clinical 
importance arc also described in the PRECAUTIONS section.

B o d y  BS a  W hofe: Infrequent were chills, face edema, fever, flu syndrome, malaise; rare 
were abscess, anaphylactoid reaction, anticholinergic syndrome, hypothermia; also observed 
were adrenergic syndrome, neck rigidity, sepsis.

C ard iovascu lB r System : infrequent were angina pectoris, bradycardia, bematoma, 
hypertension, hypotension, palpitation, posmrai hypotension, siq^avemricular tachycardia, 
syncope; rare were bundle branch block; also observed were anbythraia nodal, atrial fibrillation, 
cerebrovascular accident, congestive heart failure, low cardiac ouqxit, myocanfial inferct, 
myocardial ischemia, pallor, phlebitis, p u lm o n ^  embolus, supraventricularextrasystotes, 
dirombophlcbitis, thrombosis, vascular headache, ventricular cxtrasystoles.

D igesd vo  System : Infrequent were bruxism, dysphagia, eructation, gastritis, 
gastroenteritis, gastroesophageal reflux, gingivitis, hemorrhoids, liver fiancdO iit^ abnormal, 
mclcno, pancreatitis, rectal bemwThage, toothache, ulcerative stomatitis; rare were colitis, 
^ossttis, gum hyperplasia, hepatosplcnomegaly, increased salivation, intestinal obstruction, 
peptk ulcer, stomach ulcer, throat tightness; also observed were aphthous stomatitis, bloody 
diarrhea, bulimia, cardiospasm, cholelithiasis, duodenitis, enteritis, esophagitis, fecal impactions, 
fecal incontinence, gum hemorrhage, hematemesis, hepatitis, ileitis, ileus, jaundice, mouth 
ulceration, salivary gland enlargement, sialadenitis, stomatitis, tongue discoloration, tongue 
edema.

E ndocrfne  System : Infrequent were ovarian cyst, testes pain; rare were diabetes mcliilus, 
hyperthyroidism; also observed were goiter, hypothyroidism, thyroiditis.

Hem ic a n d  Lym pha^c System : Infrequent were anemia, eostnophilia, hypochromic 
anemia, leukocytosis, leukopenia, lymi^adenopathy, purpura; rare were thiombocylopejua; also 
observed were anisocytosis, basophilia, bleeding time increased, lymphedema, lymphocytosis, 
lymphopenia, microcytic anemia, monocytosis, normocytic anemia, thrombocythcniia.

M etabo lic  an d  N u tritiona l D isorde rs : Infrequent were gcncraliTcd edema, 
hyperglycemia, hypokalemia, peripheral edema, SCOT increased, SOFT nicreased, thirst; rare 
were biUrubincmia, dehydration, hyperkalemia, obesity; also observed were alkaline phosphatase 
increased, BUN increased, creatinine phosphokinase increased, gamma globulins increased, 
gout, hypercalcemia, hypcrcholestcretnia, hyperphosphatemia, hypocaTcemia, hypoglycemta; 
hyponatremia, ketosis, lactic dehydrogenase increased, non-protein nitrogen (NPN) increased.
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M uscuioskeJetst System : Infrequent were arthritis* bursitis* tendonitis; rare were 
myasthenia, myopathy, myositis; also observed were generalized spasm, osteoporosis, 
tenosynovitis* tetany.

Nervous System: Frequent were depression; infeequent were amnesia, convulsion, 
depersonalization, dystonia, emotional lability, hallucinations, hyperidnesia, hypestbesia, 
hypokinesia, incoordin^on, libido increased, neuralgia, neuropathy, nystagmus, paralysis, 
vertigo; rare were ataxia, coma, diplopia, dyskinesia, hostility, paranoid reaction* torticollis, 
withdrawal syndrome; also observed were abnonnal gait, akathisia, akinesia, aphasia, 
choreoathetosis, circumoral paresthesia, delirium, delusions, dysarthria, euphoria, cxtrapyramidal 
syrrdrome, fesdculadons, grand ma! convulsion, hyperalgesia, irritability, manic reaction, 
manic-depressive reaction, meningitis, raydiiis, peripheral neuritis, psychosis, psychotic 
depression, reflexes decreased, reflexes increased, stupor* trismus,

RespfrBtory System: Frequent were pharyngitis; infrequent were asthma, dyspnea, 
epistaxis, laryngitis, pneumonia; rare were stridor, also observed were dysphonia, emphysema, 
hemoptysis* hiccups, hyperventilation* lung fibrosis, pulmonary edema, respiratory flu, sptmrni 
iiKneased.

Skfn and Appendages: Frequent were rash; infrequent were acne, alopecia, dry skin* 
eczema* pruritus, urticaria; rare were exfoliative dermatitis, furunculosis, pustular rash, 
seborrhea; also observed were angioedema, ccchymosis, erythema multi forme, erythema 
nodosum, hirsutism, maculopapular rash, skin discoloration, skin hypertrophy, skin ulcer, 
sweating decreased, vesiculobullous rash.

Speeist Senses: Infrequent were conjunctivitis, earache, keratoconjunctivitis, mydriasis, 
photophobia, retinal hemorrhage, tinnitus; rare were blepharitis, visual field defect; also observed 
were amblyopia, antsocoria, .blurTcd virion, cataract* corijunctival edema, comeal ulcer* deafiiess, 
exophthalmos, glaucoma, hyperacusis, n i^ t  blindness, parosmia, ptosis, taste loss.

U rogenita f System : Frequent were dysmenorrhea*; infrequent were albuminuria, 
amenorrhea , breast pain , cystitis, dysuria, prostatitis , urinary retention; rare were breast 
enlargement, breast neoplasm , female Jadalion, hematuria, kidney calculus, metronhagia*, 
n ep h r i^  nocturia, pregnancy and puerperal disorders , salpingitis, urinary incontmence* uterine 
fibroids enlarged ; also observed were breast atrophy, ejaculatory disturbance, endometrial 
disorder, epididymitis, fibrocystic breast, leukorrhea, mastitis, oliguria* polyuria* pyuria, 
urethritis* urinary casts* urinary urgency, urolith* uterine spasm, vaginal hemorrhage.
’Based on the number o f men and women as appropriate.
Postmarketing Reports: Voluntary reports o f  adverse events in patients taking 
immediate-release paroxetine hydrochloride that have been received since market introduction 
and not listed above 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 fiver dysfunction), Gmllain-Barr^ 
syndrome, toxic epidermal necrolysis, priapism, syndrome o f  inappropriate ADH secretion* 
symptoms suggestive o f prolactinemia and galaaoirhca* neuroleptic malignant syndrome-like
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events, serotonin syndrome; cxtrapyramidal symptoms which have included akathisia, 
bradyldncsia, cogwheel rigidity, dystonia, hypertonia, oculogyric crisis which has been 
associated with concomitant use o f  pimozide; tremor and trismus; status epileptiois, acute renal 
failure, pulmonary hypertension, allergic alveolitis, anaphylaxis, eclampsia, laryngismus, optic 
neuritis, porphyria, ventricular fibrillation, ventricular tachycardia (including torsade dc poinies), 
thrombocytopenia, hemolytic anemia, events related to impaired hematopoiesis (Including 
aplastic anemia, pancytopenia, bone marrow aplasia, and agranulocytosis), and vasculitic 
syndromes (such as Hcnoch-SchSnlein ptnpura). There has been a case report o f  an clervatcd 
phenytoin level after 4 weeks o f  immediale^reJease paroxedne and phenytoin coadministration. 
There has been a case report o f  severe hypotension when immediate-release paroxetine was 
added to chronic mctoprotol treatment
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DRUG ABUSE AND DEPENDENCE
Controlled Substance Class; PAXIL CR is not a controlled substance, 
physical a n d  Psychologic D e p e n d e n c e :  PAXIL CRbas not been systematically studied 
in animals or humans for its potential for abuse, tolerance or physical dependence. While the 
climeal trials did not reveal any tendency for any drug-seeking behavior, these observations were 
not systematic and h  is not possible to predict on the basis o f  this limited experience the extent to 
which a CNS-activc drug will be misused, diverted, and/or abused once marketed. Consequently, 
patients should be evaluated carefully for history o f  drug abuse, and such patients should be 
observed closely for signs o f  m isuse or abuse o f PAXIL CR (e.g,, developnmit o f tolerance, 
merementations o f dose, drug-seeking behavior).

OVERDOSAGE
Human Experience; Since the introduction o f  immediate-release paroxetine hydrochloride in 
the United States, 342 spontaneous cases o f  deliberate or accidental cverdosage during 
paroxetine treatment have been reported worldwide (circa 1999). These include overdoses with 
paroxetine alone and in combination with other substances. O f these, 48 cases were fatal and o f  
the fatalittcs, 17 appeared to involve paroxetine alone. Eight fatal cases that documented the 
amount o f paroxetine ingested were generally confounded by the ingestion o f  other drugs or 
alcohol or the presence o f  significanl comorbid conditions, O f l4 5  non-fatal cases with known 
outcome, most recovered without sequelae. The largest known ingestion involved 2,000 mg o f  
paroxetine {33 limes 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, voniiling, and dizriness. Other 
notable signs and symptoms observed with overdoses involving paroxetine (alone or with other 
substances) include mydriasis, convulsions (including status epUepticus), ventricular 
dysrhythmias (induding torsade dc pointes), hypertension, aggressive reactions, syncope, 
hypotension, stupor, bradycardia, dystonia, rhabdomyolysis, symptoms o f  hepatic dysfunction 
(including hq>atic failure, hepatic necrosis, jaundice* hepatitis* and hq>atic steatosis), serotonin 
syndrome, manic reactions, myoclonus, acute renal failure, and urinary retention.
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O v6rdo3& 9^ M&nsgonrient! Treatment should consist o f  those general measures employed in 
tihe management o f  overdosage with any drugs effective in the treatment o f  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 o f  emesis 
is not recommended- Gastric lavage with a large-bore orogastric tube with appropriate airway 
protection, i f  needed, may be indicated i f  peribrrncd soon after ingestion, or in symptomatic 
paticaits.

Activated charcoal should be administered Due to the large volume o f  distribirtion o f  this 
drug, forced diuresis, dialysis, hemoperfusion, and exchange transfusion arc unlikely to be o f  
benefit. No specific antidotes for paroxetme are known.

A  specific caution involves patients taking or recently having taken paroxetine who might 
ingest excessive quantities o f  a tricydic antidepressant In such a case, accumulation o f  the 
parent tricychc and an active metabolite may increase the possibility o f  clinically significant 
sequelae and extend the time needed for close medical observation (see PRECAUTIONS—  
Drugs Metaboiizad by Cytochrome CYP^2D6)^

In managing overdosage, consider the possibility o f  muJtiplc-drug involvem ent The physician 
should consider contacting a poison control center for additional infonnation on the treatment o f  
any overdose. Telephone numbers for certified poison control centers are listed in the Fhystewns' 
Desk Reference (PDR).
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DOSAGE AND ADMINISTRATION
Major Dopreeslve Disorder Usuat fn ith t Dosage: PAXIL CR should be administered as 
a single daily dose, usually in the morning, with or without food. The recommended initial dose 
is 25  mg/day. Patients were dosed in a range o f  25 mg to 6Z 5 mg/day in the dinical trials 
demonstrating the effectiveness o f  PAXIL CR in (he treatment o f  m^or depressive disorder. As 
with all drugs effective in the treatment o f major depressive disorder* the full effect may be 
delayed. Some patients not responding to a 25-mg dose may benefit from dose increases, in 
123-mg/day increments, up to a maximum o f  63.5 mg/day. Dose changes should occur at 
intervals o f  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 o f  evidence available to answer the question o f  
how long the patient treated with PAXEy CR should remain on it. It is generally agreed that acute 
episodes o f  major depressive disorder require several months or longer o f  sustained 
pharmacologic therapy. Whether the dose o f  an antidepressant needed to induce remission is 
identical to the dose needed to maintain and/or sustain euthymia is unknown.

Systematic evaluation o f the efficacy o f  immediate-release paroxetine hydrochloride has 
shown that efficacy is maintained for periods o f  up to 1 year with doses that averaged about
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30 mg  ̂which corresponds to a 37^-m g dose o f  PAXIL CR  ̂based on relative bioavailabnity 
considerations (see CLINICAL PHARMACOLOGY— Phamiacokinetics).
P a n ic  D isord er: V sua i im iis t  D o s a g e :  PAXIL CR should be adramistcred as a single daily 
dose, usually in the morning. Patients should be started on 12.5 tng/day. Dose changes should 
occw  in 12.5-mg/day increments and at intervals o f  »t least 1 week. Patients were dosed in a 
range o f  12.5 to 75 mgMay in the clinical trials demonstrating the effectiveness o f  PAXIL CR. 
The maximum dosage should not exceed 75 mg/day.

Patients should be cautioned that PAXE/ CR should not be chewed or crushed, and Should be 
swallowed whole.

fAuiittGriBOC^ TTiesrapy: Long-term maintenance o f  efficacy with the immediaic-releasc 
formulation o f  paroxetine was demonstrated in a 3-montb rdapse preventjon trial. In this trial, 
patients with panic disordo' assigned to immediate-release paroxetine demonstrated a lower 
relapse rate compared to 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 effective dosage, and patients should be periodically 
reassessed to  determine the need for continued treatment
Social Anxiety Disorden Us u b !  tnfUBi Dosago: PAXIL CR should be administered as a 
single daily dose, usually in the morning, with or without food. The recommended initial dose is
12.5 mg/day. Patients were dosed in a rar^e o f  12,5 m g to 37,5 mg/day in the dinical trial 
demonstrating the effectiveness o f  PAXIL CR in the treatment o f  social anxiety disorder. If the 
dose b  increased, this should occur at intervals o f  at least 1 week, in increments o f 12.5 mg/day, 
up to a maximum o f  37.5 mg/day.

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

Maintenance TTierapy; There b  no body o f  evidence available to answer the question c f  
bow long the patient treated with PAXIL CR should remain on it. Although the efficacy o f  
PAXEL CR beyond 12 weeks o f  dosing has not been demonstrated hi controlled clinical trials, 
sodal anxiety disorder is recognized as a chronic condition, and it is reasonable to consider 
continuation o f  treatment for a responding patient Dosage adjustments should be made to 
maintain the patient on the lowest effective dosage, and patients should be periodically 
reassessed to determine the need for continued treatment
Premenstrual Dysphoric Disorden Usuaf fnttiBt Dosage: PAXIL CR should be 
administered as a single daily dose, usually in the rooming, with or without food. PAXIL CR 
may be administered cither daily throughout the menstrual cycle or litnlted to the Ktteal phase o f  
the tncnstrual cycle, depending on physician assessm ent 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 o f  at least 1 week.

Patients should be cautioned that PAXIL CR should not be chewed or crushed, and should be 
swallowed whole.
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Ma/ntenanca^Contfnuatfon Th&rapy: The effectiveness o f  PAXIL CR for a period 
exceeding 3 mcnstmal cycles has not been systematicany evaluated in controlled trials.
However, women conunonly report that symptoms worsen with age untO relieved by the onset o f 
menopause. Therefore, it is reasonable to considar contimiaboo o f  a  responding patient Patients 
should be periodically reassessed to dctcnnmc the need for continued treatment 
Special Populations: Trsatmentof Pregnant Women During the Third TrfmesfeiT 
Neonates exposed to PAXIL CR and other SSRis or SNRfe, late in the third trimester have 
developed complications requiring prolonged hospitalization, respinatoiy support, and tube 
feeding (see W ARNINGS), When treating pregnant wcxnen with paroxetme during the third 
trimester, the physician should carefully consider the potential risks and benefits o f  treatment 
The physician may consider tapering paroxetine in the third trimester.

Dosage for EWerfy or Deb/f/tafed Patients, and Patients With Severe Renaf or 
Hepahe impainnent: The rcteommended initial dose o f  PAXIL C R  is 12.5 rag/day for dderiy  
patients, debilitated patients, and/or patients with severe renal or hepatic impairment Increases 
may be made i f  indicated. Dosage should not exceed 50 mg/day.
Switching Patients to or From a Monoamine Oxidase Inhibitor: At least 14 days 
should elapse between discontmuatkxt o f  an M AOl and initiation o f  therapy with PAXIL CR, 
Similariy, at least 14 days.should be allowed after stopping PAXIL CR before starting an MAOL 
Discontinuation of Treatment With PAXIL CR: Symptoms associated with discontinuation 
o f  immediate^rdease paroxetine hydrochloride or PAXEL CR have been reported (see 
PRECAUTIONS)- Patients should be r a o n ito ^  for these symptoms when discontinuing 
treatment, regardless o f  the indication for which PAXIL CR is bciitg prescribed, A gradual 
reduction in the dose rather than abrupt cessation is recommended whenever possible. If 
intolerable symptoms occur following a decrease in the dose or upon discontinuation o f  
treatment, then resuming the previously prescribed dose may be coasidered. Subsequently, the 
physician may continue decreasing the dose but at a m ofe gradual rate-
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HOW SUPPUED
PAXIL CR is supplied as an enteric filra-coated, controUed-releasc:, round tablet, as follows: 
!2.5-m g yellow tablets, engraved with PAXIL CR and 12.5 

NDC 0029-3206-13 BottI es o f  30
25-m g pink tablets, engraved with PAXIL CR and 25 

NOC 0029-3207ri 3 Bottles o f  30
37.5 mg blue tablets, engraved with PAXIL CR and 37:5 

NDC 0029-3208-13 Bottles o f  30
Store at or below 25^C {77^F) [see USP].

PAXIL CR is a registered trademark o f  GlaxoSmithKline. 
GEOMATRIX is a trademark o fla g o  Pharma, Muttenz, Switzerland.
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PA XIL C R ®  (PAX-il) (paroxetine hydrochloride) CoutrolleiLRclcase Tablets  
A bout Using Antidepressants in Children and Teenagers

Medication Gttide

W hat b  the most im portant inform ation I should know if  m y chOd is being prescribed an  
antidepressant?
Parents or guardians need to think about 4 important things when their child Is prescribed an 
antidepressant;

1 * There is a risk o f  suicidal thoughts or actions
2. How to try to prevent suicidal thoughts or actions in your child
3. You should watch for certain signs i f  your child is taking an antidepressant
4. There are benefits and risks when using antidepressants

L  T here is a R isk o f Suicidal Thoughts or ActioDs
Children and teenagers sometimes think about suicide, and many report trying to kill themselves.

Antidepressants increase suictdal thoug^rts and actions in some children and teenagers. But 
suicidal Ibou ^ ts and actions can also be caused by depression, a serious medical condition that 
is commonly treated with antidepressants. Thinking about killing yoorsdf or trying to kill 
yourself is called svicidaiify or suicidal

A large study combined the results o f  24  different ^ d ie s  o f  children and teenagers with  
depression or other iUnesscs. In these studies, patients took either a placebo (sugar pill) or an 
antidepressant for I to 4 months. No one committed suicide in  these studies, but some patients 
became suicidal. On sugar pills, 2 out o f  every 100 became suicidal. On the antidepressants, 4  
out o f  every 100 patients became suicidal.
F or som e children aad teenagers, the risks o f  suicidal actions may be especially high. These 
include patients with

• Bipolar illness (sometimes called manic-depressive W Iness)
•  A family history o f  bipolar illness
• A personal or family history o f  attempting suicide

If any o f  these arc present, make sure you tell your healthcare provider before your child takes an 
antidepressant
2, How to Try to Prevent Suicidal Thoughts and Actions
To try to prevent suicidal thoughts and actions in your, child, pay close attention to changes in her 
or his moods or actions, especially i f  the changes occur suddenly. Other important people in your 
child's life can h dp  by paying attcniion as well (e.g., your child, brothers and sisters, teachers, 
and other important people). The changes to look out for are listed in Section 3, on what to watch 
for.
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Wheiicvcr an antldq^rcssaiit is started or its dose is changed^ pay close attention to your child. 
After starting an antidepressant, your child should generally see his or her healthcare provider.

•  Once a week for the first 4 weeks
• Every 2 w ed tt for the next 4 weeks
•  After taking the antidepressant for 12 weeks
•  After 12 wcofcs^ 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 healthcare provider between visits i f  needed.

3, You Should Watch for Certain Signs I f Your Child is T aking an Antidepressant

Contact your child’s healthcare provider right away i f  your child exhibits any o f  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
• Nerw or vwrec depression
• N ew Of worse anxiety
•  Feeling very agitated or restless
•  Panic attacks
•  Difficulty sleeping (insomnia)
•  New or vvoisc irritability .
•  Acting aggressive, being angry, or violent
• Acting on dangerous impulses
p An extreme increase in activi^ and talking
• 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 antidepressmt suddenly can cause other symptoms.

4, There are Benefits and Risks W hen U sing Antidepressants
Antidepressants are used to treat depression and other illnesses. Depression and other illnesses 
can lead to suicide. In some children and teenagers, treatment with an antidepressani increases 
suicidal thinking or actions. It is important to discuss all the risks o f  treating depression and also 
the risks o f  not ixcating i t  You and your child should discuss all treatment choices with your 
healthcare provider, not just the use o f  antidepressants.

Other side effects can occur whh antidepressants (see section below).
O f all the antidepressants, only fluoxetine (Prozac*)* has been FDA approved to treat pediatric 
depression.
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For o b s ^ iv e  compulsive disorcter in chiWren and teenagers, FDA has approved only fluoxetine 
(Prozac*)*, sertraline (Zoloft*)*, fJuvoxarmne, and cloraipramuie (Anafranil^*.

Your healthcare provider may suggest other antidepressants based on the past experience o f  your 
child or other family merabers.

Is this all I need to know if my child is bneg prescribed an anridepressant?
N o. This is a warning about the risk for suicidality. Other side effects can occur with 
antidefnessairts. Be sure to ask your healthcare provider to explain all the side effects o f  the 
particular drug he or she is prescribing. A lso ask about drugs to avoid when taking an 
antidepressant. Ask your heahheare provider or phannadst where to find more information.

*Thc following are roistered trademarks o f  their respective manufacturers: Prozac*/Eh Lilly 
and Company; Zoloft*/Pfizer Phannaccxiticals; AnaftuniI*/Mallinckrodt Inc.

This Medication Guide has been approved by the U .S. Food and Drug Administration for all 
antktepressants.
January 2005 MG-PC:]

GlaxoSmithKline

GlaxoSmithKline
Research Triangle Park, NC 27709

1401 I © 2006§, GlaxoSmithKline. All rights reserved.
1402
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