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DESCRI PTI ON

Paxil CR (paroxetine hydrochloride) is an orally

adm ni stered psychotropic drug with a chem cal structure
unrel ated to other selective serotonin reuptake inhibitors
or to tricyclic, tetracyclic or other avail able

anti depressant or antipanic agents. It is the
hydrochl ori de salt of a phenyl pi peri di ne conpound
identified chemcally as (-)-trans-4R- (4’ -fl uorophenyl)-3S-
[ (3,4 -met hyl enedi oxyphenoxy) net hyl | pi peri di ne

hydr ochl ori de hem hydrate and has the enpirical fornula of
CioHoFNG;-HO -1/ 2H,O. The nol ecul ar weight is 374.8 (329.4 as
free base). The structural fornula is:

par oxeti ne hydrochl oride

Par oxeti ne hydrochloride is an odorless, off-white powder,

having a nelting point range of 120° to 138°C and a
solubility of 5.4 ng/nL in water.

Each enteric, filmcoated, controlled-rel ease tabl et
cont ai ns paroxetine hydrochl oride equival ent to paroxetine
as follows: 12.5 ng-yellow, 25 ng-pink, 37.5 ng-blue. One
| ayer of the tablet consists of a degradable barrier |ayer
and the other contains the active material in a hydrophilic
mat ri Xx.



| nactive ingredients consist of hydroxypropyl

met hyl cel | ul ose, pol yvinyl pyrrolidone, |actose nonohydrate,
magnesi um st earate, colloidal silicon dioxide, glyceryl
behenate, nmethacrylic acid copolynmer type C,  sodium |l auryl
sul fate, polysorbate 80, talc, triethyl citrate, and one or
nore of the follow ng colorants: yellow ferric oxide, red
ferric oxide, D& Red No. 30, D&C Yell ow No. 6, D&C Yell ow
No. 10, FD&C Bl ue No. 2.

CLI NIl CAL PHARMACOLOGY
Phar macodynami cs

The efficacy of paroxetine in the treatnent of major
depressive disorder and panic disorder is presuned to be
linked to potentiation of serotonergic activity in the
central nervous systemresulting frominhibition of

neuronal reuptake of serotonin (5-hydroxy-tryptam ne, 5-
HT). Studies at clinically relevant doses in humans have
denonstrat ed that paroxetine bl ocks the uptake of serotonin
into human platelets. In vitro studies in aninmals also
suggest that paroxetine is a potent and highly selective

i nhi bitor of neuronal serotonin reuptake and has only very
weak effects on norepi nephrine and dopam ne neur onal
reuptake. In vitro radioligand binding studies indicate
that paroxetine has little affinity for muscarinic, alpha;-,
al pha,-, beta-adrenergic-, dopam ne (D,)-,5-HT;-, 5-HT,- and
hi stam ne (H))-receptors; antagoni smof nuscarinic,

hi stam nergi ¢ and al pha;-adrenergi c receptors has been
associated wth various anticholinergic, sedative and

cardi ovascul ar effects for other psychotropic drugs.

Because the rel ative potencies of paroxetine' s major
met abolites are at nost 1/50 of the parent conpound, they
are essentially inactive.

Phar macoki neti cs

Paxil CR tablets contain a degradable polyneric matrix
(Geomatrix™ a trademark of Jago Pharma, Mittenz,

Switzerl and) designed to control the dissolution rate of
par oxetine over a period of approximately 4 to 5 hours. In
addition to controlling the rate of drug release in vivo,
an enteric coat delays the start of drug rel ease until

Paxi|l CR tablets have left the stomach.



Par oxeti ne hydrochloride is conpletely absorbed after oral
dosing of a solution of the hydrochloride salt. In a study
in which normal male and fenmal e subjects (n=23) received
single oral doses of Paxil CR at four dosage strengths
(12.5 ng, 25 ng, 37.5 ng and 50 ng), paroxetine Cnmax and
AUCG,.y increased disproportionately wth dose (as seen al so
with inmedi ate-rel ease fornulations). Mean Crax and AUG,. y
val ues at these doses were 2.0, 5.5, 9.0, and 12.5 ng/ni,
and 121, 261, 338, and 540 ng.hr./nlL, respectively. Tmax
was observed typically between 6 and 10 hours post-dose,
reflecting a reduction in absorption rate conpared with

i medi at e-rel ease fornul ations. The nean elimnation half-
life of paroxetine was 15 to 20 hours throughout this range
of single Paxil CR doses. The bioavailability of 25ng
Paxil CR is not affected by food.

During repeated adm nistration of Paxil CR (25 ng once
daily), steady state was reached within two weeks (i.e.,
conparable to i medi ate-rel ease fornmulations). 1In a

repeat -dose study in which normal mal e and fenmal e subjects
(n=23) received Paxil CR (25 ng daily), nean steady state
Cmax, Cm n and AUCy.,4 val ues were 30 ng/nm., 20 ng/nL and 550
ng. hr./m., respectively.

Based on studies using inmediate-rel ease fornul ati ons,

st eady-state drug exposure based on AUG. ., was several -fold
greater than woul d have been predicted from singl e-dose
data. The excess accunul ation is a consequence of the fact
that one of the enzynmes that netabolizes paroxetine is
readi |y saturabl e.

In steady-state dose proportionality studies involving

el derly and nonelderly patients, at doses of the immedi at e-
rel ease formulation of 20 to 40 ng daily for the elderly
and 20 to 50 ng daily for the nonelderly, some nonlinearity
was observed in both popul ations, again reflecting a
saturabl e netabolic pathway. In conparison to G, val ues
after 20 ng daily, values after 40 ng daily were only about
2 to 3 times greater than doubl ed.

Paroxetine is extensively netabolized after oral

adm ni stration. The principal netabolites are polar and
conj ugat ed products of oxidation and nethylation, which are
readily cleared. Conjugates wth glucuronic acid and

sul fate predom nate, and major netabolites have been
isolated and identified. Data indicate that the netabolites



have no nore than 1/50 the potency of the parent conpound
at inhibiting serotonin uptake. The netabolism of
paroxetine is acconplished in part by cytochrone Pysol | Ds.
Saturation of this enzyne at clinical doses appears to
account for the nonlinearity of paroxetine kinetics with

i ncreasi ng dose and increasing duration of treatnment. The
role of this enzynme in paroxetine netabolismal so suggests
potential drug-drug interactions (see PRECAUTI ONS).

Approxi mately 64% of a 30 ng oral solution dose of

par oxetine was excreted in the urine with 2% as the parent
conpound and 62% as netabolites over a 10-day post-dosing
period. About 36% was excreted in the feces (probably via
the bile), nostly as netabolites and | ess than 1% as the
parent conpound over the 10-day post-dosing period.

Di stribution: Paroxetine distributes throughout the body,
including the CNS, with only 1% remaining in the plasna.

Protein Binding: Approximtely 95% and 93% of paroxetine
is bound to plasma protein at 100 ng/nL and 400 ng/mi,
respectively. Under clinical conditions, paroxetine
concentrations would normally be | ess than 400 ng/ m..

Par oxetine does not alter the in vitro protein binding of
phenytoin or warfarin.

Renal and Liver Disease: Increased plasm concentrations
of paroxetine occur in subjects with renal and hepatic

i mpai rment. The nmean plasma concentrations in patients

W th creatinine clearance below 30 nL/mn. was
approximately 4 tinmes greater than seen in nornal

vol unteers. Patients with creatinine clearance of 30 to 60
m./mn. and patients with hepatic functional inpairnent had
about a two-fold increase in plasma concentrations (AUC,

Crrax) -

The initial dosage should therefore be reduced in patients
with severe renal or hepatic inpairnent, and upward
titration, if necessary, should be at increased intervals
(see DOSAGE AND ADM NI STRATI ON)

Elderly Patients: In a nultiple-dose study in the elderly
at daily doses of 20, 30 and 40 ng of the i nmmedi at e-rel ease
formul ati on, C,, concentrations were about 70% to 80%
greater than the respective GC,, concentrations in



nonel derly subjects. Therefore the initial dosage in the
el derly shoul d be reduced (see DOSAGE AND ADM NI STRATI ON)

Cinical Trials
Maj or Depressive Disorder

The efficacy of Paxil CR controlled-rel ease tablets as a
treatnment for major depressive disorder has been
established in two 12-week, flexible dose, placebo-
controll ed studies of patients with DSM IV Mj or Depressive
Di sorder. One study included patients in the age range 18-
65 years, and a second study included elderly patients,
ranging in age from60-88. |In both studies, Paxil CR was
shown to be significantly nore effective than placebo in
treating maj or depressive disorder as neasured by the
following: Hamlton Depression Rating Scale (HDRS), the
Ham | ton depressed nood item and the dinical d obal

| mpression (CQE)-Severity of Illness score.

A study of outpatients with major depressive disorder who
had responded to i medi at e-rel ease paroxetine tablets (HDRS
total score <8) during an initial 8-week open-treatnent
phase and were then random zed to continuation on

i mredi at e-rel ease paroxetine tablets or placebo for 1 year
denonstrated a significantly | ower relapse rate for
patients taking i medi ate-rel ease paroxetine tablets (15%
conpared to those on placebo (39%. Effectiveness was
simlar for nmale and fenal e patients.

Pani ¢ Di sorder

The effectiveness of Paxil CR in the treatnent of panic

di sorder was evaluated in three 10 week, nulticenter

flexi ble dose studies (Studies 1, 2, and 3) conparing
paroxetine controlled-release (12.5 to 75 ng daily) to

pl acebo in adult outpatients who had panic disorder (DSM
V), with or without agoraphobia. These trials were
assessed on the basis of their outcones on three vari abl es:
(1) the proportions of patients free of full panic attacks
at endpoint; (2) change from baseline to endpoint in the
medi an nunber of full panic attacks; and (3) change from
baseline to endpoint in the nedian dinical d obal

| mpression Severity score. For Studies 1 and 2, Paxil CR
was consistently superior to placebo on two of these three
variables. Study 3 failed to consistently denonstrate a



significant difference between Paxil CR and placebo on any
of these vari abl es.

For all three studies, the nean Paxil CR dose for

conpl eters at endpoi nt was approxi nately 50 ng/ day.
Subgroup anal yses did not indicate that there were any
differences in treatnment outcones as a function of age or
gender.

Long-term mai nt enance effects of the i medi ate-rel ease
formul ati on of paroxetine in panic disorder were
denonstrated in an extension study. Patients who were
responders during a 10-week doubl e-blind phase with

i mredi at e-rel ease paroxetine and during a 3-nonth doubl e-
bl i nd extension phase were random zed to either inmediate-
rel ease paroxetine or placebo in a 3-nonth doubl e-blind

rel apse prevention phase. Patients random zed to paroxetine
were significantly less likely to rel apse than conparably
treated patients who were random zed to pl acebo.

| NDI CATI ONS AND USAGE
Maj or Depressive D sorder

Paxi| CR (paroxetine hydrochloride) is indicated for the
treatment of maj or depressive disorder.

The efficacy of Paxil CRin the treatnent of a major
depressive epi sode was established in two 12-week
controlled trials of outpatients whose di agnoses
corresponded to the DSM |V category of major depressive
di sorder (see CLI NI CAL PHARMACOLQOGY).

A maj or depressive episode (DSMI1V) inplies a prom nent and
relatively persistent (nearly every day for at |east 2
weeks) depressed nood or |loss of interest or pleasure in
nearly all activities, representing a change from previous
functioning, and includes the presence of at |east five of
the follow ng nine synptons during the sane two week
period: depressed nood, markedly di m nished interest or

pl easure in usual activities, significant change in wei ght
and/ or appetite, insomia or hypersomia, psychonotor
agitation or retardation, increased fatigue, feelings of
guilt or worthl essness, slowed thinking or inpaired
concentration, a suicide attenpt or suicidal ideation



The anti depressant action of paroxetine in hospitalized
depressed patients has not been adequately studi ed.

Paxi| CR has not been systematically eval uated beyond 12
weeks in controlled clinical trials; however, the

ef fecti veness of i medi ate-rel ease paroxetine hydrochl ori de
in maintaining a response in nmajor depressive disorder for
up to 1 year has been denonstrated in a placebo-controlled
trial (see CLIN CAL PHARVACOLOGY). The physician who el ects
to use Paxil CR for extended periods should periodically
re-eval uate the | ong-term useful ness of the drug for the

i ndi vi dual patient.

Pani ¢ Di sorder

Paxil CR is indicated for the treatnent of panic disorder,
with or w thout agoraphobia, as defined in DSM1V. Panic
di sorder is characterized by the occurrence of unexpected
pani ¢ attacks and associ ated concern about having

addi tional attacks, worry about the inplications or
consequences of the attacks, and/or a significant change in
behavior related to the attacks.

The efficacy of Paxil CR (paroxetine hydrochloride)
controll ed-rel ease tablets was established in tw 10-week
trials in panic disorder patients whose di agnoses
corresponded to the DSM IV category of panic disorder (see
Cinical Pharmacol ogy-Cinical Trials).

Pani ¢ disorder (DSM1V) is characterized by recurrent
unexpected panic attacks, i.e., a discrete period of
intense fear or disconfort in which four (or nore) of the
followi ng synptons devel op abruptly and reach a peak within
10 mnutes: (1) palpitations, pounding heart, or
accelerated heart rate; (2) sweating; (3) trenbling or
shaki ng; (4) sensations of shortness of breath or

snot hering; (5) feeling of choking; (6) chest pain or

di sconfort; (7) nausea or abdom nal distress; (8) feeling
di zzy, unsteady, |ightheaded, or faint; (9) derealization
(feelings of unreality) or depersonalization (being
detached from oneself); (10) fear of losing control; (11)
fear of dying; (12) paresthesias (nunbness or tingling
sensations); (13) chills or hot flushes.

Long-term mai nt enance of efficacy wth the inmedi at e-
rel ease formul ati on of paroxetine was denonstrated in a 3-



month rel apse prevention trial. In this trial, patients
wi th panic disorder assigned to imredi ate-rel ease
paroxetine denonstrated a | ower rel apse rate conpared to
patients on placebo (see CLI NI CAL PHARVACCLQOGY) .
Nevert hel ess, the physician who prescribes Paxil CR for
ext ended periods should periodically re-evaluate the | ong-
term useful ness of the drug for the individual patient.

CONTRAI NDI CATI ONS

Concom tant use in patients taking either nonoam ne oxi dase
inhibitors (MAO's) or thioridazine is contraindicated (see
WARNI NGS and PRECAUTI ONS) .

Paxil CR is contraindicated in patients with a
hypersensitivity to paroxetine or to any of the inactive
ingredients in Paxil CR

WARNI NGS
Potential for Interaction with Mnoam ne Oxi dase I nhibitors

In patients receiving another serotonin reuptake inhibitor
drug in conbination with a nonoam ne oxi dase inhibitor
(MAQ ), there have been reports of serious, sonetines
fatal, reactions including hypertherma, rigidity,

myocl onus, autonomic instability with possible rapid
fluctuations of vital signs, and nental status changes that
i nclude extreme agitation progressing to deliriumand coma
These reactions have al so been reported in patients who
have recently discontinued that drug and have been started
on a MAO. Sone cases presented wth features resenbling
neurol eptic malignant syndrome. Wile there are no human
data showi ng such an interaction wth paroxetine
hydrochloride, limted aninmal data on the effects of

conbi ned use of paroxetine and MAO s suggest that these
drugs may act synergistically to el evate bl ood pressure and
evoke behavioral excitation. Therefore, it is recommended
that Paxil CR (paroxetine hydrochloride) not be used in
conbination with a MAO, or within 14 days of discontinuing
treatment with a MMO. At |east 2 weeks should be all owed
after stopping Paxil CR before starting a MAO .



Potential Interaction with Thiori dazi ne

Thi ori dazi ne adm ni stration al one produces prol ongation of
the QIc interval, which is associated with serious
ventricular arrhythm as, such as torsade de pointes-type
arrhyt hm as, and sudden death. This effect appears to be
dose rel at ed.

An in vivo study suggests that drugs which inhibit Pssl | Ds,
such as paroxetine, wll elevate plasma | evels of
thioridazine. Therefore, it is recomended that paroxetine
not be used in conbination with thioridazine (see
CONTRAI NDI CATI ONS and PRECAUTI ONS) .

PRECAUT| ONS
Gener al

Activation of Mania/Hypomania: During premarketing testing
of i mmedi ate-rel ease paroxetine hydrochl ori de, hyponmani a or
mani a occurred in approxi mately 1.0% of paroxetine-treated
uni pol ar patients conpared to 1.1% of active-control and

0. 3% of placebo-treated uni polar patients. 1In a subset of
patients classified as bipolar, the rate of mani c epi sodes
was 2.2% for i medi ate-rel ease paroxetine and 11.6% for the
conbi ned active-control groups.

Anmong 760 patients with maj or depressive disorder or panic
di sorder treated with Paxil CR in controlled clinica
studies, there were no reports of mania or hypomania. As
with all drugs effective in the treatnent of major
depressive disorder, Paxil CR should be used cautiously in
patients with a history of mania.

Sei zures: During premarketing testing of inmrediate-rel ease
par oxeti ne hydrochl ori de, seizures occurred in 0.1% of
paroxetine-treated patients, a rate simlar to that
associated with other drugs effective in the treatnent of
maj or depressive disorder

Anmong 760 patients who received Paxil CRin controlled
clinical trials in nmajor depressive disorder or panic

di sorder, one patient (0.1% experienced a seizure. Paxil
CR shoul d be used cautiously in patients with a history of
seizures. It should be discontinued in any patient who
devel ops sei zures.



Sui cide: The possibility of a suicide attenpt is inherent
in maj or depressive disorder and may persist until
significant rem ssion occurs. C ose supervision of high-
risk patients should acconpany initial drug therapy.
Prescriptions for Paxil CR should be witten for the
smal | est quantity of tablets consistent with good patient
managenent, in order to reduce the risk of overdose.

Because of well-established conorbidity between ngjor
depressive di sorder and ot her psychiatric disorders, the
sanme precautions observed when treating patients with major
depressive di sorder should be observed when treating
patients with other psychiatric disorders.

Di scontinuation of Treatnent with Paxil CR Adverse events
whi l e discontinuing therapy with Paxil CR were not
systematically evaluated in the clinical trials. However,
recent clinical trials supporting the various approved

i ndi cations for i medi ate-rel ease paroxetine hydrochl ori de
enpl oyed a taper phase reginen, rather than an abrupt

di scontinuation of treatnent. The taper phase regi nen used
in generalized anxi ety disorder and posttraunmatic stress
di sorder i mmedi at e-rel ease paroxetine hydrochl ori de
clincial trials involved an increnmental decrease in the
daily dose by 10 ng/day at weekly intervals. Wen a daily
dose of 20 ny/day was reached, patients were continued on
this dose for 1 week before treatnent was stopped.

Wth this reginmen in those studies, the foll ow ng adverse
events were reported at an incidence of 2% or greater for
i mredi at e-rel ease paroxetine hydrochl ori de and were at

| east twice that reported for placebo: abnormal dreans
(2.3%vs 0.5%, paresthesia (2.0%vs 0.4%, and di zzi ness
(7.1%vs 1.5%. In the majority of patients, these events
were mld to noderate and were self-limting and did not
requi re nmedical intervention.

During marketing of imedi ate-rel ease paroxetine
hydrochl ori de, there have been spontaneous reports of
simlar adverse events, which may have no causal
relationship to the drug, upon discontinuation of

i mredi at e-rel ease paroxetine hydrochloride (particularly
when abrupt), including the follow ng: dizziness, sensory
di sturbances (e.g., paresthesias such as electric shock
sensations), agitation, anxiety, nausea, and sweating.
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These events are generally self-limting. Simlar events
have been reported for other selective serotonin reuptake
i nhi bi tors.

Patients should be nonitored for these synptons when

di scontinuing treatnent, regardless of the indication for
which Paxil CR is being prescribed. A gradual reduction in
t he dose rather than abrupt cessation is reconmended
whenever possible. If intolerable synptons occur follow ng
a decrease in dose or upon discontinuation of treatnent,
then resum ng the previously prescribed dose nay be

consi dered. Subsequently, the physician may conti nue
decreasing the dose but at a nore gradual rate (see DOSAGE
AND ADM NI STRATI ON) .

Hyponatrem a: Several cases of hyponatrem a have been
reported with i mmedi at e-rel ease paroxeti ne hydrochl ori de.
The hyponatrem a appeared to be reversi bl e when paroxeti ne
was di scontinued. The majority of these occurrences have
been in elderly individuals, sone in patients taking
diuretics or who were ot herw se vol une depl et ed.

Abnor mal Bl eedi ng: There have been several reports of
abnormal bl eeding (nostly ecchynosis and purpura)

associ ated with i medi ate-rel ease paroxetine hydrochl ori de
treatment, including a report of inpaired platelet
aggregation. Wile a causal relationship to paroxetine is
uncl ear, inpaired platelet aggregation may result from

pl atel et serotonin depletion and contribute to such
occurrences.

Use in Patients with Concomtant Il ness

Clinical experience with i medi ate-rel ease paroxetine
hydrochloride in patients with certain concomtant systemc
illness is limted. Caution is advisable in using Paxil CR
in patients with diseases or conditions that could affect
nmet abol i sm or henodynani ¢ responses.

As wth other SSRI's, nydriasis has been infrequently
reported in premarketing studies with paroxetine

hydrochl oride. A few cases of acute angle closure glaucoma
associated with therapy with i mmedi at e-rel ease paroxeti ne
have been reported in the literature. As nydriasis can
cause acute angle closure in patients with narrow angl e
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gl aucoma, caution should be used when Paxil CR is
prescribed for patients with narrow angl e gl aucona.

Paxil CR or the inmedi ate-rel ease fornmul ati on has not been
eval uated or used to any appreciable extent in patients
with a recent history of nyocardial infarction or unstable
heart disease. Patients with these di agnoses were excl uded
fromclinical studies during prenmarket testing. Evaluation
of el ectrocardi ograns of 682 patients who received

i mredi at e-rel ease paroxetine hydrochl oride in doubl e-blind,
pl acebo-controlled trials, however, did not indicate that
paroxetine is associated with the devel opnent of
significant ECG abnormalities. Simlarly, paroxetine

hydr ochl ori de does not cause any clinically inportant
changes in heart rate or blood pressure.

| ncreased plasma concentrations of paroxetine occur in
patients with severe renal inpairnment (creatinine clearance
<30 nL/mn.) or severe hepatic inpairnment. A |ower
starting dose should be used in such patients (see DOSAGE
AND ADM NI STRATI ON) .

I nformation for Patients

Physi ci ans are advised to discuss the followi ng i ssues with
patients for whomthey prescribe Paxil CR

Paxil CR tablets should not be chewed or crushed, and
shoul d be swal | owed whol e.

Interference with Cognitive and Mdtor Performance: Any
psychoactive drug nmay inpair judgnment, thinking or notor
skills. Although in controlled studies i medi ate-rel ease
par oxetine hydrochl ori de has not been shown to inpair
psychonot or perfornmance, patients should be cautioned about
oper ati ng hazardous machi nery, including autonobiles, until
they are reasonably certain that Paxil CR therapy does not
affect their ability to engage in such activities.

Compl eti ng Course of Therapy: Wiile patients may notice
i mprovenent with Paxil CR therapy in 1 to 4 weeks, they
shoul d be advised to continue therapy as directed.

Concom tant Medication: Patients should be advised to
informtheir physician if they are taking, or plan to take,
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any prescription or over-the-counter drugs, since there is
a potential for interactions.

Al cohol : Al t hough i mredi at e-rel ease paroxeti ne
hydrochl ori de has not been shown to increase the inpairnent
of mental and notor skills caused by al cohol, patients
shoul d be advised to avoid al cohol while taking Paxil CR

Pregnancy: Patients should be advised to notify their
physician if they becone pregnant or intend to becone
pregnant during therapy.

Nursing: Patients should be advised to notify their
physician if they are breast-feeding an infant (see
PRECAUTI ONS- Nur si ng Mot hers).

Laboratory Tests
There are no specific |laboratory tests reconmended.
Drug Interactions

Tryptophan - As with other serotonin reuptake inhibitors,
an interaction between paroxetine and tryptophan nmay occur
when they are co-adm ni stered. Adverse experiences,
consisting primarily of headache, nausea, sweating and

di zzi ness, have been reported when tryptophan was

adm nistered to patients taking i medi ate-rel ease

par oxetine. Consequently, concomtant use of Paxil CRwth
tryptophan is not recomended.

Monoam ne Oxi dase I nhibitors - See CONTRAI NDI CATI ONS and
WARNI NGS.

Thi ori dazi ne: See CONTRAI NDI CATI ONS and WARNI NGS

Warfarin - Prelimnary data suggest that there nmay be a
phar macodynam ¢ i nteraction (that causes an increased

bl eedi ng diathesis in the face of unaltered prothronbin
time) between paroxetine and warfarin. Since there is
little clinical experience, the concomtant adm nistration
of Paxil CR and warfarin should be undertaken with caution.

Sumatriptan - There have been rare postmarketing reports

describing patients with weakness, hyperreflexia, and
i ncoordination follow ng the use of a selective serotonin
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reuptake inhibitor (SSRI) and sumatriptan. |If concomtant
treatment with sumatriptan and an SSRI (e.g., fluoxetine,
fl uvoxam ne, paroxetine, sertraline) is clinically
war r ant ed, appropriate observation of the patient is

advi sed.

Drugs Affecting Hepatic Metabolism- The metabolism and
phar macoki neti cs of paroxetine nay be affected by the
i nduction or inhibition of drug-netabolizing enzynes.

Cmetidine - Cmetidine inhibits nmany cytochrone Pss
(oxidative) enzynes. In a study where inmmedi ate-rel ease
paroxetine (30 nmg q.d.) was dosed orally for 4 weeks,
steady-state plasma concentrations of paroxetine were

i ncreased by approxi mately 50% during co-adm nistration
with oral cinmetidine (300 ng t.i.d.) for the final week.
Therefore, when these drugs are adm ni stered concurrently,
dosage adjustnent of Paxil CR after the 25 ng starting dose
shoul d be guided by clinical effect. The effect of

par oxetine on cinetidine s pharnacokinetics was not

st udi ed.

Phenobarbital - Phenobarbital induces many cytochrone Pys
(oxi dative) enzynes. Wen a single oral 30 ng dose of

i mredi at e-rel ease paroxetine was adm ni stered at
phenobarbital steady state (100 ng g.d. for 14 days),
paroxetine AUC and Ty, were reduced (by an average of 25%
and 38% respectively) conpared to paroxetine adm ni stered
al one. The effect of paroxetine on phenobarbital

phar macoki neti cs was not studied. Since paroxetine

exhi bits nonlinear pharnmacokinetics, the results of this
study may not address the case where the two drugs are both
bei ng chronically dosed. No initial Paxil CR dosage

adj ustnment is considered necessary when co-adm ni stered

wi th phenobarbital; any subsequent adjustment should be
gui ded by clinical effect.

Phenytoin - Wien a single oral 30 ng dose of inmedi ate-

rel ease paroxetine was adm ni stered at phenytoi n steady
state (300 ng q.d. for 14 days), paroxetine AUC and Ty,
were reduced (by an average of 50% and 35% respectively)
conpared to i mmedi at e-rel ease paroxetine adm ni stered
alone. In a separate study, when a single oral 300 ng dose
of phenytoin was adm ni stered at paroxetine steady state
(30 mg q.d. for 14 days), phenytoin AUC was slightly
reduced (12% on average) conpared to phenytoin adm ni stered
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al one. Since both drugs exhibit nonli near

phar macoki neti cs, the above studies may not address the
case where the two drugs are both being chronically dosed.
No initial dosage adjustnents are considered necessary when
Paxil CR is co-admnistered with phenytoin; any subsequent
adj ustnents shoul d be guided by clinical effect (see
ADVERSE REACTI ONS- Post mar keti ng Reports).

Drugs Metabolized by Cytochrome Pusol | D . Many drugs,

i ncludi ng nost drugs effective in the treatnment of nmjor
depressive di sorder (paroxetine, other SSRI's, and many
tricyclics), are netabolized by the cytochrone P45 i SOZYNE
Pssol 1 Ds.  Li ke other agents that are netabolized by Pysol | D,
paroxetine may significantly inhibit the activity of this
isozynme. |In nost patients (>90%, this Pyl | Ds i SOzyne i s
saturated early during paroxetine dosing. In one study,
dai |y dosing of imredi ate-rel ease paroxetine (20 ng q.d.)
under steady-state conditions increased single-dose

desi pram ne (100 nmg) GCnx, AUC, and T, by an average of
approximately two-, five-, and three-fold respectively.
Concom tant use of Paxil CR with other drugs netabolized by
cytochrone Pssol | Ds has not been formally studied but may
require | ower doses than usually prescribed for either
Paxil CR or the other drug.

Therefore, co-admnistration of Paxil CR with other drugs
that are netabolized by this isozyne, including certain
drugs effective in the treatnent of major depressive

di sorder (e.g., nortriptyline, amtriptyline, im pram ne,
desi pram ne and fl uoxetine), phenothiazines and Type 1C
antiarrhythmcs (e.g., propafenone, flecainide and
encainide), or that inhibit this enzynme (e.g., quinidine),
shoul d be approached with caution.

However, due to the risk of serious ventricular arrhythnm as
and sudden death potentially associated with el evated

pl asma | evel s of thioridazine, paroxetine and thioridazine
shoul d not be co-adm ni stered (see CONTRAI NDI CATI ONS and
WARNI NGS) .

At steady state, when the Pyl I Ds pathway is essentially

saturated, paroxetine clearance is governed by alternative
Psso i sozynmes which, unlike P50l | Ds, show no evi dence of
saturation (see PRECAUTI ONS-Tricyclic Antidepressants).
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Drugs Metabolized by Cytochrome Pusol 1A, - An in vivo
interaction study involving the coadm nistration under
steady-state conditions of paroxetine and terfenadine, a
substrate for Psso 111 A4, reveal ed no effect of paroxetine on
t erf enadi ne pharmacokinetics. |In addition, in vitro

st udi es have shown ketoconazole, a potent inhibitor of Pys
I11A, activity, to be at least 100 tinmes nore potent than
paroxetine as an inhibitor of the netabolism of several
substrates for this enzyne, including terfenadine,

astem zol e, cisapride, triazolam and cycl osporin. Based on
the assunption that the rel ati onship between paroxetine's
invitro Ki and its |ack of effect on terfenadine’s in vivo
cl earance predicts its effect on other I11A, substrates,
paroxetine’s extent of inhibition of IIl1A;activity is not
likely to be of clinial significance.

Tricyclic Antidepressants (TCA) - Caution is indicated in
the co-admnistration of tricyclic antidepressants (TCAs)

wi th Paxil CR, because paroxetine may inhibit TCA

met abolism Plasma TCA concentrations may need to be

moni tored, and the dose of TCA may need to be reduced, if a
TCA is co-admnistered with Paxil CR (see PRECAUTI ONS- Dr ugs
Met abol i zed by Cytochrome Pysol | Dg) .

Drugs Hi ghly Bound to Plasma Protein - Because paroxetine
is highly bound to plasma protein, admnistration of Paxil
CR to a patient taking another drug that is highly protein
bound may cause increased free concentrations of the other
drug, potentially resulting in adverse events. Conversely,
adverse effects could result fromdi splacenent of

par oxetine by other highly bound drugs.

Al cohol - Al though paroxetine does not increase the

i npai rment of nental and notor skills caused by al cohol,
patients should be advised to avoid al cohol while taking
Paxi| CR

Lithium- A nmultiple-dose study with i medi ate-rel ease

par oxeti ne hydrochl ori de has shown that there is no

phar macoki netic interaction between paroxetine and |ithium
carbonate. However, since there is little clinical
experience, the concurrent admnistration of Paxil CR and
[ithium should be undertaken with caution.

Di goxin - The steady-state pharnmacoki netics of paroxetine
was not altered when adm nistered with digoxin at steady
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state. Mean digoxin AUC at steady state decreased by 15%
in the presence of paroxetine. Since there is little
clinical experience, the concurrent adm nistration of Paxil
CR and di goxin shoul d be undertaken with caution.

D azepam - Under steady-state conditions, diazepam does not
appear to affect paroxetine kinetics. The effects of
par oxeti ne on di azepam were not eval uat ed.

Procyclidine - Daily oral dosing of immediate-rel ease
paroxetine (30 nmg g.d.) increased steady-state AUG. .4, G
and G;, values of procyclidine (5 ng oral g.d.) by 35% 37%
and 67% respectively, conpared to procyclidine al one at
steady state. |If anticholinergic effects are seen, the
dose of procyclidine should be reduced.

Bet a- Bl ockers - In a study where propranolol (80 ng b.i.d.)
was dosed orally for 18 days, the established steady-state
pl asma concentrations of propranol ol were unaltered during
co-adm nistration with i medi ate-rel ease paroxetine (30 ny
g.d.) for the final 10 days. The effects of propranolol on
par oxeti ne have not been eval uated (see ADVERSE REACTI ONS-
Post mar ket i ng Reports).

Theophyl line - Reports of elevated theophylline |levels
associated with i medi at e-rel ease paroxetine treatnment have
been reported. Wiile this interaction has not been
formally studied, it is recommended that theophylline

| evel s be nonitored when these drugs are concurrently

adm ni st er ed.

El ect roconvul si ve Therapy (ECT) - There are no clinical
studi es of the conbined use of ECT and Paxil CR

Car ci nogenesi s, Mutagenesis, Inpairment of Fertility

Car ci nogenesi s

Two- year carcinogenicity studies were conducted in rodents
given paroxetine in the diet at 1, 5, and 25 ng/kg/ day
(mce) and 1, 5, and 20 ng/kg/day (rats). These doses are
up to approximately 2 (nmouse) and 3 (rat) tinmes the nmaxi mum
recommended human dose (MRHD) on a ng/nf basis. There was a
significantly greater nunber of male rats in the high-dose
group with reticulumcell sarcomas (1/100, 0/50, 0/50 and
4/ 50 for control, low, mddle- and hi gh-dose groups,
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respectively) and a significantly increased linear trend
across dose groups for the occurrence of |ynphoreticul ar
tunors in male rats. Female rats were not affected.

Al t hough there was a dose-related increase in the nunber of
tunmors in mce, there was no drug-related increase in the
nunber of mce with tunors. The rel evance of these findings
to humans i s unknown.

Mut agenesi s

Par oxeti ne produced no genotoxic effects in a battery of 5
invitro and 2 in vivo assays that included the foll ow ng:
bacterial nutation assay, nouse |ynphoma nutation assay,
unschedul ed DNA synthesis assay, and tests for cytogenetic
aberrations in vivo in nouse bone marrow and in vitro in
human | ynphocytes and in a dom nant lethal test in rats.

| mpai rment of Fertility

A reduced pregnancy rate was found in reproduction studies
inrats at a dose of paroxetine of 15 ng/kg/day which is
approxi mately twice the MRHD on a ng/nf basis. |Irreversible
| esions occurred in the reproductive tract of male rats
after dosing in toxicity studies for 2 to 52 weeks. These

| esi ons consi sted of vacuol ati on of epididynmal tubul ar

epi thelium at 50 ng/ kg/day and atrophic changes in the

sem niferous tubules of the testes wth arrested

sper mat ogenesi s at 25 ny/ kg/ day (approxinmately 8 and 4
times the MRHD on a ng/nf basis).

Pr egnancy
Pregnancy Category C

Repr oducti on studies were perfornmed at doses up to 50

ng/ kg/day in rats and 6 ng/kg/day in rabbits adm nistered
during organogenesis. These doses are approximately 8
(rat) and 2 (rabbit) tinmes the maxi mum recomrended human
dose (MRHD) on a ny/nf basis. These studies have reveal ed
no evi dence of teratogenic effects. However, in rats,
there was an increase in pup deaths during the first 4 days
of lactation when dosing occurred during the last trinester
of gestation and continued throughout lactation. This
effect occurred at a dose of 1 ng/kg/day or approximately
one-si xth of the MRHD on a ny/nf basis. The no-effect dose
for rat pup nortality was not determ ned. The cause of

t hese deaths is not known. There are no adequate and well -
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controlled studies in pregnant wonmen. This drug should be
used during pregnancy only if the potential benefit
justifies the potential risk to the fetus.

Labor and Delivery

The effect of paroxetine on | abor and delivery in humans is
unknown.

Nur si ng Mot hers

Li ke many ot her drugs, paroxetine is secreted in human
m | k, and caution should be exercised when Paxil CR
(paroxetine hydrochloride) is adm nistered to a nursing
worran.

Pedi atric Use

Safety and effectiveness in the pediatric popul ation have
not been establi shed.

CGeriatric Use

In worl dw de premarketing clinical trials with inmediate-
rel ease paroxetine hydrochl oride, 17% of paroxetine-treated
patients (approxi mately 700) were 65 years of age or ol der.
Phar macoki netic studi es reveal ed a decreased cl earance in
the elderly, and a | ower starting dose is recomended,
there were, however, no overall differences in the adverse
event profile between elderly and younger patients, and

ef fectiveness was simlar in younger and ol der patients
(see CLI NI CAL PHARVACOLOGY and DOSAGE AND ADM NI STRATI ON)

In a controlled study focusing specifically on elderly
patients with major depressive disorder, Paxil CR was
denonstrated to be safe and effective in the treatnent of
el derly patients (>60 years of age) with major depressive
di sorder. (See Cinical Trials and ADVERSE REACTI ONS —
Table 2.)

ADVERSE REACTI ONS

The information included under the "Adverse Findings
Obhserved in Short-Term Placebo-Controlled Trials with
Paxil CR' subsection of Adverse Reactions is based on data
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fromsix placebo-controlled clinical trials. Three of these
studi es were conducted in patients with maj or depressive

di sorder and three studies were done in patients with panic
di sorder. Two of the studies in major depressive disorder,
which enrolled patients in the age range 18 to 65 years,
are pooled. Information froma third study of major

dper essi ve di sorder, which focused on elderly patients
(ages 60 to 88), is presented separately as is the
information fromthe panic disorder studies. Information
on additional adverse events associated with Paxil CR and
the i medi ate-rel ease formul ati on of paroxetine
hydrochloride is included in a separate subsection (see

O her Events).

Adver se Findings OQobserved in Short-Term Placebo-Controlled
Trials wth Paxil CR

Adver se Events Associated with D sconti nuati on of Treat ment

Maj or Depressive D sorder

Ten percent (21/212) of Paxil CR patients discontinued
treatment due to an adverse event in a pool of two studies
of patients with major depressive disorder. The nost
common events (21% associated with discontinuation and
considered to be drug related (i.e., those events
associated with dropout at a rate approximtely tw ce or
greater for Paxil CR conpared to placebo) included the
fol | ow ng:

Paxi|l CR Pl acebo

(n=212) (n=211)
Nausea 3. 7% 0. 5%
Ast heni a 1. 9% 0. 5%
D zzi ness 1.4% 0. 0%
Somnmol ence 1.4% 0. 0%

In a placebo-controlled study of elderly patients with
maj or depressive disorder, 13% (13/104) of Paxil CR
patients discontinued due to an adverse event. Events
nmeeting the above criteria included the follow ng:
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Paxil CR Pl acebo

(n=104) (n=109)
Nausea 2.9% 0. 0%
Headache 1.9% 0. 9%
Depr essi on 1.9% 0. 0%
LFT' s abnor nal 1.9% 0. 0%

Pani ¢ Di sorder

El even percent (50/444) of Paxil CR patients in panic

di sorder studies discontinued treatnment due to an adverse
event. Events neeting the above criteria included the
fol | ow ng:

Paxi|l CR Pl acebo

(n=444) (n=445)
Nausea 2. 9% 0.4%
| nsomi a 1.8% 0. 0%
Headache 1.4% 0. 2%
Ast heni a 1.1% 0. 0%

Commonly bserved Adverse Events

Maj or Depressive Disorder

The nost conmmonly observed adverse events associated with
the use of Paxil CR in a pool of two trials (incidence of
5.0% or greater and incidence for Paxil CR at |east tw ce
that for placebo, derived from Table 1 bel ow) were:
abnormal ejacul ati on, abnormal vision, constipation,
decreased |ibido, diarrhea, dizziness, femal e genital

di sorders, nausea, somol ence, sweating, trauma, trenor,
and yawni ng.

Using the sane criteria, the adverse events associated with
the use of Paxil CR in a study of elderly patients with
maj or depressive di sorder were: abnormal ejacul ation,

consti pation, decreased appetite, dry nouth, inpotence,
infection, |ibido decreased, sweating, and trenor.

Pani ¢ Di sorder
In the pool of panic disorder studies, the adverse events

nmeeting these criteria were: abnormal ejacul ation,
somol ence, inpotence, |ibido decreased, trenor, sweating,
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and fermal e genital disorders (generally anorgasm a or
difficulty achieving orgasm

| ncidence in Controlled dinical Trials

Tabl e 1 enunerates adverse events that occurred at an

i ncidence of 1% or nore anong Paxil CR-treated patients,
aged 18-65, who participated in two short-term (12-week)
pl acebo-controlled trials in major depressive disorder in
whi ch patients were dosed in a range of 25 to 62.5 ng/ day.

Tabl e 2 enunerates adverse events reported at an incidence
of 5% or greater anong elderly Paxil CRtreated patients
(ages 60-88) who participated in a short-term (12-week)

pl acebo-controlled trial in major depressive disorder in
whi ch patients were dosed in a range of 12.5 to 50 ng/ day.

Tabl e 3 enunerates adverse events reported at an incidence
of 1% or greater anong Paxil CR-treated patients (ages 19-
72) who participated in short-term (10-week) pl acebo-
controlled trials in panic disorder in which patients were
dosed in a range of 12.5 to 75 ny/day.

Reported adverse events were classified using a standard
COSTART- based Di ctionary term nol ogy.

The prescriber should be aware that these figures cannot be
used to predict the incidence of side effects in the course
of usual medical practice where patient characteristics and
other factors differ fromthose which prevailed in the
clinical trials. Simlarly, the cited frequencies cannot
be conpared with figures obtained fromother clinical

i nvestigations involving different treatnents, uses and
investigators. The cited figures, however, do provide the
prescribing physician with sone basis for estimating the
relative contribution of drug and nondrug factors to the
side effect incidence rate in the popul ati on st udi ed.
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TABLE 1: TREATMENT EMERGENT ADVERSE EVENTS

OCCURRI NG I'N 31% OF PAXIL CR PATIENTS IN A POOL OF TWO
STUDI ES | N MAJOR DEPRESSI VE DI SORDER! 2

Body Systen Adverse Event % Reporting Event
Paxi| CR Pl acebo
(N=212) (N=211)
Body as a Whol e
Headache 27% 20%
Ast heni a 14% 9%
| nf ection?® 8% 5%
Abdom nal Pain 7% 4%
Back Pain 5% 3%
Tr auma® 5% 1%
Pai n° 3% 1%
Al l ergi ¢ Reaction® 2% 1%
Car di ovascul ar System
Tachycardi a 1% 0%
Vasodi | at ation’ 2% 0%
Di gestive System
Nausea 22% 10%
Di arr hea 18% 7%
Dry Mouth 15% 8%
Consti pation 10% 4%
Fl at ul ence 6% 4%
Decreased Appetite 4% 2%
Vom ti ng 2% 1%
Ner vous System
Somol ence 22% 8%
| nsomi a 17% 9%
Di zzi ness 14% 4%
Li bi do Decreased 7% 3%
Tr enor 7% 1%
Hypertoni a 3% 1%

1 Adverse events for which the Paxil CR reporting incidence was | ess
than or equal to the placebo incidence are not included. These events
are: abnormal dreans, anxiety, arthral gia, depersonalization,
dysmenorrhea, dyspepsia, hyperkinesia, increased appetite, nyal gia,
nervousness, pharyngitis, purpura, rash, respiratory disorder,
sinusitis, urinary frequency, and wei ght gain.

2 <1%neans greater than zero and | ess than 1%

3 Mostly flu.

4 Awide variety of injuries with no obvious pattern.

5 Pain in a variety of locations with no obvious pattern.

6 Most frequently seasonal allergic synptons.

7 Usual l'y flushing.
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TABLE 1: TREATMENT EMERGENT ADVERSE EVENTS

OCCURRI NG I'N 31% OF PAXIL CR PATIENTS IN A POOL OF TWO
STUDI ES I N MAJOR DEPRESSI VE DI SORDER' 2

Body Systen Adverse Event % Reporting Event
Paxi| CR Pl acebo
(N=212) (N=211)

Par est hesi a 3% 1%
Agi tation 2% 1%
Conf usi on 1% 0%
Respiratory System
Yawn 5% 0%
Rhinitis 4% 1%
Cough I ncreased 2% 1%
Bronchitis 1% 0%
Ski n and Appendages
Sweat i ng 6% 2%
Phot osensitivity 2% 0%
Speci al Senses
Abnor mal Vi si on® 5% 1%
Tast e Perversion 2% 0%
Urogeni tal System
Abnor mal Ej acul ati on® 1° 26% 1%
Femal e Genital Disorder® 10% <1%
| npot ence’® 5% 3%
Urinary Tract Infection 3% 1%
Menst rual Di sorder?® 2% <1%
Vagi nitis® 2% 0%

8 Mostly blurred vision.

9 Based on the nunber of males or females.
10 Mostly anorgasm a or del ayed ej acul ati on.
11 Mostly anorgasm a or del ayed orgasm
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TABLE 2: TREATMENT EMERGENT ADVERSE EVENTS OCCURRI NG | N 35%
OF PAXIL CR PATIENTS IN A STUDY OF ELDERLY PATI ENTS W TH
MAJOR DEPRESSI VE DI SORDER! 2

Body Systen Adverse Event % Reporting Event
Paxi| CR Pl acebo
(N=104) (N=109)
Body as a Whol e
Headache 17% 13%
Ast heni a 15% 14%
Trauma 8% 5%
| nf ecti on 6% 2%
Di gestive System
Dry Mouth 18% 7%
Di arrhea 15% 9%
Consti pati on 13% 5%
Dyspepsi a 13% 10%
Decreased Appetite 12% 5%
Fl at ul ence 8% 7%
Ner vous System
Somol ence 21% 12%
| nNsomi a 10% 8%
Di zzi ness 9% 5%
Li bi do Decreased 8% <1%
Tr enor 7% 0%
Ski n and Appendages
Sweat i ng | 10% | <1%
Urogeni tal System
Abnor mal Ej acul ati on®* 17% 3%
| npot ence® 9% 3%

1 Adverse events for which the Paxil CR reporting incidence was | ess
than or equal to the placebo incidence are not included. These events
are nausea and respiratory disorder.

2 <1% neans greater than zero and |less than 1%

3 Based on the nunber of nales.

4 Mostly anorgasm a or del ayed ej acul ation.
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TABLE 3: TREATMENT- EMERGENT ADVERSE EVENTS OCCURI NG I N 3 1%
OF PAXIL CR PATIENTS IN A POCOL OF
THREE PANI C DI SORDER STUDI ES *2

Body System Adverse Event % Reporting Event
Paxil CR Pl acebo
(n=444) (n=445)

Body as a Whol e

Ast heni a 15% 10%

Abdomi nal Pain 6% 4%

Tr auma® 5% 4%
Car di ovascul ar System

Vasodi | at ati on* | 3% | 2%
Di gestive System

Nausea 23% 17%

Dry Mouth 13% 9%

Di arr hea 12% 9%

Consti pati on 9% 6%

Decreased Appetite 8% 6%
Met abolic/Nutritional Disorders

Wei ght Loss | 1% | 0%
Muscul oskel etal System

Mal gi a | 5% | 3%
Ner vous System

| nNsomi a 20% 11%

Somol ence 20% 9%

Li bi do Decreased 9% 4%

Ner vousness 8% 7%

Tr enor 8% 2%

Anxi ety 5% 4%

Agi tation 3% 2%

Hypert oni a® 2% <1%

! Adverse events for which the Paxil CR reporting rate was |ess than or
equal to the placebo rate are not included. These events are:

abnormal dreans, allergic reaction, back pain, bronchitis, chest pain,
concentration inpaired, confusion, cough increased, depression

di zzi ness, dysnenorrhea, dyspepsia, fever, flatulence, headache,

i ncreased appetite, infection, nenstrual disorder, mgraine, pain,

par est hesia, pharyngitis, respiratory disorder, rhinitis, tachycardia,
taste perversion, thinking abnormal, urinary tract infection, and

vom ting.

2 <1% means greater than zero and | ess than 1%

3 Various physical injuries.

4 Mostly flushing.

°> Mostly nuscle tightness or stiffness.
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TABLE 3: TREATMENT- EMERGENT ADVERSE EVENTS OCCURI NG I N 3 1%
OF PAXIL CR PATIENTS IN A POCOL OF
THREE PANI C DI SORDER STUDI ES 12

Body System Adverse Event % Reporting Event
Paxil CR Pl acebo
(n=444) (n=445)
Myocl onus 2% <1%
Respiratory System
Sinusitis 8% 5%
Yawni ng 3% 0%
Ski n and Appendages
Sweat i ng | 7% | 2%
Speci al Senses
Abnor mal Vi si on® | 3% | <1%
Urogeni tal System
Abnor mal FEj acul ation”?® 27% 3%
| npot ence’ 10% 1%
Femal e Genital Disorders®?®® 7% 1%
Uri nary Frequency 2% <1%
Urination | npaired 2% <1%
Vagi ni tis® 1% <1%

® Mostly blurred vision.

” Based on the number of nale patients.

8 Mostly anorgasm a or del ayed ejacul ati on.

® Based on the number of fenule patients.

10 Mpstly anorgasmia or difficulty achieving orgasm
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Dose Dependency of Adverse Events

A conparison of adverse event rates in a fixed-dose study
conparing i medi ate-rel ease paroxetine with placebo in the
treatment of major depressive disorder reveal ed a clear
dose dependency for sone of the nore commobn adverse events
associated with the use of i mredi ate-rel ease paroxetine.

Mal e and Fenmal e Sexual Dysfunction Wth SSRI s

Al t hough changes in sexual desire, sexual perfornmance and
sexual satisfaction often occur as manifestations of a
psychi atric disorder, they nmay al so be a consequence of
pharmacol ogic treatnment. |In particular, some evidence
suggests that selective serotonin reuptake inhibitors
(SSRI's) can cause such untoward sexual experiences.

Rel iabl e estimates of the incidence and severity of

unt oward experiences involving sexual desire, performance
and satisfaction are difficult to obtain, however, in part
because patients and physicians may be reluctant to di scuss
them Accordingly, estimates of the incidence of untoward
sexual experience and performance cited in product

| abeling, are likely to underestimate their actual

i nci dence.

The percentage of patients reporting synptons of sexual
dysfunction in the pool of two placebo-controlled trials in
non-el derly patients with maj or depressive disorder and in
the pool of three placebo-controlled trials in patients

wi th panic disorder are as foll ows:

Maj or Depressive Di sorder Pani ¢ Di sorder
Paxil CR Pl acebo Paxil CR Pl acebo
n (mal es) 78 78 162 194
Decreased |ibido 10% 5% 9% 6%
Ej acul atory 26% 1% 27% 3%
di st ur bance
| mpot ence 5% 3% 10% 1%
n (femal es) 134 133 282 251

Decreased |i bi do
Orgasmi c di sturbance

4%
10%

2%
<1%
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There are no adequate, controlled studi es exam ni ng sexual
dysfunction with paroxetine treatmnent.

Par oxetine treatnment has been associated with several cases
of priapism In those cases with a known outcone, patients
recovered w thout sequel ae.

Wiile it is difficult to know the precise risk of sexua
dysfunction associated with the use of SSRI’s, physicians
shoul d routinely inquire about such possible side effects.

Wei ght and Vital Sign Changes

Significant weight |oss may be an undesirable result of
treatment with paroxetine for sone patients but, on
average, patients in controlled trials with Paxil CR or
the i medi ate-rel ease formul ati on, had m ni nmal wei ght | oss
(about 1 pound). No significant changes in vital signs
(systolic and diastolic blood pressure, pulse and
tenperature) were observed in patients treated with Paxi l
CR, or imedi ate-rel ease paroxetine hydrochloride, in
controlled clinical trials.

ECG Changes

In an anal ysis of ECGs obtained in 682 patients treated

wi th i nmredi at e-rel ease paroxetine and 415 patients treated
with placebo in controlled clinical trials, no clinically
significant changes were seen in the ECGs of either group.

Li ver Function Tests

In a pool of two placebo-controlled clinical trials,
patients treated wwth Paxil CR or placebo exhibited
abnormal values on liver function tests at conparable
rates. In particular, the controlled-rel ease paroxeti ne-
vs. - pl acebo conparisons for al kaline phosphatase, SGOT,
SGPT and bilirubin reveal ed no differences in the
percentage of patients with marked abnormalities.

In a study of elderly patients with maj or depressive

di sorder, three of 104 Paxil CR patients and none of 109

pl acebo patients experienced |liver transam nase el evati ons
of potential clinical concern. Two of the Paxil CR
patients dropped out of the study due to abnormal I|iver
function tests; the third patient experienced nornalization
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of transami nase levels with continued treatnment. Also, in
the pool of three studies of patients with panic disorder,
four of 444 Paxil CR patients and none of 445 pl acebo
patients experienced |liver transam nase el evations of
potential clinical concern. Elevations in all four
patients decreased substantially after discontinuation of
Paxil CR The clinical significance of these findings is
unknown.

I n placebo-controlled clincial trials with the inmediate
rel ease formul ati on of paroxetine, patients exhibited
abnormal values on liver function tests at no greater rate
than that seen in placebo-treated patients.

O her Events (bserved During the dinical Devel opnent of
Paxil CR

The foll owm ng adverse events were reported during the
clinical devel opnent of Paxil CR tablets and/or the
clinical devel opnent of the imedi ate-rel ease fornul ation
of paroxetine.

Adverse events for which frequencies are provi ded bel ow
occurred in clinical trials with the controll ed-rel ease
formul ati on of paroxetine. During its premarketing
assessment in najor depressive disorder and panic disorder,
mul ti pl e doses of Paxil CR were admnistered to 760
patients in phase 3 double-blind, controlled, outpatient
studies. Untoward events associated with this exposure were
recorded by clinical investigators using term nol ogy of
their own choosing. Consequently, it is not possible to
provi de a nmeani ngful estinmate of the proportion of

i ndi vi dual s experiencing adverse events w thout first
grouping simlar types of untoward events into a smaller
nunber of standardi zed event categori es.

In the tabulations that follow, reported adverse events
were classified using a COSTART-based dictionary. The
frequenci es presented, therefore, represent the proportion
of the 760 patients exposed to Paxil CR (paroxetine
hydrochl oride) controll ed-rel ease who experi enced an event
of the type cited on at |east one occasion while receiving
Paxil CR Al reported events are included except those
already listed in Tables 1, 2, or 3 and those events where
a drug cause was renote. |If the COSTART termfor an event
was so general as to be uninformative, it was del eted or
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when possible, replaced with a nore informative term It
is inmportant to enphasize that although the events reported
occurred during treatnent with paroxetine, they were not
necessarily caused by it.

Events are further categorized by body systemand listed in
order of decreasing frequency according to the foll ow ng
definitions: frequent adverse events are those occurring on
one or nore occasions in at |least 1/100 patients (only
those not already listed in the tabulated results from

pl acebo-controlled trials appear in this listing);

i nfrequent adverse events are those occurring in 1/100 to
1/ 1000 patients.

Adverse events for which frequencies are not provided
occurred during the premarketing assessnent of imedi at e-
rel ease paroxetine in phase 2 and 3 studi es of major
depressive di sorder, obsessive conpul sive disorder, panic
di sorder, social anxiety disorder, generalized anxiety

di sorder, and posttraumatic stress disorder. The conditions
and duration of exposure to i medi ate-rel ease paroxetine
varied greatly and included (in overl appi ng categori es)
open and doubl e-blind studies, uncontrolled and controlled
studi es, inpatient and outpatient studies, and fixed-dose
and titration studies. Only those events not previously
listed for controll ed-rel ease paroxetine are included. The
extent to which these events may be associated with Paxil
CR i s unknown.

Events are listed al phabetically within the respective body
system Events of major clinical inportance are al so
described in the PRECAUTI ONS secti on.

Body as a Whol e: Infrequent were anaphyl actoid reaction,
chills, flu syndronme, mnal ai se; al so observed were
adrenergi c syndrone, face edema, neck rigidity, sepsis.

Car di ovascul ar System Frequent were hypertension,

hypot ensi on; I nfrequent were angi na pectoris, bradycardi a,
bundl e branch bl ock, palpitation, postural hypotension,
syncope; al so observed were arrhythm a nodal, atrial
fibrillation, cerebrovascul ar accident, congestive heart
failure, hematoma, |ow cardi ac output, nyocardial infarct,
myocardi al ischema, pallor, phlebitis, pul nonary enbol us,
supraventricul ar extrasystol es, thronbophlebitis,

t hronbosi s, vascul ar headache, ventricul ar extrasystol es.
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Di gestive System |Infrequent were bruxi sm dysphagi a,
eructation, gastroenteritis, gastroesophageal refl ux,
gingivitis, glossitis, gum hyperpl asia, henorrhoids,

hepat ospl enonegal y, increased salivation, intestinal
obstruction, nelena, pancreatitis, peptic ulcer, rectal
henorr hage, stomach ul cer, toothache, ulcerative
stomatitis; also observed were aphthous stomatitis, bl oody
diarrhea, bulima, cardiospasm cholelithiasis, colitis,
duodenitis, enteritis, esophagitis, fecal inpactions, fecal
i nconti nence, gastritis, gum henorrhage, hematenesis,
hepatitis, ileitis, ileus, jaundice, nouth ulceration,
salivary gl and enl argenent, sialadenitis, stomatitis,
throat tightness, tongue discoloration, tongue edena.

Endocri ne System |Infrequent were hyperthyroidism ovarian
cyst, testes pain; also observed were di abetes nellitus,
goiter, hypothyroidism thyroiditis.

Hem ¢ and Lynphatic System Infrequent were anem a,

eosi nophilia, |eukocytosis, |eukopenia, |ynphadenopathy,

t hronbocyt openi a; al so observed were ani socytosi s,
basophilia, bleeding tinme increased, hypochrom c anem a,

| ynphederma, | ynphocytosis, |ynphopenia, mcrocytic anem a,
nmonocyt osi s, nornocytic anem a, thronbocythem a.

Met abolic and Nutritional Disorders: Infrequent were
bilirubinem a, dehydration, generalized edema
hyper gl ycem a, hyperkal em a, hypokal em a, peripheral edems,
SGOT i ncreased, SCGPT increased, thirst; also observed were
al kal i ne phosphat ase i ncreased, BUN increased, creatinine
phosphoki nase i ncreased, ganma gl obul i ns increased, gout,
hyper cal cem a, hyperchol esterem a, hyperphosphatem a,
hypocal cem a, hypogl ycem a, hyponatrem a, ketosis, lactic
dehydr ogenase i ncreased, non-protein nitrogen (NPN)

i ncreased.

Muscul oskel etal System Infrequent were arthritis,
bursitis, nyasthenia, myopathy, nyositis, tendonitis; also
observed were generalized spasm osteoporosis,
tenosynovitis, tetany.

Nervous System | nfrequent were ammesia, ataxi a,

convul sion, diplopia, dystonia, enotional lability,

hal | uci nati ons, hypesthesi a, hypokinesi a, incoordination,
neur al gi a, neuropat hy, nystagnus, paralysis, paranoid
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reaction, vertigo, wthdrawal syndrone; also observed were
abnornmal gait, akathisia, akinesia, aphasia,

choreoat hetosi s, circunoral paresthesia, delirium

del usi ons, dysarthria, dyskinesia, euphoria, extrapyram dal
syndronme, fasciculations, grand mal convul sion, hostility,
hyperal gesia, irritability, |ibido increased, manic

reacti on, mani c-depressive reaction, nmeningitis, nyelitis,
peri pheral neuritis, psychosis, psychotic depression,

refl exes decreased, reflexes increased, stupor,
torticollis, trisnus.

Respiratory System |Infrequent were asthma, dyspnea,

epi staxis, laryngitis, pneunonia, stridor; also observed
wer e dysphoni a, enphysema, henoptysis, hiccups,
hyperventilation, lung fibrosis, pulnonary edenma
respiratory flu, sputumincreased.

Ski n and Appendages: Infrequent were acne, al opecia, dry
skin, eczema, exfoliative dermatitis, furuncul osis,
pruritus, seborrhea, urticaria; also observed were

angi oedema, ecchynosis, erythema multifornme, erythenma
nodosum hirsutism macul opapul ar rash, skin discoloration,
ski n hypertrophy, skin ulcer, sweating decreased,

vesi cul obul | ous rash.

Speci al Senses: Infrequent were abnormality of
accommodati on, conjunctivitis, earache,

kerat oconjunctivitis, mydriasis, photophobia, retinal
henmorrhage, tinnitus, visual field defect; al so observed
wer e anbl yopi a, ani socoria, blepharitis, blurred vision,
cataract, conjunctival edema, corneal ulcer, deafness,
exopht hal nos, gl aucoma, hyperacusis, night blindness,
parosm a, ptosis, taste | oss.

Urogenital System |Infrequent were al bum nuri a,
anenorrhea*, breast enlargenent*, breast pain*, cystitis,
dysuria, hematuria, kidney cal culus, nenorrhagi a*,
nocturia, prostatitis*, urinary incontinence, urinary
retention; also observed were breast atrophy, ejaculatory
di sturbance, endonetrial disorder, epididymtis, female

| actation, fibrocystic breast, |eukorrhea, mastitis,
metrorrhagia, nephritis, oliguria, polyuria, pyuria,
salpingitis, urinary casts, urethritis, urinary urgency,
urolith, uterine spasm vagi nal henorrhage.

*Based on the nunber of nen and wonmen as appropriate.
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Post mar ket i ng Reports

Vol untary reports of adverse events in patients taking

i mredi at e-rel ease paroxetine hydrochl ori de that have been
recei ved since market introduction and not |isted above
that may have no causal relationship with the drug include
acute pancreatitis, elevated liver function tests (the nost
severe cases were deaths due to liver necrosis, and grossly
el evat ed transam nases associated with severe liver
dysfunction), Guillain-Barré syndrone, toxic epidernal
necrolysis, priapism syndrone of inappropriate ADH
secretion, synptonms suggestive of prolactinema and

gal actorrhea, neuroleptic malignant syndrone-I|i ke events;
extrapyram dal synptons whi ch have included akat hi si a,

br adyki nesi a, cogwheel rigidity, dystonia, hypertonia,

ocul ogyric crisis which has been associated with
concomtant use of pinozide, trenor and trisnus; serotonin
syndrone, associated in sone cases with concomtant use of
serotonergic drugs and with drugs which may have inpaired
paroxetine nmetabolism (synptons have included agitation,
confusi on, diaphoresis, hallucinations, hyperreflexia,
myocl onus, shivering, tachycardia and trenor); status

epi | epticus, acute renal failure, pulnonary hypertension,
allergic alveolitis, anaphylaxis, eclanpsia, |aryngisnus,
optic neuritis, porphyria, ventricular fibrillation,
ventricul ar tachycardia (including torsade de pointes),

t hronbocyt openi a, henolytic anem a, events related to

i mpai red henmat opoi esis (including aplastic anem a,

pancyt openi a, bone marrow apl asia, and agranul ocytosi s),
and vasculitic syndronmes (such as Henoch-Schonl ein
purpura). There has been a case report of an el evated
phenytoin |l evel after 4 weeks of immedi ate-rel ease

par oxeti ne and phenytoin co-adm nistration. There has been
a case report of severe hypotensi on when i medi at e-rel ease
par oxeti ne was added to chronic netoprol ol treatnent.

DRUG ABUSE AND DEPENDENCE

Control |l ed Substance C ass

Paxi| CR (paroxetine hydrochloride) is not a controlled
subst ance.
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Physi cal and Psychol ogi ¢ Dependence

Paxi| CR has not been systematically studied in animals or
humans for its potential for abuse, tol erance or physical
dependence. While the clinical trials did not reveal any
tendency for any drug-seeki ng behavi or, these observations
were not systematic and it is not possible to predict on
the basis of this limted experience the extent to which a
CNS-active drug will be m sused, diverted and/or abused
once nmarketed. Consequently, patients should be eval uated
carefully for history of drug abuse, and such patients
shoul d be observed closely for signs of Paxil CR m suse or
abuse (e.g., devel opnment of tol erance, increnentations of
dose, drug-seeking behavior).

OVERDCSACGE

Human Experi ence

Since the introduction of imedi ate-rel ease paroxetine
hydrochloride in the U S., 342 spontaneous cases of
del i berate or accidental overdosage during paroxetine

treat nent have been reported worldw de (circa 1999). These
i ncl ude overdoses with paroxetine alone and in conbination
wi th other substances. O these, 48 cases were fatal and,
of the fatalities, 17 appeared to involve paroxetine al one.
Ei ght fatal cases which docunented the anobunt of paroxetine
i ngested were generally confounded by the ingestion of

ot her drugs or alcohol or the presence of significant
conorbid conditions. O 145 non-fatal cases with known

out cone, nost recovered w thout sequel ae. The | argest known
i ngestion invol ved 2000 ng of paroxetine (33 tines the

maxi mum recommended daily dose) in a patient who recovered.

Commonly reported adverse events associated with paroxetine
overdosage i nclude somol ence, coma, nausea, trenor,
tachycardi a, confusion, vomting, and dizziness. O her

not abl e signs and synptons observed with overdoses

i nvol vi ng paroxetine (alone or with other substances)

i ncl ude nydriasis, convulsions (including status

epi l epticus), ventricular dysrhythm as (including torsade
de pointes), hypertension, aggressive reactions, syncope,
hypot ensi on, stupor, bradycardia, dystonia, rhabdomnyol ysis,
synpt ons of hepatic dysfunction (including hepatic failure,
hepatic necrosis, jaundice, hepatitis, and hepatic
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steatosis), serotonin syndronme, manic reactions, myocl onus,
acute renal failure, and urinary retention.

Over dosage Managenent

Treat nent shoul d consi st of those general neasures enpl oyed
in the managenent of overdosage with any drugs effective in
the treatnment of mmjor depressive disorder.

Ensure an adequate airway, oxygenation, and ventil ation.
Monitor cardiac rhythmand vital signs. GCeneral supportive
and synptonmati c neasures are al so recommended. | nduction
of enmesis is not recomended. Gastric |lavage with a | arge-
bore orogastric tube with appropriate airway protection, if
needed, may be indicated if perforned soon after ingestion,
or in synptomatic patients.

Activated charcoal should be adm nistered. Due to the

| arge volunme of distribution of this drug, forced diuresis,
di al ysi s, henoperfusion, and exchange transfusion are
unlikely to be of benefit. No specific antidotes for
paroxetine are known.

A specific caution involves patients taking or recently
havi ng taken paroxetine who m ght ingest excessive
guantities of a tricyclic antidepressant. In such a case,
accurul ation of the parent tricyclic and an active

met abolite may increase the possibility of clinically
significant sequel ae and extend the tinme needed for close
medi cal observation (see Drugs Metabolized by Cytochrone
Pssol | D5 under Precauti ons).

| n managi ng overdosage, consider the possibility of
mul ti ple drug invol venment. The physician shoul d consi der
contacting a poison control center for additional
information on the treatnent of any overdose. Tel ephone
nunbers for certified poison control centers are listed in
t he Physicians’ Desk Reference (PDR).
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DOSAGE AND ADM NI STRATI ON
Maj or Depressive Disorder

Usual Initial Dosage

Paxi| CR (paroxetine hydrochloride) should be adnm nistered
as a single daily dose, usually in the norning, with or

w t hout food. The recommended initial dose is 25 ng/day.
Patients were dosed in a range of 25 ng to 62.5 ng/day in
the clinical trials denonstrating the effectiveness of
Paxil CRin the treatnent of major depressive disorder. As
with all drugs effective in the treatnent of major
depressive disorder, the full effect may be del ayed. Sone
patients not responding to a 25 ng dose nay benefit from
dose increases, in 12.5 ng/day increnents, up to a nmaxi mum
of 62.5 ng/day. Dose changes should occur at intervals of
at least 1 week.

Pati ents should be cautioned that the Paxil CR tabl et
shoul d not be chewed or crushed, and should be swal | owed
whol e.

Mai nt enance Ther apy

There is no body of evidence available to answer the
question of how long the patient treated with Paxil CR
should remain on it. It is generally agreed that acute
epi sodes of nmj or depressive disorder require several
nmont hs or | onger of sustained pharnmacol ogi ¢ therapy.
Whet her the dose of an anti depressant needed to i nduce
rem ssion is identical to the dose needed to maintain
and/or sustain euthyma is unknown.

Systenmatic eval uation of the efficacy of imedi ate-rel ease
par oxeti ne hydrochl ori de has shown that efficacy is

mai ntai ned for periods of up to 1 year with doses that
averaged about 30 ng, which corresponds to a 37.5 ng dose
of Paxil CR, based on relative bioavailability

consi derations (see Pharnmacokinetics).
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Pani ¢ Di sorder

Usual Initial Dosage

Paxi| CR should be adm nistered as a single daily dose,
usually in the norning. Patients should be started on 12.5
ng/ day. Dose changes should occur in 12.5 ng/ day
increments and at intervals of at least 1 week. Patients
were dosed in a range of 12.5 to 75 ng/day in the clinical
trials denonstrating the effectiveness of Paxil CR The
maxi mum dosage shoul d not exceed 75 ny/ day.

Pati ents should be cautioned that the Paxil CR tabl et
shoul d not be chewed or crushed, and should be swal | owed
whol e.

Mai nt enance Ther apy

Long-term mai nt enance of efficacy wth the inmedi at e-

rel ease formul ati on of paroxetine was denonstrated in a 3-
month rel apse prevention trial. In this trial, patients
wi th panic disorder assigned to inmedi ate-rel ease

par oxeti ne denonstrated a | ower relapse rate conpared to
patients on placebo. Panic disorder is a chronic
condition, and it is reasonable to consider continuation
for a responding patient. Dosage adjustnents shoul d be
made to maintain the patient on the | owest effective
dosage, and patients should be periodically reassessed to
determ ne the need for continued treatnent.

Dosage for Elderly or Debilitated, and Patients with Severe
Renal or Hepatic |npairnent

The recommended initial dose of Paxil CRis 12.5 ng/day for
el derly patients, debilitated patients, and/or patients
with severe renal or hepatic inpairnment. Increases may be
made if indicated. Dosage should not exceed 50 ng/day.

Switching Patients to or froma Mnoanm ne Oxi dase | nhi bitor

At | east 14 days shoul d el apse between di scontinuation of a
MAO and initiation of Paxil CR therapy. Simlarly, at

| east 14 days should be all owed after stopping Paxil CR
before starting a MAO .

38



Di sconti nuati on of Treatnment with Paxil CR

Synpt ons associated with discontinuation of imedi ate-

rel ease paroxetine hydrochl oride have been reported (see
PRECAUTI ONS). Patients should be nonitored for these

synpt ons when di scontinuing treatnent, regardl ess of the

i ndication for which Paxil CR is being prescribed. A
gradual reduction in the dose rather than abrupt cessation
i s reconmended whenever possible. If intolerable synptons
occur follow ng a decrease in the dose or upon

di sconti nuation of treatnent, then resum ng the previously
prescri bed dose may be consi dered. Subsequently, the
physi ci an may conti nue decreasing the dose but at a nore
gradual rate.

HOW SUPPLI ED

Paxil CR is supplied as an enteric filmcoated,
control |l ed-rel ease, round tablet, as foll ows:

12.5 ng yellow tablets, engraved with Paxil CR and 12.5
NDC 0029- 3206- 13 Bottles of 30
NDC 0029- 3206- 20 Bottles of 100

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

NDC 0029- 3207-20 Bottles of 100
NDC 0029- 3207-21 SUP 100's (intended for institutional use

only)

37.5 ng blue tablets, engraved with Paxil CR and 37.5
NDC 0029- 3208- 13 Bottles of 30

Store at or bel ow 25°C (77°F) [see USP]
DATE OF | SSUANCE: MONTH YEAR

DOC:  PAXI LCR PAN AP3. DOCC
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