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February 2005
IMPORTANT PRESCRIBING INFORMATION
Dear Healthcare Professional:

GlaxoSmithKline, in consultation with the Food and Drug Administration (FDA), would like to
advise you that a Boxed Warning has been added and significant revisions have been made to the
WARNINGS and PRECAUTIONS sections of the labels for Paxil” (paroxetine HC) and

Paxil CR® (paroxetine HCI) Controlled-Release Tablets. A patient Medication Guide about the use
of antidepressants in children and adolescents has also been added to the labeling. Please read the
full text of the added WARNINGS and PRECAUTIONS following this letter. Full copies of the
revised package inserts for PAXIL and PAXIL CR are enclosed.

PAXIL is indicated for major depressive disorder (MDD), obsessive-compulsive disorder (OCD),
panic disorder, social anxiety disorder, generalized anxiety disorder, and posttraumatic stress
disorder; and PAXIL CR is indicated for major depressive disorder, panic disorder, social anxiety
disorder, and premenstrual dysphoric disorder. These products are not approved for use in the
pediatric population, and clinical trials for PAXIL failed to demonstrate efficacy in pediatric
depression.

On October 15, 2004, the FDA issued a Public Health Advisory providing manufacturers of all
antidepressant drugs with proposed language to expand the labeling for their products to include
a Boxed Warning and expanded warning statements that alert healthcare providers to an increased
risk of suicidality (suicidal thinking and behavior) in children and adolescents being treated with
these drugs, and to include additional information about the results of pediatric studies in the
Pediatric Use section of the label. FDA advised manufacturers on October 27 that revisions to

the label were to be submitted to the FDA for final review and approval, with final language

and implementation targeted for January 2005. These new labeling changes are consistent

with the recommendations made to the FDA at a joint meeting of the Psychopharmacologic
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Drugs Advisory Committee and the Pediatric Drugs Advisory Committee on September 13-14,
2004. The drugs that are the focus of this new labeling language are all drugs included in the
general class of antidepressants.

The warning language implemented in October 2004 recommended close observation of
patients treated with antidepressant drugs. Based on the new FDA recommendations, this
language has been revised and included in a Boxed Warning to describe the increased risk of
suicidality for these drugs in children and adolescents with MDD and other psychiatric
disorders. The new warning also emphasizes the need for close monitoring of patients,
especially at the beginning of therapy, or with changes in dose. The monitoring
recommendations include a suggested schedule for face-to-face visits with patients or their
family members or caregivers. These revisions to the label are based on the review of a
combined analysis of 24 short-term, placebo-controlled trials with nine antidepressant drugs in
4400 children and adolescents with MDD, OCD, or other psychiatric disorders. These results
revealed a two-fold greater average risk of adverse events representing suicidal thinking or
behavior (suicidality) during the first few months of treatment for patients taking antidepressant
vs. placebo (4% and 2%, respectively). Potential risks of antidepressant use in a child or
adolescent must be balanced with clinical need.

The FDA also informed manufacturers that they have determined that a patient Medication
Guide (MedGuide) is appropriate for all antidepressants. The MedGuide must be given to
patients receiving any of these drugs to advise them of the risks and precautions relating to
using antidepressants in children and teenagers. FDA has provided MedGuide language to all
manufacturers for use with these drugs, which will also be included in the revised Prescribing
Information.

In addition to the above changes, GlaxoSmithKline would also like to inform you that some
additional changes have also been made in the enclosed versions of Prescribing Information for
Paxil® (paroxetine HCI) and Paxil CR* (paroxetine HCI) Controlled-Release Tablets. These
changes were made under the PRECAUTIONS Section as follows under:

“General,” additional text under section “Discontinuation of Treatment With PAXIL";
“General,” addition of new subsections for “Akathisia” and “Serotonin Syndrome”;
“Information for Patients,” new language regarding the availability of a class Medication
Guide;

a new header, “Clinical Worsening and Suicide Risk,” creating a subsection for revised
language dealing with risk of suicide and need for monitoring patients;

“Drug Interactions,” new subsection “Serotonergic Drugs’;

“Drug Interactions,” additional reference to the above new subsection under header
“Tryptophan” and “Triptans”;

“Drug Interactions, additional text under the header “Lithium™;

“Pregnancy, Nonteratogenic Effects,” inclusion of a statement regarding reports of premature
births;

“Pediatric Use” inclusion of additional data from pediatric studies.
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The medical community can further our understanding of Paxil* (paroxetine HCI) and
Paxil CR" (paroxetine HCI) Controlled-Release Tablets by reporting adverse events to
GlaxoSmithKline at 1-888-825-5249 or to the FDA MEDWATCH program by phone

at 1-800-FDA-1088, by FAX at 1-800-FDA-0178, by modem at 1-800-FDA-7737

or by mail:

MEDWATCH HF-2
FDA

5600 Fisher’s Lane
Rockville, MD 20857

GlaxoSmithKline encourages you to familiarize yourself with these revisions to labeling. If you
have any questions about the new information, please contact our Medical Information
Department at 1-888-825-5249.

Sincerely,

Alan Metz, M.D.
VP, Medical Director, North America
Worldwide Development, GlaxoSmithKline
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The language below applies to both PAXIL and Paxil CR* (paroxetine HCI) Controlled-Release Tablets.

PAXIL"
(paroxetine hydrochloride)
Tablets and Oral Suspension

Suicidality in Children and Adolescents

Antidepressants increased the risk of suicidal thinking and behavior (suicidality) in
short-term studies in children and adolescents with Major Depressive Disorder (MDD)
and other psychiatric disorders. Anyone considering the use of PAXIL or any other
antidepressant in a child or adolescent must balance this risk with the clinical need.
Patients who are started on therapy should be observed closely for clinical worsening,
suicidality, or unusual changes in behavior. Families and caregivers should be advised of
the need for close observation and communication with the prescriber. PAXIL is not
approved for use in pediatric patients. (See WARNINGS and PRECAUTIONS Pediatric
Use.)

Pooled analyses of short-term (4 to 16 weeks) placebo-controlled trials of 9
antidepressant drugs (SSRIs and others) in children and adolescents with major
depressive disorder (MDD), obsessive compulsive disorder (OCD), or other psychiatric
disorders (a total of 24 trials involving over 4,400 patients) have revealed a greater risk of
adverse events representing suicidal thinking or behavior (suicidality) during the first few
months of treatment in those receiving antidepressants. The average risk of such events in
patients receiving antidepressants was 4%, twice the placebo risk of 2%. No suicides
occurred in these trials.

WARNINGS

Clinical Worsening and Suicide Risk: Patients with major depressive disorder (MDD),
both adult and pediatric, may experience worsening of their depression and/or the emergence of
suicidal ideation and behavior (suicidality) or unusual changes in behavior, whether or not they
are taking antidepressant medications, and this risk may persist until significant remission
occurs. There has been a long-standing concern that antidepressants may have a role in inducing
worsening of depression and the emergence of suicidality in certain patients. Antidepressants -
increased the risk of suicidal thinking and behavior (suicidality) in short-term studies in
children and adolescents with Major Depressive Disorder (MDD) and other psychiatric
disorders.

Pooled analyses of short-term placebo-controlled trials of 9 antidepressant drugs (SSRIs
and others) in children and adolescents with MDD, OCD, or other psychiatric disorders (a total
of 24 trials involving over 4,400 patients) have revealed a greater risk of adverse events
representing suicidal behavior or thinking (suicidality) during the first few months of treatment
in those receiving antidepressants. The average risk of such events in patients receiving
antidepressants was 4%, twice the placebo risk of 2%. There was considerable variation in risk
among drugs, but a tendency toward an increase for almost all drugs studied. The risk of
suicidality was most consistently observed in the MDD trials, but there were signals of risk
arising from some trials in other psychiatric indications (obsessive compulsive disorder and
social anxiety disorder) as well. No suicides occurred in any of these trials. It is unknown
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whether the suicidality risk in pediatric patients extends to longer-term use, i.e., beyond several
months. It is also unknown whether the suicidality risk extends to adults.

All pediatric patients being treated with antidepressants for any indication should
be observed closely for clinical worsening, suicidality, and unusual changes in behavior,
especially during the initial few months of a course of drug therapy, or at times of dose
changes, either increases or decreases. Such observation would generally include at least
weekly face to face contact with patients or their family members or caregivers during the
first 4 weeks of treatment, then every other week visits for the next 4 weeks, then at 12
weeks, and as clinically indicated beyond 12 weeks. Additional contact by telephone may
be appropriate between facetoface visits.

Adults with MDD or co-morbid depression in the setting of other psychiatric illness
being treated with antidepressants should be observed similarly for clinical worsening and
suicidality, especially during the initial few months of a course of drug therapy, or at times
of dose changes, either increases or decreases.

The following symptoms, anxiety, agitation, panic attacks, insomnia, irritability,
hostility, aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania, and
mania, have been reported in adult and pediatric patients being treated with antidepressants for
major depressive disorder as well as for other indications, both psychiatric and nonpsychiatric.
Although a causal link between the emergence of such symptoms and either the worsening of
depression and/or the emergence of suicidal impulses has not been established, there is concern
that such symptoms may represent precursors to emerging suicidality.

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

If the decision has been made to discontinue treatment, medication should be tapered, as
rapidly as is feasible, but with recognition that abrupt discontinuation can be associated with
certain symptoms (see PRECAUTIONS and DOSAGE AND ADMINISTRATION—
Discontinuation of Treatment With PAXIL, for a description of the risks of discontinuation of
PAXIL).

Families and caregivers of pediatric patients being treated with antidepressants for .

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

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

PRECAUTIONS
General:
Discontinuation of Treatment With PAXIL:
See also PRECAUTIONS—Pediatric Use, for adverse events reported upon discontinuation
of treatment with PAXIL in pediatric patients.

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

Serotonin Syndrome: The development of a serotonin syndrome may occur in association
with treatment with paroxetine, particularly with concomitant use of serotonergic drugs and
with drugs which may have impaired metabolism of paroxetine. Symptoms have included
agitation, confusion, diaphoresis, hallucinations, hyperreflexia, myoclonus, shivering,
tachycardia, and tremor. The concomitant use of PAXIL with serotonin precursors (such as
tryptophan) is not recommended (see WARNINGS—Potential for Interaction with Monoamine
Oxidase Inhibitors and PRECAUTIONS—Drug Interactions).

Information for Patients: Prescribers or other health professionals should inform patients,
their families, and their caregivers about the benefits and risks associated with treatment with
PAXIL and should counsel them in its appropriate use. A patient Medication Guide About
Using Antidepressants in Children and Teenagers is available for PAXIL. The prescriber or
health professional should instruct patients, their families, 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 of the Medication Guide and to obtain answers to any
questions they may have. The complete text of the Medication Guide is reprinted at the end of -
this document.

Patients should be advised of the following issues and asked to alert their prescriber if these
occur while taking PAXIL.

Clinical Worsening and Suicide Risk: Patients, their families, and their caregivers should
be encouraged to be alert to the emergence of anxiety, agitation, panic attacks, insomnia,
irritability, hostility, aggressiveness, impulsivity, akathisia (psychomotor restlessness),
hypomania, mania, other unusual changes in behavior, worsening of depression, and suicidal
ideation, especially early during antidepressant treatment and when the dose is adjusted up or
down. Families and caregivers of patients should be advised to observe for the emergence of
such symptoms on a day-to-day basis, since changes may be abrupt. Such symptoms should be
reported to the patient’s prescriber or health professional, especially if they are severe, abrupt in
onset, or were not part of the patient’s presenting symptoms. Symptoms such as these may be
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associated with an increased risk for suicidal thinking and behavior and indicate a need for very
close monitoring and possibly changes in the medication.

Drug Interactions:

Tryptophan: (see Serotonin Syndrome).

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

Triptans: (see Serotonin Syndrome).

Lithium: A multipledose study has shown that there is no pharmacokinetic interaction
between PAXIL and lithium carbonate. However, due to the potential for serotonin syndrome,
caution is advised when PAXIL is coadministered with lithium.

Nonteratogenic Effects:
There have also been postmarketing reports of premature births in pregnant women
exposed to paroxetine or other SSRIs.

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

In placebo-controlled clinical trials conducted with pediatric patients, the following adverse
events were reported in at least 2% of pediatric patients treated with PAXIL and occurred at a
rate at least twice that for pediatric patients receiving placebo: emotional lability (including
self-harm, suicidal thoughts, attempted suicide, crying, and mood fluctuations), hostility,
decreased appetite, tremor, sweating, hyperkinesia, and agitation.

Events reported upon discontinuation of treatment with PAXIL in the pediatric clinical trials
that included a taper phase regimen, which occurred in at least 2% of patients who received
PAXIL and which occurred at a rate at least twice that of placebo, were: emotional lability
(including suicidal ideation, suicide attempt, mood changes, and tearfulness), nervousness,
dizziness, nausea, and abdominal pain (see Discontinuation of Treatment With PAXIL).
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The language below applies to both PAXIL and Paxil CR* (paroxetine HCI) Controlled-Release Tablets.

Medication Guide
PAXIL" (PAX-il) (paroxetine hydrochloride) Tablets and Oral Solution
About Using Antidepressants in Children and Teenagers

What is the most important information I should know if my child 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 of suicidal thoughts or actions
2. How to try to prevent suicidal thoughts or actions in your child
3. You should watch for certain signs if your child is taking an antidepressant
4. There are benefits and risks when using antidepressants

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

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

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

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

* Bipolar illness (sometimes called manic-depressive illness)

« A family history of bipolar illness

* A personal or family history of attempting suicide
If any of these are present, make sure you tell your healthcare provider before your child takes an antidepressant.

2. How 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 if the changes occur suddenly. Other important people in your child’s life can help by paying
attention 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.

Whenever an antidepressant 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 weeks for the next 4 weeks

= After taking the antidepressant for 12 weeks

* After 12 weeks, follow your healthcare provider’s advice about how often to come back
* More often if problems or questions arise (see SECTION 3)

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

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

» Thoughts about suicide or dying

« Attempts to commit suicide

« New or worse depression

* New or worse anxiety

« Feeling very agitated or restless

* Panic attacks

= Difficulty sleeping (insomnia)

» New or worse irritability

¢ Acting aggressive, being angry, or violent
* Acting on dangerous impulses

= An extreme increase in activity 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 antidepressant suddenly can cause other symptoms.

4. There are Benefits and Risks When Using Antidepressants

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

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

Of all the antidepressants, only fluoxetine (Prozac®)* has been FDA approved to treat pediatric depression.

For obsessive compulsive disorder in children and teenagers, FDA has approved only fluoxetine (Prozac*)*,
sertraline (Zoloft")*, fluvoxamine, and clomipramine (Anafranil®)*.

Your healthcare provider may suggest other antidepressants based on the past experience of your child or other
family members.

Is this all I need to know if my child is being prescribed an antidepressant?
No. This is a warning about the risk for suicidality. Other side effects can occur with antidepressants. Be sure to
ask your healthcare provider to explain all the side effects of the particular drug he or she is prescribing. Also ask

about drugs to avoid when taking an antidepressant. Ask your healthcare provider or pharmacist where to find
more information.

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

This Medication Guide has been approved by the U.S. Food and Drug Administration for all antidepressants.
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excess accumulation is a consequence of the fact that 1 of the enzymes that metabolizes paroweting is readily
in dose proportionality studies involving elderly and nonelderly patients, at doses of 20 mg to 40 mg daily for the
elderly mmmmmmmmmmmmrEmmymammmbolhpopr.ﬂamns,ag&nmfmmgammue

rne%abdscpaﬂmlnounmm C.q values after 20 mg daily, values after 40 mg daily were only about 2 to 3 times grealer than

meﬂemufbodmm" ilabifity of p ine were studied in subjects i a single dose with and without food.
AUCwasonfyshgxwmamd(B%Jvdmdmgvmsamms!emdmmtoodbutmcwwasa?%grmer while the time to reach
peak plasma concentration decreased from 6.4 hours post-dasing to 4.9 hours.

Pirumnals metabolized after oral administration, The principal metabolites are polar and conjugated products of ox-

superiority over placebo on the Hamilton Rating Scale for Anxiety (HAM-A] total score. A thwrd siudy, aiso flexibie-00se
Wm?-la! paroxetine (20 mg to 50 mg daily), did not demonstrate statistically significant supencority of PAXIL over piacedo on the
Hamilton Rating Scale for Amnely (HAM-A) total score, the primary outcome.

Subgroup analyses did not indicate differences in treatment outcomes as a function of race or gender. There were insufficient
eiderly patients to conduct subgroup analyses on the basis of age.

In a longer-term trial, 566 patients meeting DSM-IV criteria for Generalized Anxiety Disorger. who had responded during a sin-
gle-biind, B-wask acute treatment phase with 20 to 50 mg/day of PAXIL. were randomized to continuation of PAXIL at ther same
dose. or o placebo, for up to 24 weeks of observation for relapse. Response during the single-blind phase was cefined by having
a decrease of >2 points compared o baseline on the CGI-Severity of lliness scale, 1o a score of <3. Relanse curing the tiouble-
biind phase was defined as an increase of 22 points compared to baseline on the CGi-Seventy of liness scale to a score of 24
or withdrawal due to lack of efficacy. Patients recewing continued PAXIL expenienced a significantly lower relapse ale over the sub-
sequent 24 weeks compared to those receiving placebo.

Posttraumatic Stress Disorder: The effectiveness of PAXIL in the treatment of Postiraumatic Stress Disorder (PTSD} was
demonstrated in two 12-week, multicenter, placebo-controlled studies (Studies 1 and 2) of adult outpatients who met DSM-IV cri-
teria for PTSD. The mean duration of PTSD symptoms for the 2 studies combined was 13 years (ranging from 1 year o 57 vears]

The percenlage of patients with secondary major depressive disorder or non-PTSD anxiety disorders in the comixned 2 studies
was 41% (356 out of 858 patients) and 40% {345 out of 858 patients), respectively. Study oulcome was assessed by (1) the
Clinician-Administered PTSD Scale Part 2 (CAPS-2) score and (i) the Clinical Global Impression-Global i Scale (CGHI)
The CAPS-2 is a multi-item instrument that measures 3 aspects of PTSD with tne foliowing symptom clusters

extensively
dation and methylation. which are readily cleared. Conjugates with giueuronlc acid and sulfate predominate, and major
have been isolated and identified. Dmnmmmammomsnmnomorehanwmmapoienwnlmepamﬂmpwndm
metabofism of in part by cytochrome PysllD,. Saturation of this enzyme
aldﬂmldoseswpmbwﬂbrhnmhmwnf kinetics with increasing dose and i duration of treat-
ment. The role of this enzyme in parxstine metabokism also stiggests potential drug-drug interactions (see PRE! J
Approximately 64% of a oral solution dose of paroxetine was excreted in the urine with 2% as mgammcu
62% as metabolites over a 1 post-dosing period. About 36% was excreted in the feces (probably via the bile), rnnslh; as
metabolites and less than 1% parent compound over the 10-day post-dosing period.

Dis Paroxetine throughout the body, including the CNS, with only 1% remaining in the plasma.
Protein Binding: Appmmmy 95% and 83% of paroxetine is bound to plasma protein at 100 ng/mL and 400 ng/mL, respec-
tively. Under clinical conditions, paroxetine concentrations would normally be less than 400 ng/mL. Paroxetine does not alter the in

vitro protein binding of phenytoin or warfarin.

Renal and Liver Disease: increased plasma concentratons of paroxatine occur in subjects with renal and hepatic impairment
The mean plasma concentrations in patients with creatinine clearance below 30 mL/min. was approximalely 4 times grealer than
seen in normal volunieers. Patients with creatinine clearance of 30 to 80 mUmin. and patients with hepatic functional impairment
had about a 2-fold increase in plasma concentrations {AUC, Cr).

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

Elderly Patients: In a mm%m in the eiderly at daily paroxetine doses of 20, 30, and 40 mg, C,, concentrations

ware about 70% 1o B0% respective C,,, concentrations in nonelderl aub}acts Therefore the initial dosage in the
elderly should be mdueeg(!;l:' DOSAGE AND AOMINISTRATION). o
mlwwmmmmydﬂm fo d iva disorder has been established in 6 pla-
as a treatment for major depressive disorder has established in
W&Mmmmmmmmm disorder (aged 18 to 73), In these studies, PAXIL was shown to be sig-
nificantly more effective than depressive disorder by at least 2 of the lollowing measures: Hamilton
WH&WS@B(HDHS) the Hamilton %mﬂmm and the Clinical Global Imf: ession (CGI)-Severity of lliness.
IL was signi m improvement of the HORS sub-factor scores, including the depressed mood item,
sleep disturbance factor, and
A study of nulpuﬂemswuh disorder who had responded to PAXIL (HDRS total score <8) during an initial 8-
week open-treatment phase and to continuation on PAXIL or placebo for 1 year demonstrated a significantly

n randomized
msﬁw for patients taking PAXH. (15%) compared to those on placebo (39%). Effectiveness was similar for male and
pal

Disorder: The effectiveness of PAXIL in the treatment of obsessive sive disorder (OCD) was demon-
placebo-controlled studies of adult outpatients (Studies 1 an| )Pauunumanstﬁsshndrrm
aumhmmbmulllmmmmmmmmmewaamobsmmcm Scale (YBOCS) total score
mzsxuzssmnuusm;?a mmmwretrwlm%ﬁmﬂmasd?ﬂ%mmwmm

% mmwsmwmmemmlhulmamnldmnhmm

of 40 and 60 sanu?pnmlsrssmmmm\'aocsmlm
which was mmm 3-point reduction in the placebo-treated
patients. Study 2 was & (ao:uaomgda )M‘Ihclonipfamlne 2srozsomg ). In this

i aly 7 points on the YBOCS total was

study,

ﬁ#ﬂnﬁymmmemmmmdwmmlnwmmplmmm patients.
ng provides the outcome classification by treatment group on Global Improvement items of the Clinical Global

Imnresaiun © (]scaluhrSum!

Inumbin mg and hyperarousal. The 2 pnmary outcomes for each tnal were
(n) eharge from basaline o endpaint on the CAPS-2 total score (17 items). and (i) proportion of responders on the CGHHL, wne'e
responders were defined as patients having a score of 1 (very much improved) or 2 (much improved).
Eruda iwasa 12mksu.ldycornpannghxedpammmeduses of 20 mg or 40 ma/day to placebo. Boses of 20 mg and 40 mg
of PAXIL were ly superior to placebo on change from baseline for the CAPS-2 total score and on pro-
portion of responders on the CGI 1, fhera was nol sufficient evidence in this study to suggest a greater benetit for the 40 mg/cay
uosewroared to the 20 mg/day dose.
Study 2 was a 12-week flexible-dose study comparing paroxefine {20 to 50 mg daily) to placebo. PAXIL was demonstrated 1o be
significantly superior to piacebo on change from baseline for the CAPS-2 total score and on proportion of responders on the CGl-|
A third sludy, also a flexible-dose study comparing paroxetine (20 to 50 miu[ daily) lo placebo. demonstrated PAXIL 1o be signit
wﬂy superior 1o placebo on change from baseline for CAPS-2 tatal score, but not on proportion of responders on the CGl-l
The majerity of patients in these trials were women (68% women: 377 out of 551 subjects in Study 1 and 66% woman: 202 out
of 303 subjects in Study 2). Subgroup analyses did not indicale differences in treatment cutcomes as a function of gender. There
were an insufficient number of patients who were 65 years and older or ware non-Caucasian to conduct subgroup analyses on the
basis of age or race, r&specwely
INDICATIONS AND USAGI
Major Depressive

Dlsur:hr PAXIL is indicated for the treatment of major depressive cisorder.

The efficacy of PAXIL in the treatment of a major depressive episode was established in 6-week controlied trals of outpatients
whosa diagnoses comesponded most closely 10 the DSM-I category of major depressive disorder (see CLINICAL PHARMACOLO-
GY—Clinical Triais). A major depressive episode implies a prominent and relatively persistent depressed or dysphonc mood that
usually interleres with daily functioning (nearly every day for at least 2 weeks): it should include at least 4 of the foliowing 8 symp-
toms: Change in appetite, ehanr: in steep, psychomotar agitation or retardation, loss of inferest in usual activities or decrease in
sexual drive, increased fatigue, feelings guui orworthlessness, slowed thinking or impaired concentration. and a suicide attemot
of suicidal ideation.

The eﬂnets ol PAXIL in hospitalized depressed paliants have not been adequalely studiec.

The of PAXIL in maintaini meres onse in major dsrresswe disorder for up 10 1 year was demonstrated i @ placebo
controlled tri (sau CLINICAL PHAI Y—Clinical Trials), Nevertheless, the physician who elects to use PAXIL for extend-
&d periods should periodically re-evaluate the long-term usefulness of the drug for the indwidual patient
Obsessive Compulsive Disorder: PAXIL is indicated for the treatment of obsessions and compulsions i patients with obsessive
compulsive disorder (OCD) as defined In the DSM-IV: The chsessions or compulsions cause marked distress. are time-consum-
ing, or significantly interfere with social or occupational functioning

The efficacy of PAXIL was established in two 12-week trials with obsessive compulsive oulpatients whose o-a&w; S COrTe-
?mad most closely to the DSM-IIIR category of obsessive compulsive disorder (see CLINICAL PHARMACCLOGY--Clinical

rials)

Ob: disorder 1S d by recurrent and persistent ideas. thoughts, impuises, or images (obsessions!
that are ego‘dystum: and/or rapemive purpaselul, and intentional behaviors (compulsions) that are recognized by the person as
excessive o unreasonable.

Long-term maintenance of efficacy was demonstrated in a 6-menth relapse prevention tnal. In this Irial, patients assigned 1o
parumhne showed a lower relapse rale comgm to patients on placebo {see CLINICAL PHARMACOLOGY—Clinical Trials)

everthaless, the physician who elects to use PAXIL for extended gennds should penodically re-evaluate the long-term usefulness
d the drug for the individual patient (see DOSAGE AND ADMINISTRATION).
Panic Disorder: PAXIL is indicated for the treatment of pamic disarder, with or without agoraphobia. as defined in DSM-IV. Pamic
disorder is characterized by the occurrence of unexpected panic attacks and associated concern about having acditional attaces
worry sbout the implications or consaquences of the attacks. and/or a significant change in behavior refated to the attacs
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The efficacy of PAXIL was estabiished in three 10- to 12-week trials in panic disorder patients whose diagnoses comesponded to
the DSM-IIIR category of panic disorder (sse CLINICAL PHARMAC motfv Clinical Trials).
Panic disorder (DSM-IV) s ch by recurrent ¢ i panic attacks, i.e., a discrete period of intense fear or discomiort
mwh&cha(mmm)mummmmaMMapeakamemt1)pabnauons,pm.m heart,
or accelerated heart rate; l?)maw\g (3} trembling or shaking; {4) sensations of shoriness of breath msmﬁmng (theinu of chok-
m(ﬁjdwpmorc&mrw 7) nausea or abdominal distress; (8) feeling dizzy, unsteady, lightheaded, or faint, (9) derealizabion
(feelings of unreaity) or depersonalizabon (being detached from oneself); (10 Iearcllosmgmnml[m!ssrormnmwm
sias (numbness or tingling sensations); (13) chills or hot fiushes.
mmdmmmmammm(mﬁnmmr@m
PHAN%OLOGY—

assigned to pmmmmdammmwmmdmpahwmm r&acebo(sae
Clinical Trials). wiho prescribes PAXIL for extended periods should periodically re-evaluate the long-term
usemmdmeaugbrm-m&dpmm

Social Anxiety Disorder: PAXIL is indicated for the treatment of social an::;y disorder, also known as social phobia, as defined
in DSM-IV (300.23), Social anxiety disorder is characterized by a marked and persistent fear of 1 or more social or performance
situations in which the person is exposed to unfamiliar people or fo possible scrutiny by others. Exposure lo the feared situation
almost invariably provokes anxiety, which may approach the intensity of a panic attack. The feared shuations are avoided of
endured with inlense anxiety or distress. The avoidance, amuous umtcipabon or distress in the feared si

MWWM_IHOM wmlnlmmmmueummuwarc interval, which is

thmias, such as torsade de pointes—type amhythmias, and death. This effect
Anh:wumummmmchlmmp‘m.m will elevate plasma levels of thioridazine.
nl . as paroxetine, i
ﬂ-dun,ilhr).womnuﬂdm, not be used in with thioridazine (see CONTRAINDICATIONS and
General: . of M Durin apprwmtdy
ivati la/Hy i ia or mania occurred in 1.0% of
mmpamtsmmmmmmmmmm%mmmmmm’wummm paasnishasub-
saloipabermdawﬁedasuporar.malawoimanlcapsooeswaﬂmbrmlundns%brm active-control

MWA:' with all drugs effective in tha treatment of major depressive disorder, PAXIL should be used cautiously in patients with
a mania.

Seizures: During premarketing testing, seizures occurred in 0.1% of patients treated with PAXIL, a rate similar to that associ-
ated with other drugs effective in the treatment of major depressive disorder. PAXIL should be used cautiously in patients with a
history of seizures. It should be discontinued in any patient who develops seizures.

Mﬂﬂaﬂ of Treatment With PAXIL: Recent clinical trials supporting 1ha various approved indications for PAXIL

nificantly with the person's normal routine, or social activities or miatwnshma or mer:?;
marked distrass about having the phobias. Lesser uegaes of performance miety or shyness generally do not require psy-
chopharmacological treatment

The of PAXIL was established in three 12-week trials in adull patients with social anxi Yry disorder (DSM-IV), PAXIL has
not been in children or adolescents with social phobia (see CLINICAL PHARMACOLOGY—Clinical Trials).

The efiectiveness of PAXIL in long-term treatment ul'uumianm!ydtmmer i.@., for more than 12 weeks, hnsnotbeenaystamal
ml#ywalummweqaau and well-controlled trials. Therefore, the prvmanMelmtoprescnbeH\x mnﬂodwnxcm

should periodically re-evaluate tha long-term usefulness of the drug for the individual patient (see DOSAGE AND ADMINISTRATION).
Generalized Anxiety Disorder: PAXIL is indicated for the treatment of Generalized Anx\efyDlwdnf (GAD), as defined in DSM-IV.
Anxisty or tension assotiated with the stress of everyday life usually does not require treatment with an anxiolytic.

The efficacy of PAXIL in the treatment of GAD was established in two 8-week placebo-controlled trils in adults with GAD. PAXIL
?as njul been studied in children or adolescents with Generalized Anxiaty Disorder (see CLINICAL PHARMACOLOGY—Clinical

rials)

Generalized Anxiety Disorder (DSM-IV) is characterized by excessive anxiety and worry (apprehensive expectation) that is per-
sistent for at least 6 months and which the person finds difficult to control, It must be associated with al least 3 of the (]
symptoms: Restlessness or feeling keyed up or on edge, being easily fatigued, difficulty concentrating or mind going blank, iri-
tability, muscle lension, sleep disturbance.

The efficacy of PAXIL in mmmn&xrespmsem patients with Generalized Anxiety Disorder, who responded during an 8-week
acute treatment phase while IL and were then observed for relapse during a period of up to 24 weeks, was demon-
strated in a placebo-cununllad trial (see CLINICAL PHARMACOLOGY—Clinical Trials? Nevertheless, the physician who elects to
use PAXIL for extended should re-evaluate the long-term usefulness of the drug for the individual patient (see
DOSAGE AND ADMI! ON).

Posttraumatic Stress Disorder: PAXIL is d for the of P Stress Disorder (PTSD).

The efficacy of PAXIL in the of PTSD was d in two 12:week placebo-controlled trials in adults with PTSD
(DSM-1V) (see CLINICAL PHAMACOLOG\’—C!mk‘aI Trials).

PTSD, as defined by DSM-IV, requires exposure 1o @ traumatic event that involved actual or threatenied death or serious injury, of
threat to the physical integrity of self or others, and 2 respanse that involves intense fear, helplessness, or horror. Symptoms that occur
asammdwmmmmmmmngmihe event in the form of intrusive thoughts, flashbacks, or

dreams, and intense p distress and l reactivity on Whmumtmmmmmm
wmmmmmmmm«:lmhdmmLmormmmgd ral responsiveness manifested as dimin-
ished interast in si restricted range of affect. orseﬂseuibmd'ofta‘sdiuunandsm
toms of autonomic arousal including wdsme fesponse, sleep disturbance, impaired concentration, and
mwmmumnwmmm mesmptnrnsarepfmmbraﬂeastammhandmuwmmem
significant distress of impairment in social, occupational, or other important areas of functioning.

The efficacy of PAXILmonger-mrrnmu'neruorPTSD i... for more than 12 weeks, has nolbeangs
placebo-controlled trials. Therefore, the physician who elects to prescribe PAXIL for extended periods should
uate the long-term usefuiness of the drug for the individual patiant (see DOSAGE AND ADMINISTRATION).
CONTRAINDICATIONS
Concomitant use in patients taking either monoamine oxidase inhibitors (MAQIs) or thioridazine Is contraindicated (see WARN-
INGS and PRECAUTIONS).

PAXIL is contraindicated in pabients with a hypersensitivity 1o paroxetine or any of the inactive ingredients in PAXIL.
WARNINGS

tically evaluated in
mlly re-eval

mmmms‘mmmm depressive disorder (MDD), both adult and pediatric, may experience wors-
mmmmmmum ideation and behavior (suicidality) or unusual cha belwur.m
nrnolmatemhngmm and his risk may persist untl significant remissicn oocurs. haswaahng-
standing concern thal antidepressants may have a role in inducing worsening of c andthe e of suicidal
nsrumdher&dsndulhhﬂgmdmrmor(sulcmmy)mWMannsmdesbdﬂd’enmdaddes—
wntsmmm Dwder[ﬂ)[)}mroﬂmrpsmn tric disorders.

of short-term placebo-controled trials of 9 antidepressant drugs (SSRIs andotfmrsjinﬂdrsnandadohswns
mm%ggmmmmm(awm4mmm4% revealed a greater risk of agverse

The average risk of such events in patients recening was 4%, twice the risk of 2%. There was considerable
variation in sk mmammmmmmummmmummmmm
tently observed in the MDD trials, but there were signals of risk arising from some tnals in other psychi

pulsive mmmmmm&dnmmmmmmmnmmmmnﬂ»
dawwinpedmpmmmmuwmmm beyond several months, It is also unknown whether the suicidality risk
extends to

podlmicpduuhﬁqu-hd entidepressants for should ba observed closely for clinical worsen-
immmmmwhmwuﬂmwimmmmmmma therapy, of sl
dose changes, either Imnuu include at least face-to-face
WWMWM mmm4mdmmmm ‘week vis-
i:hrmmtmmuzmmu indicated beyond 12 weeks. Additional contact by telephone may

Adults with MDD or MM&N‘MO\‘ Mclllrmuhcin?" with antidepressants

should be observed dlniedmmnhgmdnﬁddny. ly during the initial few months of a course of drug

The uuw“mwn pmicamdus. irritabiity, impulsivity, akathisia (psy-

loms, insomnia,

%"""'“mm oot Sl 1wl o el eKatins, Lo peychaYe and o mmm“‘"’% i Wﬁ&ﬁ&“‘“’&“?&m‘”" betwoen o
r as well as jatc jatric. aca

o and either the ,ui n andfor the of suicidal impulses has not been estab-
mammmm;ynmmsnw pcursommam:gmgsuﬁdau

Mmmmwmmmmmmragmmmm&possnhydsoonnnwnummmm

mmsmwmmmammummmﬂw ity or symptoms that might be precursors to wors-

ening suicidality. especially if these sy are sevare, abrupl in onset, or were not part of the patient's presenting

||Ndnuﬂonhasbemmmmim1rm medication should be radumpod as is feasible, but STW
that abrupt can be d with certain (see PRE IONS and AND ADMINI
Discontinuabon of Treatment With PAXIL, for a

scontnyaton h damﬂ ":f.m mo{dwurmm of PAXIL).

mm
mmmmam,-ﬂ;:ﬂmw
d.|1 mwmmwmmhmm:lmm.m mmg observation
- caregivers. for PAXIL should be written for the smallest quantity of tablets consistent with good patient
managmenmmuemmharsﬁdmmFamnossndcaregwsniadmubmnglmmdbrdmmmmw

by familles and
ly advised
Patients for Bipolar Disorder: A major depressive maybemunmnlmasantanonofbpolarmw s gener-

Wm(wmmm trials) that W an antidepressant alone may increasa the

ikefihood of ofa i mpnhemsatmk upolar rmw»rwufmmmmmm
represamaumammm 'rmrtnmmn treaiment with an antidepressant, patients with depressive symp-
toms shouid be auamedmmmm for bipolar disorder; such screeni shmldm.neamm
chiatric history. including a family history of suicide, disorder, and depression. It should be ﬂmFAXlUsnotappmwdhr
use in treating bipolar depression - )

Potential for With Oxidase
!nmmmm-mmmhmgm o
m%um@%mwmﬂmmmﬂmmmmmm
patients who have recently discontinued that drug and have been started on an MAOI. Some cases presented with features
resembling nn?nmwﬂwm.'ﬂﬂhunmhmndﬂshwhgwﬁmmmﬂmmmm
animal data on the etfects of combined use of paroxetine and MAOIs suggest that these d
vate blood and evoke Therefore,

, rather than an abrupt discontinuation of treatment. The taper-phase regimen used in GAD and
FT§D unulrnals an incremental dacrease in the daily dose by 10 mg/day at weekly intervals. When a daily dose of
20 mg/day was reached, patients were continued on this dose for 1 week before treatment was stopped.

With this regimen in those studies, the following adverse events were reported at an incidence of 2% or greater for PAXIL and
were al leas! twice that reported for placebo: Abnormal dreams, paresthesia, and dizziness. In the majority of patents, these
events were mild to moderate and were self-imiting and did not require medical warvanbm

During marketing of PAXIL and other SSRIs and SNRIs in and ,,' D reuptake inhibitors), there have been spon
mmdmmﬂmmm upon the discontinuation of these Mmum)mn\gmebbn

Dmtmrrmdl agitation, dizziness, sensory disturbances (e.g., paresthesias as electric shock sensations), anx:
asty lability, insomnia, and hypomania. While these events are generally self-imiting, there
have been reparts of sumus discontinuation symploms.

Patients should be d for these symp! when Ireatment with PAXIL. A gradual reduction in the dose
rather than abrupt cessation s recommended whenever possible. If intoferable symptoms occur following 2 decrease in the dose
or upan discontinuation of treatment, then resuming the previously prescribed dose may be considered. Subsequently, the physi-
cian may conlinue decreasing the dose but at a more gradual rate (see DOSAGE AND ADMINISTRATION)

See also PRECAUTIONS—Pediatric Use, for adverse events reported upon discontinuation of treatment with PAXIL in pediatric

patients.

Akathisia: The use of paroxetine or other SSRIs has been associated with the development of akathisia, which is characterized
by an inner sense of restlessness and psychomolor agitation wcnaseﬂlnablm!osﬂ of stand sfill usually associated with subjec-
tive distress. This is most likely to occur within the first few weeks of treatmen

Hyponatremia: Several cases of hyponalremia have been reported. The wponnlrama appeared fo be reversible when PAXIL was

mmmmwdmmmmuhmbemhem ls, some in patients taking diuretics or wha were
mmme development of a serotonin syndrome may occur in with with ine, par-
nywﬂnocncoﬂWHusanlsnﬂ;l_unefghdrugi and with drupswhiz:nmayhammpmmd b of p S
have i

included agitation, and tremor, The

concomiant use of PAXIL wilh serotonin precursors (such as. trnptumln) is not recommended (see WARNINGS—Potental for
Interaction with Monoamine Oxidase Inhibitors and PRECAUTIONS—Drug Interactions).

Abnormal : Published case reports have documented the occurrence of bieeding apmoas in patients treated with

ﬂsyd!oimpu: interfere with serotonin reuptake. Subsequent epidemiological ﬂumaa both of the case-control and

cohort design, umnnﬂraladan assoclation between use of psychotropic drugs that interfere with serotonin reuptake and
the of upper inal bleeding. In 2 studies, concurrent use of a nonsteroidal anti-inflammatory drug (NSAID)
bleed-

or aspirin thenskuihleedn?tsae Drug Interactions). Ahhwghmasnﬂasloumunupwgasmmm
mgmmsreasanlubahmlhm ngmom:snasmaybeslmvlawm . Patients should be cautioned regarding the
risk of itant use of IDs. aspirin, or other drugs that affect coagulation.

bleeding
Mhmmcammmmnm mmmlaxpenemawrthAXILhmmwnn concomitant systemic iliness
s hmited. Caution is advisable in using PAXIL In patients with diseases or conditions that could affect metabolism or hemodynamic

responses.

As with other SSRIs, mydriasis has been infreq reported in g studies with PAXIL. A few cases of acute
closure glaucoma associated with paroxetine mrawha\-ebeeﬂreported in the fiterature. As can cause acute angie clo-
sure in patients with narrow angle glaucoma, caution should be used when PAXIL is prescribed for patients with namow angle glau-
coma.

PAXIL has not been evaluated or used 1o any appreciable extent in patients with a recent history of myocardial infarction or
unstable heart disease. PahemsmmMaaawmsmmmhdmm&mwmmmgmmspmtmnq
Emmwdemmgunﬁmmmnenwwhu received PAXIL in double-blind, placebo-controlled trials, however, did not indi-
cate that PAXIL is associaled with the development of significant ECG abnormalities. Similarly, Mduamtmmeanydmly

impartant changes in heart rate or blood pressure,
concentrations of paroxetine cceur in patients with severs renal (creatinine clearance <30
mbmin.) or severe hepalic impairment. A lower starting dose should be used in such patients (see DOSAGE AND ADMINIS-

ION).
Information for Patients: Prescribers or other health professionals should inform patients, their families, and their caregivers
about the benefits and risks associated with treatment with PAXIL and should counsel them in its appropriale use. A palient
Medication Guide About Using Anti in Children and Teenagers is available for PAXIL. The prescriber or health profes-
nalsmuldMumWaunB.!hmrhnulms.andlharcamgims(oraadmeMemmmGunaandsmndamhmmmdaz
slawﬁlgnsomﬂenBPﬂbanlssmwdbe ven the opportunity to discuss the contents of the Medication Guide and 1o obtain
answers lo any questions they may have. The complete text of the Medication Guide is reprinted at the end of this document.
Patients should be advised of the following issuas and asked to alert their prescriber if these occur while taking PAXIL.
Clinical Worsening and Suicide Risk: Paients, their families, and their caregivers should be encouraged to be alert to the emer-
gence of anxiety, agitation, panic attacks, insomnia, irritability, hostilty, a axathisia rest-
lessness), hypomania, mania, other unusual changes in behavior, worsen: gFuluapmsm , and suicidal ideation, aspeually early
during antidepressant treatment and when the dose Is adjusted up or down. xniiusa:ﬁcamwrsofoamisshodd advised
toubservebrlheemerqemeofsuchsymptorrsonadaylo—dnybams since changes may be abruptSuch should be
reported to the patient’s prescriber or health 111 are severs, abrupt in onset, or were not part of the
pabetﬂspmsanu'-gsyrrglums Smpmmssuéiasmesem with an increased risk for suicidal thinking and behav-
lor and indicate a need for very close monitoring and possi changas in the medication.
mmmmmmm;mwmmm efc.): Patients should be cautioned about the concomi-
tant use of paroxetine and NSAIDs, aspirin, or other drugs that affect coagulation since the combined use of psycholropic drugs
Mnmﬂmnmmsammmmmdmawtshasbmnmmamdmmanmmsedrsa bleeding.
Interference With Cognitive and Motor Performance: Any ymommwwm;pdymm of motor skills.
m@nmhdadmdasmmhasnolbeensmmmmpalr ince, patients should be cautioned about
m nazardomrrmﬁneq including automabiles, unulthwammemwmnmalemmﬂmeuber
10 engage in such activities.

Completing Cmofw Whll:dpaﬁants may notice improvement with treatment with PAXIL in 1 to 4 weaks, they should
be advised to continue therapy as di

Concomitant Medication: Patients should be admsed 1o inform thir physician if they are taking, or plan to take, any prescrip-
tion or over-the-counter drugs, since there is a potential for Interactions.

Alcohol: Although PAXIL has not been shown (o increase the impairment of mental and motor skills caused by alcohol, patients
should be advised to avoid alcohol whila taking PAXIL.

anmcr Patients should be advised to noﬁly their physician if they become pregnant or intend to become pregnant during

leng Patients should be advised to notify their physician if they are breast-leeding an infant (see PRECAUTIONS—Nursing

uummm Thena are no specific laboratory tesls recommended.
Drug As with other reuptake inhibitors, an between p
may occur when |hey are coadministerad, Adverse experiences, consisting primari of headache, nausea, swautmg nnd dizzi-
ness, have been reported whan tryplophan was administered to patients taking PAXIL. Consequently, concomitant use of PAXIL
with Iryptophan is nol recommended (see Serotonin Syndrome).

Monoamine Oxidase Inhibitors: See CONTRAINDICATIONS and WARNINGS.

Serotonergic Drugs: Based on the mechanism of action of paroxetine and the potential for serotonin syndmu caution i
advised when PAXIL is coadministered with other drugs or agents that may afiect the serotonergic neurolransmitier systers, such
as tryplophan, triplan: ke inhibitors, linezolid (an antibiotic which is a reversibie non-selective MAOI), ii|hium tra-
madol, or St. John's Wort (see Saratonin Syndrome).

Thioridazine:

s, reupta
See CONTRAINDICATIONS and WARNINGS.
Warfarin: Prefiminary data suggest that there may be a pharmacodynamic interaction (that causes an increased bieeding
diathesis in the Iamdmaltared rmhrmnbinﬂme‘m Iclben pamﬂnasmmhrm Since thera is little clinical experience, the
ul Interfere

concomitant administration of PAXIL and warfarin s umartalwn with caution (see Drugs That With Hemostasis).
Triptans: There have been rare pastmarketing reports describing patients with mu dination fol-
lowing the use of a selective serolonin reuptake Inhibitor ESHI) nnd If concomitant a triptan and an
SSRi (e.g., fiuoxetine, fluvoxamine, pa ne, sertraline) is clinically warranted. appropriate observation of lhe patient is advised
(see Serotonin Syndrome).
Drugs Affecting Hepatic Metabolism: The bolism and pl kinetics of paroxetine may be affected by the induction
or inhibition of drug-metabolizing enzymes.

Cimetidine: Cimstidine inhibits many cytochrome P, (oxidative) enzymes. In a study where PAXIL {30 mg once daily) was
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dosed orally for 4 weeks, steady-state piasma concentrations of paroxetine were Increased by approximately 50% during

md;mrgumplmz%'oftgaummomoemuPAXlLandwmcnwwmatamatmmHMdplaoemmre:
luding suicidal nervousness, dizziness, nausea,

coadministration with oral cimetidine (m%mm times daily) for the final week, Therefore, when these dnﬁs are
conwmm;duugnaquﬂ'nu]tqui the 20-mg starting dose should be guided by clinical effect. The effect of paraxe-
pharmacokinetics was

tine on cimetidine’ not studied.
Phenobarbital: Phencbarbital induces cytochrome Py, (oxidative) enzymes. When a single oral 30-mg dose of PAXIL was
mmmmmmmmmw%H%WMMCWTWMMMMWd
25% and 38%, ) compared o paroxeine administered alone. of paroxetine on phenobarbital icS was
%msmmmwﬁgm i dmﬁmﬂmmwwﬁmm'mm&wsz
chronically dosed. dosage adjustment considered necessary coadministered with phenobarbital;
WMMWWMM%ZMMMMW I steady state (300 daily for 14 days)
3 a single was al phenytoin stea once A
uammwmmmmmma@amwam pr ly) comp InPAX?I:g ini abnad.alnsn
separate study, when a single oral 300-mg dosa of was atp steady state (30 mg once daily for 14
days), phenyloin AUC was slightly reduced (12% on average) compared fo phenytoin adm d alone. Since both drugs exhibit
wmmmmmummmmmmmmsmﬂsmmimmmmz

Mwmmm uugsmmdrli o subssmmmmjd
gﬂdedb;d?hlaﬂau(mm: s : Reports) :_n %
Matabolized 4 3 most effective in the treatment of major depressive dis-
T T

are i e. In most (>90%),

i %mu_lmsmamanymshg { o state

ol
during dosi of PAX daily) under steady-state condi-
single dose desipramine (100 mg) moﬁm’y?’;—mm

lability ideation, sticide attemp!, mood changes, and tearful ).
and abdominal pain (see Discontinuation of Treatment With PAXIL). -

Usa: In worldwid rketing clinical trials with PAXIL, 17% of patients Ireated with PAXIL (approximately 700) were
Bsmolmnldu Phannacolanaﬂcsmdiesmaiqdedecreamdunnoemmmm: lower starting dose is rec-
ommended, were, however, no overall difierences in the adverse event mﬁebamemolﬂggw patients, and
%!gﬂq?um was similar in younger and older patients (see CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRA-

A I

clated With Di inuation of Tr Twenty percent (1,199/6,145) of patients treated with PAXIL in worldwide clini-
cal frials in major depressive disorder and 16.1% (84/522), 11,8% (64.'542&;9.4% (44/469). 10.7% tm%u 11.7% (79/676)
of patients trealed with PAXIL in worldwide trials in social anxiety disorder, OCD, panic disorder, GAD, and . ively, dis-
continued treatment due to an adverse event. The most common events {21%) associated with discontinuation and considered to
E:] d ug:l?hde (l';.. those events associated with dropout at a rate approximatsly twice o greater for PAXIL compated to place-
i kmng:

ot
, AUC, and T, by an average of approxi ;
} Concomtan use o PRXI with oer i u,mmé’r'rgymm.msnmmnmmmnmmwmw
than usually prescribed for either PAXIL of the other drug.

‘Therefore, coadministration of PAXIL with other drugs that are metabolized by this Isozyme, including certain drugs effective in the
phondinbfe g aaryITS (£5. opalanad, e and I, ot o o ey ooy
, (e.g.p E , and encainide), o ibit this enzyme (e.q., ing),

should mmad’f'émﬂm, . o
However, due to the mmmmmmmmmmmwmeummmgmmmw
thioridazine, paroxetine and thioridazine should not be coadministered (see CONTRAINDICATIONS and WARNING: ).
Al steady state, when the P.IID, pathway is essentially saturated,

isozymes that, unlike P.ulID,, show no evidence of saturation (see PRECAUTIONS— Tricyalic Ant,

Metabolized by m PisolllA,: An in vivo interaction study involving the coadministration under steady-stata con-

ditions of paroxetine and a substrate for cytochrome P lllA,, revealed no effect of paroxetine on terfenadine pharma-
cokinetics. In addition, in vitro studies have shown ketoconazole, a potent inhibitor of PasolliAy gm’::ﬁ;o be at least 100 times mare

roxgting clearance is governad by allernative P,
ts).

potent than paroxetine as an inhibitor of the metabolism of several substrates for this enzyme, including terlenadine, astemizole, cis-
5}2'?1" triazolam, and cyclosporine. Based on the that the relationship between paroxatine's in vitro K and its lack of
[ ontar!wsdhe‘sinvtwdeammeumnsafbmwom«lli&substramapamﬁne'samn1mmlbumoilllA.achyu

not likely to be of cinical significance.

Tricyclic : Caution is indicated in the coads ion of tricyclic antidep ts (TCAs) with PAXIL,
because paroxetine may inhibit TCA metabolism, Plasma TCA concentrations may need to be monitored, and the dose of TCA
g:z}r&:)ed to be reduced, if a TCA is coadministered with PAXIL (see PRECAETIONS—Drugs Melabolized by Cytochrome

Drugs Highly Bound to Plasma Protein: Because paroxatine is highly bound to plasma protein, administration of PAXIL o
patient taking another drug that is highly protein bound may cause increased free concentrations of the other drug, potentially
resulting in adverse events. Conversely, adverse effects could resuit from displacement of paroxetine by cther highly bound drugs.

MMWMMMMmm.):Semuninrebaaabyplammplaysaninmﬂmrﬂa
in hemostasis. Epidemiological studies of the case-control and cohort design that have demonstrated an association between use
of drugs that interfere with serotonin and the occurrence of upper gastrointastinal bleeding have alsa shown

that concurrent use of an NSAID or aspirin polentiated the risk of bieeding. Thus, patients should be cautioned about the use of
such drugs concurrently with paroxsting.

Alcohol: Although PAXIL does not increase the impairment of mental and molor skills caused by alcohol, patients should be
advised to avoid alcohol while taking PAXIL.

M:AmmmmsmmunmSmmmmcmmmmmPAXILandemm.
However, due to the potential for serotonin syndrome, caution is advised when PAXIL is coadministered with lithium,

Digoxin: The steady-state pharmacokinetics of paroxetine was not altered when administered with digaxin at steady state. Mean
digaxin AUC at steady state decreased by 15% in the presence of paroxetine. Since there is ittle clinical experience, the concur-
rent administration of paroxetine and digoxin shouid be undartaken with caution.

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

Procyclidine: Daily oral dosing of PAXIL (30 mg once daily) increased steady-state AUCq.., Cira, and Cp,,, values of procycii-
dine (5 mg h yclidi icholinergi

SR Di:.r:I:« Anrid]y .
ve o Anxiety
m Disorder Disorder
MMNLPIMPAXILHWMLMMMMLM
CNS
’:_ i 23% | 0.7% - 19% [ 08% [ 34% | 03% |20% | 02% |28% | 06%
Insomnia - - 1.7% 0% 13% | 03% | 31% 0% - -
Agitation [ 1.1% | 05% | - - -
Tremor 1.1% | 0.3% - 1.7% 0% 1.0% | 0.2%
Anxiety - - - 11% ]| 0% - -
Dizziness - - 1.5% 0% 1.9% 0% 1.0% | 0.2% - -
Gastro-
intestinal
Constipation| - 11% | 0% - -
Nausea 2% | 1.1% | 1.9% 32% | 12% | 40% | 03% [20% | 02% |22% | 06%
Diarrhea 1.0% | 03% -
Drymouth | 1.0% | 0.3% - - -
it 10% | 03% - 1.0% % - -
Fiatulence 1.0% | 0.3% - -
Other
Asthenia 16% | 04% | 19% | 04% 25% | 06% |1.8% | 02% | 16% | 02%
Abnormal
gjaculation’| 1.6% 0% 2.1% 0% 49% | 0.6% |25% | 05% = -
Sweating 1.0% | 03% - 1.1% 0% 1.1% | 0.2% == -
Impotence' - 1.5% 0% & -
Libido
Decreased 10% | 0% - =

Where numbers are not provided the incidence of the adverse events in patients treated with PAXIL was not >1% or was ot
greater than or equal to 2 times the incidence of placebo.

1. Incidence corrected for gender.
MWMEW:MWRMMWWWMMWM
ﬂhMudM{nﬁdemdS%mmalanuimhnmmmmemmhmwm?amn
were: Asthenia, sweating, nausea. decreased appetite, somnolence, dizziness, insomnia, tremor, nervousness, ejaculatory distur-
bance, and other male genital disorders.

MNCMMM:mamﬂmmmuﬂynhmmdmmmsmmmmhmmmmﬁnecm
dence of 5% or greater and incidence for PAXIL at least twice that of placebo, derived from Table 2) were: Nausea, dry mouth,
decreased appetite, constipation, dizziness, somnolence, tremor, sweating, impotence, and abnormal ejaculation.

Panic Disorder: The most commonly observed adverse events associated with the use of paroxetine (incidence of 5% or
me«wm for PAXIL at least twica that for placebo, derived from Table 2) were: Asthenia , sweating, decreased appetite,

decreased, iremor, abnormal ejaculation, female genital and impotence.

Social Anxiety Disorder: The most commonly observed adverse events ialed with the use of p ine (incidence of 5%
or greater and incidence for PAXIL at leas! twice that for placabo, denived from Table 2) were: Sweating, nausea, dry mouth, con-
d, yawn, ab j ion, female genital s, and

stipation, decreased appetite, somnolence, tremor, libido d
impotence.

oral cnwdnily}? 35%, 37%. and 67%, resp y p pr alone at steady state. If

are seen, the dose of procyclidine should be reduced. o i

Beta-Blockers: Ina where propranolol {80 mg twice daily) was dosed orally for 18 days, established steady-state plas-
mmtﬂwmﬁ%mm ing coadministration with m%.(an n?]%snwdaﬂy)brmﬁnaﬂﬂﬁaysﬁhe
effects of prapranolol on paroxetine have not been (see ADVERSE REACTIONS—Fostmarketing Reports).

Theophylline: Reports of elevated thy ine levels iated with with PAXIL have been reported. While this inter-
action has not been formally studied, it is d that theophylline levels be monitored when these drugs are concurrently
administered.

Electroconvuisive Therapy (ECT): There are no clinical studies of the combined use of ECT and PAXIL,
Carcinogenesis, Mutagenesis, impairment of Fertility: Carcinogenesis: Two-year carcinogenicity studies were conducted in
rodents given paroxetine in the diet at 1, s.arndzswgday (micej and 1, §, and 20 mg/kg/day (rats). These doses are up to 2.4
(mouse) and 3.9 (rat) times the maximum human dose {MRHD) for major depressive disorder, social anxiety dis-
order. GAD, and PTSD on a mg/m? basis. Because the MRHD for major depressive disorder is slightly less than that for OC (50

Anxiety Disorde The most commonly abserved adverse events associaled with the use of paroxetine (incidence
n(é%ugu!arandineidemehrPAXILatlethamalhfpimbn.dsd\m1mTaﬂs3)m:Aslhuiainlsc‘ﬁm.mnﬂipaA
tion, decreased appetite, dry mouth, nausea, libido decreased, somnolence, tremor, swealing, and abnormal ejacuiation.
Posttraumatic Stress Disorder: The most commanly observed adverse events iated with the use of (inci-
dafmofsxorgrmandinddamafanAlealleasnwica!ha!brpﬂ.webo.dari\mfrmaniez]m:m.malth
nausea, dry mouth, diarrhea, d d appetite, libido d X nal ejaculation, female genital disorders,
and impotence.
minmmlﬂ@mﬂwpmnhﬂrsﬂmhbeawammalmeﬁuumshmmmmbamdm
predict the incidence of side effects in the course of usual medical practice where patient characteristics and other factors differ
!‘mmlmmIhaipvwailedinther.linimltriaIsSiniinny.ihenﬁndlraqusmiesmm compared with obtained from other
clinical investigations involving different uses, and i Tmmadﬁ%ms,hmr provide the ibi
p'zﬁimw_imwnqbasisbreﬁmﬁngmerelau\mmmm drug and nondrug to the side effect incidence rate in
the populations studied.

mg versus 60 mg), the doses used in these carcinogenicity studies were only 2.0 (mouse) and 3.2 (rat) fimes the MRHD for OCD. ~ Major : DtmdquauMmmmiasadwrsamntsmmwurredam_ninqdumon%ummngpam
There was a signi greater number of male rals in the high-dose group with reticulum cell sarcomas (1/100, 050, 0/50, and tine-trealed patiants who participated in short-term (SMMWMmMIMmMMWmMm a range of
4/50 for contral, low-, middle-, and high-dose groups, respectively) and a significantly i d linear trend across dose groups 20 mg o 50 mg/day. Reporled adverse evants were classii using a standard COSTART-based Dictionary terminology.

for the occurrance of lymphoreticular tumors in male rats. Female rats were not affected. Although there was a dose-elated Table 1. Treatment-Emergent Adverse Experience Incidence in Placebo-Controlled Clinical Trials *
iunfcﬁr‘a:semthemmberdnnmsinrriu.muasnnt!ruwel:hadmreasainthanumberolmicawﬂhturmrsmeralmme for Major Depressive Disorder’ &

5@ findings to humans is unknown.

Mutagenesis: Paroxetine produced no genolaxic effects in a battery of 5 In vitro and 2 in vivo assays that included the follow- PAXIL Placebo
ing: Bactarial mutation assay. mouse lymphoma mutation assay, unscheduled DNA synthesis assay, and tests for cytogenetic aber- | Body System Preferred Term (n = 421) (n = 421)
fations in vivo in mouse bone marrow and in vitro in human lymphocytes and in a dominant lethal test in rats, Body as a Whole Headache 18% 17%

Impairment of ¢ A reduced pregnancy rate was found In reproduction studies in rats at a dose of p of Asthenia 15% 6%
15 /day, which is 2.9 times the MRHD for mag;mm disorder, social anxiety disorder, GAD, and PTSD or 2.4 times Cardiovascular Palpitation 3% 1%
the D for OCD on a basis, Imeversible lesions occurrad in the reproductive lract of male rats after dosing in toxicity Vasodilat 3% 1%
studies for 2 to 52 weeks. lesions i of of epididymal tubular epithelium at 50 /day and atrophic Dermalologic Swealing 1% 7%
mnmmmmﬁummudmmmmmdwmmneshmzﬁw (9.8 and 4.9 times the MAHD Rash 29, %
for major depressive disorder, social anxiety disorder, and GAD; 8.2 and 4.1 times the MRHD Tor 0 and PD on a mg/m? basis). 26 W
Pre Teratogenic Effects: Pragnancy Category C. Rep ion studies were performed at doses up to 50 mg/kg/day in Dry Mouth 8% 12'3';
rats and 6 mykg/day in rabbits administered %ﬁm& dosas are equivalent o 9.7 (rat) and 2.2 {rabbi) times Coatonton bty o
the maximum recommended human dose (MRHD) for major depressive disorder, social anxiety disorder, GAD, and (50 mg) Dnrrh::! 12% g
and 8.1 (rat) and 1.9 (rabbit) times the MRHD for OCD, an an mg/m¥ basis. These have revealed no evidence ol teratogenic - &% 2
effects. Homar in rats, H:: Wwas an incraase in pup miﬁﬁnm first 4::15 u!dlgc!au?r; when dosing uﬁ;rred m(ﬂng the Decraasad Appa 5 2!:
las trimester of gestation and continued throughout factation. This effect occurred at a dose o mg/kg/day or 0,19 times
the MAHD for major ive disorder, social anxiety disorder, GAD, and PTSD; and at 0,16 times (mg/me) the MRHD for & g'“‘*"m' Disorder* & o
The no-effect dose for rat pup mortality was not determined. The cause of these deaths is not known. Thera are no adequate and = S}
well-controlled studies in pregnant women. Because animal reproduction studies are not always predictive of human respanse, this yopathy 2% 1%
drug should be used during pregnancy only f the potential benefit justfies the potential risk 1o the fetus. Myalgia 2 1%

Nonteratogenic Effects: Neonates exposed lo PAXIL and other SSRIs or SNRIs, late in the third trimester have ped Myasthenia 1% 0%

li quiring prol italization, respiratory support, and tube feeding. Such complications can arise i Nervous System Somnolence 23% 9%
upon delivery. R clineal have included respiratory disiress, cyanosis, apnea, seizures, lemperalure instability, feed- Dizziness 13% 6%
ing , vomiting, hypoglycemia, i elmrmn , hypemeflexia, tremor, jitteriness, irritability, and constant crying. These Insomnia 13% 6%
features are consistent with either a direct toxic of SSRIs and SNRIs or, possibly, a drug discontinuation s . It should Tremor 8% 2%
be noled, in some cases, the clinical picture is consistent with serolonin syndrome (see WARNINGS—Polential for Interaction With Nervousness 5% 3%
Monoamine Oxidase Inhibitors). 5% 3%

There have also been ing reports of pi births in pregnant women exposed 10 paroxetine or other SSRIs. Part 4% 2%

When Ireating a egnant woman i ine during the third trimester, the physician should carelully consider the poten- 'ﬁm‘ DNF;‘;'W 32 s
tial risks and bmefﬁ’u treatment (see E AND ADMINISTRATION), 033“3‘;” ing o n
Labor and Delivery: The effect of paroxatine on labor and delivery in humans is unknown, - C
Nursing Mothers: Like many other drugs, paroxetine is secreted in human milk, and caution should be exercised when PAXIL is D Yawn 4% 0%
administered to a nursing woman, Special Sensas Blurred Vision 4% 1%
Pediatric Use: Safety and effectiveness in the pediatric population have not been established (see BOX WARNING and WARN- Taste Perversion 2% 0%
INGE—Clinical Worsening and Suicide Risk). Three placebo-controlled trials in 752 pediatric patients with MOD have been con- Urogenital System | Ejaculatory Disturbance®* 13% 0%
ducted with PAXIL, and the data were not sufficient to support a claim for use in pediatric patients. Anyone considering the use of Other Male Genital Disorders?s 10% 0%
PAXIL in a child or adolescent must balance the potential risks with the clinical need. Urinary Frequency 3% 1%

In placebo clinical trials condu with pediatric patients, the following adverse events were reported in at lsast 2% Urination Disorder 3% 0%
of redrakic patients treated with PAXIL and occurred at a rate at least twice that for pediatric patients receiving placebo; emotion- Female Genital Disorders®” 2% 0%
glwaﬂmurgnguﬂ-wm s:%wm attempted suicids, crying, and mood fluctuations). hostilty, decreased appetite. 1. Events reported by al least 1% of patients treated with PAXIL are included, except the following events which had an incidence on

Fuante ranactad (nan diomanting mbine <f teantemant odtb PAWVE Lo dho oo dioie oo R R R SO
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placebo >PAXIL: Abdominal pain, agitation, back pain, chest pain, CNS stimulation, fever, increased appetite, myoclonus, pharyn-
?ms. Mrrdmsmty'oddwmfor “URI). trauma, Bnd vomiting.

2. Includes mostly fump in 'hgﬂness

i

“sjaculatory delay”
5.1 “anorgasmia, ‘erectile difficulties; *delayed ejacuiation/orgasm.” and “sexual dysfunction” and ‘impotence”

6. Includes mostly “dificulty with micturition” and *urinary hesitancy”

7. Includes mostly *anorgasmia” and “difficulty reaching climax/orgasm.”

Obsessive Compulsive Disorder, Panic Disorder, and Social Anxiety Disorder: Table 2 enumerates adverse events that
wwnwatairaqumdaumammqow on PAXIL who participated in placebo-controlled trials of 12-weeks
GMMMMMMmanm rr:gJ mp‘daymammgpanantswimpaMdmrﬂermPAXIme-

in placebo-controlled trials of 10- to 12-weeks duration in which patients were dosed wwnm
urammmmmmm PAXILwhoparlseipmdlnpiaunu-oonxmlledtrialsnf weeksdurabomn

patsnmmdosﬁmamgedmmbsum
2. Treatment-Emergent Adverse Experience Incidence in Placebo-Controlled Clinical Trials for Obsessive
camwmmm mtmwmammm'

Table 3.Tr Adverse Experl Incidi in Placebo lled Clinical Trials for Generalized Anxiety
Disorder and Pumr-mmk: Stress Disorder! (continued)
Generalized Anxiety Postiraumatic Stress
Disorder Disorder
PAXIL Placebo PAXIL Placebo
Body System | Preferred Term (n=735) (n =529 (n =676) (n = 504)
Respiratory Respiratory Disorder 7% 5% - -
System Sinusitis 4% 3% - -
Yawn 4% - 2% <1%
Special Senses Abmrma! Vlsmn 2% 1% 3% 1%
Ab 25% 2% 13% 2%
System Female Gam Dnmrdeﬂ 4% 1% 5% 1%
Impotenca? 4% 3% % 1%

. Events reported by at least 2% of GAD and PTSD in patients Ireated with PAXIL are included, except the following events which
had an incidence cn placebo =PAXIL (GAD): Abdominal pain, back pain, trauma, dyspepsia, alga and pharyngitis. [PTSD]

Panic Social Anxiety Back pain, headache, anxiety, depression, nervousness, respiratory disorder, pharyngitis, and sinusitis.
WW Disorder Disorder 2. Percentage corrected for gender, ¥
Disorder Dose Dependency of Adverse Events: A comparison of adverse event rates in a fixed-dose study comparing 10, 20, 30 and
PAXIL Placabo PAXIL Placebo PAXIL Placebo 40 mg/day of PAXIL with placeba in the treatment of mayor deprassive disorder rvealed a clear dose i for some of the
| Body System | PreferredTerm | (n=542) (n=265) | (n=469) _ (n=324) | (n=425) _ (n=339) more common adverse events associated with use of PAXIL, as shown in he fokowing tade
Body as.2 Whol | Asthenia 2% % 1% % =% 4% Table &, T Adverse Experience Incldence In @ Dose-Comparison Trial in the Treatment of Major
Abdominal Pain - - 4% 3% - - Deprossive Disorder* ¥ g
Chest Pain 3% 2% - - - L
Back Pain - - 3% 2% - - Placebo PAXIL
Chills 2% 1% 2% 1% - - 10m 20mg 30 40mg
Trauma - - - = 3% 1% Body System/Preferred Term n=51 n=1 n=104 LER! n=102
Cardiovascular | Vasodilation 4% 1% - - - - Body as a Whole
Palpitati 2% 0% - - - = Asthenia 0.0% 29% 10.6% 13.9% 127%
Dermalologic | Sweating 9% % 14% 6% 9% 2% Dermatology
Rash 3% 2% - - - = S g 2.0% 1.0% 8.7% 8.9% 11.8%
Gastrointestinal | Nausea 23% 10% 23% 7% 25% T% Gastrointestinal
Dry Mouth 18% 9% 18% 1% 9% % 5.9% 49% 1.7% 9.9% 12.7%
Constipation 16% 6% 8% 5% 5% 2% Decreased Appetite 2,0% 2.0% 5.8% 40% 4.9%
Diarthea 10% 10% 12% % 9% 6% Diarrhea 1.8% 9.8% 19.2% 79% 14.7%
Decreased Dry Mouth 2.0% 10.8% 18.3% 158% 20.6%
Appetite %% 3% T% 3% B% 2% Nausea 13.7% 14.7% 26.9% 7% 36.3%
Dyspepsia v v - ' 4% 2% Nervous System
Flatulence = = ® o 4% 2% Anxiety 00% 20% 58% 59% 59%
Increased . Dizziness 39% 69% 6.7% 89% 127%
Appetite 4% 3% 2% 1% = = Nervousness 0.0% 59% 58% 40% 2%%
Vomiting - = 3 = 2% 1% Parestnesia 0.0% 29% 10% 5.0% 5.3%
Muscuiosikeletal | Myaigia - = - = 4% 3% Somnolence 7.8% 12.7% 18.3% 20.8% 21.6%
Nenvous System | Insomnia 24% 13% 18% 10% 21% 16% Tremor 0.0% 0.0% 7.7% 79% 14.7%
Somnolence 24% T% 19% 11% 22% 5% Special Sanses
Dizziness 12% 6% 14% 10% 1% % Biurred Vision 2.0% 2.9% 29% 2.0% 7.8%
Tremor 11% & 9% 1% 9% ;2 Urogenital System
Nervousness 9% = &z B% Abnormal Ejaculation 0.0% 58% 65% 106% 13.0%
Libido Decreased |~ 7% 4% 9% 1% 12% 1% Impotence 0.0% 19% 43% 6.4% 19%
Agitation » = 2: m g;z 12: Male Genital Disordars 00% 38% 87% 84% 7%
Abnormal * Rule for including adverse events in table: Incidence at least 5% for 1 of paroxetine groups and 2 twice the placebo incidence
Dreams 4% 1% 4 = < = for at least 1 paroxetine group.
i In a fixed-cose study comparing placebo and 20, 40, and 60 mg of PAXIL in the treatment of OCD, there was no clear relationship
Impaired 3% 2% - - 4% 1% between adverse events and the dose of PAXIL to which patients were assigned. No new adverse events were observed in the group
3% 0% = =~ = 5 treated with 60 mg of PAXIL compared to any of the other treatment groups.
Myoclonus 3% 0% 3% 2% 2% 1% laafvxed—dosesb.m placebo and 10, 20, anu-wm?cgrmxmmmueaxmemmpamm there was no clear
Amnesia 2% 1% i = = bstween adverse events and the dose of PAXIL to which patients were assigned, emep!blas‘ltmmdrymmh anx-
Respiratory Rhinitis - - 3% 0% - - iety. ibido decreased, tremor, and abnormal ejaculation. In flexible-dose studies, no new adverse events were observed in patients
System Pharyngitis - - - - 4% 2% receving 60 mg of PAXIL compared to any of the other treatment groups.
Yawn - - - 5% 1% In a fixed-dose study comparing placebo and 20, 40, and 60 mg of PAXIL in the treatment of social anxiety disorder, for most of
Special Senses| Abnormal Vision | 4% 2% - - 4% 1% the adverse avents. there was no clear relationship between adverse events and the dose of PAXIL to which patenis were
Taste Perversion 2% 0% = - - - assigned.
Urogenital Apnormal In a fixed-dose study comparing placebo and 20 and 40 mg of PAXIL in the treatment of anxiety disorder, for most
System Ejaculation® 23% 1% 21% 1% 28% 1% of the adverse events, there was no clear relalionship between adverse events and the dose of PAXIL to which patients were
Dysmenorrhea - - - - 5% 4% assigned. except for the following adverse events: Asthenia. constipation, and abnormal ejaculation.
Female Genital In a fixed-dose study comparing placebo and 20 and 40 mg of PAXIL in the freatment of posttraumalic siress disorder, for most
Disordert 3% 0% 9% 1% 9% 1% of the adverse events, there was no clear relationship between adverse events and the dose of PAXIL to which patients were
Impotence? B% 1% 5% 0% 5% 1% assigned, except for impotence and abnormal ejaculation.
Urinary Adaptation to Certain Adverse Events: Over a 4- 1o 6-week period, there was evidence of adaptation to some adverse events
Frequency 3% 1% 2% 0% = = with continued therapy (e.q.. nausea and dizziness), but less to other effects (e.g.. dry mouth, somnolence, and asthenia).
Urination mm&mwoggmnmssm Although changes In sexual desire, sexual performance, and sexual
Impaired £ 0% - - - - satisfaction offen ocour as mamifestations of a psychiatric disorder, they may also be a e of [
Umar_y Tract 5 - % ” In particular, some evidence suggests that selective serotonin remla.ke inhibitors (SSRIs) can cause such untoward sexual
1 social anxiety disorder in patients frealed with PAXIL are included. and satistaction

,Evenlsreponedbyatmz%nroco panic disorder. and
wum bnumqmmmnndannmﬁmmﬂmMzPAle[ocn} Apdominal paln, agitation, anxiety, back pain,

cough i infection, p pharyngms, rasp1ra:ury disorder, rhinifs, and
sinusitis. [pmccimtder] Abfmmlaaam.wmwon chemm!n cough i

Reliable estimates of the incidence and severity of untoward experiences invoiving sexual desire, performancs,
are difficult 1o obtain, however, in part because patients and physicians may b reluctant to discuss them. Accordingly, estimates
of the incidence of untoward sexual experience and performance cited in product labaling. are fikely to underestimate their actual

, dys-
infection, myalgia, nervousness, palpslatbn pmsﬂwn pharyngma rash,
rospu-atory disorder, sinusits, taste e perversion, trauma, unnation impaired, and vasodi on, [social amxiety disorder]:

disorder, and sinusitis.

In placebo-controlied clinical trials involving more than 3,200 Balienis the ranges for the reported incidence of sexual side
effects in males and females with major depressive disorder, OCD, panic disorder, social anxiety disorder, GAD, and PTSD are

infection, respiratory displayed in Table 5.
zm Anxiety l.::uﬂ-r Strass Disorder: Tabie 3 adverse evens that occumed ata  Yable 5. Incidence of Sexual Adverse Events In Controlied Clinical Trials
Irequency of 2% or more among OL?AD pamts on S{F;AXIL who pa.niapm;ggopmuo:onlgl’e(ﬂtﬂﬂs of B-wesu‘;d diurubun in which PAXIL Placebo
patients were dosed in a range of 10 mg/day to patients on who participated in placebo-con-
T e e L T of Bl i o B ke -—'j-.éf"ﬂl ; ;:::. c‘?;:
Table &Tmmmwmwmln Placebo-Controlled Clinical Trials for Generalized Anxiety E o = TR 0o
| Impotence 2-9% 0-3%
Generalized Anxiety Pﬂ!ﬂllnl.llmrsh‘ul  (famales) 1822 980
PAXIL Placabo PAXIL Placebo Docreased Lbida S 023
Preferred Term (n = 735) (n = 529) (n = 676) (n = 504) Orgasmic Disturbance 2-5% 0-1%
Body as a Whole | Asthenia 14% 6% 12% 4% There are no adequate and well-controlled studies examining sexual dysfunction with paroxetine treatment.
Headache 17% 14% - - Paroxetine treaiment has been associated with several cases of priapism. In those cases with a known outcome, patients recov-
Infaction 6% 3% 5% 4% ered without sequelae.
Abdeminal Pain 4% 3% While it is difficult to know the precise risk of sexual dysfunction associated with the use of SSRIs, physicians should routinely
Trauma 6% % inquire about such possible side effects,
Cardiovascular | Vasodilation 3% 1% 2% % Weight and Vital Sign Changes: s@num weight logs may be an undesirable result of treatment with PAXIL for some patients
Dermatologic Sweating 6% 2% 5% % but, on , patients in controlled trials had minimal (about 1 pound) weight loss versus smaller changes on placebo and active
Gastrointestinal | Nausea 20% 5% 19% % control. No sngnfl'mm in vital signs (systolic and diastolic blood pressure, pulse and temperature) were observed in
Dry Mouth 11% 5% 10% 5% patients treated with PAXIL in controlled clinical frials.
ipati 10% 2% 5% % ECG Changes: In an analysis of ECGs abtained in 682 patients treated with PAXIL and 415 patents treated with placebo in
Diarrhea 9% 7% 1% 5% controlled clinical trials, no clinically significant changes were seen in the ECGs of either group.
Decreased Appetite 5% 1% 8% 3% Liver Function Tests: In placebo-controlled clinical Irials, patients treated with PAXIL exhibited abnormal values on liver func-
Vomiting 3% 2% 3% 2% tion tests at no greater rate than that seen in placebo-treated Hp’:nems. In particular, the PAXIL-versus-placebo comparisons for
Dyspepsia - - 5% 3% alkaline phosphatase, SGOT, SGPT, and bilirubin revealed no differences in the percentage of patients with marked abnormalities.
Nervous System | Insomnia 1% 8% 12% 1% Other Events Observed Duﬂn&l;o Pramarketing Evaluation of PAXIL: During its premarketing assessment in major depres-
Somnolence 15% 5% 16% 5% sive disorder, IL were administered to 6,145 patients in phase 2 and 3 studies. The conditions and duration
Dizziness 5% 6% 5% of exposure to PAXIL varied greatly and included (in overlapping categories) open and doubie-blind studies, uncontrolied and con-
8% 1% 4% 1% trofled studies, inpatient and outpatient studies, and fixed-dose, and titration studies. During premammg clinical trials in OCD,
Nervousness 4% 3% - - panic disorder, social anxiety disarder, generalized anxiety disorder, and postraumatic stress disorder, 542, 468, 522, 735, and
Libido Decreased 9% 2% 5% 2% 676 patients, respectively, received multiple doses of PAXIL. Untoward evenls associated with this exposure were recorded wdm-
Abnormal Dreams 3% 2% ical rmlq:lturs using aarrrmology ol their own choosing. Consequently, it is not possible fo provide a nmngh.ll estimate of the
a smaller num-

g adverse events without first grouping similar types of untoward events into

berof

lized E’Nﬂl 0
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In the tabulations that follow, reparted adverse events were classified using a standard COSTART-based Dictionary terminolo-
gy. The frequencies presented, theretore. represent the proportion of the 9,089 patients exposed to muitiple doses of PAXIL who
experienced an event of the type cited on at least 1 occasion while receiving PAXIL. Al reported events are included except those
already fisted in Tables 1 fo 3, those reporied in terms so general as (o be uninformative and those events where a drug cause
was remote. It is important to emphasize that although the events reported occurred during Ireatment with paraxetine, they were
not necessarily caused by it

Evenis are further calegonzed by body system and listed in order of decreasing frequency according 1o the following defi

waedussdmamgsulmmsumg‘aaym the clinical trials cemonstrating the
maxmum dosage should not exceed 60 mg/day.
Maintenance Therapy: Long-term maintenance of effi
patients with OCD assigned lo paroxeline demonstrated
PHARMACOL

of PAXIL in the of OCD.The

was demonstraled in a 6-month relapse prevention trial. In this trial.

a lower relapse mecornparsclopaﬁemsonplmbo[seewmmt.

OGY—Clinical Trials). OCD is a chronic condition, and it is reasonable 1o consider continuation for a responding

patient. Dosage adjustments should be made to maintain the patient on the lowest sffective dosage, and palients should be peri-
1o the need for continued treatment.

Frequent adverse events are those occurring on 1 or more occasions in at least 1/100 patients (only those not alraadyghstsd inthe
tabulated results from placebo-controiled tnals appear in this listing); infrequent adverse events are those occurring in 1/100 to
1/1,000 patients; rare events are those occurring in fewer than 1/1,000 patients. Events of major clinical importance are also
described in 1he PRECAUTIONS section

Body as a Whole: infrequent: Allergic reaction, chills, face edema, malaise, neck pain; rare; Adrenergic syndrome, cellulitis,
monilasis, nsck rigicity, petvic pain, pertonits, sepsis, ulcer.

Cardiovascular System: Frequent: Hypertension, tachycardia; infrequent: Bradycardia, hematoma, hypotension, migraine, syn-
cope; rare: Angina pectoris, arrhythmia nodal, atrial fibrillation, bundle branch block, cerebral ischemia, cerebrovascular accident.
congestive heart failure. heart biock, low cardiac output, myocardial infarct, myocardial ischemia, pallor, phiebitis, pulmonary
embolus. supraventricular extrasystoles, thrombophiebitis, thrombosis, varicose vein, vasmﬂarheadache. ventricular extrasystoles

Digestive System: Infrequent. Bruxism, colitis, dysph ion, gastrilis g:mglnssm&mmasm
salivation, liver function tests abnormal, rectal hemormaga “Ulcerative smmatms rare: Aphihous stomali bioody diarrhea, bulim-

la, cardiospasm. choleithiasis, duodenitis, enteritis, esophagitis, fecal impactions. fecal incontinence, gum ge.
hamaiemes:s hepatitis, ileitis, leus, intestinal obstruction, Lgundm melena, mouth ulceration. peptic uicer, salivary gland enlarge-
ment, sialadenitis. stomach uicer, stomatitis, tongue discoloration, tongue edema, tooth caries.

Endocrine System: Rare: Diabetes melitus, goiter, hyperthyroidism, hypothyroidism, thyroiditis.

Panic Disorder: Usual Initial Dosage: PAXIL should be administered as a single daily dose with or without food. usuany in the
morning. The target dose of PAXIL in the treatment of panic disorder is 40 . Patients should be started on 10 mg/
s should cccur in 10-mg/day increments and at intervals of at least 1 wesk Patients were dosed in 2 range of 10 to 60
mg/day in the clinical trials demonstrating the effectiveness of PAXIL. The maximum dosage should not exceed 80 mg/day
Maintenance Therapy: Long-term rrmmenance of efficacy was demonstrated in a 3-month relapse prevention trial. In this trial,
patients with panic disorder a lower relapse rate compared fo patients on placebo (see CLIN-
ICAL PHARMACOLOGY—Clinical Trials] Panic disorder is a chromc condition, and it is reasonable to consider continuation for a
responding patient. Dosage adjustments should be made to maintain the patient on the lowes! effective dosage. and patients
should be periodically reassessed to determine the need for continued treatment.
Social Anxiety Disorder: Usual Initial Dosage: PAXIL should be administered as a single daily dose with or without food. usu-
ally in the morning. The recommended and initial dosage is 20 mg/day. In clinical trials the effectiveness of PAXIL was demon-
strated in patients dosed in a range of 20 to 60 mg/day. While the safety of PAXIL has been evaluated in patients with social anx-
iety disorder al doses up 1o 60 mgfd_al available information does not suggest any additional beneft for doses above 20 mg/day
(see CLINICAL PHARMACOLOGY—Clinical Trials).
Maintenance Therapy: There is no body ol evidence available to answer the question of how long the patient treated with PAXIL
should remain on it. Although the efficacy of PAXIL beyond 12 weeks of dosing has not been demansirated in wmrollod clinical

Hemic wm : Infrequent: Anemia, leukopenia, lymphadenopathy, purpura; rare: Abnormal emhmcms Inials, social anxiety disorder is recognized as a chronic condition. and it is to consider fora
basophiha time increased, mmphdla hypochromic anemia, iron dsflclsncy anamla Ieukocwosts, y :abnor- atient. Dosage adjustments should be made to maintain the patient on the lowest effective dcuge and patients
mal lymphocytes, lymphocytosis, microcytic anemia, menocytosis, ytic anemia. th b should be periodically reassessed to detarmine the need for continued treatment,

gain; infrequent: Edema, peripheral edema, SGOT increased, SGPT increased, Generalized Anx

Nutritional: Frequent: Weight
thirst, weight loss; rare: Alkaline phoephame increased, bilirubinemia, BUN increased,  creatinin phosphokinase increased. dehy-
dration, gumma globuling increased, goul. hypercalcemia, hypercholesteremia, hyp
ypogly yp . hyponatremia, ketosis, lactic denydrogenasa increased, non-protein nitro-
gen (NPNI increased.
Musculoskeletal

iety Disorder: Usual Initlal Dosage: PAXIL shuuk:l be administered as a singie daily dose with or without food,

usually in the morning. In clinical trials the of PAXIL in patients dosed in a range ol 20 fo 50

mg/day. The recommended starting dosage and the established aﬁacﬂva dosage is 20 mg/day. There is not sufficient evidence to

m; greale; benefit to doses higher than 20 mg/day. Dose changes should occur in 10 mg/day increments and at intervals
al weel

Systematic evaluation of continuing PAXIL for periods of up to 24 m in patients with Generalized

System: Frequent: Anthvalgia: infrequent: Arthritis, arthrosis; rare: Bursitis, myositis, p I
spasm, tenosynovilis, tetany.
Nervous System: Frequent: Emotonal ability, mgo mffaquanr Ahncrrnal thinking, alcohoi anuse alaxia, dnema,cyskin&
hostiliy,

Mai Therapy:
Anxiety Disorder who had respondad while taking PAXIL during an 8-week acute

a benefit of such
maintenance (see CLINICAL PHARMACCLOGY—Clinical Trials). N . patients should b y to deter-
mine the msd for maintenance treatment,

P ic Stress Disorder: Usual Initial Dosage: PAXIL should be admnsleradasnmgiedanydmwmarwmomfood

usually in the mnmIngL The recommended starting dosage and the established effective dosa a 20 mg/day. In 1 clinical frial, the

sia, euphoria, of emotion, libido increased,
manic reaction, neurcsis, paralysis, parunuld reaction: rare: Abnormal gait, akinesia, antisocial rsacbon aphasia,
circumoral h delinum, diplopia. drug dependence, dysarthria, emraprranuual syndrome, fasci-
culations, grand mal convulsion, hypamlgesu. hysteria, manic-depressive reaction, meningftis,
neuritis, psy D . psy refiexes decreased. reflexes increased, stupor, torticoli, trismus.
withdrawal syndrome.
System: : Asthma, bronchitis, dyspnea, epistaxis, hyperventilation. pneumania, respiratory flu: rare:
Emphysema. , hiccups, lung fidrosis, pulmonary edema, sputum increased. stridor, voice alteration.
Sﬂnmwﬁm Pruntus: infrequent: Acne, alopecia. contact dermatitis. dry skin, ecchymosis, eczema, herpes
phuwsensmww urticaria: rare; Anm"u erythema nodosum, erythema multiforme, exfoliative dermatitls, fungal der-
ma herpes zosler, hi papular rash, seborrhea, skin discoloration, skin hypertrophy, skin uicer, sweat-

ing decreased. mwbmnusmsﬁ
Senses: Frequent: Tinnitus; infreg Abi of accommod , ear pain, eye pain, keratocon-
1mc1:vrlis mydriasis, ofitis media: rare: Amblyopia. anisocoria, “blepharitis, cahmm cumunt:tlval adema corneal ulcer. deafness.
eye hyperacusis. night blindness. olitis externa, parosmia. photophobia. plosis. retinal
herrborrhaom tasie m v-suaf field amu

rhea, breast pain, cysfitis. dysuria, hemalturia, menorrhagia, nocturia. polyuria, pyuria,
unnary incontinence, unnary reiemnnn urinary urgency, vaginitis; rase: Abortion, breast atrophy, breast enlargement, endometrial
disorder, epididymitis, female lactation, fibrocystic breast, kidney calculus. kidney pain, leukorrhea, mastitis. metrorrhagia, naphri-
tis, oliguria. salpingitis, urethritis, urinary casts. uterine spasm, urolith, vaginal hemorthage, vaginal moniliasis.

Postmarketing Reports: Voluntary reports of adverse events in patients taking PAXIL that have been received since market intro-
duction and nol listed above that may have no causal relaticnship with the drug include acule pancreatitis, elevaled liver function
lests (the most severe cases were dealm due 1o fiver necrusus and grossly elevated ransaminases associated with severe liver
dysfunction), Guillain-B priapism, of inappropriate ADH secretion,

suggestive of rdmnerma galadorm nausolepuc mal:gnam syndrome—uke avents, serolonin syndrome; extrapyramidal
symptoms whl:h have included axathisia, rigidity, dystania, hypertonia, oculogyric crisis which has heen

mpauamsdnsaﬁmamn%sofaom 50 mg/day. , in a fixed dose study, there
was not sufficient eudence 1o suggest a grealer benefit for a dose of 40 mg/day compared to 20 mww Dose changes, if indi-
cated. should occur in 10 mg/day increments and at intervals of at least 1 week.

Maintenance : There is no body of evidence available to answer the question of how fong the patient treated with PAXIL
shouid remain on it. Although the efficacy of PAXIL beyond 12 weeks of dosing has not been demonstrated in controlied ciinical
trials, PTSD is recognized as a chronic condifion, and it is reasonable to consider continuation of treatment for a respanding
patient. Dosage adjustments should be made to maintain the patient on the lnwest effective dosage, and patients should be per-
odically reassessed to determine the need for continuad treatment
Special Populations: Treatment of Pregnant Women During the Third Trimester: Neonates expased to PAXIL and other SSRIs
or SNRIs, fate in the third irimesfer have developed complications requiring p y support, and
tube feeding (see PRECAUTIONS). When Ireating pregnant women with paroxetine d?:mg the third trimester, the physician smulo
;@mmnmmnw risks and benefits of treatment. The physician may consider tapering paroxetine in the third

imester,

Dosage for Elderly or Debilitated Patients, and Patients With Severe Renal or Hepatic Impairment: The recommended ni-
tial dose is 10 mg/day for elderly patients, debilitated pal‘:anis. and/or patients with severe renal or hepatic impairment. Increases
may be made if indicated. Dosage should not exceed 40 mg/day.

Switching Patients to or From a Monoamine Oxidase Inhibitor: At least 14 days should elapse between discontinuation of an
m and initiation of therapy with PAXIL. Similarly, at least 14 days should be allowed after stopping PAXIL before starting an
nuation of Treatment With PAXIL: 3) iated with di

Disconti of PAXIL have been reponnd (see
PRECAUTIONS). Patients shoutd be d for these when d

which PAXIL is beng prescribed. A gradual reduction in the dose rathe than abrupt cessali ded o pw
sible. If intolerable syrrpmnwoccurlnlluwmgadecreasalnmedasemumnmmnnrmmdmmmmumngﬂw

associated with concomitant use of pmoads tremor and tnismus; status epilepticus, acule renal failure, p
allergc alveolitis, optic neuritis, porphyria, ventricular fibrilation, venmauar lachycamua
(including torsade de pe pomles} mrmbocylupema hemalylic anemia. events related to impaired hsma(omlus (including aplastic
anemia, bone marrcw aplasia, and ag.vanulocy!oals) and vasculitic syndromes {such as Henoch-Schanlein purpu-
ra). There has been a case report of an elevated oin level after 4 weeks of PAXIL and phenyloin coadministration. There has
been a case report of severe hypotension when PAXIL was added to chranic metoprolol treatment.

DRUG ABUSE AND DEPENDENCE

Controlled Substance Class: PAXIL is not a controlled substance.

Physical and Psychologic Dependence: PAXIL has not been systematically studied in animals or humans for its potential for
abuse, tolerance or physical While the clinical trials did not reveal any tendency for any drug-seeking behavior, these
observations were not systematic and it is not pessidle to predict on the basis of this limited experience the extent to which a CNS-
active drug will be misused, diverted, and/or abused once marketed. Consequently, patients should be evaluated carefully for his-
tory of drug abuse, and such patients should be cbserved closely for signs of misuse or abuse of PAXIL {e.g., development of tol-
erance, incrementations of dose, drug-seeking behavior)

y prescribed dose may be considered. Subsequently, the physician may continue decreasing the dose but at a more
rate

NOTE: SHAKE SUSPENSION WELL BEFORE USING.
HOW SUPPLIED
Tablels: Film-coated, modified-oval as follows:
10-mg yellow. scored tablets engraved on the front with PAXIL and on the back with 10
NDC 0029-3210-13 Botties of 30
20-mg pink. scored tablets engraved on the front with PAXIL and on the back with 20.
NODC 0029-3211-13 Botties of 30
NOC 0029-3211-20 Bottles of 100
NDC 0029-3211-21 SUP 100s (intended for institutional use only)
30-mg biue tablets engraved on the front with PAXIL and cn the back with 30.
NDC 0029-3212-13 Botlles of 30
40-mg green tabiets engraved an the Iront with PAXIL and on the back with 40.

OVERDOSAGE

Human Experience: Sinca the infroduction of PAXIL in the United States, 342 NDC 0029-3213-13 Bottles of 30

dosage during paroxetine treatment have been reported worldwide (circa !99§) These muuds overdoses w:!h paroxeting ak:na sm tablets between 15° and 30°C {59° and 86°F). ¥
and in i with other Of these, 48 cases were latal and of the fatalities, 17 ap d lo involve p Orange-colored, orange-flavored, 10 mg/6 mL., in 250 mL white botties.

alone. Eight fatal cases that documented the amount of paroxetine lgested were genarally confounded by the ingestion of other Ngc 0020-3215-48

drugs or alcohol or the presence of significant comorbid conditions. Of 145 non-fatal cases with known outcome, most recovered

without sequelae. The largest known ingestion invoived 2,000 mg of paroxetine (33 times the maximum recommended daily dose)

in a patient who recoverad
Commonly reported adverse events with

dia, mnluslon vomiting, and dizziness. Other notable signs and sy

wnh uther b include

ge include somnolence, ooma‘ nausea, tremor, tachycar-
observed with overdoses invalving p (alone or
tes), hypertension, aggressive nsit br’aﬁy rdmé"m' mahdomsss symploms of o
reactions, syncope, hiypatension, stupor, cardia, dystonia, 5. he-
pauc mmon (including hepatic failure, hepatic necrosis, jaundice, hepalitis, and hepatic steatosis), serolonin syndrome. manic
reactions, myocionus, acute renal failure, and urinary retention.

should consist of those ueneral measures employed in the management of overdosage

with any drugs effective in the treatment of major depressive disorder.

Ensure an adequate airway, oxygenation, and ventilation. Monitor nardrac thythm and vital signs. General supportive and symp-
tomalic measures are aiso racmmnded Induction of emesis is not recommended. Gaslric lavage with a large-bore omgastnc
tube with appropniate airway protection, if needed, may be indicated if performed soon after ingestion, or in symptomatic patients.

Activated charcoal should be administered. Due 10 the large volume of distribution of this drug, forced diuresis, dialysis, hemo-
pertusion, and exchange transfusion are uniikely to be of benefit. No specific antidotes for paroxetine are known.

A specific caution lrmlws patients who are taking or have recently laken paroxetine who might ingest excessive quantities of a
tricyclic antidepressant. In such a case. accumulation of the parent Iricyclic and/or an active metabolite mag Increase the possi-
mlury of dlrm:aky significant sequelae and extend the time needed for close medical observation (see PRECAUTIONS—Drugs

Metabolized by Cytochrome P‘,,ﬂn,a
In mm::fl possibility of multiple drug involvement, The physician should consider contacting a poi-
Bc:m:‘;:r ad&?homl Inhrmllll)ﬂ on the treatment of any overdose. Telephone numbers for certified paison control cen-
MFE are listed in

Desk Reterence (PDR).
DOSAGE AND ADMINISTRATION
Major Depressive Disorder: Usual Initial Dosage: PAXIL should be administered as a single daily dose with or withou! food,
usually n the morning. The recommended initial dose is 20 mg/day. Patients were dosed in a range of 20 to 50 mg/day in the clin-
ical trials demonstrating the etfectiveness of PAXIL in the trealment of major depressive disorder. As with all drugs effective in the

Ovard M T

treatment of major depressive disorder, the full etfect may be delayed. Some patients not responding 1o a 20-mg dose may bene-
hlfmmoeae in 10-mg/day i up to a maxi of 50 mg/day, Dose changes should occur at intervals of at
least 1 week.

Maintenance Therapy: There is no of evidence available to answer the question of how long the patient treated with PAXIL
should remain on it. 11 is gunemny that acute episodes of major depressive disorder require several months or longer of
sustained phar rmculugu: the dose needed fo induce remission is identical o the dose needed to maintain and/or
sustain euthymia is

Systematic a\raluahun of me efficacy of PAXIL has shown that efficacy is maintained for periods of up to 1 year with doses that
averaged about 30 mg.

Obsessive

Compulsive Disorder: mwoommmsnwldbemmmmereduaama daily dose with or without food.
usually in the moming. The recommended dose of PAXIL in the treatment of OCD s 40 mg daily. Pabents should be started on
20 mg/day and the dose can be increased in 10-mg/day increments. Dose changes should occur at intervals of at least 1 week. Patents

Store suspension at or below 25°C (77°F),
PAXIL s a registered trademark of GlaxoSmithKline.

Medication Guide
PAXIL® (PAX-il) (paroxetine hydrachloride) Tablets and Oral Solution
About Using Antidepressants in Children and Teenagers

What is the most important information | should know if my child 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 of suicidal thoughts or actions

2. How to try o prevent suicidal thoughts or actions in your child

3 You should watch for certain signs i your child is taking an antidepressant

4. There are benefits and risks when using antidepressants

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

Antidepressants increase suicidal thoughts and actions in some children and teenagers. But suzndallrmms and actions can also
be caused by depression, a serious medical condition that is commonly treated with antidepressants. Thinking about killing your-
sl o rying to kill yoursell is called suicidality or being suicidal.

A large study combined the results of 24 different studies of children and teenagers with depression or ofher illnesses. In these
studies, patients took either a placebo (sugar pill) or an antidepressant for 1 10 4 months. No one committed suicide in these
studles. but some patients became suicidal. On sugar pills, 2 out of every 100 became suicidal. On the antidepressants, 4 out of
every 100 patients became suicidal.

For some children and teenagers, the risks of suicidal actions may be especisily high. These include patients with
* Bipolar iliness | calied manic-dep iliness)
+ A family histary of bipolar illness
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* A perscnal or family history of attempting suicide
Hanyonheseareprssanmlmmyauteuyourmmwremwderbehrayuurchimaman antidepressant.
2. How to Try to Prevent Suicidal Thoughts and Actions

To fry to prevent suicidal thoughts and actions in your child, pay close attention to changes in her or his moods or actions,
aspeaallydmemangasomramm important people in your child's life can help by paying attention as well (e.g., your
%b';ummammslmwm{mmzmh) changes lo look out for are listed in Section 3, on what
watch for.

g

Whenever an antidepressant 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 weeks for the next 4 weeks

Atter laking the antidepressant for 12 weeks

After 12 weeks, follow your healthcare provider's advice about how aten to come back
More often if problems or questions arise (see Section 3)

You should call your child's healihcare provider between visits it needed.
3.You Should Watch for Certain Signs if Your Child Is Taking an Antidepressant

Cmmwm:nmmpmm.hynywrmlwaxhlmsammmelolwdngdqnsbrlheﬂrstm of if they seem
Worse, Of worTy you, your child, or your child's teacher:
* Thoughts about suicide or dying

Attempts to commi suicide

New or worse depression

New or worse anxiety

Feeling very agitated or restiess

Panic attacks

Difficulty sleeping (insomnia)

New or worse irritability

Acting aggressive, being angry, of violent

Acting on dangerous impulses

An extreme increase in activity and talking

Other unusual changes in behavior or mood

s s & s = = & = & @«

Never tet your child stop taking an antidepressant without first tafking to his or her provider. Stopping p
suddenly can cause other symptoms.

4.There Are Benefits and Risks When Using Antidepressants

are used to freat dep 1and other ilinesses. Depression and other ilinesses can lead to suicide. In some chil-
dren and with an antid suicidal thinking or actions. It is important to discuss all the risks
of!reaungdepressma.ndalsoIherxskso(ndlmmglLYwandyuu:duldshaulddlswssall:raﬂmsnlchdeeswrﬂwuurhoﬂh-
care provider, not just the use of anlidepressants.

Other side effects can occur with antidepressants (see section below).
Of all the antidepressants, only fiuoxetine (Prozac®)" has been FDA approved lo treal pediatric depression.

For obsessive compulsiva disorder nuhk!mn and teenagers, FDA has approved only fluoxetine (Prozac®)’, sertraline (Zoloft®)*,
fluvoxamine, a.nd clnmpmﬂnm(

Your healthcare provider may suggest other antidepressants based on the past experience of your child or other family members.
Is this all | need to know if my child is being prescribed an antidepressant?

No. This is a risk for suicidality Other side efiects can wcwwllhanuderrassnms Ba sure to ask your heaith-
Mrmnﬂmmmumwmuhrdwmorshels rescribing. Also ask about drugs to avoid when tak-
ing an antidep provider or where to find mose information.

“The following are reg of thewr resp manufacturers: Prozac®/Eli Lilly and Company; Zoloft*/Pfizer
Ph; iticals; AnafraniF/Mallinckrodt Inc.

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

January 2005 MG-PX:1

GlaxoSmithKline
Research Triangle Park, NC 27709

€2005, GlaxoSmithKline. Al rights reserved.
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PAXIL CR®

(paroxetine hydrochloride)
Controlled-Release Tablets

Suicidality In Children and Adolescents
mehmuwwmundbduvln!(lnﬂnldum)lnmoﬂ-tﬂmgnui‘hllnmm
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PAXIL CR or any other ina
lfoulrhdn:"xwm be observed closely ru,w\ehalhy.orummu%puhm.
mmmmuma doummmdmmunbuﬂnn i
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PAX#I. CR  administered psychotropic drug with a chemical structure unrelated 1o ofher
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i Paroxetine hydrochioride is an odorless, off-white powder, having a melting point range of 120° to 138°C and a solubility of 5.4

in water.

ach enteric, film-coated, controlied-release tablet contains paraxetine hydrochloride equivalent to paroxetine as follows: 12.5

mg-yallcm 25 mg—pmk, 75 m—uue One layer of the tablet consists of a degradable barrier layer and the other contains the
in a hydrophilic matrix.

consist of hyp nylpyr roinduna, lactose monohydrate, magnesium stearate, colloidal silicon
dhxlds giJoe hacrylic acid type C, sodium lauryl sulfate, polysorbate 80, talc, tri citrate, and 1
ormnm thi mngmm\hwmm red ferric oxide, DAC Red No. C Yellow No. 6, D&C Yellow No. 10,

CLIMCAL PMR\IACOLOGY
mmodw-mn.mdﬁmqoioamma in the treatment of major depressive disorder, panic disorder, social anxiety dis-

order, and dysphoric disorder (PMDD] is presumed to be linked lo potentiation of serotonergic acuvhy in the cen-
tral nervous system resulting from inhibition of neuronal reuptake of serotonin (5-hydroxy-tryptamine, 5-HT). Studies at clinically
relevant dosas in humans have demonstrated that paroxetine blocks the uptake of serotonin mID human piatalms In vmo studies

in animals also suggest that paraxetine is a potent and selactive inhibitor of neuronal serotonin reuptake and has only very
weak effects on norepinephrine and doparrx hgwdptam In vitro radioligand binding studies indicate that paroxeting has

Long- effects of the ase formulation of paroxeting in panic disorder were demanstralea in an
amnsm study. Patients who were responders dunng a 10-week double-blind phase with i/mmediate-release pargxsline and
duning a 3-month double-biind extension phase were randomized to either immediate-release paroxeting or placeba in a 3-manth
double-blind relapse prevention phase. Patients randomized to paroxstine were significantly less likety to reiapse than comparably
treated patients who were randomized 10 placebo.

Social Anxiety Disorder: The efficacy of mxu. CR as a treatment for social anxiety disordar has been establisned, in part. on
the basis of from the of the release of paroxetine. In addition, e
effectiveness of PAXIL CR in the treatment of socia\ anxiety disorder was demonstrated in 3 12-week. mufticenter. double-blinc
flexible-dose, placebo-controlled study of adult cutpatients with a primary diagnasis of social anxiety disorder (DSM-1V). [ the
study, the effectiveness of PAXILCR (12510 37.5 mg daily} compared to placebo was evaluated on the basis of (1) change from
baseline in the Liebowitz Social Anxiety Scale (LSAS) total score and (2) the proportion of responders who scored 1 or 2 (very

much improved or much improved) on the Clinical Glnbal Impression (CGI} Global Improvement score.

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

Subgroup analyses did not indicate that there were any ditferences in treatment ouicomes as a function of gender Subgroup
analyses of studies utilizing the immediate-ralease formulation of paroxetine generally did not indicate oifferences in treatment out-
comes as a function of age, race, or gender.
Premenstrual e effactiveness of PAXIL CR for the treatment of PMDD utilizing a continuous dosing
men has been established in 2 p!acabo-comrodled frials. Patients in these trials met DSM-IV criteria for PMOD. In a pooi of wrggo
patients, treated with daily dosas of PAXIL CR 12.5 or 25 mg/day. or placebo the mean duration of the PMDD symptoms was approx-
umltaiy 1127 years. Patients on systemic hormonal contraceptives were excluded from these triais. Therefore, the efficacy of PAXIL

CR in combination with systemic (including oral) hormonal contraceptives for the continuous daily freatment of PMDD 1s unknown
In both positive studies, patients (N -6?2} were treated with 12.5 mg/day or 25 mg/day of PAXIL CR or piacebo continuously through-
out the menstrual cycle for a period of 3 menstrual cycles. The VAS-Total score is & panenl -rated instrument that mimors the diag-
ml?s cnma'uy % 25l'.tD as ﬂmllg:)ﬁmlfl él;t‘; DSM-IV, afnd includes assessments for mood, physical symploms, and other symploms
mg/day a were significantly more effective than placebo as msuumd mmp from baseiine ¢
the endpoint on the mml&d:[tsse fotal score, i o
In a third study employing |marmuam dosing, patients (N = 366) were treated for the 2 weeks prior (o the onset of menses (luteal
, alsa known as intermittent dosing} with 12.5 mg/day or 25 mg/day of PAXIL CR or placeto for a period of 3 months
12.5 mg/day and 25 mg/iday of PAXIL CA, as Iuteal phasa dosing, was significantly more effective than placebo as measured by
change from baseline luteal phase VAS total score,

There is insufficient information to determine the effect of race or age on outcome in these studies
INDICATIONS AND USAGE
lh#: Depressive Disorder: PAXIL CR is indicated for the treatment of major depressive disorder.

dfucy of PAXIL CR in the reatment of a major depressive episode was established in two 12-week controlled rials of out-

whose diagnoses correspanded to the DSM-IV category of major depressive disorder (see CLINICAL PHARMACOLO-

GY-Clmul Trials).
A major depressive episode (DSM-1V) implies a prominent and relatively persistent (nearly every cay for at least 2 weeks)
mood or loss of interest or pleasure in nearly all activities, representing a change from previous functioning, and includes
the presence of at least 5 of the following 9 symptoms during the same 2-week period: Depressed mood. markedly ciminished intar-
est or pleasure in usual activities, significant change in weight and/or appelite, insomnia or hypersomnia, psychomotor agitation of
relarasg:n Increased fatigue, feelings of guilt or worthlessness, slowed thinking or impaired concentration. a Suicide attemot, o sui-

cidal ideation

The antidepressant action of paroxetin in hospitalized depressed patients has not been adequately studied

PAXIL CR has not been systematically evaluated beyond 12 weeks in controlled clinical trials: however. the effectiveness of imme-
diate-release paraxsting hycrochloride in maintaining a response in major depressive disorder for up 10 1 year has been demon-
stmad ina mwmom ial (see CLINICAL PHARMACOLOGY-Clinical Trials). The physmr who elects 1o use PAXIL CR

luate the long-lerm of the drug for the individual patient
Dbnrg PAXIL ca is indicaled for the iraaiment of panic disorder, with or withoul agoraphobia. as defined in DSM-V, Panic
nsorom ] mamcmnzea by the occurrence of unexpected panic attacks and associated concern about having addibanal afiacks
worry about the implications or consequences of the attacks, andior a significant change in behavior related to the aftacks

The efficacy of PAXIL CR controlled-release lablets was established in two 10-week trials in panic disorder patients whose tiag-

noses comespondad o tne DSM-IV of panic disorder {see CLINICAL PHARMACOLOGY-Chnical Trials).

Panic disorder {DSM-IV) is characterized by recurrent unexpected panic atlacks. ie., a discrate period of intanse fear or discom-
bf!lnMuchltormo!s)dmvdlwhgsymptomsdeve\npahmnﬂyandrem a peak within 10 minutes: (1) palpitatiens. pounding
heart, or accelerated heart rate; (2) aweanng. (3) trembling or shaking; (4) sensations of shortness of breath or smothering: (5) feel-
mmm(ﬁ)mmmm ; (7) nausea or abdominal distress; (B) feeling dizzy, unsteady, lightheaded, or faint:
9 (fesiings of unreality) or uepersnnahzatm (being detached from oneselfi. (10} fear of losing control. (1) fear of

litte. affinity lur muscarinic, ulpha. alpha,-, beta-adrenergic-, dopamine (D;) 5-HT,, 5-HT,-, and histamine (H)
antagonism of gic, and alphay g P has been associaled with various antichaline rgn
sedative, and uniwasuﬂar effects hnﬂmpsydﬂotropc %

BemusemmmmmdpanmmSwpr s are at most 1/50 of the parent compound, they are essential-

I;hrmmﬁnuﬂu Tablets of PAXIL CR contain a degvadable polymeric matrix (GEOMATRIX™) desug!ned to control the disso-

\ution rate of parowstine over a pariod of 4 to 5 hours. In addition to controliing the rate of drug release in vivo, an
enteric coat memnmdnagmmmmmxucnmusﬁmamma:h
Paroxetine absorbed of a solution of the hydrochioride salt. In a study in which

after oral dosing
= 23) recaived single oral doses of PAXIL CR at 4 dosage strengths (12.5 mg, 25 mg.
37.5 mg, and 50 rng) pﬂrmmhw C..,. and AUC,.y increased disproportionately with dose (as seen also with immediate-release

formulations). Mean and AUC,. vaiues at these doses wera 2.0, 5.5, 9.0, and 12,5 ng/mL, and 121, 261, 338, and
540 ngehr/mL, T...,mohsemdtypmllybeman&andmhmrspm(-dusa mﬂaﬂnngarammenmabsumncn
rate compared with half-fife of ine was 15 to 20 hours throughout
mlr.rangeulsmﬁBMdH\)(lLCHmmmdzimgmllcmsnmaﬂmedbymd
During repeated administration of Mlmtzsn\gmdaiy}stsadysa msraachedmmnzwaemua rable 1o
mm@a-mhrmlam)lnawmm which normal male and female (n = 23) received CR
(ﬁww}mmm(}wcﬁ %mmmng{mLEOW«LandESD /mL, respactively.

on studies using formulations, te drug exposure based on was several-fold greater

immediale-release
mmmddhawbeenp:mwhwwmmmmmhmmcunsequmnfmmmm of the enzymes

ln s!angr prupuhwlﬁy i eiderly and nonelderly patients, at doses of the immediate-release for-
rnulnhon mmmw daily for the eiderly and 20 mg to 50 mg daily for the nonelderly, some nonlinearity was cbserved in
metabolic pathway. In comparison to C.., values after 20 mg daily, vaiues after

again 2 saturable
A.Dmg ily mmmzwam ter than
Paroxetin is mmmu omla&mmmmn.The metabolites are pnlar and conjugated products of
Iucuromc acid and sulfate predominate, and major
metabolites have mhmmmmommumme mehavenomomirmnwmme of the parent
compound atlmmmmmmofpnmnn is accomplished in part by cytochrome PID;. Saturation

dyng (12) Wﬁﬂﬁsﬁi (numbness or tingling sensations); (13) chills or hot flushes
Long-ferm maintenance of efficacy with the immediate-release formulabon of paroKetne was demonstrated in a 3-month relapse
prevention ma} In this trial, patients with panic disorder assigned 10 a lower relapse rate
compared 1o patients on placebo (see CLINICAL PHARMACOLOGY-Clinical Trials), ‘Nevertheless, the physician who prescribes
mxncnhrmmadwmshouupermcsw |uate the long-term usefub of the drug for the individual patent
Social Disorder: PAXIL CR is indicated for the treatment of social anxiety disorder. also known as sociel phobia, as defined
.23), Smlmxwdmrdenscharaasnzedhya marked and persistent fear of 1 or more social of perormance it
uations in which the person is unfamiliar people or lo possible scrutiny by oihers. Exposure ta the feared situation almost
invanably provokes anxiely, which may appmam the intensty of a panic attack. The leared stuations are avoided or endured with
intense anxety or distress. The avaidance, anxious anticipation, or distress in the feared stuation(s) interieres sigruficantly with the
pemfsnormal . occupational or academic functioning, or social activities or or there is marked distress about
the phobias. Lesserdegses of pertormance anxiety or shyness generally do not require psychopharmacciogical treafment
The efficacy of PAXIL CR as a treatment for social anxiety disorder has been established. in part. on the basss of exirapolation
from tha established effectiveness of the immediate-release formulation of paroxetine. In additon, the effcacy of PAXIL CR was
established in a 12-week Irial, in adult cutpatients with social anxiety disorder (DSM-IV), PAXIL CR has not been studred in children
or mmmwm social phobia (see CLINICAL PHARMACOLOGY—Clinical Triais)
eﬂmwofmn L CR in long-term treatment of sacial anxiety disorder, |.€., for more than 12 weeks, has not been sys-
evaluated in and well-controlled trials. Therefore, the physician who elects to prescrive PAXIL CA for extended
periods shauid penodically re-evaluate the long-term usafuiness of the drug for the individual patient (see DOSAGE AND ADMIN-

Disorder: PAXIL CR is indicated for the treatment of PMDD.

The efficacy of PAXIL CR in the treatment of PMDD has been estabiished in 3 placebo-controlied trals (see CLINICAL PHAR-
MACOLOGY-Clinical Trials).

The essential features of PMDD, according to DSM-IV, include markedly depressed mood. anxiety or tenion, affective labilty, and
persistent anger or imitability. Other features include decreased interest in usual activities, difficulty concentrating, lack of energy,
change in appetite or sleap, and faeling out of control, Physical symptoms associated with PMDD inciude breast lendemess
headache, joint and muscie pain, bloating, and weight gain. These symptoms occur reguiarly during the luteal phase ana remit with-
in & few days foliowing the ansel of menses; the disturbance markedly interferes with work or school or with usual social activibes
and relationships with others. In mahng the diagnosis, care should be taken fo rule out other cychical mood disorders thal may be
exacerbated by treatment with an antidepressan!,

Tha effectveness of FMIL CR in long-term use, that is, for more than 3 menstrual cycies, has not been systematically evaiuated

of this enzyme at doses appears to account for the nonlinearity of paroxetine kinelics with increasing dose and increas-
i;\ géummﬁ susam The role of this enzyme in paroxetine mbolmr:a;lao suggests potential drug-drug interactions (see
),
pproximately 64% of a oral solution dose of paraxetine was excreted in the urine with 2% as the parent
s‘manmmbolileswn pm-dusmgpenudkbmnﬂﬁ%wasemcmedinmma(pmhwyw mubﬂe:tmosu-fas
mambomsandlessthanl wmwrrwundwm1 post-dosing

period
: the body, including the CNS, wlrhon!ﬂ%ramatmngmmaplnrm

mm wmﬁs&ﬁmapammsbomdmplawa rmeinelruOn;gs and 400 ng/mL, respec-

mummmmmmmmmdwmmbe!m an400ng'mL roxeting does not after the

in vitro pmmn binding of phenytoin or wmann
M oceur in subjects with renal and hepalic impairment.

of
Themoan Mmmummmummmnmmmmumn wnsappruxkrwlﬂydnmnsgaawm
seen in normal volunteers. Patients with creatinine clearance of 30 to 60 mmin, and patients with hepatic functional imp: had

who alects to use PAXIL CR for extended periods should periodically re-evaluata the long-
lsrm usefulness of the dmg ‘for the individual patient.

CONTRAIN

Concomitant use
INGS and PRECAU
PAXILCR s mnunmdlcared in patients with & hypersensitivity to paroxetine or to any of the inactive ingredients in PAXIL CR

“&allm taking either monoamina oxidase inhibitors (MAOIs) or thioridazine is contraindicated (see WARN:

WARNINGS
cunumlnd Suicide Risk: Patients with major depressive disorder (MDD), both adult and pedialric, may experience

am:zmmmahmmwmm(wccm)
initial dosage should therefore be reduced in ts with severe ranal or hepatic impairment, and upward titration, if neces-
ﬁmm rml:pla-clmaa(‘oll Mnmlmomoi%)ao nd 40 mg of the immediate-release formulation,
a inthe atdal , and 40 mg at
Cow mmm?ﬁuﬁ mncenmonslnnuwdsﬂymmw
mmmmmmummsu(mnosws INI 1ON).

Ive Disorder: The of PAXIL CR controlled-release tablets as a treatment for major depressive disorder
astauushsd in two 12-week, . placebo-controlled studies of patients with DSM-IV Major Depressm
included patients in the age ringe 18 lo 65 years, nnd a second study included elderly patients, r:

88, In both studies, MXILCﬂwmmntobe more effective than placebo in lreannqmm
le (HDAS), the Hamilton depressed mood item,

outpatients with respondead o immediate-release pammmmnnsw
mmmwmmmummmmmdwcmmmmmm paroe-
lower relapse rate for patients taking immediale-release paroxetine

m(li%)mnﬁadbrm (39%) flectiveness was similar for male and female patients
effectiveness of PAXIL CR in the treatment of panic disorder was evaluated in three 10-week, muticenter,
Mes (Studies 1, 2, and 3) comparing paroxetine controlled-release (12.5 to 75 mg daily) to placebo in adult
maam pmicdburdar(DSMM with or without agoraphabia. These trials were assessed on the basis of their out-
comes on 3 variables: (1) the proportions of patients free of full panic attacks at endpoint; (2) change from baseline to endpoint
in the median number of full panic aftacks; and (3) from basaline to endpoint in the median Clinical Global impression
SevemymForSmﬁaslmdz PAXIL CR was superior to placebo on 2 of these 3 variables. Study 3 failed to

difference between PAXI| Cﬂmpdsoeboonanynllhmvam
Forauasmdes.menmnmsaofPAXSLCFlm ! at endpoint wa: mg/day. Subgroup analyses did
nnt indirata that thers were any didfierences in freatment ouicomes as a hmctbon of aoe or uender

and/or the gence of suicidal ideation and behavior (suicidality) or unusual changes in behay-
or, mm or nm nm ara taking antidepressant medications, and this risk may persist until significant ramiss:on occurs. There
has been a long-standing concern thal antidepressants may have a role in inducing and the
of suicidality in certain patients. Antidepressants increased the risk of suicidal thinking and behavior (suicidality] in short-term
sm in mn and adohscnnu wﬂh Major Depressive Disorder (MDD) and other iatric disorders.
of short-lerm place trials of & 1t drugs (SSAIs and others) in children and adoles-
cenls \mtn , OCD. or omelpsycnlal!ic disordars (a total of 24 trials involving over 4,400 patients) have revealed a greater nisk
of adverse events mq_,;r?enhng suicidal behavior of thinking (suicidality) during the first few months of treatment in those receiv-
ing antidepressants. The average risk of such events in patienls receiving antidepressants was 4%, twice the placebo risk of 2%
There was considerable variation in risk among drugs, but a tendency toward an increase for aimost all drugs studied. The risk
of suicidality was most consistently cbserved in the MDD trials, but there were signals ol risk ansing from Some irials in other
indicalions isive disorder and social anxiety disorder) as well. No suicides occurred in any of
these trials. It is unknown whether the suicidality risk in pediatric patients extends o longer-ierm use, Le., beyond several
months. It is also unknown whether the suicidality risk extends to adults
All pediatric patients being treated with nts for observed closely for clinical
worsening, suicidality, and unusual changes in behavior, especial "71 during ﬂn initial Iul months of & course of drug
or at times of dose changes, either increases or decreases. Such observation would generally include at least
tace-to-face contact with pllilml or their I‘umily members or caregivers during the ﬂm 4 weeks of treatment.
then other week visits for the next 4vuulu. then at 12 weeks, and as clinically indicated beyond 12 weeks.

contact by may be ap face-to-face visits.

‘Adults with MDD of co-morbid on in the uhingufumarpwchm iliness being treated with antidej Jm

should be observed similarly for clinical worsening and luleldlllly. especially during the mmal few months
tw or at times of dose ch oither i
ng symptoms, amdety agitation, panic attacks, msumn:a irritability, hoslity, aggressiveness, impulsivity. akathisia
{psychomotor restlessness), , and mania, have been reported in adult and pediatric patients beng treated with anti-
depnman!s for major deprssswe msordar as well as for other indications, both psychiatric and nonpsychiatric. Although a causal
link between the (v of such symp! and either the g of depression and/or the emergence of suicidal mpulses
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PAXIL CR®
(paroxetine hydrochloride) Controlled-Release Tablets

has not been established, there is concern that such symptoms may represent precursors to emerging suicidality.
Consndemmmbegmn to changing the therapeutic regimen, including possi blydlswrmuumg the medication, mpnuents
whose depression is petsmﬂywwsa.urmam g emergent that might be pe
W e or if thesa arsswm abruphnunset urwaranrnpmulmepmm‘spl&

senting symploms.

If the decision has been made to discontinue treatment, medication should be tapered, as rapidly as is feasibls, but with
nition that abrupt discontinuation can be associated with certain symploms (see PRECAUTIONS and DOSAGE AND ADMIN
TRATH of Treatment With PAXIL CR, for a description merlslwufdisomﬂnuununn!PAXILCR

being treated with for major dep!

-Muuummtmmwmmmm

Inmmmm-ymmmmmuwdlu

mmwmmaemumnmmhswmeseagemsnasbeenassomaledwrmammasedmdm

Interfarence With Cognitive and Motor Performance: Anypsymmwnmgmmmr judgment, thinking. or motor skifls.
Although in controlied studies i diate-release paroxetine hydrochl has not been shown to impair psychomotor perform-
ance, ;Ja!mnlss?nﬁdbeuwmwmerah%mzam maehmry including automobiles, until they are reasonably certain
that therapy with PAXIL CR does not affect their ability to engage in such activities.

Completing Course of Therapy: While patients may notice improvement with use of PAXIL CR in 1 to 4 wesks, they should
be advised to conlinue therapy as directed,

Concomitant Medications: Patients should be advised to inform their physician if they are taking, or pian to lake, any pre-
scription or aver-the-counter drugs, since there is a potential for interactions.

Alcohol: immediate-release paroxatine hydrochloride has nol been shown to increase the impairment of mental and
molor skills ca by alcohol, patients should be advised 1o avoid alcohol while taking PAXIL CR.

the emergence of Hdlmmmmnm‘ s immediately to health ca
should Include daily observation by . Prescriptions for PAXIL CR shouid be wnnsn for the smallest
quantity of tablets consistent with mod oeheni managemun: in ordur 1o reduce the risk of overdose. Families gf

gnancy: Patients should be advised to notify thair physician if thay become pregnant or intend to become pregnant during

adults qtraaiau btneprasaonsrwidbemlarryadw
Screenin niuud-r A may be the inifial presentation of bipolar disorder. It is

m}mdﬂpmawaaplsudﬂ

generally (mo:?h mi in controlled iriais) that Irealing such an episode with an antidepressant alone may
lncraaae the p episode in patients at risk for bipolar disorder. Whether any of the symp-
toms described above sueh | lon 15 However, prior to initiating trealment with an antidepressant.
patients with depressive symploms should be adequately screened (o determine if they are al risk for bipolar disorder; such
screening should include a udailad tric history, including a family history of suicide, bipolar disorder, and depression. It
should ba noted that PAXIL cnm for use in treating blpclar dnpreamon
Potential for Interaction With Oxidase Inhibiors: Inpm g anather
@glnmmm»mmuxmmgu 'drfi’ou o { I'vh'Tt:lL ;ﬂ |nemﬁng Vo

rigidity, myoclonus, autonomic o rapid fluctuations o gns, mmllm-dnnou
ummuuu.mmwm -md coma. These reactions have also been reported in
who have lmhmbunmmdonlnummmmm

;snm While there are no human data showing such an Interaction
Hnehydmhlocm limited animal data on the effects of combined use of ine and MAOIs htmm
may act 1o elevate blood pressure and evoke behavioral excitation. Therefore, It s recommended that
PAXIL CR not be used in combination with an MAOI, or within 14 days of discontinuing treatment with an MAOL At least
2 weeks should be allowed after CFI
gation of the QTc interval,

prod prolon
mmmmmm such as torsade de pointes-type arrhythmias, and sudden
death. This effect appears to be dose related.

MhmmmmmmmPﬂmMuﬂmmmﬂ elevate plasma levels of thioridazine.
Therefore, It is recommended that paroxetine not be used in combination with thioridazine {see CONTRAINDICATIONS
and PRECAUTIONS).

PRECAUTIONS

General: Activation of Wllﬂﬁ Durmg premarketing testing of i release ine hydrochionide, hypo-
mania or mania occurred in approxi ireated unipolar patients compared to 1.1% of mmm and
0.3% of placebo-treated ln a subsm of patients clasmﬂecl as bipolar, the rate of manic episodes was 2.2% for

Molhe ) 19: Patients should be advised to notify their physician if they are breast-feeding an infant (see PRECAUTIONS—Nursing
15

Laboratory Tests: There are no specific laboratory tests recommended.
Drug Interactions: : As with other serotonin reuptake inhibitors, an interaction between paroxetine and Iryp!ophan
may occur when they are coadministered, Adversa experiences, consisting primarify of headache, nausea, sweating, and
ness, have been reported when Iryptophan was administered to puuems immediate-release paroxetine. COrlsamemly
concomitant use of PAXIL CR with tryptophan s not recommended (see Syndrome).
Monoamine Oxidase Inhibitors: See CONTRAINDICATIONS and WARNINGS
Serotonergic Dru& Based on the mechanism of action of paroxetine and the potential for serotonin syndrome, caution is
advised when PAXIL CR is coadministered with other drugs or agents that may affect the serotonergic nammmm&r“?mm
mm riptans, saratonin reuptake inhibitors, linezolid (an nnubmm which is & reversible non-selective 1). lithi-
um, or St Jnhns Wurt (see Serotonin Syndrome).
Thioridazine: See CONTRAINDICATIONS and WARNINGS,
Warfarin: Preliminary mmautg gest that there may be a pharmacodynamic interaction (that causes an increased bleeding
sis in the face of unaitered rombin time) between ine and wartarin. Smmanmed-nmlmwmm macon-
comitant administration of PAXIL CR and wartarin should be undertaken with caution (see Drugs That Interfere With Hemostasis)
: There have been rare postmarketing reports g patients with and incoordination foi-
lowing the use of an SSRI and I with a triptan and an SSRI (e.g., fluoxetine, fluvoxamine,
parumm sarlnimu) is clinically warranted, appropriate observation of the patient is advised (see Serotonin Syndrome).
Dng bolism: The metabalism and pharmacokinetics of paroxetine may be affected by the induction
or inhibition of drug-meiabohz enzymes.
Cimetidine: Cimetidine inhibits many cylochrome P, (oxidative) enzymes. In a s1ucy where m!mme felease paroxetine
(30 mg once daily) was dosed orally for 4 waaks stgad) sla!n lasma i by approx-
50% during Elmree times daily) brlheﬁnalwoak Themiuve when these drugs
are administered concurrently, dosay adjuslmeni of PAXIL Cl aiter the starting dose should be guided oy ciinical effect. The
effect of paroxaling on cimetidine's pharmacokinalics was noi studied
rbital induces many cy } anzymes. When a single oral 30-mg dose of immedi-
amubasa parcxgting was administered at t phenobarbital :taady state (100 mg once daily for 14 dml paroxetine AUC and T,
mmdmd(b;mnmmdzs%am , respactively) compared 1o paroxetine administered alone. Theafbcio{!ﬂpa
inetics was not studied. Since paroxetine exhibits nonlinear pharmacokinetics, the this study

immediate-release paroxetine and 11.6% for the combined active-control groups. Among 1,627 patients with
disorder, panic disorder, social anxiety disorder, or PMDD treated with PAXIL CR in controlled clinical studies, there were no
reports of mania or hypomania. As with all drugs effective in the treatment of major depressive disorder, PAXIL CR should be
used camnuﬂympmmmahmmydma

lease paroxetine hyd: ride, seizures occurred in 0.1% of paroxe-

During pr g testing of
tine-treated patients, a rale similar to that associated with other drugs eﬂsctws in the treatment of major depressive disorder
Among 1,627 patients who recaived PAXIL CR in controlied clinical Irials in major depressive disorder, panic disorder, social anx-
ety disorder, or PMDD, 1 pabmt(o 1%) experienced a seizure. PAXIL CR should be used cautiously in patients with a history of
seizures. It shuukl patient who develops seizures.
m CR: Adverse events while discontinuing therapy with PAXIL CR were not

atically evaluated in rnosl clinical Irials; however, in recent placebo-controlled clinical Irials uli
37.5 mg/day, reported adverse events while discontinuing therapy with PAXIL

ing 37.5 mg/day underweni an incremental decrease in the daily dose by 125mg.‘dwtoadnsao!25mgrdaybr1 week before

rrnynmaddrassmer.asamemthazrl are both being chronically dosed. No initial dosage adjustment with PAXIL CR is con-
sidered nemsaryvmen mumnmarad h phenabarbital; any subsequent adjustment should be guided by ciinical effect.
dose of immediate-release paroxetine was administered at Msms(
mwud:ys) parmm and T,, were reduced by an average of 50% and 35%, raspecﬁw’y) m'anm
o nsmrad:‘l::"l;r;n ads::}:l;ﬂe smd);hwfﬂca single oral 300-mg &dmmmmat
mmw mg once r 1 phenyl mmmmn mmmuwedmpmny
. Since both drugs exhibit nonlinear pharmacokinetics, the above studies may not

tuhmmaﬂ address the case where
mzaugsmmmmmmwdommlm adjustments are considered necessary when PAXIL CR is coadmin-

dosage
with phenytoin: any subsequent adjustments should be guided by clinical effect (see ADVERSE REACTIONS—

Postmarketing
ggl:l:mp,m.. drugs, i most drugs effective in the treatment of ressive
dglﬂ?[pmne aﬂ mwvmményaw o cytochrome P, isozyme P iDs. Wugzagem

. For patients mcemngzs mg/day or 12.5 mg/day, treatment was stopped

mnmmmmammmmmmm this Pl
enrlydu pmmnnrer?wngmlsmuym o)

are

treatment was !
in dose. With this in those studies, the following adverse events were reported for PAXIL CR, axanmdameolz%or fsozyme 15 mmmmm
lerWPAXIch mﬂmmmmwmrp&mbﬁ:mzﬁnass nausea, nervousness, and additional under 00 mg) m-N-'C aMTaewﬂﬂW approximately 2-
mmm iated with tapefing or di  PAXIL CR (6.q., emotional labity, headache, ag- 5, and 3-old, GmmanQusenfMXILCﬁwvhmherdngsnmdmd cyhﬂmn'aeP.,llD.mmlhaenfu
tation, mm hngmandsleepdsiutbancas]Thesemmawaralapoﬂadassanwsmna%nipauem:whu mmwmwrelmrdossslhanuw prescribed for ether PAXIL CR o the other
msennnnuedmerapymmxu.c 'M.mmm dMLCﬂ(:mmmm“mumﬁmdw isozyme, i cermmugsenmem
During marketing of PAXIL CR and other SSRIs and SNRIs (serotonin and norepinephrine reuptake inhibi there have b !
spontaneous reports of adverse events g upon discontinuation of these drugs, (paruculaﬂywru;nabmpl) lmudmg the ’SW““E‘: 1c a"‘lam"v‘"‘"ﬁ (e.g.. propatenone, fiecainide, and encainide), omatnnﬁmlsenzym(eg Quiniding),
following: Dyspharic mood, imitability, agitation, sensory disturbances (e.g., paresthesias si as electric shock should
sations), anxiety, confusion, headache, , emotional labifty, insomnia, and hypomania. While these events are gmalally However, “‘“Ekafm ventricular arrhythmias and wm%z wghﬂm
selflmmngmhmbemrepmsnlmdswmuamnsmmms of thioridazine, paroxetine an should not be swwnnN S)
Pahentsshouldbenmmmdumaymmnswhandwmnwngm&memMmMILCRAgrammlremmnnhmednse ummmnmpdln,m essantially P
rather than abrup! ce blell I symp[omsoocur!u mgnmm thal, unifks PliD,, Show no evidence of saturation (see PRECAUTI s—Tncvcb:Anmmm)
erupon of then q the pi dose may be considered. the physi- Drugs PugglllA,: An in vivo interaction study imvolving the coadministration under steady-state con-
e ey conine : Ihednsebulalamore; rate [sea DOSAGE ANDI?DN:SNISE 0 mdmmmhmslgan: ;maﬁﬂmnmb;?jmmmmmwmmEmm@
msieumﬁ;wmms—mme for adverse events reported upon discontinuation of treatment with paroxetine in “asamn o the a i : th;suhstrmm!urhs Kwuwmm o
Akathisia: The use of paroxetine or other SSRIs has been associated with the development of akathisia, which is character- zolam, and cyclosporine. Based on iption that the on ter-
ized by an inner sense of restlassness and psychomolor agitation such as an inability o sit or stand stil usually ated with nr invivo predicts its effect on other IlIA, substrates, MQMMWMIIWMEMHMIc
distress. This is most likey to occur within the first lew weeks of treatment e of cinical significance.
: Several cases WWB“'B’W have mﬂ rupurtad with i release paroxeting ny The Mﬂdlgtunh{n‘h} Caution is indicated in the coadministration of TCAs with PAXIL CR, because paroxstine may
hy 10 be when pi inued. The maj ﬂ!yoiﬂ\esanomneneashawbmm inhibit Plasma TCA cor m%mdmmmm andlhedosadTC:;&medwb!mmd \fs

eldeﬂy mdmduals , some mwm:almgdluremsarmwam otherwise volume deplelad
The samonmsyndrmmaywcurm tion with
mﬂammhmoummdwmdmgs mmmugsmmhmyhave}mpalmdmmhndlmmmm
. Symptoms have included agitation, confusion, diaphoresis, haliucinations, hyperrefiexia. myoclonus, shiv-
a, and tremor. The concomitant use of PAXIL CR with serolonin precursars (such as ) Is not recom-

TCA is coadministered with PAXIL CR (see PRE INS—Drugs Metabolized by

Drugs Mbmmnsmusepmmtneishgwbwndmphymmmammvntmn!mmcm:

apanenltalmgamm !hatlamghlypmtemhaundmaymmnmued concentrations of the other drug, potentially

resulting in could result from displacement of paroxetine by other highly bound drugs.

mmmmmm-u‘& mmmrmmwmmmmmm
@ case-control have demonstrated an association batween

ening, lae.‘.hywrd
mended ISNWMNINGS—WWIMMMN (Oxidase Inhibitors and PRE! rug )
AMonmi Bleeding: Published case reports have documented the occurrence of bleeding episodes in patients trealed with
otropic dsugs that interfere with serotonin reuptake. Su t epidemiological studies, both of the case-conlrol and
n design, have demonstrated an association between use of psychotropic drugs that mmttera Mth serotonin reuptake and
| bleeding. In 2 studies,

w t use of & mﬂ@ém'm
oraspmn poten the risk of bleeding (see Am-mughmesasludes focused on upper gastrol bleed
ing. mmlsmsonxobehmmueeaﬂgmmummaybum ted. Patients should be cautioned regarding

arl

tha risk of bieeding associated with the concomitant use of paroxtine Mth% AlDs, !-I!pmn or other drugs that affect coaguiation.

Use in Patients With Concomitant lliness: Clinical exparience with immediate-release paroxetine loride in pamm
with certain concomitani systemic illness is limited. Caution is advisable in using PAXIL CR in patients with diseases or cond:
tions that could affect r lism or hemody

As with other SSRs, mydriasis has been infrequently reported in p! g studies with p ide. A flew cases
of acute angle closure glaucoma associaled with meraw with immediate-release pnrmwtlna have been rapunnd in the literature.
As mydriasts can cause acute angle closure in patients with namow angle glaucoma, caution should be used when PAXIL CR is
prescribed for patients with nartow angle glaucoma.

PAXIL CR or the release k has not been d or used to any ap extent in patients with a
recent history of nymrmal infarction or unstable heart disease. Patients with these UIagnoses wera excluded from clinical stud-
ies during p 1 of of 682 patients who received immediate-release paroxetine
hydrochloride in doubi triais, however, did not indicate thal paroxetine is associated with the develop-

placebo-controlled
ment of significant ECG abnormaiities. Similarly, paroxetine hydrochloride does not cause any clinically important changes in

hsaﬂramoruowpfoswe
ine oocur in patients with severe renal impairment (creatinine clearance <30 mLimin |
or severe hepati i mmAlomrstarﬂngdoseMdmusedhmmm spe DOSAGE AND ADMINISTRATION).
berlm other health should inform patients, their families, and their caregivers about
mwnammmeommmwmmxmcnmmmumun them in its appropriate use. A patient Medication

and cohort design that
dmmmdugshl'iﬁarhmwrhsammmm mamlhemnenoeoiuwerwmmdsosiw
mmmmﬂthSAlDwaammpomnua the risk of bieeding, Thus, patients should be cautioned about the use of suct
drugs concurently

AbnhdAmmpummmemmimcrmemempmrmemmmmlanﬁmmrmmwm patients should be
advised to avoid alcohol while taking PAXIL CR.

Lithium: Ammmmmsdhm—mmae paroxetine hydrochloride has shown that there is no pharmacokinetic inter
action between paroxetine and carbonate. However, due 10 the potential for serotonin syndrome, caution is advised wher
mdah-m paroxetine hydrod!loﬂda Is coadministered with lithium,

m& mmmanaﬂmr&dvﬂnmwﬂnwmmm Mear
m’m mssdbyis%ln

resence ol paroxetine. Since there is littie clinical expenence. the concurren
L CR and digoxin should be undertaken with caution,
mummwmwdmms.wmmmmrmmmmmmmmwwmm

diazepam were not evaluated.
kot o M(s “'”%‘?‘5’25"%“35@.’“‘5‘&7‘33 by alona & Cu"e'égym o
mﬂm once an pectively
“m ;;gw Hodksanid . g M dwsdomlly
In & study where propranolol (80 mg twice dai for 18 days, the established steady-stale
mumnmmmdpmnommunmméduﬂn?goom with immediate-release mmgmmy)b
the final 10 days. The effects of hawnmneen d (see ADVERSE REACTIONS—Postmarketing

)
Wumnsofdmladmoo Ikmlmlsmmﬁwﬂhmmdah-mmmmwmmwmrmn
ed. While this interaction has not been formally studied, it is ded that theophylline levels be when these drug:
are concurrently administered.
wmmmamr&gﬂmmmmﬁ&wmﬂnﬂdeWmmﬂCﬁ

P

Guide About Using in Children and Teenagers is available for PAXIL CR. The prescriber or heaith
mmmmﬁmmm and their caregivers to read the Medication Guide and should assist them in ur
eomemaPauemssmuldbe to discuss the contents of the camnﬁuidasndmounnanmmom

the opportunity
K MMImdemGumsmpﬁmadaﬂheanddhhmam
Patients should be advised of mmmmmmmmmmummmmuammmcn
Clinical Worsening and Suicide MPaua'dslnelrhnilms.andmehm mshwldbaanmgodt(nmhm
ression, and suicidal ideation, especially earty dur-
mganudeprassmlkmmmandmmeauses mdupwdownFamﬁesandumgbemnfpaﬂmeheadvsadlu
observe such abrupt. Such symptoms should be
araswsreebruptinnml,mmmtpaﬂdm
Iamessedrlskbvsmndamimdngandmhav
possibly \n!hemadicaon
PAXIL CR shwldnalbe crushed mdsmulcbsmwrglf:wedwhn!e
mmnmmmmmmnm Warfarin, etc.): Patients shuuldbecauﬂnneddmutﬂ‘aem

ity: C zgw
parcxetin in the diet at 1, 5, and 25 {mice)and 1, 5, and (ms)ﬂusednsssaram
nuﬁyg;:lhm and 3 (rat) times maﬁmmwaynueﬂ man dose (MRHD) on a mr? wm
gmmmbafdmhmslnm mmmmaﬂm(mm wsowusoucommlm
middle-, and high-dose groups, asigni increased i

is: F sced no mmmsmmwanmmmmmmmm
Bacterial mutation assay, mouse lymphoma ‘assay, and lests for cytogenetic aberration:
in vivo in mouse bone marraw and in vitro in human u\dmummmmnm
denm.\mm was found in reproduction studies in rats at a dose of paroxstine o
15 mg/kg/day, which is app MHDonamglm’hamaIrrwsoblnHmwm mhersptmmu
rmbratsaﬂardosnm"r;gnmmny lnrztoszwaeka of
at 50 mg/kg/day lnmesemw!efwsmmoﬂmelastaswmamma:zsnww
(app ‘ snrﬁdumesll'e HD on a mg/m* basis).

tant use of paraxetine and NSAIDs, aspirin. or other drugs that affect coagulation since the combined use of psy drugs
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PAXIL
(paroxetine hydrochloride) Controlled-Release Tablets
mﬂhwwrlnmpoduimmcdmmwss meadwraemmaemg!haseuﬂwam Abnormal g

Pregnancy: Pregnancy Category C. Reproduction studies were performed at doses up to 50 mg/kg/day in rats and 6 in
rabbits administered during organogenesis. These doses aammumdya(m)md?(mbbn)hmeshMHHDunanw basis.
These studies have no evidence of teratogenic efiects. However, in rats, there was an increase in pup deaths during the
ﬁmsdmdhmﬁmmmwmdumgmmmmerof andmntmuedmrnuhouthmnonmseﬂecl
wwnsdaludmurim%gdaymrmw onan mibawsmeno-egbmdumhrmwm
lality was not determined. The cause mmsthMmmmadsqmmdwmekOMMnmmm
women. This drug should be used during pregnancy only if the potential benefit justifies the potential risk to the fatus.
W E!lldl.MmmshmmwwPAXILCRWW%SHE:msSﬁ%mmmlrummestarrmadevdupeq
requiring respiratory support, and ful can anse
Flapoﬂedn;l;ﬁm1 have included respiratory distress, cyanosisapnan seizures, temperature instabilty, feed-
ing difficulty, vomiting, , hyperrefiaxia, tremo msswﬂabﬂrrymduurmnlcrymﬂm
features are consistent with  direct taxic nlSSRIsmdSNﬂ!sur,posaiblya discontinuation syndrome, It should
bemwmuinmmummamumwmsemmdm(n JARNINGS—Potential for Interaction
With Monoamine Oxidase Inhibitors).
Ihamhmmmmm'gmdmmmmnmnpwmmmwmpamm or other SSRis.
a pregnant woman with the third trimester, the physician should carefully consider the potential
risks and n!hmﬂml(aas AND ADMINISTRATION).
I.lawmilhlv-y'me of paroxsting on labor and delivery in humans is unknown.
mmMmmmmﬁmwwmadnmmiksndmutbnsrmldbemmadwhmmm(:ﬂ

Isudlmwadton
WMnummmhmnalhaeneslubisheﬂ(mBDXWAHNINGanc
WAHNINGS——CfnnI Risk). Three placebo-controlled trials in 752 pediatric patients with MDD have been
conducted with PAXIL, and the mmmmupunudmbruum m ¢ patients. Amyone considering the use

dmxkcﬁhadﬂdmmmmm risks with the cli
In chinical trials conducted with pﬁani:ﬁmlﬂshlmdnqmmmmmmpoﬂodmlmmd
mmmmmmm rochloride and occurred at a rate at least twice that for

nolence, impotence, libido decreased, tremor, sweating, and female genital disord:

Wﬂ'

gasmia or

Ammlnmmmmmmwmmmmmmwm asthenia,
i impotence, insomnia, and libido decreased.

Premanstrual ! = The most observed adverse events associated with the use of PAXIL CR sither
during continuous malphmdodng(mudmoeois%mmrandmudmhrmxlwﬂmmmmhrphw
budmmimmal’zuss were: Nausea, asthenia, libido decreased, somnolence, insomnia, female genital disorders, sweating, dizz-
ness, diarmhes,

lniheluuphmdosthlerml Mnehemplwsddoungoh%mg(rhyuraswdayulmummhdhhzm

prior to the onset of menses over 3

cycles, adverse
phase. When off-drug phases were combined, maumm

guﬂ?hmmcammmmmmm of that

N 2-week) placebo-controlied jor depres-
sive disorder in which patients were dosed in & range of 25 mg to 62.5 2 enumerates adversa events reported al an
incidence of 5% or greater am patients (ages 60 to jtmahdwml IL CR who participated in a short-term (12-week)
plmbommllsdmmmpr disorder In which patients were dosed in a range of 12.5 mg 1o 50 w.aw

W\tsmpanadalaninudqnoeel1%erwamrm\nngplhﬂm(19le72m]mhﬂm
ﬁnwﬂmuu tnals in panic disorder in mmmmwmasu&mswdq

#cversa events reported at an incidence of 1% or greater among adult patients treated

pated in a short-term (1 (), double-biind, trial in social Mhmmwmm

P e
m“mm at
termnology.

. a
WWM mﬁuﬂuuﬁmwmmmeﬂwmmm fuctua: The pescrier ummmwmmm“ﬂgmu g by i
Ev&mmpémwammmummmmmmm rossng roctionde n the podarccincal i s e pationt characlaristcs and onerlctors dfe ro thosethl revaed n e cirkcl s Siary the cted
cannot be with figures obtained from other ciinical investigations hm»gmammmmmw
matmduﬂﬂdlhperm:egnm mmmmmhaﬂz%oipulwnswhumwwdlmm release paj mmm figures, howaver, provide tha prescribing physician with some basis the .
s mmgﬂnnmammm‘dmmm amm»ona!labilily(lneiudmgamudnlnm su; Hmmwmwxmmmnmmmmmmmmm for relatve
aftempt, nausea, and
Treatment With PAXIL CR). i ) Adverse Events Occurring In 21% of Patlents Treated With PAXIL CR in a Pool of 2 Studies in
) 12
Geriatric Use: 0w pramaotngcical s wih medit-eessoparneln o duw%oip;wmmm D'N“M
approximately were 1S of rmacokinetic studies revealed a muad rance in the elderly, and a % Reporting Event
o e F'ﬂm, T s o AL e i s e DOSAGE PAXIL CR ' Placabo
nis (s [
DN AT, wat ol In Youge: ¢ patients.(so0 m iy:uwm«u Event (n=212) {n=211)
In a controlied study focusing specifically on elderly patients with major depressive disorder, PAXIL CR was demonstraled to be safe Whole
and effective in the treatment of W Bbfars} with major depressive disorder. (See CLINICAL PHAR- ; 2% 2%
MACOLOGY~Cinical Tals and ADVERSE Table 2, m 1& gg:
ADVERSE REACTIONS % ) Abdorminal Pain 7% 4
The information included under the *Adverse Findings Observed in Short-Term, Placebo-Controlied Trials With PAXIL CR" sub- Back Pain 5% 3
mumassnmonsﬁmmmmuummm hlcalmmmeuimmmdbsmm- Trauma* 5% 1%
edinpaﬂmummrrayurdq;rmm 3 studies were done ga wrdarmuaywaswnuﬂedmm Pain® 3% 1%
social anxety disorder, uﬂlmdasmmmwgpaﬁanBWFMD Two of the studies in major depressive : ic Reaction® B 1oy
Menrdbdpammmngs 18 1o 65 years, are pooled. Information from a third study of major d disorder, which
%m(ﬂbﬂm}smnﬁdmmhub&nhbmuhnnkmhuut rdor studes and the Cardiovascular System
hhmsaﬂnnh‘um PMDD studies. Information adverse events associated with PAXIL CR and the i Y 3 1% 0%
formulation of paraxetine hydrochioride is included in & separate subsection (see Other Evants). Vasouiatation 2% (123
Findings Observed in Short-Term, Placebo-Controlled Trials With PAXIL CR Digestive System
Adverse Events Associated With Di of Tr Ilﬁr mmmt(amezmm Nausea 2% 10%
treated with PAXIL CA discontinued treatment due fo an adverse event in a pool of 2 studies of patients with depressive dis- Diarrhea 18% 7%
orﬂe«Therms(onrmmmm%]mmumummmmmdemmmmgmhmm vents asso- Dry Mouth 15% 8%
ciated with dropout at a rate appraximately twice or greater for PAXIL CR compared to piacebo) included the fallowing: o lg‘; ::
PAXIL CR Placebo Decreased Appetita 4% 2%
Nausea t";?%m (mzm Vomitng 2% 1%
Asthenia 19% us% Nervous System
Dizziness 14% 0.0% I 2% 8%
Somnolence 14% 0.0% Insomnia }472: ﬁ
In a placebo-controlled study of elderly patients with major depressive disorder, 13%(13’104)0fpﬂhﬁ1‘h&nﬁleﬂwmm)mcn Dizziness
mmmnmmmsmmmmmnammm LA Docrmsed g 4]
PAXIL CR Hmbu Hypertonia 3% 1%
(n=104) (n=109) Paresthesia 3% 1%
Nausea 29% 00% Agtation 2% 1%
Headache :g:t gg}: Confusion 1% 0%
LFTs abnormal 19% 00% Seaphaiiy Symem % i
Panic Disorder: Eleven percent (50/444) of patients treated with PAXIL CR in panic disorder studies discontinued treatment due Rhinitis 4% 1%
fo an adverse event. Events mesting the above criteria included the foliowing: Cough Increased 2% 1%
PAXIL CR Placebo Bronchits 1% 0%
(n=444) (n=445) Skin end Appendages
Nausea 29% 0.4% Swealing 6% 2%
Insomnia 1.8% g% 2% 0%
Headache 14% ¥ Senses
Asthenia 11% 0.0% mavw 5% 1%
wmmmmwﬁﬂw}dmmbdwnhPAXH.Cﬂmmesoanlanmtydsomaudymmn Tests 2% - 0%
ued treatment due lo an adverse event. Events meeting the above criteria included the following: Urogenital System
PAXIL CR Placebo Abnormal ion® 0 28% 1%
(n=186) {n=184) Female Genital Disorder"! 10% 4%
o, 22 P i 5 "
1.6% !
Diarhea 11% 05% Menstrual Disorder® 2% <1%
mmﬂadmmuwemmenmrsdlnmdmm i and Negous £ i

Premenstrual

intermittent dosing of ILCFlnmemzrnumd Ganerally, there were few diferences in the adverse event profiles of the
zrlwngrawmmnmparmlmndmmumPAXILCHmPMDDstudlesuiomhmdosingdmm
ued treatment due to an adverse event.

The most common events (21%) associaled with discontinuation in either group treated with PAXIL CR with an incidence rale that
uallmmmdplaoebonmnmm acormmwsdm rsgmunaraahcwmnﬂw!dwnthum
shows those events that were dose dependent mmk}aadennwasmmnganhﬂ!mme
%mwwwcﬂmmmmbaﬂmmmEZF‘SdeILCH(uw:ilg'simspmmqmup)

25 125 n=

(n= (n = 3??) [ ™
TOTAL 15% 9.9 6.3%
Nausea* 6.0% 2, 4% 0.9%
Asthenia 49% 3.0% 14%
Somnolence* 4.3% 1.8% 0.3%
Insomnia 2.3% 1.5% 00%
Concentration Impaired” 20% 0.6% 0.3%
Dry mouth* 20% 06% 0.3%
Dizziness* 1.7% 0.6% 06%
Decreased Appetite® 1.4% 0.6% 0.0%
Sweating® 14% ' 0.0% 0.3%
Tremor* 1.4% 0.3% 0.0%
Yawn® 1.1% 0.0% 0.0%
Diarrhea 0.9% 1.2% 0.0%

* Events considered 1o be dose dependent are defined as events having an ncidence rate with 25 mg of PAXIL CR that was a
least twice that with 12.5 mg of PAXIL CR (as well as the placebo group).
cmmmummﬂemn?uw Digorder: The most commonly observed adverse events associaled
Mml?nmeniPAmLCﬂmapudd2mmds%umvwmmmrMLcnatlustmmlhphw
bo, derived from Table 1) were: Abnormal ejaculation, abnormal .mﬂmﬂondweasadlmm diarhea, dizziness, female
genital disorders, nausea, somnolence, sweating, trauma, tremor, ng

Using the same criteria, mmmmmhmdm CR in a study of elderly patients with major depres-
mﬁﬁmmmmmmmmdwmnmmummmmm
ing, and tremor.

1 mwbMmhNPAXILCHM;%Inudancsmbssmanurmmmmmmnmmdum

These events are: Abnormal dreams, anxiety, a

appetite, mmmnmmm.mwm&purpum rush respiratory disorder, sinustis, urinary frequency, and weight gain.

2. <1% means greater than zero and less than 1%,
3.Mesuym

10. Mostly anorgasmia or delayed fation,
11. Mostly anorgasmia or dalayed :’r;:'lsm
wazmm-swmm-uawm Occurring in 25% of Patlents Treated With PAXIL CR in a Study of Eiderly
Patients With Mojor Depressive Disorder
% Reporting Event
PAXIL CR Placebo
Body System/Adverse Event (n=104) (n=109)
Body as a Whole
17% 13%
Asthenia 15% 14%
Trauma 8% 5%
Infection 6% 2%
Digestive System
Dry Mouth 18% %
Diarthea 15% 9%
Constipation 13% %
> 13% 1
wommm 12% 5%
Flatulence 8% %
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PAXIL CR™
(peraxstine hydrochioride) Controfied-Aeleass Tablets

wr?lmmﬂmm o Occurring In 25% of Patients Treated With PAXIL CR in a Study of Eiderly Table 4. w{&mmmwunmgmmmnmrmmmcnmmm
% Reporting Event % Reporting Event
- = PAXIL CR Placebo PAXIL CR Placebo
Body Sy Event (n=104) (n=108) Body Sy JA Event (n=186) (n=184)
Nervous System Nervous
Somnolence 21% 12% Tremor - 4% %
Insomnia 10% 8% Ardety 2% 1%
Dizziness 8% 5% Concentration Impaired 2% 0%
Libido Decreased 8% <i% Depression 2% 1%
Tremor 7% 0% Myoclonus iy <%
Skin and Appendages - 2 1%
Sweilng el i N 2% 0%
Urogenital System
Abnormal Ejaculation™ 17% 3% Skin and Appendages
Impotence® % 3% g 18 3%
1. Adverse events lor which the PAXIL CR reporting incidence was less than or equal to the placebo incidence are not included. i% L.
These events are nausea and disorder. Social Suneee,
2. <1% means greater than zero and less than 1% Vision' 2 0%
3. Based on the number of males. Abnormality of Accommeodation 2% 0%
4. Mostly anorgasmia or delayed ejaculation. Urogenital System
Table 3. Treatment-Emergent Adverse Events Occurring In 1% of Patients Treated With PAXIL CR In a Pool of 3 Panic il Eppcwetont? 1% 1%
Digordar Studies'? Famale Genital Disorderst o =
% R ing Event
el 1. Adverse events for which the report mtuhrHlXiLCHwaslesslhanur uallom;mabormaaremmm
PAXIL CR Placebo events are: Dy ﬁamtem:g_ ¥p ieqnonep%m pharyngitis, rash, respiraory disorder, rhinitis.
Body Sron ¢ ) ¢ 2 el:gk greater than and less than 1%
< means r 2810 1%,
Bady a8 aWhole 15% 10% 3. Various physical injuries
Abdominal Pain 6% 4% 4. Most Irequently seasonal allergic symploms.
Trauma* 5% % 2 MOBY, TR Wl
6. Based on the number of male patients.
c'“,.“'““." Syster % 2% 7. Mostly anorgasmia or delayed ejaculation
8. Based on Ihe number of female patients.
m"‘ System - o 9. Mostly anorgasmia or difficulty achieving orgasm.
Dry Mouth 13% 9% msmmmammum»muammmnmmmcnmmwaw
&Bmpmnm.' 12% & memm:\mm Dosing or in 1 Premenstrual Dysphoric Disorder Study With Luteal Phase
Decreased 8% 8% % Reporting Event
_ porting
WWN Lm'“ Disorders 15 0% Ci Dosing Luteal Phase Dosing
Musculoskeletal System PAXIL CR Placebo PAXIL CR Placebo
mlmm . 5% 3% Body System/Adverse Event (n = 681) (n = 349) (n = 246) (n=120)
ystom as aWhole
Insomnia % 1;‘; ma 17% 6% 15% 4%
Litido Decreased ) % oo B b — o
T o o Mo = = & o
remor
Ariety 5% a% e 1% 1% - =
Agitation % 2% Migraine % <
2% <1% Digestive System
SeSpury Syo - - Constpation & 1% 2% <%
o % & e Eo= « =
Skin and Appendages - Decreased Appetite 2% 1% 2% 0%
Sweating T% gﬁpepsa 2% 1% 22«; %
Senses ingivitis —_ —_ 1%
mu Vision® ¥ 1% Metabolic and Nutritional Disorders
Urogenital System Generalized Edema - — 1% 1%
ii-‘\!:rmmmi Ejau.laﬁm" m 13;‘; Weight Gain — — 1% :1%
Female Genital Disorders®'? 7% 1% Arthvalgia 2% 1% — =
Urinary Frequency 2% £ Nervous System
Urination Impaired i i Linido Decreased oo iy = o
1. Adverse events for which the reporting rate for PAXIL CR was less than or equal to the placebo rate are not included. These Insomnia B% 2“: % (3%
events are: Abnormal dreams, allergic reaction, back pain, bronchitis, chest pain, concentration impaired, confusion, cough Dizziness 7% 3% 6% %
increased, depression, ﬁmrm,dyumnuﬂm,dfwla fever, flatulence, headache, increased appetite, inlection, men- Tremor 4% 1% 5% 0%
strual disorder, migraine, pain, pharyngitis, resp y disorder, rhinitis, tachycardia, taste perversicn, Itmkmg Concentration Impaired 3% <1% 1% 0
abnormal, unm:ymummandmmmg Nervousness 2% <1% % 2%
2.<1% means greater than zero and less than Anxiety 2% 1% — bt
3 Vemm injuries. Lack of Emotion 2% <1% - e
Mostly muscle tightness or stiffness. Vertigo = = % N ::::
6. Mostly blurred vision. Abnormal Dreams 1% <i% = -
7. Based on the number of male patients. Amnesia — - 1% 0%
Mostly or delayed ejaculation Respiratory System
9. Based on the number of female patients. Sinusitis 9 = = 4% 2%
10. Mostly anorgasmia or difficulty achieving orgasm. Yawn 20, <1% — =
Teble 4, Treatment-Emergent Adverse Etfects Occurring in 21% of Patients Treated With PAXIL CR in a Social Anxiety i — - 2% 0%
Disorder Study'* Increased 1% <1% - -
‘% Reporting Event mmd Appandages =
PAXIL CR Placebo ting % <1% 6% <1%
By sy v i) o) o e e m
Body e s Whol . e Trogesil Sysam = » '
oaactle Female Genital Disorders 8% 1% 23 0%
Asthenia 18% % 1% 15
Abdominal Pain 5% % Merprnegh % 3t = =
T & 3 Ve Do " = =
<
Allergic Reaction* 2% <1% 1. Adversa events for which the reporting rate of PAXIL CR was less than of equal to the placebo rate are not ncluded. These events for
Chest Pain 1% <1% continuous dosing are: Abdominal pain, back pain, pain, trauma, weight gain, myalgia, pharyngitis, disorder, rhinitis, sinusi-
‘Cardiovascular tis, pruritus, dysmenomhea, menstrual disorder, unnary tract infection, and vomiting. The events for luteal dosing are: Allergic
System 2% % mmmmmmmm myalgia, anmmuharwgm. respiratory disorder, and dysmenorhea.
:}YW"W"’“ g og 2. <1% means greater than zeto and less than 1%
% W“"nﬁ 2 1% 3 mnm:mmmm PMDDIm!sweraoqﬂm mnmwmmrz%m
Digestive System Mosny anorgasmia or difficulty achnm ing Orgasm.
Nausea 2% 6% of Adverse Events: The following table shows results in PMDD trials of common adverse events, defined as
Diarrhea ] 8% mmswmanmdmofat%wmzmgulmmc thal was at least twice that with 12.5 mg of PAXIL CR and with placebo.
ooy g gg’; Incidence of Common Adverse Events in Placebo, 12.5 mg and 25 mg of PAXIL CR in a Pool of 3 Fixed-Dose PMDD Trials
2% <1% PAXIL CR P1A£r,|' CR (Phuﬂb;'
Decreased Appetie 1% <1% n=
Tooth Disorder 1% 0% ot (n =%! (.,=3"3'§,
MetabolicNutritional Disorders Sweating 8.9% 42% 0.9%
Gain 3% 1% Tremor 60% 15% 0.3%
Weight Loss 1% 0% v Impaited 43% 15% 06%
Nervous System Yawn 3.2% 0.9% 0.3%
Insomnia 9% 4% Paresthesia 1.4% 0.3% 0.3%
9% 4% Hyperkinesia 11% 0.3% 0.0%
Libido Decreased 8% 1% Vaginitis 1.1% 0.3% 0.3%
7% 4% A comparison of adverse event rates in 2 fixed-dose study comparing immediate-release paroxetine with piacebo in the treatment of

continued
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PAXIL CR®
Mwmmmmmnm

major depressive disorder revealed a claar dose dependency for some of the more common adverse events associated with the usa of
immediate-relsase

Hmmu on With SSRis: Athough changes in sexual desire. sexual performance, and sexual satistacton
often occur as manfestations ﬂsumﬂwmayabobeacorsemmaipnamnwhgictmmlnparwarm
mwms&ﬂhmmmm expenences.

invoiving sexual desire, performance, and satistaction are di-

y of untoward
fn.lmdmtlvmvur npanmmamwm be reiuctant to discuss them. Accordingly, estimales of the incidence
sexual expenience and incigence.

dma of e fudiny oo i the PJﬁm;ﬁum

percentage Symptoms in the pool in patients
with major depressve m.humuammmbdm in patients with panic disarder, in the tial in
mmMMMMnmmmmmammawmmmmmm

Depressive |  Panic Disorder Social Anxiety PMDD PMDD
mﬂmﬁu Disordar Continuous Dosing Luumnbd_ql
[PAYIL CR] Placebo | PAXIL CR] Placebo| PAXIL CR | Placebo| PAXIL CA| Placobo| PAXIL CR | Piacebo

DRUG ABUSE AND DEPENDENCE
Substance Class: PAXIL CR is not a controlled substance.
Physical and Psychologic Dependence: PAXIL CR has not been

h btamu
mmwwmmdmwmmdﬂwmmmmwmw
were not mnsmmmmmmmmmdmmmmmn aCNS—ams will be

Thafemnoadq.m studies examining sexual dysfunction with paroxetine Ireatment.

Parcxeting treatment has been associated with several cases of priapism. In those cases with a known outcome, patients recovered
%I‘MbhﬂmmdmmwmmmenlSSRIsprusdamewM
Welght and Vital Changes: Significant loss may be an undesirable result of with

but, on paugu?nmmmmmx CRor the immediate-rolease formulation, hadmmmlwwm[mimml
No signi ummum(mwm premrapmsa and temperature) were observed in patients treated with
mxn.cn or immediate-release ride, in controlled cinical trials.

paroxsting
mmmmdﬁcGaMmmmmmm wﬂ1mmsdmte-mbmpemmw415mmm
with placebo in controlled clinical trials, no ciinically significant changes were seen in the ECGs of
Liver Function Tests: hamdzummmsnnwmmmmmmmmxmcnordamwmm
values on iver function tests at comparabie rates. In particular, the controlled-release paroxeting oarpamonsbrm
phosphatase, SGOT, SGWWWMMWMHMWOIF&MHEWW rmaities.
mmmmmmw tiwn‘ler.’!ohmpaﬂsms with PAXIL CR and none of 109 placebo patients

Mdmmmmwmmmdmppmmdmestuo\'duemahmmklwiummm the third patent axpenenced
normalization of transaminase levels with continued mmmmsnlnmepmlurssmmolpmmsmmmncummwf
444 patients treated with PAXIL CR and none of 445 placebo pa d liver of polential clinical
mnWMmﬂlmmmnMWWGwﬁmdmﬁ.Cﬂ . The clinical significance of these find-
ingsisu
?Mmmmummdmme patients exhibited abnormal values on fver
function tests at no greater rate than that seen in placebo-treated patien|
Other Events Observed During the Clinical antmﬂanhebﬂumnngsewsmmmpmedaummm
Ical development of PAXIL CR andior the céinical d 1t of the leasa formulation of

mmummmmmMmﬂmwwmmmmnwmdm
During its disorder, panic disorder, social anxiety disorder, and PMDD multiple doses of
mmmmmgmmnmsmmm%mm?hmmzmmm vaﬂ
this exposure were recorded nnuigamrsmlem r own ently, # is nol possitie 1o

%mmﬁmmmmmmmm

a meaningful estimate
mammdwmm

In the tabulations that follow, reported adverse events were ciassified a COSTART-based dictionary, The frequencies presented.
mwmmdm3&?mmm PAXIL CR who experienced an event of the type cited on at least 1
occasion while receiving m are included except those already listed in Tables 1 through 5 and those events
whemaﬁugm.uusmllhe erm for an event was 5o general as o be uninformative, it was deleted or, when pos-

mm;mmmnawwmﬁwsﬂw:am reported o with
m%mmﬁﬂm

Events are categorized by body sysiem and listed in order of decreasing frequency according to the folowing definions:
Frequent adverse events are those occuming on 1 or more eccasions in at least 1/100 patients (only those not already ksiad in the tabu-
ated results from placebo-controfied trials appear in this fisting): infrequent adverse evenls are those occurting in 1/100 1o 111,000 patients:
mmmﬂnsemnmnmmmm

mmaferupmusdmraddmrglhe keti ot

mprasﬂw:!mqfrmp P disorder, mmmmw\aﬂw
anxisty mmmmmwmmdmmwmwm}rammmwm
ummm(nmmmwmmmmummmmwmmmamawwm
studies, and fixed-Gose and fitration studies. Only those events not previously listed for controlied-release paraxetine are included, The
extent to which these events may be associated with PAXIL CR is unknown.
Péwmw“lgmwmmmmmsmmEwmaofmawdmmhmpommeamdsudamhadmw
Body a8 a Whole: Infrequent were chills, face edema, fever, fu syndrome, malaise; rare were abscess, anaphylactoid reaction, ant-

Wia:dsudmmlma&mgrsmdm neck rigidty, sepsis.
hypotension, WM&MMWWMﬂwommmmmmm airal fibrila-

fion, cerebrovascular accident, congestive heart failure, low cardiac output. myocardial infarct, myocardial ischemia, pallor, phiebits,
embolus, s, is, thrombosis, vascular headache, ventncular extrasystoles.

System: Infrequent were MWEWMWMS.MWMgmm

fiver functon test abnormal, mmmmmw gm

intestinal obstruction, pspﬁcdcel ﬁwmhubar lhm.l ﬁn

ohnsmd were aphthous mnﬁ bloody dianhea. buimia, cardiospasm, cholelthiasi. cuodentts, enteits

impactions, fecal hepatltis, lleitis, lleus, jaundice, mouth ulceration, w’wymmge-

mmmwmmm
Endocrine System: Infrequent were ovarian cyst, testes pain. rare were diabeles melitus, hyperthyroidism; also observed were gofter,

n (maies) i) 8 162 194 88 97 na nfa na na misused, |, andor abused once marketed Consequently, patients should be- menmumm andsuch
Decreased Libido 0% % P % 3% 1% Va na a a mmmmcmwbrmsamamnrmm PAXIL CR (e.g., develop of dose,
Ejaculatory Disturt 26% 1% 2% 3% 15% 1% na na na na ﬂl’EgﬂiDHgIG B
D 5% ] 10% 1% | % L a a na na_| Ew-rseu Since the introduction of immediate-el in the United Stales, 342 spontaneous cases
1 (orrben) 134 1138 | o2 | 251 | o8 | &7 | 61 | a9 | 24 [ w0 o delber o acoderal overosage curag proe sainer have been reporied worldwide (cica 1998). These incude overdoses
Libido 4% 2% 8% 2% 4% 1% 12% 5% % 6% alon ‘;&Mn;ﬂ;n um;ummmumm,wmmwmdumﬂup::mmm
[ Orasmic Disturbance | 1 3 paroxetne alone. Eight fatal cases that documents amount of paroxetine generalty Ingestion of
Orgasmic Disturbance | 10% [ <f% [ 7% % A 0% 8% 1% 3 0% iy oyl i i omls'omd b confounded by

ki conditions, most recovered
without secuelas. The mmwmmnmammdmmmmmmmmmmlma
patent who recavered.

Commonly reported adverse events associated with paroxetine wmmu,mmm
confusion, vomb .wmmss.omermﬁﬂetm u:ﬂnsm ovmjouga mMag[ mm
s status epilepticus) de
ke ngl31 ePi ventricular dysythmias mm paintes). hyper-

X symploms of
{mm:Wm hepatic necrosis, jaundice, hamnra and hepalic sleatosis), marmsyrdm:e manic reactions, myocionus,
mmmwunm mmm - g
t should consist of those general measures empioyed in the of ge with any
ive disorder,

%Mamwmmmumm
re an adequate ainvay n, and ventilation, Monitor cardiac mnnd mvmu and symptomatic
measures are also of emesis s nol recommended. hrgaw:nmgaﬂnwmm

mwmdmmmmﬂmmﬂpﬂmmwmmu in symplomatic patients.

Activaled charcoal should be administered. Duelnlhelargevdun'e of distribution of this drug, mm&m hemoper-
fusion, and transfusion are uniikely fo be of benefit. No specific antidotes for paroxetine are known.

A specific caution invalves patients taking or recenty hamng taken paroxetine who ingest excessive

antidepressant. In such a case. accumulation of the parent tricyclic and an active e wmsamapm&yuidnuly
signficant sequelae and extend the time needed for clos nmadmlmwtmm%ﬂﬂs—bwmhbﬂmdw

CyludlmmeP lt),)

mmsmmwmmmmmmmmmmmmam con-
m:ieeraer mmmmMImmtdawwemewmm certfied poson control centers are isted in
the Physicians’ Desk Reference (PDR),

DOSAGE AND
Major Depressive Disorder: Usual Initial Dosage: PAXIL CR should be administered as a single dose, usually in the mormi
with or without food. The recommended initial dose is 25 mgfdaymquedosednmdﬁmheas
Inais demonsirating the effectiveness of PAXIL CR in the treatment of major depressive
ment of major Wmmmmmmwuawmmmwmmmmmmm
increases. in 12.5-mg/day increments, up to a maximum of 62.5 mg/day. Dose changes should occur at intervals of at least 1 week.
Patasﬂnﬁhemumnedmmx&(:ﬂshouldnotbeehsmdc!mmed,andsmjdhemm
mwmrsmh@ulwﬂmmeammmawmmdhmwnmtmmmmﬁ
smulclrerrmmd.IlsmmmmaIMWmdmvmmmmMmm Sustained

. Whether the dose of an antidepressant needed to induce remission is identical to the dose needed 1o maintain
mmmsum
Systematc evaluation of ihe efficacy of immediate-release paraxetine hydrochlonide has shown that efficacy is maintained for periods
of up 10 1 year with doses that averaged about 30 mg, which camesponds to a 37.5-mg dose of PAXIL CR, based on relative bioavai-

m(seeculdm LOGY-Pnarmacokinetics).
wusually in the moming. Patients should

abiity

Panic Disorder: Donge PAXIL CR should be administered as a single daily dose,

besmedml;&mg'cw changes should occur in 12.5 daymc:memandatmamkdatlaam%%‘lsmdmd
natangecl E‘W?Eng‘mylnmedlnmimaisdemo rating of PAXIL CR. The maxi dosage should not exceed
mmwm«mmm&cammdmmme&mmmmm
h:mwwng{mmammnceo!eﬁmmmmmm 1 of pas was in
2 3month retapse prevention trial. I this trial, patients with panic disorder assigned to immediate-release pametine demonstrated a lower
mmmWMWMmM&Pﬂmd@mmmmwﬂmmnsmmﬁebmmwfwc

responding patient. Dosage adjustments srmhbemmwwmmemmwmmmdmge and patients should be
permlyreassnmmdawmnemensedhrmwuedm

Disorder: Usual Initial Dosage: PAXIL CR should be administered as 2 sngle w\‘lh
ormu The recommended inital dose is 12.5 mg/day.

Panensmradoswnamr !Zsmmﬂﬁng?n
trigl the effectiveness of PAXIL CR in the treatment of social anxiety disorder. f the dose
Mdmw1meklnmmntsd12mw up 1o a maximum of 37.5
should be cautaned that PAXIL CR dnmmcmormmmmjdmmmm
Therapy: There is no boay of evidence avallable 1o answer the question of how long the patient treated with PAXIL CR
Mmmi%wmdﬁmyo{m&mbayondﬂmudmmsmthamhnmmdmmwdm%

ahsncdarmdsmdars a chronic condition, and it is reasonabla 1o consider continuation of treatment for a respond-
ing patient. Dosage adjusiments mmmmmﬂnmmmmmmmma@mwmpem
cally reassessed 1o dstermine the need for continued treatment.

Premenstrual waﬂnkhwoaa WILCRMNMWNBWMM w»nmermm
ing. with ar without food, PAXIL CR may be administe aither daily throughout the menstrual cycle of limited to the phase of the
menstrual cycie, depending on physician assessment. The recommended Iniial dose is 12.5 mg/day. In clinical trials, both 12.5 mg/day
and 25 mgday wera shown to be efiective. Dose changes should cocur at intervals of at least 1 week.
Pmnémhwmdlhn\PAXlLCﬁahoMnmmm«edmmmd and should be swallowed whole.
M: 2 The eff ol PAXIL CR for a peniod exceeding 3 menstrual cycles has not been

: i i led trials, Howaver, report that worsen with age unti reieved by the onset
Hemic and Lymphatic Systom: Infrequent were anemia, eosinophiia, rwpommcanem;a leukocytosis, leukopenia, fym- tas women commonly feport thal symptoms ey by
mmmmmmmaammmmmanmmm mmmm ymp f, e mm ”ﬁ*'m'm'wnmm:;?ﬂwmmm mzwm
nbuun.mqm adama ia, peripheral edema, SGOT Special Populations: Treatment of Mﬂudﬂc Trimester: Neonates exposed o SSRis
mmss'r;r' thirst rare were bil mmmd "’“ ; lso observed were akaiine or SNRls, late in the third vimester have lications requiing p y and tubs feed-
hibsines orairing phospho m*“”“",&.," i “°”‘mm”°:,““°°d kil i s ﬁ'f::‘?fwm#mm of%x Thaphysm pamz mm“%hﬁm’ Tmesier i
g : o = - . mami . ulmcﬂ 125!119’603‘!}!84& tients, dehilitatad patients, and/t renal I‘IT:;WI‘WM?MW
B an Drpm severe or . Increases
Musculoskeleta! System: wmmmmMWmmmwmmwmm e y;fugﬂmumw
B "W“”m DS AYetiE conion P Pt 25 P  Masoprine Cnees RUBROF At st 1 s o g bewes dcortustion cf s MAGH
lucinations, hyperinesia, hypokinesia, incoordnation, MWMWWWWEMW ﬁ a ofmera_ym PAXIL CR. Simil ai&unaudn,snuddbenbmemgmlLCﬂmmmnME
mm'“mwﬁ*m'“’* D e i ke ST Mo uummmugmvmpﬁwmc oS mmummmmhmmmmmm’m
hsduhlms convulsion, manic mancdapmashe reaction, munmgvhs mum ment, regardiess tion prescri al reduction in the dose rather han abrupt cessation
g e ity mﬂna@wm}l.?ased ,trismus, hm%WMIflmmsmﬁmMa%nNMGmm%m
Mmm mmmmmmmmmmhmdmn is, la pheumoni; rara were siri- resuming the previously prescribed dose may be considered physician may continue decreasing al
dor; also observed were hiccups, nypemnhlauunep:ung fibrosis, puimonary edema, respiratory m‘mm
nu.mm.un SUPPLI
Wmm rash; infrequent alopecia, eczema, Jriicaria; exioliatve PAXELCﬁssmwMas an enteric film-coated, controlied-release, round tablet, as follows:
e seborhea; also m o bl i mm IW‘EUHS with PAXIL CR and 125

dermalitis, furunculosis, pustular rash, , erythema
Mwmmmmmm skin hypertrophy, Skin ucer, ow mmmmm
MWMWMMMMW Hlurred vision, cataract, conjunctival edemna, comeal uicer,

deafness, exophthalmos, glaucoma, hyperacusis, pmam le loss.
System: maﬁmmm;s rﬂmfﬂwmmmamm breast pain’ cym.dystm
itis®, urinary refention; rare were breast hmaslmplum female lactation, hurrammhdnev
mmnmmeﬂnamdmm:ryad‘abod:wmdm
bremieummea mastitis, oliguria, polyuria, pyuria

nogosum,

appropriale.
: Voluntary reports of adverse events in patients taking i diale-release p in: hy that have

13 Bol
NDC 0029-3206-20 Boiﬁes u!
pink tablats, sngrwad wnh PAXIL CR and 25
NDC 3207-13 Bottles
NDC 0029-3207-20 Bottles Df 100
NDC 0029-3207-21 SUP 100s (intended for institutional use only)
37. biue tablets, engraved with PAXIL CR and 37.5
-3208-13 Bottles of 30
Swt!alorbnbuzs"(:(??"ﬂ seeUSP}

PAXIL CRis of ithKline.
GEOMA‘!’H'X is & vrademark of Jago Pharma, Muttenz, Switzerland.
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PAXIL CR®
(paroxetine hydrochioride) Controlled-Release Tablets
Medication Guide
PAXIL CR® (PAX- lease Tablets
uﬂummummﬁmmfm
mnhmthlmnmnmwuhuwmme
Parents or neadhmm-l when thair child i bed an
" e urpmwmhms it s prescril antidepressant:
o0 s b oo e “;‘s?‘u“w’“"'“‘m” .
. is an t
4.ﬂmenmmwrwm W‘lm
1.There Is a Risk of Suicidal Thoughts or Actions

Children and leenagers sometmes think about suicide, and many report trying 1o kill themsalves.

mprassam suicidal thoughts and actions in some children and teenagers. But suicidal and actions can also
caused by depression, a se mmmﬂmm:wemmﬂymmwmlmnmmnu about killing yoursed
mmeIWhmMmm

mmmmmaoamtnwpimmmmmbnmmun commitied suicide in these studies,
but some patients became suicidal. On ltwﬂs.amalmmmwlﬂdamnhmm 4 out of every 100
patients became suicidal.

mmﬂmmmmmummor.muwwm . Thesa include patients with

. Ahmh of bipola iiness

« A Im-yofnmnv:i.g
Itany aro your healthcare provider befare your child takes an antidepressant.
2.How to Try to Prevent Suicidal Thoughts and Actions
Toiry to prevent suicidal thoughts and actions in your child, pay close attention lo changes in her or his moods or actions, actions, espacially
It the changes occur Other important pecple in your child's life can help by attention as well (e.g., yourdﬂd.m
and sisters, teachers, and important peopie). The changes to look out for are In Section 3, on what lo watch for.
Whenever an antidepressant is started or its dose is changed, pay close attention o 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

. Atmtahngmmmbrlzm

= After 12 weeks, follow your healthcare provider's advice about how often to come back
* More often if problems or questions arise (see Saction 3)

You should call your child's healthcare provider between visits if needed.
3.You Should Watch for Certain Signs if Your Child ls Taking an Antidepressant

Contact your child's healthcare provider mtmydmchidmmswmmumdmswbrmfkﬂﬂ'ne.uriiwym
worse, urmrryyuu‘merﬂdotyw 's leacher:
Thuuw 15 about suicide or dying
to commit suicide

New or worse depression
New or worse anxiety
Feefmvaryagﬂamomsﬂess
Panic attacks " )

insamnia
mmmmpr‘lgm
Maggm,bmammm
Acting on impulses

s e s e e

Nwwbtymrmmun\gmmmmuﬁmwwwnswwmmcmprmdarSlappnganarideum
suddenly can cause other symptoms.

4.There Are Benefits and Risks When Using Antidepressants
mmmmnmmmmmmmmﬂlmmmnm some chil-
increases suicidal thinking or actions, It is important to discuss all rduul
mmmwmmdmmmammmmmmmﬁaﬁ treatment choices with your healthcare
provider, not just the use of antidepressants.

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

O all the antidepressants, only fiuoxeting (Prozac”)" has been FDA approved 1o treal pediatric deprassion.

Fwemmwmuswd:wdunmwmmmwmmﬂmﬂm(w sartraling (Zoloft®)",

Your healthcare provider may suggest other antidepressants based on the past experience of your child or other family members.
Is this all | need to know if my child is being prescribed an antidepressant?

Numhuammrqwmenskbnwk;mhmsdadbmmnmrwnnanﬂdepmuﬂemm ask your healthcare
m:wwmmmmummmm«mﬁ bing. Also ask about drugs to avoid when taking an

antidep Ask your heafthcare provider or where to find more information,
“The following are registered of their resp facturers: Prozac”Ell Lilly and Company; Zolof®/Plizer
Pharmaceuiials; Anairani*Malinckrodt . .

This Medication Guide has been approved by the U.S. Food and Drug Administration for all antidepressants.
January 2005 MG-PC:1
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