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IMPORTANT DRUG INFORMATION

Dear Healthcare Professional:

On March 22, 2004, the FDA issued a Public Health Advisory cautioning physicians, their patients,
and families about the need to closely monitor all patients being treated with antidepressants.' This
Advisory arose from the FDA's ongoing review of potential safety issues involving antidepressants and
pediatric patients; additional information concerning this review is expected later this year. The FDA
also announced that it was proposing labeling changes for ten antidepressants: Prozac® (fluoxetine),
Zoloft® (sertraline), Paxil® (paroxetine), Luvox® (fluvoxamine), Celexa® (citalopram), Lexapro®
(escitalopram), Wellbutrin® (bupropion), Effexor® (venlafaxine), Serzone® (nefazodone), and
Remeron® (mirtazepine). These labeling changes, which have now been finalized, describe that
patients with major depressive disorder, both adult and pediatric, may experience worsening of their
depression and/or the emergence of suicidal ideation and behavior (suicidality), whether or not

they are taking antidepressant medications. The changes include a new warning recommending
close observation of adult and pediatric patients treated with antidepressant drugs for worsening
depression or the emergence of suicidality, particularly at the beginning of treatment or at the

time of dose increases or decreases.

GlaxoSmithKline, in consultation with the FDA, would like to advise you of the new warnings in the
labeling for PAXIL® (paroxetine HCl) and PAXIL CR® (paroxetine HCl controlled-release tablets). These
products are not approved for use in the pediatric population, and clinical trials for PAXIL failed to
demonstrate efficacy in pediatric depression. Revisions have been made to the WARNINGS and
PRECAUTIONS sections of the labeling to reflect the new warning for PAXIL and PAXIL CR. 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.

The medical community can further our understanding of PAXIL and PAXIL CR 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

' For further information on the FDA Public Health Advisory please refer to the FDA's website at:
http:/Avww.fda.gov/cder/drug/antidepressants/AntidepressanstPHA. htm
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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.
V.P., Medical
Worldwide Development, North America
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WARNINGS-Clinical Worsening and Suicide Risk

Patients with major depressive disorder, both adult and pediatric, may experience worsening of their depression
and/or the emergence of suicidal ideation and behavior (suicidality), whether or not they are taking antidepres-
sant medications, and this risk may persist until significant remission occurs. Although 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, a causal role for antidepressants in inducing such behaviors has not been
established. Nevertheless, patients being treated with antidepressants should be observed closely for
clinical worsening and suicidality, especially at the beginning of a course of drug therapy, or at the
time of dose changes, either increases or decreases. Consideration should be given to changing the
therapeutic regimen, including possibly discontinuing the medication, in patients whose depression is persistently
worse or whose emergent suicidality is severe, abrupt in onset, or was not part of the patient’s presenting
symptoms.

Because of the possibility of co-morbidity between major depressive disorder and other psychiatric and non-
psychiatric disorders, the same precautions observed when treating patients with major depressive disorder
should be observed when treating patients with other psychiatric and nonpsychiatric disorders.

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, consideration should be given to changing the therapeutic regimen, including possibly discontinuing
the medication, in patients for whom such symptoms are severe, abrupt in onset, or were not part of the
patient’s presenting symptoms.

Families and caregivers of 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, and the other symptoms described above, as well
as the emergence of suicidality, and to report such symptoms immediately to health care providers.
Prescriptions for PAXIL should be written for the smallest quantity of capsules consistent with good patient
management, in order to reduce the risk of overdose.

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 discon-
tinuation of PAXIL).

It should be noted that PAXIL is not approved for use in treating any indications in the pediatric population.

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 initiating treatment with
an antidepressant, patients 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-Information for Patients

Patients and their families should be encouraged to be alert to the emergence of anxiety, agitation, panic attacks, insomnia,
irritability, hostility, impulsivity, akathisia, hypomania, mania, worsening of depression, and suicidal ideation, especially early
during antidepressant treatment. Such symptoms should be reported to the patient's physician, especially if they are severe,
abrupt in onset, or were not part of the patient's presenting symptoms.

©2004 The GlaxoSmithKline Group of Companies
All rights reserved. Printed in USA. PXC686R0 May 2004
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PRESCRIBING INFORMATION

PAXIL®

(paroxetine hydrochloride)
Tablets and Oral Suspension

is the hy

DESCRIPTION

PAXIL {paroxetne hydrochlonde) is an orall salt ol a pt
compound identhied chemically as (- Hm-d‘-(d -IIWM] 33[ oxy) methyl] pi pm!mn hydmchlo-
nde drale and has the ,OHCI'mH-O Tha molecular wslghi 15 374.8 (320.4 as Iree base)

e
QL

The il formula ol paroxetne hydroch yoduon

Paraxetine hydrochlonide is an odorless, off-white powder, having a melting point range ol 120° 1o 138°C and a solublity of 5.4
mg/mL in water.
Tablets: Each lim-coated lable! contains paroxetine hydrochloride equivalent lo pararetine as ldlows' 10 mg-yellow (scored),
20 mg-pink (sceredj 0 mq-blua domg-men Inactive ngr-dlmls consist of dibasic caldum phosphate difydrate, hypromel-
lose, magnesum steara '?ME::; msimrglymlala titanaim diaxide, and 1 or more of the
following: D&C Red No 30 D&cveﬂow l0.10, F CBIue No! FDAC Yeliow
S lon for Oral Administration: Each 5 mL ol crange-colored, crange-lavored liquid contai
alent fo parcveting, 10 mg. Inactve ingredients consis! of o Y ....._....promm gFryod %ﬂf‘l\
bilci, methy! paraben, WLE;MMMMa citric acd ‘,"‘-‘ sodium sacch

and simethicone emuision
CLINICAL PHARMACOLOGY

Pharmacodynamics: The efcacy of paroxsting in the trealment of major depressive disorder, social anxiely disorder, obsessve
compulsive disorder {OCD), panic dnsnnh (PD), generalized anxety e (GAD), and postfraumaic siress disorder (PTSD)
18 presumed 1o be inked 1o polentiafion of seroloner: 3‘.‘.?""’"" in the central nervous system resuling rom inhibifion of neuranal
reuplake of serolonin (5-hydroxy-tryptamine, 5-HT) ies a1 clinically relevant doses in humans have demonstrated that parox-
efine blocks the upiake of serctonm info human platelets. b vilro studies in animals also suggest thal paraxetine is a polen! and
highly selectve inhibicr of neuronal serofonin reuptake and has only \mymall effects on norepinephrine and dopamine neuronal
reuplake. In vitro radioh bmd studies indicate thal paroxetine has littie dimr foe nuacamr., alpha,, dphar, bela-adren-
eegic-, dopamne (D4)-, -, 5-HT -, and hi {Hy)+ | , and alpha,-adren-
uﬁnaplorshasbem with various sedative, and car effects for othar psycholropic augs

Panic Disorder: The effectiveness ol PAXIL in the treatment of panic disorder was demonstraled in fhree 10- fo 12-week mult-
cenler, placebo-controlled studies of adull oulpalients (Sludies 1- 31 Paients inall w&swmcdﬁsuﬂutﬂw 1IR), with or
without agoraphobia. In these studies, PAXIL was shown o be signiicantly more efleciive than oluoetn in trealing panic disorder
by al leas! 2 oul ol 3 measures ol panic aftack y and on the Clinical Global Impression Severity of lliness score.

Study 1 was a 10-week dose-range inding study; panenlsmluamd with fixed paroxefine doses of 10, 20, or 40 mg/day o
placsbo A significant diflerence from placebo was observed only for the wmwa;grnup Al endpoinl, ?B%dpaimls receiving
paroxsting 40 mg/day were free of panic attacks, compared fo 44% of placebo-eated patents,

Shudy 2 was a 12-week flexible-dose study comparing paraxeline (10 1o 60 mgdalﬂ andphcebo Al endpoint, 51% of paroxe-
lmpaﬁmlsmahneolpmtmadumnﬁmmdﬂa: ebo-Feated

Shudy Iwas a 12-week Ieuble-dnseswr comparing wadna(iahmwdiﬂhdmnmmwm«ﬂv recen-
ing standardized cognitive behavioral herapy. Al endpoin!, 33% of the paraxetine-trealed patients showed a reduction fo 0 of 1
panic altacks mtmarud 1o 14% of placebo patienls.

In both Studies 2 and 3, the mean paroxetine dose lor completers al endpoint was approximately 40 mg/day of paroxetine.

Long-term maintenance effects of PAXIL in panic disorder were demonsiraled in an extension 1o Study 1. Pabents who were
responders during the 10-week double-biind phase and during a 3-month double-blind extension ph:u mmdqumd fo either
paraxatine (10, 20, or 40 mg/day) or placedo in a 3-month doubie-biind relapsa prevention phasa. Pal d lo paroxe-
ine were sy\dmlly less likedy fo relapse than comparably ummmow«ommhum

Subgroup analyses did nol indicate thal there were any diflerences in Irealment culcomes &s a lunction of age o gender.
Social Anxiety MmamuMLhMWIdWMyMnuudmmwnhalzm
multicanter, mmmwum(swm 2, and 3) of adult outpatients with social anxiety disorder (DSMHV). In
lhealbchmdMLmothommmdeanmdmmmdmm adglmod!ya(lmcal

Global Impression (CGI) Improvement scare of 1 (very much improved) or 2 {much improved), and {2) from baseling in the
Liebowitz Sodial Anxdely Scale (LSAS).
Snduluﬂ2mlmﬂo-do-suia rwalmt?ﬂbﬁomddlnandﬂam

ed slatis-

T onty over on both the CGI Improvement crterion and the Lisbowitz Secial Amdety Scale

Ml huhmls o completed fo week 12, Gs%dpamhe-keﬁdpmmmmmdmbo—hm

CGI Improvement responders. n Study 2, CGI Improvement responders were 77% and 42% for the paroxetine- and
plweh&twhdpalum respaciivaly.

Mamﬂaws&mm parcxetine deses of 20, 40, or 60 thplammzomgwudmm
siraled o be significanty mehuLSASTMm and the enion; there were
trends for supenority over for the 40 mg and 60 mgiday dose mThnmmanmwdydwadﬂmal

benelil for doses higher han 20 mg/day
Subgroup analyses ganerally did nol indicale diflerences in treatment oulcomes as a lunchion of age, race, or gender.
Generalized Anxiety Disorder: The effeciveness of PAXIL in the treatment of Generalized Anxiety Disorder (GAD) was demon-
gﬂd '}ﬁw multicenter, placabo-controled sludies (Studies 1 and 2) of acull oupalients with Generalized Anxiety
1 was an 8-week study comparing fixed paraxetine doses ol 20 mg or 40 mgiday with placebo. Domoizo
of PAXIL were both demons&Jed to bezggmﬁam supenior to Nceh?";?\ fhe Hg?-llg narf; Scale for Amtety (| 1)”"3
score. There was nol sufficient evidenca in tis siudy fo suggest a grealer benefit for the 40 mg/iday dose compared o

dose.
Sl.mmuasalmmsl comgparning paraxetine (20 mg 1o 50 mg dally) and placebo PAXIL demonstraled stalistcally
u"{)ﬂ the H.'minnn Rating Scale for Anxiety (HAM-A) tolal score, Ahrdsbudy also llexible-dose

mhmmwmsNWMnmwﬁmwﬂﬁamml 1/50 of the parent compound, they are

P inelics: Pa 15 equally bioavailable lrom the oral susp and tabiel.

drochlonde is alter oral dosing ol & solution of the hydrochloride salf. In a study in which nor-
mirnse wbw:!s {n = 15) received 30 mg tablets daily for 30 days, sleady-siate paroxetine concenirations were achieved by
mnaldy 10 days for most subjecls, alf il may take substantialty longer n an occasional patienl. Al sleady stale, mean

T G ardT,,wutuﬁlanmL(C\'dsm SNIQG\H ), 30.7 (CV 67%), and 21.0 (CVSZ%)

euuad;s!ahc., and C,., values were about 6 and 14 Emes whal be predicied from single-dose studies.
Sleadyslatedru amsurebauﬂmwcmmabmamsyuummmmnmmdlromungvdoudm
mmm @cess sa of the fad that 1 of the anzymes that melabolizes paroxeting is readily
satul

ﬁaloumwmlmt&m&mmm elderly and nmﬂﬁulypnlms,nlﬁmul 20 mg fo 40 mg daly lor he
ddsiy 20 myg 1o 50 mg daily for inboth populations, agan reflecting a saturable
mtabdmpmmay In companson 10C..,, mnmzomgdaw vﬂmﬂ«wmﬂymwmzlosmgeakm

The ufhn!s ol food on the boavailability of paroxeting were studied in subjects administered a single dose with and without food
AUC was only shichly increased (6%) when drug was adminisiered with food but the C.,, was 25% grealer, whie the ime fo reach
podt plmaoonnen!ralon dmﬁmmaammmmsm-a

ol ‘mronl ini  The principal are polar and conjugated products of axi-
dmnandwmam which are readiy deared. Conugates with acid and sulfate  and major
have been mmuwdm“l:eu Oalaln&c;h that the nwtabokln 1o mere than 1/50 he of the parent compound at

uplake in part by cylochrame P10, Saturation of this enzyme
mmmmmmlb«lhmuhwiydmﬂhmm-wemgdmawnumrgﬂnnimdlrub
ment. The role of this enzyme in paraxetine metabolism also suggests potental drug-drug interactions (see PRE!

over
m%«a paraxetine (20 mg 1o 50 mg daily), did nol 3 of PAXIL over placebo on the
Hanlbn kng Scale for Anxiety (HAM-A) total score, the primary oulcome.

Subgroup analyses did not indicale differencas in Ireatment oulcomes as a function of race or gender. There were insufficient
ﬁdypmm:lommmmmmwmshoiage

In a longer-lerm Inal, 566 patents meetng DSM-IV critenia for Ganeralized Anxiety Disorder, who had responded dunng a sin-
gle-biind 8-week acule reaiment phase with 20 lo 50 mg/day of PAXIL, were randomized lo continuation of PAXIL af their same
dose, orlopheebo.htwbﬁwnholobumﬁmfu . Response during the single-blind phase was defined by having
a decrease ol 22 points compared fo baseline on the CGI-Sevenity of liness scale, 1o a score of <3 Relapse during the double-
blind md«nwasmnmmdzzpdnbmwﬁbbmﬂummcs -Sevenity ol liness scale 10 a score of 24,
of wi duetolack of efficacy Patients recening d PAXIL exp o 1y lower relapse rate over he sub-
sequenl 24 weeks compared 1o those receiving placebo.
Posttraumatic Stress Disorder: The effsctveness of PAXIL in he trealment of Posliraumalic Stress Discrder (PTSD) was
demonsirated in two 12-week, multicenter, placebo-coniralled studies (Studies 1 and 2) of adult oufpatients who med DSM-IV cni-
teria for PTSD The mean duration of PTSO rurhezm:tssmhwdwanymtmrqﬂ':: 1yearlo5?yeats)

amaqr combined 2

The per of patients with uounmry major depressiva disorder or non-PTSD
was 41% (356 oul of 858 40'&PL345aldES§ palients), respeciively Study oul assaasedbp'(l
Clinician-Adminisiered PTS| Sca!a 2 (CAl zjsmmdﬂheCMbedhw Glchal ISr.'k((Xill)

Tm CAPS-2 is a mulli-tem instrument fhat measures 3 aspecis ol PTSD with the following sympiom clusters:
The 2 pnmary culcomes for each frial were
tn)m&iwmmhw@mmmmﬁ}zhwmtmm) mdu-:pmpu-ionnh ders on the CGI-l, where
were defined as patents having a score ol 1 (vary much improved) or 2 (much im
Stldnwua12wmmmngmmwdmdmmgulomhﬂm Doses of 20 mg and 40 mg
of PAXIL were d superior fo placebo on from baseline for the CAPS-2 tolal scere and on pro-
pqtmdu:mnhsmmcm-l There was not sulficient evidence in Ilvs study 10 sugges! a greater benefil for the 40 mgiday

IONS)

Approximately 64% of a udsdmm:ﬂpamimvrase:caehdmtfnmew-mz%uhe d and
62% as metaboliles over a 1 ng period About 36% was excrefed in the leces (probably via the bile), miy as
metabolites and less than 1% a:\'{w parent uonqud over ihe 10-day post-dosing period.

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

Protein Binding: Approximalely 85% and 93% of paroxeine is bound lo plasma protesn al 100 ng/ml and 400 ng/mL, respec-
tvely. Under dincal conditions. paraxatine concentrations would normally be less than 400 ng/mL. Paraxetine does not alter the in
viro profein binding of phenyloin or warfarin.

Renal and Liver Di: I d plasma ne occur in subjects with renal and hepatic imparment.
The mean plasma concentralions m patients with creatinine dwance below 30 mLimin. was approximalely 4 limes wulsr tan

in normal volunieers. Pabienls with creatinine dearame ol 30 1o 60 mUimin. and patients with hepalic functional imparment
had aba#a?ﬂdwmasemptammesﬂaiﬂ'sl

The inital dosage should therefore be reduced in palllms\mﬂl savere renal or hepalic imparment, and upward ttration, if nec-
essary, should be al increased nfervals (see DOSAGE AND ADMINISTRATION).

Elderly Patients: In a mulliple-dose sfudy in the elderly at dady paroxetine doses of 20, 30, and 40 mg. C.... conceniralions.
were aboul 70% lo 80% grealer than the respactive C... conceniralions in nonelderly subjects, Therefore the inital dosage in the
elderly should be reduced (see DOSAGE AND ADMINSSTRATION)

Clinical Trials

Major Depressive Disorder: The efficacy of PAXIL as a treatment for major depressive disorder has been established in 6 pla-

cebo-conlrolled studies of pamrns wilh major depressive disorder (aged 18 1o 73 In Ihese studies, PAXIL was shown 10 be sig-

nificantly more effective than placebo in treating depressive disorder by af leasl 2 of the lollowing measures: Hamilton

g:;lmm Ratng Scale (HtﬂS}, the Harmiton dspmsnn mood ifem. and the Clinical Global | mm(CGIrSMy of lliness
IL was signilicantly better than placebo in improvement of the HDRS sub-factor soores, induding the depressed mood item,

sleep disturbance factor, and amaety facior.

A sludy of oulpatienis with major depressive discrder who had responded lo PAXIL (HORS total score <8) dunng an imilial 8-
week open-ireaimen! phase and were then randomizad to continualion on PAXIL of placebo lor 1 year demonsirated a signibicantly
w;dwé“ for patients laking PAXIL (15%] compared 1o those cn placebo (39%). Efiectiveness was similar for male and

paken
Ob i Disorder: The efk of FAXIL in The dsive disorder (OCD) was demon-
strated in two |24JM mufticentar placebo-controlied sludies of adult ollg&mls (Studses 1 and | 2) Patents n &l sudies had mod-
erale 1o savere OCD (DSMHIIR) with mean basating ratings on the Yale ssve Compulsive Scale (YBOCS) lotal score
rmgﬂg from 2310 26, Stdy 1,2 dou-m? finding study where pafients were realed with fxed doses of 20, 40, or 80 mg ol parox-
demmstmu udnlvdom mhemmdsommaleclmmhnalmldoco Pehenbrecemgdosa
nldOandﬁOmg imalely 6 and 7 panls, respectively, on the YBOCS lolal score
which was sy-icm'lv gaaht than the awmme 4ol reduchon al 20 mg and a 3-point :edudm in the placebo-trealed
pabents, Study 2 was a fedble-dose study Wﬂetﬁh&mﬁmﬁdﬁnﬁiﬂc!?smmmmmm
study, patiens recenving paroxetine experienced a mean reduction of appraximalely 7 points on the
significanty greater than the mean reduction of approximalely 4 points in placebo-reated pakents.
The bllwng table provides e oulcome classificabion by freaiment group on Global improvement items of the Clinical Global

dose compared 0 e 20 mg/day dose
Study 2 was a 12-week fexible-dose study companing mn[mb!ﬂm anlanliLmdemmmcd io be
significantly superior fo placebo on change krom basefine for the CAPS-2 lotal score and on proporfion of responders on the CGI-1,
A third study, also a flexibie-dose study comparing paroxeting (20 1o 50 mg daily) 10 placeba, demonsirated PAXIL to be signif-
Icantly superiof 1o placebo cn change from basekine for CAPS-2 total score, but not on proportion of responders on the CGI
The majority ol patients i these Irials wave women (68% women: 377 out of 551 subjects in Study 1 and £6% women: 202 out
of 303 subjects in Study 2). &bgmmmﬂdmmm%uwammnumautmlmdgmdemm
were an insuflicient number of palients who were 65 years and older or were non-Caucasian to condus! subgroup analyses on e
bass ol age or race, respectively,
INDICATIONS AND USAGE
Major Depresaive Disorder; PAXIL is indcated lor the & of major o disorder.
Thuﬁcaqdm)(leIhetnhnﬂIdawdmmmmnmsmﬁmdnmﬂ controlled frials of oufpafients
mmwﬂwmqubhmllmbmdmdqmdﬁuﬁﬂm CLINICAL PHARMACOLO-
GY—Clinical Tnals). A major depressive episode implies a p d or dy mood thal
usually interferes with daily luncionng mﬂymmmwmzne&ﬂ awmmmaﬂms 4dlhelnlo-mgs
loms: Change in appetite, change in sleep, psych agilation of loss of inferas! in usual actwtes or decrease in
muﬂmlwmhlml fealings of quill or worthlessness, slowed thinking or impaired concentrafion, and a suicide attempl
or sulcidal ideation

mmamnun dd d patients have nol been adequalely studied
nrupmsunmptdo mhadnriumimmwasdmﬂmmaﬁm
ounllulad m{ tauCLINICALP LOGY—Ciinical Tnals). Nevertheless, the physiaan who elects fo use FAXIL for extend-

ed penod: should pmoci:aly re-gval
rder: PAXIL is indicaled for tha and ) in patients with i
mpuism disorder (ocm as defined in the DSM-IV. The obsessions or compulsions cause marked dsiecs. are time-consum-
ing, or signdficantly inferiere with social or occupational functioning
The efficacy of PAXIL was eslablished in two 12-week trials with obsessive compulsive
?mded most closely lo the DSM-BIR cateqory of obsessive compulsive disorder (see CLINI

mmwmadmﬁadh rug for the individua patient.

bents whose diagnoses come-
PHARMACOLOGY—Clinical

jlsive disorder is ‘nr«mwmmmn Muqhsmp\bes,own 5 (obsessi
Mmegmmnm«mm fl, and i .gy as
excessive of unreasonable

Long-lerm maintenance of efiicacy was demenstraled in @ 6-month relapse prevention ¥ial. In fis Irial, patienis assigned to
paroxefine showed a lower relapse rale compared fo patients on placebo (ses CLINICAL PHARMACOLOGY—Clinical Trials).
Neverfheless, the physician who elects lo use PAXIL for extended periods should periodically re-evaluale the long-lerm usefulness
ol the drug for the indvicual patent {ses DOSAGE AND ADMINISTRATION).

Panic Dmtdr PAXIL is indicated for the treatment ol pnmc disorder, with or without agoraphabia, as defined in DSM-IV. Panic
disorder is ch by the of atlacks and associated concern about having addifional attacks,
worry aboul the implications o consequences of the allacks, andior a signifcant change in behavior related 1o the atlacks

Impression (CGI) scale for Study 1
o Tiaion o) on GG Giabal T Tt T Edy 'mmodﬂw&ﬁhﬁ?mlzmdgalwm Mswedﬁfﬂmmwmﬂww

Oulcome Placebo PAXIL 20 mg PAXIL 40 mg PAXIL 80 mg Fanic disorder (DSM-IV) is panic aflacks, i.e. mmwmaumwwamm
Classification (n=74) (=75 {n=66) (n = 88) in which 4 (or more) of e folowing symptoms develop abruplly and reach a peak witin 10 )
Worse 14% 7% 7% 3% wmledhmmammmgg(alnmﬂmws‘uhnq.mmmdmdbrmam S}beingoldnk
No Gl Y 5% 22% 19% ing; (6) chest pain or d nausea of ; (B) , unsteady, lightheaded, or : (0) derealization

hange - (wngauunumw mmmwseumqhammgmunmmamnz;pum
Munimally Improved 24% 3% 2% 345 sias o tngiing sensatons}; {13) chills or hot fushes
Much Improved 1% 18% 2% 24% ferm maintenance of efficacy was demonsiraled in a 3-month relapse prevention Inal. In ths ents wilh
Very Much Imgroved % m’ 0% 20% Eég@m: mmﬂaalm Mmmwwaﬁluﬁ.%mmtwcuuﬁ %ﬁ%
swgrwpmmﬁdndmummmwewamremmwmmmmunmimulagmgum g Dol bl o i Pacs shal

The long-lerm mainianance eflects of PAXIL m OCD were d !o&rud!l Patients who were

esponders on paraxeline mm'nnamh double-blind phmw:l&mmhmonmcpm paroxetine (20 lo 60

mg'da;l were randomized o ine or placebo in a 6-manth doubie-biind relapse prevention phase. Patients random-
ized to paraxetine were significantly Iﬂq likely lo redapse inan comparably freated pafients who were randomized fo placebo

Social Anxiely Disorder: PAXIL is indicated for Ihe treatment of social anxiety disorder, Hsolumnumd phobia, as defined
in DSM-IV (300 23). Social anxiely disorder is characlerized by a marked and persistent lear of | or more socal of

situations in which the person is exposed o unfamiliar people o fo possible scrusiny by others. Exposure 10 the leared situation
almost invariably provokes anxiety, which may approach the intensity of a panic atfack. The leared situafions are avoided or
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PAXIL*
(paroxetine hydrochloride) Tablets and Oral Suspension

endurad with inlense anxiety or distess. The avoidance, anxious antiapation, or distress in the feared situalion|s) interferes sig-

nificanty with the person s normal routing, | of , of social actities of relationships, of there is

marked Mwabwihawsgﬂ!#mhas Lmudegrmdpeﬂcﬂnmmmwu shyness generally do not require psy-
chopharmacological treatment

The othcuz of PAXIL was astablished in three 12-week tals in adull patients with social %DSM‘IV) PAXIL has
not been studied in chidren or adolescents with social phobia (see CLINICAL PHARMACOLOG! —-Qrwd Tials)

The eflectiveness of PAXIL in long-term treatment of social anxiety disorder, i.e., for more than 12wmmm|hun
n:ah evalualed n adequale and well-controlled Inals Therefore, the phy who elects 10 p ibe PAXIL for exts P‘ronu

should penodically re-evaluate the long-lerm usetuiness o ha drug for the indvidual p-'tlenl(uo DOSAGE AND ADMINISTRATION)
Generalized Anxiely Disorder: PAXIL is indicaled lor the treatment of Generalized Andety Dt:mier IGAD) as defined in DSM-V.
Anxety of lension associaled with the stress of everyday Ie usually does nol require y

The efficacy ol PAXIL in the freatmeni of GAD was established in two 8-week umbwunlrdlad Imls:n adults \M1I\ GAD. PAXIL
1?:35 n)nl been siudied m children or adclescents with Generalized Anaety Disorder (see CLINICAL PHARMACOLOGY—Clinical

fials)

Generakzad Amxely Disorder (DSM-V) 1s characlenzed by excessive amety and worry (apprehensive axpectaton) thal is per-
sistent for al bﬂsm%mdwnhhewmmmqlliamw It must be asscciated with al least 3 of the following &
symploms: Resliessness or nolwedwofmodge.bmgewuhhgnd difficully conceniraling or mind going blank, imi-
tablity, muscle lension. sleep disturban:

The efticacy of PAXIL in mamntainin &mupmsem patients with Generalized Mury Disorder, who responded dufing an B-week

acute reatment phase while taking PAXIL and were then observed for relapse a peniod of up lo 24 weeks, was demon-
sirated in a placebo-controlled ’ml (ue CLINICAL PHARMACOLOGY—Clinical Tm Nevertheless, the physician 'who elects o
use FAXIL lor edended periods should periodically re-evaiuale the long-lerm usetulness of the drug for the individual patient (see
DOSABE AND ADMINISTRATION)
ic Stress Disorder: FAXIL 1s indicaiad for the I of P Stress Disorder (PTSD).
Thldmdﬂxllnha of PTSD was ished in two 12-week placebo-controlied trials in adulls with PTSD

(DSM-IV) (see CLINICAL PHARMACOLOGY—Clinical Trials)

PTSD, as defined by DSM-N, wuwwamwuumm-mmummmnummm o
tveal fo the physical mlegrity of sefl or olhers, and a response thal involves infense fear, helplessness, or hormor. Symploms thal eccur
as a resull of exposure 1o the Yaumatic even! indude res of the even! in the form of infrusive thoughls, Eashbadks, of

dreams, and inlense distress and physi uacivlymmmlomlomml avoidance ol siuations rem-
m«ndmvamcmtmmm«dm hcmntandhnulimq general responsiveness maniiesled as dimin-
ished intarest in signifi from ofners, g ofaﬂnclﬂ'ia‘ludlunﬂmhueaiw
b'nsdauhrwmuml rwpuuglm tod startle resp and imi-
muwwtdm dﬂqnoﬂsfeqwu has;rrunms:ramm uamammmmmm
cally sigl P ofher important areas of functoning,

Theaﬂm ul PAXILmImqu verm woaﬂmmoIPTSD,w for more than 12 weeks, hasrmlbemsyslmntalymdum n
-controlled bials Therelore, the ian who elecis 10 prescribe PAXIL for exlended periods should pesiodically re-eval-
uale Ine long-lerm usefulness of the drug lor he indhidual patient (see DOSAGE AND ADMINISTRATION)

CONTRAINDICATIONS

Concomiant use ngaﬁan!s faking eifher monoamine oxdase inhibitors (MAOIs) or fhiondazine is di
INGS and PRECAUTIONS)

PAXIL is contraindicaled in patients with a hypersensitinty 10 paraxeine or any of he inaclive ingredients in PAXIL
WARNINGS
Polential for Interaction With Monoamine Oxidase Inhibitors: In p iving another i ke inhibitor drug
in combination with a moncaming axidase inhibitor (mon.um havo been npuh of serious, somelimes fatal, reaclions
indluding hyperthermia, rigidity, mpdonu!. autonomic instability with possible rapid fluctuations of vital signs, and mental
stalus changes thal i extreme agitaion mmlnn 1o defirium and coma. reacfions have also been reporbd
hmimlsnhehannmwwwnm and have been started on an MAOL Some cases

malignan dr cﬂmnnnhnmdauﬂmhgludlmlmclbnwlth

lmihd animal data on the melmmhmd use of paraxetine and MAOIs sugges! thal thase 1 synergist-
cally lo elevaie blood p Hismmmmmdlhuwl.nol unﬂncem-
bination with lﬂ MAOI, or within 14 days of discontinuing trealmeni with an MAOK, Al leas! 2 weeks should be allowed afler
stopping PAXIL before starting an MAOL

d (see WARN-

:mmwwvﬂmemuiydihmmmm been in eldedy individuals, some in palients laking dwrefics or who were
erwise volume
Abnormal Bleeding: Published case reports have i ed the ce of teedi n& des in pafients Irealed with
ps'pdlwoplcam | inferlere with sevolonin reup Sub ical studies, both of the case-conlrol and
demonsiraled an association between use of psycholropic dlugs that interfere with serotonin reuplake and
fhe of upper g | bieeding. In 2 sludies, concurrent use of a nonsteroidal ant-nfammalory dmg (NSAID)
or aspinn polmhuodl\o fisk of Heeding (see Drug Interackons). Allhough these studies focussd on v.ger gastrontestinal bleed-
m 15 feason fo believe that al other siles may be stmiuly alnd Patients should be cautioned regarding fhe
zaled with the use ol p s, aspirin, or other drugs thal aihd cnaguhiun
Huln PimmMMCmnmﬂmrMma Chnical experience wm m(!i. npaumswm oartain con s!:
is limited. Caution is advisable in using PAXIL in patients with diseases or condiions that could affect metabolism or

responses.

Anmh other SSAls, ﬂwnasshas bmmlrequenlly rem‘ed in pr studies with PAXIL A lew cases ol acule u'gle

closur reported in the literature. As mydnasis can cause acule
suwnpa‘llemsmm"m angledmnum.ca:mn shouid be used when PAXIL is prescribed for patients with narrow angle glau-
coma.

PAXIL has nol been evaluated or used fo any appreaable extent in pafients wmarmhisbt\rotnwowddmhmm o
unslable heart dsease Pafients with Ihese diagnoses were excluded from dinwcal siudies during the producf's premarket lestn: “dq
Evaluaton of deﬂuudlnwnm.'.olm patients who received FAXILI'A double-bind, plawbomd trials, however, did nol
cate that PAXIL is d with Simdarly, PAXIL does no! cause any dirically
imporiant changes in heart nhuuoudyme

Increased plasma concentraions of paraxetine occur in patients with severe renal imparment (crealinine dlearance <30
?RL;n ) ]ur severe hepalic imparment. A lower staring dose should be used in such pafients (see GE AND AOMINB-
Inlmﬂm for Patients: Physicians are adwised 1o discuss Ihe lollowing issues with palients lor whom ihey prescribe PAXIL

atiznis and their famdies should be encouraged lo be aler! o the emergence of anwiely, agitation, panic atlacks, insomnia, irm-
!abluy hoshl!y l'npl.iawllp' akathisia, hypomania, mania, worsening of depression, and suiaidal idealion, especally early during
nt irealment aynuurnsslwddb-upm-d !nmupaumplqmmn_espeaalynheymmo abrupt in

onm ormndpallorhmmaprmhg

Drm Mnmmmmmmmmm.mm elc.): Patents should be cautioned aboul the concoms-
fanl use ol paroxetine and NSAIDs, aspirin, wolmdmg;halalhclmmlonsmmmnuwdwdmwdw
thal inleriere with serofonin reuplake and these agents has been assodiated with an increased risk of bleeding.

Interference With Cognitive and Motor Performance: Any psychoaciive drug may impair judgment, thinking, or molor skils.
Although in conkrolled stidies PAXIL has nol beensrmnbmpupaydmda performance, pafients should be cautioned about

hinery, induding unél they ar cerian thal therapy with PAXIL does not aflect ther
aﬁlylou’qagemmm

cmpuﬂngcoumofrhemy wniapmmwmummmntwnh treatment with PAXILin 1 to 4 weeks, they should
be advisad to continua therapy as

Concomitant Medication: Pmmmwumm fo inform their physician if they are faking, or plan fo take, any prescnp-
tion or over-he-counler drugs, since there is a polential kr inferactons.

Alcohol: Although PAXIL has nol been shown 1o increase the impairment of mental and molor skils caused by alcohol, patients
should be advised To avoid alcohol while taking PAXIL.

Pregnancy: Patients should be advised o notify their physician d they become pregnant or intend fo bacome pregnant during

i N:;n;rg. Patients should be advised 10 nofify thair physician if they are breast-feeding an infanl (see PRECAUTIONS—Nursing
[ L
Laboratory Todl Thﬂ are no specific laberalory lests recommended
Drug | Tryptophan: As with n'her tonin reuptake rﬁhhrs_ an nlﬂacbun batween pam and Iryplophan
may occur when they are m(y and dizzi-
ness, have been reported when typ\ophm was adnﬂr-smed o P‘”enmalmg L. Guns-q.uily. concomitan! bss ol FAXLL
with iryplophan is not recommended

Monoamine Oxidase Inhibitors: See CONTRAINDICATIONS and WARNINGS.

Thioridazine; See CONTRAINDICATIONS and WARNINGS

Warfarin: Prdmna'y data suggest fhat Im rn:y be a pharmacodynamic nferaction (Ihal causes an increased

Polential | ion With Thicridazine: Thioridazis on alone I ion of the QTc interval, n he lace of ime) betw and warkyn, Since therg is ite clinical expenence, he
which is associated wilh serious veniricular lntq‘lhmhc. su:h a; forsade do polnlu—mn arrhythmias, and alddln concomitan! adminisiration of PAXIL and warfanr\mwu bemdorhhun wilh caution lm Dmpe That rmmo mn‘l Mnosrasas)
death. This eMect appears lo be dose relaled. Sumatriptan: There have been rare mm g patients with ¥ alion

An in vivo study suggests thal drugs which inhibit P/l Dy, such as ,J"'“‘“" elevale plasma levels of thioridazine, Iolom'gllheusedamavewomn mpiahe-r?n (SSAI) and iptan, It and
mussr:mﬁd thal paraxetine not be used in combin with thieridazine (see CONTRAINDICATIONS and leg ine) is clincally wamanled, appropnate observallm of the paien! is
Clinical Worsening and Suicide Risk: Patents wih major depressive disceder, both adult and pediaing, may worsanng nrugs“' g Hepatic Matabotism: The bolism and ph i olp may be afiectad by the induction
dln&&umhuhmgmdmmlmwbdw:wddm whether or nol they are ommtmoldrugmhbolnngama
medicalions, and this risk may perss! un$l remonomnmmgh there has been a Wﬂnﬁgmnhlmhdr Cimetidine: Cﬂdﬁn-hhitlhmqﬂ@ch..lmm)mzymlnandvmmPAXILtsnmgomdabg-as
pressanis may have a rdle in inducing g of d and the lity in certain pasients, a causal role lor dosed oraly lor 4 weeks, sleady-siate
anfidepressants n mmmwwwmnmm pﬂﬂu‘l‘lshinglruhdmmﬂ with oral ci 13@mg|hninuddy)1mllnﬂwmmm when these dr madmlwoml
should bo observed closely for clinical g and su di'ry. e5p "nhhﬁnﬂollmd&www concurrently, dosage adustmenl of PAXIL afier the 20-mg slarting dose should be guided by cinical effect efiect of paroxe-
al the fime of dose chang uﬁ- or d should be given fo changing the therapeutic regimen, tine on cimetidine’s pharmacckinelics was nof studied.

ot nmwhwhmdmeﬁmuw%wwammmm dalty &5 barbital i sngle oral 30-mg dose of PAXIL was

severe, abrupt in onset, oruism(pmnll‘!epumfsprmn symploms.
muhmwdmwmmmnmmmwwmwmsuﬂm the
smmwm when Ir s with mayor dep i b vad when freaing patients with other

‘lheblma,ﬂwrmma;ﬂatm e atacks, insomnia, imitability, hostility (aggressiveness), impulswity, akathisia (psy-
hmbean nmwlmmmwmnm
hmdmﬁsﬁtdﬂ'a&wﬂash’w« ih psy
emergence of such symploms and afther Ine worsening of dep armr"'- L
lishetl. consideration should be given o ch. erapeutic reg pmdiy
for whom such symploms are severe, mmmmuwondpmdupamrsmsmmanwm

Families and caregivers of patienis being trealed with anfid is for major depressive disorder or other indicaions,
bd\paydilﬂcndnmpsyd'imﬂz.ﬂmuldhdeﬂedahwihmd' i for th of agilation, irri-

tability, and the other symploms described above, as well as the nce of suicidality, and lo report such
Prescriplions for quanity
good patient 5 | in order 1o red
1t the deasion has been made to dscontinue realment, medication should a5 rapdly as is leasbie, bul with
C%‘?ﬂ =7 EAMJAllmlNI‘.%T&?G%:2
Discontnuation of Treatment With PAXIL, lor a deseripion of the nisks of discontnuation of
uslmidbemlodmmPAXILsmlwmdhrmnmw1mwmmhammm

duces many When a
ndmmmadalﬁumzhldshawm(lm once daily for 14 mm.wcanﬂT were reduced mmd
26% and 38%, ) + i&' ﬂ#ﬁ of parcueine on phe b ortiorr.

not siudied. Since PAXIL exhibits nonnear mmmdﬂumwmaﬁmhmmnm-zmm
mmmmmnamnﬂwmdmmmm when coadministered with phenobarbvtal;

a"!"n"heﬂ \Mﬂn ?ﬂdgmﬂ”%mm administered slale :!:0 d
asn jose was slered al mg once daily lor 14 ,
pmworucwfww!emmﬂmd%wm e of 50% and 35%, resp mm ( 9 : ahn:ilyr':,)a
separaie sludy, when a single oral 300-mg dose of mma&misluedalpiwﬁesl slala(mm]m daily for 14
compared lo phenyloin administer: drugs exhibel

days), M&Mmssﬁg}umﬁmtlzﬁ‘-mm)
macckinelics, Ihe above studes may nol address the case where he 2 drugs are boh being chronically dosed. Noini-

dmag aﬁuatnm e considered necassary when these drugs are coadminisierad; any subsaquenl adusiments should be
g.ldoduydma M{KOWEHSE R&Cﬂ&%mﬂw 15}

Drugs ngs mP,,J drugs, including mos! eftective in tha treatment of major depressive dis-
order (paroxetne, olher SSRIs and ics), mmwmwhe 0m@ Py i802yme PuciD,. Like other agents hal
are metabolized by Pl ty inhitxt the activily of fis i h msl (>m.|| s P..uo.
isozyme is safurated early dunng dnnngwuh I. ni :ﬂuﬁy daiy dnmgul PAXIL der sleady-state condi-
lmlmwmdmmu n%z mmqedmudnauyz- 5- and 3-fold, respecive-

ly. Concomitan! use of PAXIL wilh other d: qwdrunanIID.hasmlbunhmaﬂy but may requite lower

mmanmﬂﬂwmbsdhmm IL or e oter drug.
Therefore, MMde\xILMomdmga that are metabolized by this isozyme, inchuding certain drugs eflective in the

emerge! symploms

hmetiahlylohnlllnmptwim PAX should be wnitien lor the smalles! of lablels consistent with
hat abrupt discontinuaion can be associated with certain symploms (see PRE!

Amudmﬂaq:mdennybeﬂamﬁ presentafion of bipolar disocder nsgmmmad(mmnue:mm i Con-

troded ials) thal such an mmepranrudomma;mmlhelkeﬁmdoi .

?uodonpaim lor bapolar dsorder. Whether any of the symplor o 15 unknown
owever, priof bo infliating with an anid , patients should be adequatel dio delmmaﬂiwanskbt
bipolar disorder; such shoud include a detaded wduamhiuy,mdumgamhslwyuim bipolar disorder, and
depression. i should be t FAXIL is nol approved for use in o

PRECAUTIONS

General: Activation of Ma ia: D or mania occurred in 1.0% of

uring p g festing, hy

unipciar patients trealed with PAXIL compared fo 1.1% of .nnlm-wuml and 0.3% of placebo-reated unipolar plimts @ sub-
sel of patients dassified as bipolar, he rale of manic episodes was 2.2% lor PAXIL and 11.6% lor the combined achive-conirol
groups. As with all drugs effecive in the freaiment of maor depressive disorder, PAXIL should be used cautiously in patients with
a hlsmy of mana

nng premarketing lestng, serzures ocourmed in 0.1% ol patients Irealed with PAXIL, a rale similr fo (hal assca-
aledw-lhotim :Imquﬁeciwnhtmwd major depressive disorder. PAXIL shoud be used cauliously in patients with a
history of saizures. |l should be discontinued in any palient who develops seizures.

Discontinuation of Treatment With PAXIL: Recen! climical tnals supportng the vanous approved indicaons for PAXIL
employed o laper-phase regimen, rather than an abrupl discontnuation of teatment. The faper-phase regimen used in GAD and
PTSD chnical tnals nvolved an incremental decrease in the dally dose by 10 mgiday at weekly ntenvals. When a daily dose of
20 mgiday was reached, palients were conlinued on this dose lor 1 week freaimeni was slopped

With this regimen in those sludies, he lollowing adverse events were reported al an incidence of 2% or greater for PAXIL and
were al least twice that reported for placebo: Abnormal dreams, paresthesia, and dizaness. In the majortly of patients, these
events were mild fo moderale and were sell-imifing and did not require medical intervention

During marketng of PAXIL and other SSAls and SNRIs (serolonin and nuegnsg'mreummml there have been spon-
mmdaﬂmm&mnm wmhedusomlnm‘mnl drugs (parficutan mmmm
mgl)ysprm:mnﬂilg[,aglm sensary {eg, par sud'l eleckric shock

|, confusion, headache, lethargy, amobonal labiity, nsomnia, and hypomania mmmmmuﬁmmn\n
have been tepensoi senqus discontnuation symploms.

mr‘au'r:i:‘mu Inrm, Pk when di Im;’e‘ wﬂ:MlL&gﬂuir:mmmg;:m
er abrupt 15 posable Inlolerable symploms ocour Imrqa ecrease in ose
or upon disconbnuation of then ing the d dose may be quently, the physi-

cian may confinue decreasing the dose bul at a more gradual rale (see DOSAGE AND ADMINISTRATION).
Hyponatremia: Several cases of hyponalrenia have been reported. The hyponatremia appeared 10 be reversibie when PAXIL was

treatment of mmrdq:ruaw ng norinphine, mvmﬁna mpmma_ desipramine, and fluaxetine), phenothiazines,
L d Ty y {eg, prop inide), or thal inhibl this enzyme (e.9., quiniding],
Mb&wnﬂwwmm

mdmumnuammmmwmummandm associated vith elevated plasma levels of
and th - should not m&nmlar (mCONTRAIN leONSArdWARN!NG ).
A|s!ea¢ystaewnmh 1sllDy patmway is d by
isozymes Ihat, uniike P o ID,, monnomdsahuwn(see PHECKUTIONS—MMAM&#B:M
Drugs Metabolized by Cytochrome P,,liiA,: An in vivo interaction study involving the dy-slate con-
ditions of paroxetine and terienadine, a substrale for cylochrome Poy.llIA,, revealsd mﬂmolpmus unlerlmadhemm
colonetics. In addition, |nmsw-shmdmnkdmwh apo!aninhhlom! PuslllA, actity, 1o be at leas! 100 times more
polent hibitor of this enzyme, incuding ferlenadine, astemizle, ds-
apride, nazolam, mdr.ydcupane Basadonﬂteaamphnunlmerddmﬂwbvmmpumo‘ammroxmmhdm
eflect on terdenadine’s in vivo clearance predicls ils efiect on other lllA, sub i A, achvity is
nol Beely lo be of cinical significance.
Tricyclic Antidepressants [TCA-) Caution is indicaled in the coadministraton of incydic antidepressants (TCAs) with PAXIL,
becausa paraxefine may inhibil TCA metabolism. Plasma TCA concentrations may need 1o be mondored, and the dose of TCA
may need 1o be reduced, if a TCA is coadministered with PAXIL (see PRECAUTIONS—Drugs Metabolized

Pasg/iDe)

Highly Bound to Plasma Protein: Bmmapmmhhwmuloympmn administration of PAXIL 1o a
patient faking another &ug that is hyiy prolein bound may cause increased Iree concentrafions of the other drug, polentially
mullng in adverse events. Conversely, adverse diuclsmid resull Irom displacemen of paraxetine by other highly bound drugs.
Drugs That interfere erh Hemostasis (NSAIDs, Aspirin, Wartarin, efc.): Serolonin release by platelets plays an imporiant role

in hemostasis Epd ical sl mdhmnidnmmmhlmdumrdﬂmmimm
oimuﬂqactugsml erlere with serolonin reuplake and the testnal bi have also shown
Wﬂmﬂdmmr:hmﬂorwmp«mialudnmkMMM”MQMMM about the use of

Alwh : Although FAXIL does nol increase the imparment of mental and molor skills caused by alcohol, palients should be
aovised to avaid alcohal whie laking PAXIL

uwmn.AmmmmdyhnmmmammmwmmmMmemm How-

ever, snce there is ilfle dinical exp he ol and ihium should be underizken with caufion.

in: The steady-state pharmacokinetics of paraxetine was not altered 1 ed with digoxin at sleady state. Mean

digaan AUC at steady slale decreased by 'lsw.lnmepremmdpm snce there is linle clinical experience, the concur-

JX 7-005
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reni administraton of paraxetine and digouin should be underiaken wilh caution

Diazepam: Under sieady-stale conditions, diazepam does not appear lo atlect paroxetine kinetics. The effects of paroxatine on
diazepam were nol evakualed

Procyclidine: Daly oral dosing of PAXIL (30 mg once dady) increased steady-state AUC,.,, C,.,,, and C,., values ol procych-
dine (5 mg oral once daly) by 35%, 37%, and €7%, pared 1o procychds ainmalslndymlollmldwlmqlc
effects are seen. the dose of procyciine sheuld be reduced.

Beta-Blockers: In a study where propranciol (80 mg twice dasly) was dosed orally lor 16 days, Ihe established steady-state plas-
ma concenlrations of propranclol were unaltered dunng coadminisiraion wilh PAXIL (30 mg once daily) for the final 10 days The

the incidence of side effects in the course ol usual medical practice where pafient characleristics and ofher faclors ditier

those that prevaled in the dinical trials. Simlasly, the cled krequencies cannot be compared with figures cblained from other

cal invesligations involving difierent uses, and i The cited figures, however, do provide the prescribing

"'h'.”"‘" with mmbasnlmmmalnglm relabve contribuion of drug and nondrug facters 1o the side effect inadence rale in

the populations studied

Major Depressive Disorder: Table 1 enumerales adverse evenls thal occurred at an incidence of 1% or more among parcae-

line-realed patients who parficipaled in shorl-term (6-week) o-contralled Inals in which patients were dosed in a range of
20 mg fo 50 mg/day Reported adverse events were classified using a standard COSTART-based Dictionary terminology

effects of proprandlol on pamlno rm ml bnn evaualed tm AWEHSE REACTIONS—Pnﬂmmn Raports). 1, 1A Exper! Incid in Placebo-C led Clinieal Trials
Theophyine: Reperis of e 1w PRXILhave been eported WHIE s ler  1ox ojor Bamarier oroemon ™
acon has mtbeeniumawmm it 1s recommended fhat heophyling levels be monitored when these drugs are Iy
admmnistered Body Sysiem Frelerred Term PAXIL Placebo
Ebcfmeonvulﬂurhm{fm There are no chnical studies of mom-m use of ECT and PAXIL. (n= 421) (n=421)
of Ferlility: C. Tiwo- sludies we; ducied n Body as aWhole Headache 18% 17%
rodenls mmﬂmmhcaﬂau S, mdzsmg“ngidaylmclwl 5, mdmmwunytmh)l'hmdommlploﬂ Asthena 15% 6%
{mouse) and 39 (ral) limes the maximum recommended human dose (MRHC) for major depressive disorder, social anely dis- Cardovascular Falpaton A 1%
order, GAD, and PTSD on a mg/m*basis. Because the MRHD for major depressive disorder is sightly less than thal for OCD (50 Vasodiation an 1%
myg versus 60 mg), the doses used in these caranogenscity studies were only 2.0 (mouse) and 3.2 (ral) limes the MRHD for OCD. Demaidogc Sweam % e
There was a significantly greater number of male rats.in Ine high-dose group with reticulum cell sarcomas (1/100, 0/50, 0150, and 9 2% HY
4/50 for control, low-, midcle-, and high-dose groups, respectively) and a significantly increased linear rend across dose groups - =
for the occurrence of lymphoreticular umors in maie rats, Female rals were not aflected. Alhough there was a dose-related Gastointestinal Nwm 6%
increase in the numder of lumors in mice, there was no drug-related increase in the number of mice wilh fumors. The relevance Dry Mouth ‘:% 12%
mm findings 1o humans is unknown Constipation '2:- g
is Paroxatine produced no g ehecs n abatlery o 51 iko and 2 n v assas included the follow- D"‘“""d i b
mmmﬁ rml:mnass:y mouse b;nmmamumw assay, unscheduled DNA sy assa}r and tesls lor cylogenetic aber- thbwlenca i 2%
smwonnmsebmemmwmmmmnlmhxﬁuamhamml 1est in rals. o x Disordert 2% o
Jmpaﬁm.ﬂfannﬂﬂy A reduced pregnancy rate was found in reproduction studies in rafs al a dose of paroxatine of ket 2% 1%
mmmznmﬂwMﬂHDhmﬂwdeprmdmwmalmmduwdm GAD, and PTSD or 2.4 tmes. =
D for OCD on a mg/m? basis, lesions inthe mmmamsamrmnmy Musculosketetal % o
duﬂmhr?lnS?wm Fheselusmomuued of vacuclation of mmumwm;m wamu: Myaigia 2;: Jn.
changes in the semniferous lubules of the lestes with arresied spermatogenesis al 25 da&ti.s and 4§ fimes the MAF Myasthen } o
Hmadewmdnsorder mlmwwm and GAD; 8.2 and 4.1 times the MRHD 0 and PD on & my/m? basis). Nervous Syslom Somnolence ?g:’; g?;
Preg y ic Ei : P cmewyc Reproduction studies were performed al doses up fo 50 mghkg/day n ;
rals and & mg/kg/day in rabbils admens dmsmaqmmmn(mnwzng‘raﬁmms Insomma 12% 6%
Irematmunnmnmemdhnmmwmm hmmwnm social anxiety discrdar, GAD, and PTSD (50 mg) Tremor 8% %
andsl(mqmdlv(mnlmhMHHDhrOGDmmmym’busmaeﬁuieshmtmodnnudmmdmwc Nervousness 5% 3%
eflects. However, in rats, there was an increase in pup deaths dunng the first 4 days of lactation when dosing occurred Anxiely 5% %
las! inmester ol gestation and contnued Ihroughout lactaion. This effect occurred af a dose of 1 mg/kg/day or 0.19 lmes(mgg) Pareshesia 4% 2%
the MRHD for major depressive disorder, soaal anxiely disorder, GAD, and PTSD; and at 0.16 imes (mg/m?) the MRHD for 3% %
man&dhdMWmmmanmduhmmdThemdlhmdem-nmmmueuznomm D'Uﬁdﬁﬂlﬂg 2% 1%
wel-controled studies in pregnant women. Because animal reproduction studies are not abways predict ponse, this Conlusion 1% 0%
dmgd\ow be used during pregnancy only if the potential benefit jusiifies e potential risi o the lefus. alion Yawn 4% 0%
genic Effects: exposed to PAXIL and other SSAls o SNRs, lale in the third rimesles have developed Speaal Senses Blurred Vision a5, %
upon. ddwsry Rapmegddmd iM 5 e , 'mdm i wn?:‘aues. feed- al Sysiem Ia!e‘__:lw‘ ,: x
ing déiculty, vonting, "g’“‘" emas fnness, iy, nd consant crying e 2 D!herMaleGeMal Disorders® 10% o
isanuesmmmlwﬂh ‘ather a direct loxc el SSHIsmd SNle M adruqé lion syndrome. It should Frequency % 1%
be noted, in some cases, the dlinical picture is NNGS—PmrmaI ler Interaction With um“ (o Disordert 3% *
Moncamine Dmh; Inhitviors) When treating a prlgwﬂ N:nm thfé g&m i : ':E ;'RTTETW , the physician sheuld Female Genital Discrders?” 2, o
SAEILY DB olgti Ntaand bucellis ol EWERACk Dee ) T Events vt yalleast 1% fpalins et wih PRXIL e e, excepl i ol g vnis wheh had 2 i on
Labor and Delivery: The effect of paroxetine on labor and delivery n humans is unknown. o TPl fnal pein, agitlion, back pai, ches pain, CNS s
Nursing Mothers: Like many other dnugs, paroxeline is secreled in human mik, and cauton should be exerased when PAXIL is acebo v, - d appesie, 5 phary
admanistered 1o a nursng woman ?mmwmlg mmmw«nsuumjmwm
&maﬂ: ms?abdiy ﬁ’aﬁedmm in he pedialric populafion have nol been established (see WARNINGS—Chnical 3 Percentage correcled 99"5’ e
arsening e n ele
Geriatric Use: In g clinical Wials with PAXIL, 17% of pafiens ¥realed with PAXIL (approximately 700) were 5 anorgasmia, “erechl *“delayed gacula al dystuncion; and ce”
65 years of age or dider Pharmacolanelic studies revealed a decreasad dexanceln the edry.énd 3 e siring dose s e S s e -m,,;ﬁﬁg'.ﬁ’,ﬁ?,ﬂ .umﬂmg,,,,,“mw’“ sk Srpelet
ommendad, here were, howaver, no overal diflerences in the adverse m 7. Inciudes mostly “ancrgasmia” and *Gficulty reaching cimaxiorgasm”

3LOGY ant DOSAGE AND ADHI
;ﬂect‘vm was simiar in younger and cider pafients (see CLINICAL M CC(.OGY and D AN ADMINBTRA
10N).

ADVERSE REA(.’HOHS

clated With Twenly percent (1, I99:51ﬁ}¢|palen'lsl’ealsdwmm}(ILmWMed1
cal wals in major ﬁepussmdmmis 1% (B4/522), 11 8% (64/542), d%(«ussj, 10.7% (79/735), and 11.7% (79/676)
of patients realed with PAXIL in worldwide trials n sodal anxiety disorder, disorder, GAD, and PTED, respectively, dis-
continued traatment due 1o an adverse svent The most common events (21%) bt ¢ wih di and considered
be drug relaled (i e hose evenls associaled with dropoul al a rate appraxmalely Iwice or grealer for PAXIL compared to place-

Obsessive Compulsive Disorder, Panic Disorder, and Social Anxiety Disorder: Table 2 enumerales adverse events thal

oomuadainkeqmeyd 2% or more among ocggmmmmxumwwmwdnpumeonmmmm 12-weeks
uration in which palients were dosed in a range of mlo&mﬂdqwmmgpﬂlmbmhmﬁwﬂumPAXIlwIwW‘

lwahll in placebo-conirdlled Irials of 10- o 12-weeks duration in which patienis were dosed in a range of 10 mg fo 60
or among palients with social anxiety disarder on PAXIL who parficipated in placebo-controlled Fials of 12-weeks duration in
paimlsvrﬂdosa&lnamga ol zornglosornway
T Treaiment Incidence in Placebo-Controlled Clinical Trials for Obsessive
Compulsive Disorder, Panic Disorder, and Social Anxiely Disorder'

bo) in d the following:
Wajor och Panic Social Generalized F1SD m;':. N e Socd Andety
D;rlu.iw Disorder anm m Olsorder
L Foceia | POTE Piocis Fiacabal PAXIL | Pacebo | FAKIL [ Pacehs | PANIL [ Faceis PANL | Flaosbo PRAL Pk | PG |/ Pace
= | PR It PAXIL | Pl 8 lacebol | Body System | PrefemedTerm | (n=542) | (n=205) | (n=408) | {n=320) | (n=425) | (n=398
Somnoience| 23% | o7% | - 19% | o3% | 34n | o | 20w [ 02w [28% | osx TR | T i = - e Lo
[nsomnia - - 1.7% 0% 13% | 03% | 3% 0% - = Ghest Pain 3% 29 e Lz 5. -
Agilation 11% | 05% - - - Back Pain =5 = 3 2% - -
Tremor 1% | 03% - 17% | 0% 10% | 02% Chills 2% 19 2, 1% - =
Araety g - - 1% o - S Trauma - - - - 3% 1%
Bmes |- = LBl 10% ] O% Ji0% o L - - Cardovascu | Vasodiaon T T = = = =
Gasiro- P g = = £ =
orsiosnl - anl o _ Damaldogic | Sweatng W T % 3 7y %
Nausea |32 | 11% 0% [32% | 12% | 40% | o3% |20% | o2% |22% | oex T :::ﬁ 2::’- rg} = - - ——
10% | o 4 3 %
prymoun | 105 | o | - Il = Dry Moch 18% o 8% 1% o 3%
Vomiting | 10% | 03% | - 10% | 0% - - Constpation 16% &% 8% 5% 5% 2%
Flatulence 1.0% | 03% - - Bﬁw 10% 10% 12% % % 6%
Other eased
:::unia 16% | oan | 19% | oan 25% | os% [1e% [ o2% |16 | o2 ‘FP’-'"a % ™ ™ » g g}
aacdaten’| 16% | on | 21% | o% as% | os% [25% | osw | - - ﬁ""‘m " » % = 4% 2%
Sweatng | 10% | 03% | - ms| os (1% ] | - - “‘“"’“ -~ % % -
I | - 15% | o = - mw o = - % 1%
ublﬂﬂ I elraletal —
Decreased 10% | 0% - - Myalga 2- = C = 4% 3%
Wihere are nol provided the incidence of the advarse events i patients freated with PAXIL was not >1% ot was nol Nerveus System [ Insomnia 4% 13% 18% 10% 2% 16%
greater than or equal 10 2 limes lhe naidence of placebo m ?;:t ;& :ﬁ :% ‘;’f‘é .’;::
1. Incidence carrected for gender Tremor "% 1% % 1% 9% 1%
Commonly Observed Adverse Events: Major Depressive Disorder: The most commonly cbserved adverse evenls associated eriissaniesi 5% B b s 8% 7%
unhmeuuolpmﬂnuﬁemds‘f.ugmumdnmrwmxlldmmmlhdwuam derived from Table 1) Libido Decseased F) % ™ ™ 12% 1%
ware’ Asthemia, swealing, nausea, d appelie, , Ns0mnia, tremor, nervousness, ejaculalory distur- Agtation s o % 45 o 1%
bance, and ofher male genital disorders Aniely - T F4 a5 5% 4%
Obsessive Compuisive Disorder: The mos! commonly observed adverse events associaled with the use of parcxatine (ina- Abnormal
denoe of %ugeem and :ncuencebrmxll.aﬂow @ thal of placebo, dormd |n:m Table 2) were. Nausea, dry mouth, Dreams &% 1% ” w & -
e, Yemor, Concentration
Panic Di.smbr- The mosl commonly cbserved adverse evenls amc»alad wilh me use of pamﬂne (incidence of 5% or Imparred 3% 2% - - 4% 1%
grealer and incidence for PAXIL at least twice thal lor placebo, denved lrom Table 2) were: Asthenia, swealing, decreased appetite, Depersonaizaton| 3% % - - - -
libido decreased, ¥emer, abnormal ejaculation, female genital disorders, and impotence. Myoclonus 3% o % 2% 2% 1%
Social Anxiety Disorder: The most commonly observed adverse events associated with the use of {incidk of 5% Amnesia 2% 1% - - - =
or greater and incidence for PAXIL al least twice thal for placebo, derived from Table 2) were: Sweafing, nausea, dry mouth, con- Respratory Rhinitis = = £ % = -
sllpallen decreased appetite, somnalence, tremor, likido yawn, ab | , lemale genital disorders, and Syslem Pharyngitis - & & = 4% 2%
[ Yawn - - - - 5% 1%
Gmml.'zadﬁnmrr Disorder: The most commonly cbserved adverse events assoclaled with the use ol parcxet 7 = o = = :
of 5% of grealer and incidence lor PRXIL a1 leas! twice that for placebo, derived from Table 3) were Amma, inlamn constipa- Spedal Senses m ;J. a - - 4_" '_."
tion, decreased appetie, dry mouth, nausea, bixdo remor, Urogeniia 3
Posttraumatic Stress Disorder: The most commonly observed adverse events assccinted vih the use of pasaxeline (indi- o) »‘Ew"’" aion® o 1% 2% " 28% %
dence of 5% umwam mdoncetos mxll.meas! wice that for placebo, derived Irom Table 3) were' Asthenia, swealing, Syslem . = i 5% 4%
nausea, dry mouth, d appetile, libwdo lation, lemale genilal disord Dysm
and impotence )

Incidence in Conirolled Clinical Trials: The prescrber should be aware that the figures in the lables loliowing cannot be used to

JX 7-006



PAXIL*
{paroxetine hydrochloride) Tablels and Oral Suspension

T r € Adverse ience Incidence in Placebo-Conlrolled Clinical Trials for Obsessive ignad, excepl for impotence and abnormal efaculati
Compulsive Disorder, Panic Disorder, ml:ISdcldA Disorder' (continu A i bﬁrhluldvamt‘\muOnra&in&mdpemd,lunwasmmnen!dmwmmmls
Obsessive Panic Social Anxiety with coninued terapy (e.g, nausea and dizziness), but less lo other effects (e.g., dry mouth, somnalence, and ashenia)
Compulsive Disorder Disorder Male and Female Sexual Dysfunction With S5Rls: Allhough changes in sexual desire, sexua periormance, and sexual sal-
Disorder isfaction cllen occur as manifestations of a psychialne disorder, they may also be a consaquence of pharmacologic reatment. In
" PAXIL Placebo PAKIL Placebo TPAXIL Placebo particular, some evidence suggests thal selecive serclonin reuplake nhitslors (SSRIs) can cause such unloward sexval experi-
Be tem | Prelerred Term | {n = 542 {n = 265) (n = 48! (n=324) (n = 425) (n = 339) ences
Ummgensy:l Female Genlal R = = Reliable esimales of e incidence and severity of untoward experiences involving sexual desi :
System Disorder” % 0% 9% 1% 9% 1% are difficull lo cblain, however, in par because palients and physicians may be reluciant fo ﬁm them. wmﬁnw esimates
Impolence’ 8% 1% 5% 0% 5% 1% of the incidence of unioward sevual experience and performance cited in product labeling, are ikely fo underestimate their actual
Urinai incidence.
Ffeq?];my % 1% b2 0% - - In placebo-controlled dinical trials invaiving more han 3,200 patients, the ranges for Ihe reported incidence of sexual side
Urination ellects in males and lemales with major depressive disorder, OCO, panic disorder, social andely disorder, GAD, and PTSD are
rad 3% 0% = - - - displayed in Table 5.
Urinary Traci Table 5. Incidence of Sexual Adverse Events in Conlrolled Clinical Trials
Mechon 2% 1% 2% 1% - - PRI Pracel
1. Events reported by al leas! 2% of OCD) panic disorder, and sodial anxety disorder i palien's realed vith PAXIL are included,
excep! e laloaing events which had an incidence on piacebo >PAXIL: (OGO Abdominal pain, agialion, aniiety back pain, | (males) 1448 042
cough Increased, k infection, p pharyngs ry disorder, rhanitis, and Decreased Libvdo 6-15% 5%
sinusihs [panic nwdetl Abnum’ dreams, abnormal vision, ches! pan, cough d, dop fress ﬂvb Ejacualory Distubance 13-28% 2%
flu infection, myalga, ner Y b pharyngilis, ey 2.9% 3%
rasputay discrder, musis hsle perversion, lrauma, unnaion wnpaired, and vascdilabion [social andety damlerl  Impatenc _
Abdorminal pain, d , infection, respiratory disorder, and sinusits. n| ) 1822 1340
2. Percenlage corecled for gender Decreased Libkdo 0-9% 0-2%
Generalized Anxiety Disorder and Postiraumatic Stress Disorder: Table 3 enumerales adverse events thal ocoured al a Orgasmic Dislurbance 2:9% 01%
Irequency ol 2% or more among GAD patients on FAXIL who parficipated in placebo-controlled inals of 8-weeks duration in which

palents were dosad in a range of 10 mg/day lo 50 mg/day or among PTSD pafients on PMIL who paricipated in placebo-con-
trolled 1nals of 12-weeks durabion in which patients were dosed in a range ol 20 mg/day 1o 30 mo/day.

Table 3. Treatmenl-Emergent Adverse Experience Incidence in Placabo-Controlied Ciinical Trials for Generalized Anety
Disorder and P Stress Disorder'

There are no adequate and well-contralled studies examining sexual dy with pa

Paraxetine treatment has been associated with several cases of priapism hﬂzuseamumamm patients recov-
ered without sequelae.

While it is difficult o know the pmu risk of sexual dysfuncion associaled with the use of SSRIs, physicians should routinely
Inquire about such possible side effect

Weightand Vital Sign Changes: &Wml weighl loss may be an undesirable result of ireament with PAXIL for some pafients
but, on average, patients in conirolled taials had minimal {about 1 pound) weight loss versus smal'er changes on placebo and active
conlrd. No signilicant changes in vital ?ﬁu(l sysiolic and diasiolic blood pressure, pulse and lemperature) were cbserved in
patients iraated with PAXIL 0 controlied

ECG Chmpn In an analysis of ECGs ohlaneﬁ in 682 patents trealed with PAXIL and 415 patients treated with placabo in
\nals, no dinically significant changes were seen in the ECGs of either group.

Liver Function Tests: In placebo-contralled clinical kials, pafients fraaled with PAXIL exhibiled abnormal values on liver func-
fion fesls al no greater rale han that seen in plmbo—wwed patients. In particular, the PAXIL-versus-placebo comparisons for
alkaling phosphatase, SGOT, SGPT, and blirubin revealed no differences in the percentage of patients with marked abnormalises.
Other Events Observed l)miagA Premarketing Evaluation of PAXIL: During ifs premarkeling assessmenl in ma}ordw
sive disorder, multple doses of PAXIL were administered 0 6,145 aaimhnp‘aase!anéasl.du The conditions and duration

of fo PAXIL vaned By and included (in overlapping calegories) open and double-tiind shudies, uncontrolled and con-
trolled sludies, inpatient ady“ oulpatient sudies, and fixed-dose, and liralion studies. During premarketing dinical trials in OCD,
panic disorder, social andety disorder, generalized aniety disorder, and postiraumatic stress disorder, 542, 469, 522, 735, and
676 patients, respectively, received nulplo doses of PAXIL Untoward mm:mwabd with this exposure were rwu'd-dhy din-
ical rwuigam using terminology of ther own choosing. Ci ible o provide a giul estimate of the
g adverse evenls witheut first grmnnq srmlx types of unloward events inlo a smaller num-

E«d:mtardmd evenl categories.
In the tabulations that bﬂw, mpulzd adverse events were classfied using a slandwrd COSTART-based ncﬁonvl
sputsuuw to multiple doses mx:wm
mmmudm emnlehm !ypn uledmaﬂeasﬂ occasion while receiving PAXIL. Al reportad evenis are induded except those
aready Lsted in Tables 1 lo 3, those reporled in lerms 5o general as fo be uninformative and those events where a drug cause
ms remole. 1:;5 hworl:'ayt 1o emphasize that although the events reporied occumred during keatmend with paroxetine, they were

gy The theredore, I the proporfian of the 9,

Ewmamuthorcasgqmdwwymmmdhster«r-“ . g o the following defini
events an onlor mallnslmmpaimbtonly lhmermdfudv listed in the
{abulaled results from ;lacdao-omi:dhd !mﬁ q:pear h this idmrgl] , infrequent adverse events are hose occuming in 1/100 to
000 patients. Events of major clinical imporfance are also

m,ooo paiem: rare evenls are those occuming in fewer han 1
d in the PRECAUTIONS seclion.

1. Evenis reporied by atleast 2% of GAD and PTSD in patients frealed with PRAXIL areincluded, excepl the lolicwing events which
had an incidence on placebo >PAXIL (GAD| Abdominal pain, back pain, trauma, a, myalgia, lndmn'yngms [PTSD}

Generalized Anxiely Positraumalic Siress.
Disorder Disorder
Body Syslem Preferred Term PAXIL Placebo PAXIL Placebo
(n = 735) (n=529) {n = 676) (n = 508)
asaWhole | Asthena 142 6% 12% 4%
- Headache ™ 4% = s contraled dinical
Infecion 6% ¥ 5% %
Abdominal Pan 4% %
Trauma 5% 5%
Cardiovasculy | Vi Fh 1% 2% %
D gi g [ % 5% %
Gasirointestinal | Nausea 20% 5% 19% 8%
Dry Mouth 1% 5% 10% 5%
Constipation 10% % 5% In
ea % ™ 1% 5%
Decreased Appetite 5% 1% 6% %
Vomiting % 2% % %
Dyspepsia = = ) E
Mervous System | Insomnia 11% 8% 12% 1%
Somndence 15% 5% 16% 5%
Dizzness 6% 5% 6% 5%
Tremor 5% 1% 4% 1%
Nervousness 4% % - -
Libido Decreased % % 5% 2%
Abnormal Dreams 3% 2%
Respiralory Rupulury Disorder T% 5% - -
System Sinusifis 4% % - -
Yawn 4% - 2% <1%
| Special Senses | Vision % % 3% 1%
Urogenital Ejaculation” 25% 2% 13% 2%
System Female Genilal Disorder 4% 1% 5% 1%
Impotence? 4% 3 9% 1%

Body as 2 Whole: firequeni: Allergic reaction, chills, face edema, malaise, neck pain, rave’ Adrenergic syndrome, celiuklis,
mondiasis, neck nigidity, peivic pain, perfonitis, sepsis, ulwr
Cardiovascular System: Frequent. Hypertension, rdi
cope, rare” Angina paclons, wglﬁma nedal, atnal fibnllation, bmdla branch block, cwbml ischemia, umbrwm;hl ancldam
nwoc.'rdu infaret, myvocadvd ischemia, p:lu pumnnuy
Varcose vesn, vascular

congastive hearl fallure, hearl block. low cardiac oulpul,
embolus, supraventricular extrasysioles, thrombophlebilis, |

Back pain, headache, anxiety, depression, nervousness, respiralory disorder, pharyngils, and sinusiks Digestive System: infraquent: Bruxism, ﬁdl‘lls dysphagia, on, gastri gingwvitis, glossiiis, i d
2. Percentage correcied lor gender salivabon, Ivnrhmbmlosﬂsabnomal. Aal hemorhage, uiceralive stomatis, r.w A;m:ws ﬁcmail.s I#oedydmhoa bulim-
Dependency of Adverse Events: A comparison of adverse even! rales in a kxed-dose study comparing 10, 20, 30, and a, card o enfenils, esop
40 mg/day of PAXIL with placebo in the treatment of major depressive disorder revealed a diear dose dependency lor some of the hematenesis, hopalits, lets, ileus, mtesimal obsiruction, jaundice, mefena, mouth uiceration, peplc ucer, salwrvqlmdmw
more common adverse vents assocaled with use of PAXIL, as shown in the tollowing table: meni, saladeniis, stomach uicer, slomalli, fongue deccloraton, longue edema, looth caies
Table 4. Treatment-Emergent Adverse Experience Incidence in 2 Dose-Compatison Trial in the Trealment of Major Endocrine System: '?“: D{ﬂhﬂﬂ"ﬂ“m Dﬂﬂﬂf hyperthyradism, hypothyrcidism, thyroidis .
Depressive Disorder* Hemic and L ¥ quent: Anemia, Y. purpura; rve; /
= R bieeding lime anema, iron deficiency anemia, lzukocylosis, lymphedema, abnor-
acebo 10mg 20mg 30mg 40mg mal lymphocytes, lymphocytosis, mu'eoﬂcamn monacylosis, nmmmc anemia, !\m‘becyﬁam thrombocytopenia
Body System/Preferred Term n=sl n=102 n=104 nz101 n=102 Metabolic and Nutritional: Frequent. Weight gain; arn‘mwuu’ Enm'rmphml edema, S SGOT increased, SGPT increased,
thirst, weight loss; rare Nhine P P , dehy-
Body as aWhole dration, gamma g &d, gout, yp mia, hyperkal
| Asthenva 00% 29% 106% 139% 27% ia, hypoglycemsa, hypakalermi e R ogmegi i reased, nen-prolein nilrc-
Dermatology gen (NPN) increased,
ing 20% 1.0% 6.7% B.9% 11.8% Musculoskeletal System: Frequent: Artralga; infrequent: Artriis, arfrosis; rare: Bursilis, myositis, osteoporosis, generalized
Gastroiniestinal spasm, lenosynovills, tetany
Constipation 59% 49% 7.7% 8.9% 127% Nrwuu S t.ll meﬂt Ermimal labil vurt ,ml rAbnwrnll thinking, alcohdl abuse, atam.
Gemalee | | g | o || an X e e oy bt e e
a8 82 : g 1. mmcruamn mm paralysis, a'ladreamn rmAMu'rml akinest aninoaﬂmd.m choreoa
Dry Mouth 20% 108% 18.3% 15.8% 206% aly pl’ delifur Giplopi dmg.d & m sxndrmwmm
Nausea 137% 14.7% 269% 347 36 3% culations, grmd mal mnvuncn' hypsilfsa hysteria, mmc-damiun tnmun ) my!
Nervous Sysiem newrits, psy P , Psy rllmsmumd slupor, torticalis, Inm:us.
Anisty 00% 20% s8% 5o% 59% wihdawal smer
Dizzness 39% 6.9% 67% B.9% 12.7% ystem: Inf; Asthma, bronchilis, dyspnea, apistaxis, hyperventilation, pneumonia, respiralory flu; rare:
Pn"'wmlhom g& ggz‘; 58% 4.0% 29% Emphysema, Kmowds. m:mpx lung fitrosis, pulmonary edema, sputum increasad, stridor, voice alleration
Sia ° 3 1.0% 5.0% 59% Sk d Appendages: Fre Pruntus, infrequent W rmatitis, dry sk h}l’llmu.mhu‘pn
Somnaience 78% 127% 18.3% 20.8% 21.6% m;x%m; ulhamn ,'s uﬁ:\a& c,“'d o mmdrm e fungal der-
Tremer 00% 00% 7.1% 7.9% 14.7% matits, runculos's; herpes zoslar, hirsuti opapular rash, seborhea, skin d jon, skin hyperlrophy. skin lcer, sweal-
al Senses ing decreased, vesiculobullous rash
jurred Vision 20% 29% 29% 2.0% 18% Special Senses: Frequent Tinnitus; miveq Ab ly of @ar pain, eve pain, keratocon-
Urogenilal Syslem pnﬂ\nis,mduaus, otls media; rare. iyopia, I cataracl, chival edema, comeal ulcer, deafness,
Abnormal Epaculation 00% 58% 65% 106% 12.0% N yremcuma, righ blndaees, bl Bterns, paceria, ckoghaba poss, rens
Impolence 00% 19% 43% 4% 19% hemarhage, lase 1ss, visual hﬂ delect
Male Genital Disorders 00% 38% B7% B4% 3.7% / System: a, breas! pain, cystilis, dysuria, hematunia, menorhagia, nocluria, polyunl pyuna,

* Rule for including adverse events in lable Inadence al leas! 5% lor 1 of paraxatine groups and > Iwice the placebo incidence
for at least 1 paroxeting group.

In & fied-dose study companing placebo and 20, 40, and 0 mg of PAXIL in the ireatment of OCD, there was no dear relaonship
bemmadwmwlmmdmubmﬂmﬂ:mmmgm No new adverse events were observed in the group
irealed vith 50 mg ol PAXIL compared 1o any of the ofher treatmen!

In a fued-dose shudy placebo and 10, 20, and 40 mg of PAXIL in the reaiment of panic disorder, there was no dear

Mpbamnawmmamﬂwdnseolﬂmuomﬁpamﬂswcmgmd except lor asthenia, dry mouth, anx-
ity libdo tremor, and ion In fiexible-dose studies, no new adverse evenis were observed in patients
moomng&ﬂmgdm!&wmwd!oanyofmwrnnmgm

In & foxed-dose study comparing placebo and 20, 40, and 60 mg of PAXIL in the trealmen of sacial anxiety disorder, or most of
the adverse events, Ihere was no clear relalionship between adverse evenis and the dose of PAXIL fo which pabents were
assgned.

In @ fixe-dose study comparing placebo and 20 and 40 mg of PAXIL in the ireatmen of generalized anxiety disorder, for most
Mhm«uwmhuuasmdwmlam befween adverse evenis and the cose of PAXIL to which patients were
assgned, excepl for the lollowing adverse evenls: Asthenia, conship and ab

Inarmedvdoseshﬂrmamgpta.ecbonndzo.ndwwolmxllmh"eamnldpoanrmaicwmdlm for most
of the adversa events, there was no dear relalionship between adverse events and the dose of PAXIL lo which palients were

urnary inconlinence, unna rmmm u:mry u%r ency, vaginitis, rare: Aborion, breast al breas! enlargement,

disorder, epididymifis, fem: east, kdney calculus, ldney pain, leukorrhea, maséis, mlrwhngla nephri-

fis, nignm salpingitis, ummuurwy casts, ulerine spasm, urdlith, vagnal hemorthage, vagnal mondiasis

Postmarkeling Reports: Volunlary reports of adverse events in patients laking PAXIL thal have been recenved since markel infro-

duction and nol lisled above that may no causal relafionship with the drug indlude acule pancrealilis, elevaled liver funclion

tests (he most severe cases were deaths due fo iver neu'us and grossly elevated ransaminases associaled with severe fver

dysfunction), Guillain-Barré sy foac ep! olysis, priagism, symhmc of i ADH

m ive of prolacinema m;;alad.u'ﬂ'e lephc mali Is | Wwhich have
ed akathisia, bradykinesia, cogwhee! rigidity, dystonia, hyperlonia, ooulogyric crisis ‘which has been associaled wilh con-

mnam use of pmozide; remor and trismus; serolonin syndrome, associated in some cases with concomitant use o sercloner-

gcdwsanlmdmsmmmhwemrad bolism of PAXIL (. have included agration, conlusion, diaphore-
s, myoclonus, sh g, | ‘, , and remor), status epilepticus, am‘lﬂmﬂ fadure, pllrnma'y
h;pmmum allsg C alveoks, oplic neurilis, p ibnilation,
fachycardia (ndudngbtsadede ptmiss]l lfwmboeylopen anemia, mbnhbdialnwwm (includ
lﬂg aplastic mmai_maﬂ:pma. bone marrow aplasia, nnd agranulocylosis), and vasculite (such as Hr.nodl
purpura) sbemacaserepmdandwaled in level after 4 weeks of Landphm,!wnwmrm

ls‘lu[on Them has been a case report of severe hypolension when PAXIL was added lo chronic meloprolal Ireatrmen
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PAXIL®
(paroxetine hydrochloride) Tablets and Oral Suspension

DRUG ABUSE AND DEPENDENCE
Conlrolled Substance Class: PAXIL is not a controlled substance

Physical and Psychologic Dependence: PAXIL has nol been systematically studied in mm:s of humans for its pclmH for

abuse, tolerance or physical dependence. While the clinical trials did nol any tendency drug-seeking behavior,
observatons were nol syﬂm::andﬂrsnolpnsuﬂtmpmdm on e basis of s bmiled ex; mmmbwhd\aCNS-
active drug will be misused, diverled, and/or abused once marketed Consequently, palients should be evaluated carefully for his-

fory ol drug abuse, and such patients should be observed closely for signs of misuse or abuse of PAXIL (e.g, developmm!oﬂd-
erance, incrementalions of dose, drug-seeking behavior)
OVERDOSAGE
Human Experience: Since the introduction of PAXIL in the United Stales, 342 sp cases of

@ dunng paroxetne treaiment have been reported woridwide (crca 1999). Thesa include m:domwlhmm
and in combinaton with other substances. Cf these, 48 cases ware falal and of the fataliies, 17 appeared mmnm_pamzm
alone Eigh! fatal cases that o ed hemm!d ngmad d by the of olher
drugs or alcohol of the p o s Ilsnmmuammmkmnmmmnwmd

without sequelae. The larges! known nigesion involved 2,000 mg of par {33 times the ded daily dose)
in a patient who recovered.

Commenly reported adverse events associaled with p e include i coma, nausea, fremar,
dia, confusion, vomitng, mmmnmmsw ympl o d with overds parcxating (alone of
with cher ncluda { g stalus epilaplicus}, v lar dysrhyihmias (i “_1utadode
poinies), hypertenson, aggressive M , stupor, bradycardia, dystons, of
patic dysfunction (including hepmla\:m hq:aicnecrodsjuﬂm.mmmwnm miu-nmdrm manic
reactons, myoclonus, acule renal failute, and urnary retention
Overdosage Managemenl: Treaiment should consis! of those general ployed in he v f of 0
with any drugs effective in the ireatmen! of major depressive disorder.

Ensure an airvay, oxyg , and Monstor cardiac rhythm and wital signs. General supportive and symp-
fomatic s we also ded. Induch olmummamnmm am:lmagemha!agebmomgwm
tube with appropnale arway prolection, if needed, may be nd it p d soon affer of in symplomatic patienis.

Activated charcoal should be administered Due lol:el.gudmmnldisﬁmmdwsdm lorcad diuresis, dialysis, hemo-
perlusion, and exchange translusion are unkikely lo be ol benefit. No specitic antidoles lor paroxetne are known

Aspe:rhccmiwmohnpahmlsmmwmgnrhmmswmmmmmonm ingest excessive quantiies of a
tricyclic antidepressant, In such a case, accumulation of the parent tncyclic andior an actve melabolite increase the possi-
uny of dlmm significant sequelae and extend the lime needed for cicse medical observation (see PRECAUTIONS—Drugs

by Cylochrome P,y/IDy

In mmagng ovzdosagu consider he possibiily of mulliple drug invelvement. The physician should consider contacting a pai-
son contol center lor additional intormabon on the Irealment of any overdosa. Telephone numbers lor certified poison control cen-
1ers are isted in he Physicians Desk Reference (PDR).
DOSAGE AND ADMINISTRATION
Major Depressive Disorder: Usual Initial Dosage: PAXIL should be administered as a single daity dose with or without food,
usually in the moening. The recommended initial dose is 20 mgiday Patients were dosed in a range of 20 lo 50 mg/day in the cin-
ical tals demonstraing the eflectiveness of PAXIL in the treaiment of major depressive disorder. As vith all drugs eflectve n he
reatmeoni of major degressive disorder, the full eflect may be delayed. Some pabents nol r o a 20-mg dose may bene-
:;omd::;mcnm in 10-mgiday increments, up to @ maximum of 50 mg/day Dose changes should occur al intervals of al

11 wi

Maintenance Therapy: There 1s no of evidence avalable 1o answer the question of how long the patient ireated with PAXIL
ﬁhoddremanontliluga«mll{ thal acute epsodes ol mayor depressive disorder require several monihs of longer of
ained pharmacologic therapy Whether the dose needed lo induce remission is identical 1o the dose needed lo maintain andior

sustain euthymia is unknown

Syﬂg::ﬂhcﬂumulﬂo.ka:ydNILh:mmmIhaldtraqnsmamlanmbrpamﬁvlmlolysimmnwt
avera 30 mg,
Obsessive Compulsive Disorder: Usual initial Dosage: PAXIL should be administered as a single daily dosa with or without food,
usually in he momng Tho:acumsuddmummxlnhemhmmmi)uwmMPM“MM“MM
20 mg/day and the dose can be increased in 10- at least 1 week Patients
w«emedmamqoumwwmqnwmmmmmmumxn.nmmrnmuocnm
maimumn desage should nol exceed 60 mg/day.

Maintenance Therapy. memmmuoldl% as demonsiraled in a 6-month relapse prevention trial In this Inal,
patm!swih 0OCD assgned 1o paroxetne demonsiraled relapse rate comparad ‘o pafients on piaoebo(ue CLINICAL
PHARMACOLOGY—Chinical Trials) OCD is a chronic condition, and i Is reasonable io consider continuation
pau;’\'lyDnsage nr.iummns m:emﬂ;m maintain | the  patient on the lowas! eflective dosage, and pnlenk d'nddbapad

Panic Disorder: Mumuuuqa PAXIL should be adminislered as a single daily dose with or withoul food, usually m fhe
morning. The targed dase of PAXIL in the treatment of panec disorder is 40 mg/day. Patients should be started on 10 mg/day. Dose
changes should occur n 10-mg/day ncrements and af intervals of al leas! | week. Patients were dosed in a range of 10 fo 60
mg/day i the clinical tnals demonsirating the effeciiveness of PAXIL. The maximum desage should net exceed 60 mo/day.

Maintenance Therapy: Long mmmolmmwadmwmamr@mlw In this tnal,
raimumhpmcmmaamuopa & demonstraled a lower relapse fale compared {o patients on placebo (see CLIN-
CAL PHARMACOLCGY—Clinical Trals). Panic disorder is a chronic condition, and il is reasonable fo consider continuafion for a
respondnqpnim Dougulimimmmwldbnmdalnnmnwmmml‘em&deiedvcdwmmmmh
should be the need lor continued kreaiment.

Social Anxhy mm Usual Initial : PAXIL should be administered as a sngle dally dose with or without food, usu-
ally in the morning. The racommendad and i dosu%: 20 mg/day hdrkd tnals ihe ellectiveness of PAXIL was demon-
umapaimdunnnwolzolosow @ 1he salety ol PAXIL has been evaluated in pahients with social anx-

oty dsorder af doses up 10 60 mmmmmw addional banefit for doses above 20 mg/day
(mCUHiCALPHAHmOO ﬁd—'&n '“Y

Maintenance Therapy: There is no body of evidence avalable to answer the wuinﬂ of how long the patient freated with PAXIL
sheuld reman on if. Although the etficacy of PAXIL beyond 12 weeks of dosing has nol been damonsiraled in controlled clinical
{rials, mdmmmummwduudvm:mmommdmsremnahlalnmmmnaimduumnliua
mpminnpatml mwmuumnMnmmm on the lowes! eflective dosage, and patients
should b the need for treaiment
Gomhudhﬂdyohmder Uwuihm-moup PAXIL should be administered as a single daly dose with or withoul lood,
usually in the morning In clinical Irals the effechveness of Wllmdmwaldmpwmdoudnammdmhﬂ

The recommendad sfarfing dosage and the eslablished eflechive e is 20 mgiday There is nol sufficien| evidence lo
i ?atgmgzbenmludnsshwumanzt:Ma' Dose changes oceur in 10 mgiday increments and al intervals
al least 1 wi
Maintenance SvstanalcmahndcmiruugFhlthparhdsdmbzlmtsnpummh(!mwzad
Anxiety Disorder who mpmdad PAXIL during an B-wesk acul d a beneft of such
mainlenance (see CLINICAL PHMDMDOI. '—Clinical Trals). Nevertheless, mmmumrmmnw
mine the need for mainlenance realmen

Postiraumatic Stress Dlnnilr Usurihrﬂdnuuge Phxllsmldbndmndmd asa single dady dose with or without lood,
usually n the ngL The recommended staring desage and the established dou‘?oszumydayhldnulrd the
efiectveness of PAXIL was demensirated in patisnts dosed in a range of 20 lo 5clmw lowever, in a fixed dose siudy, there
was nol sufficen! evidence 1o suggesi a grealer benelil for adoseudouw compared lo 20 mg/day Dose changes, if indi-
caled, should ocour in 10 mg/day increments and al infervals of al least 1 week

Maintenance Therapy: There is no body of evidence avallable to answer the question ol how long the paient trealed with PAXIL
should remain on if. Although the efficacy of PAXIL beyond 12 weeks of dosing has nol been d mmbdmmtﬂloﬂdm&
Inals, PTSD is recognaed as a chronic cendiion, and il is reasonable 1o consider
patient wm&m r:dad&wmm.inlhcpaimmmnmsuﬂecmw aﬂpamsﬂnulﬂ:epn

Special Populafions: rmmmrdhngnmnbmnurlng the Third Trimester: Neonales exposed lo PAXIL and other SSﬂIs

or SNRs, ate in the third trimester have requiring profonged hospilaiization, respiratory sy

tube feading (see PRECAUTIONS), When m?mlmmwihwguimm;h trrd trimester, th :’.y..d"'”"

mmﬁumummm-mwm mmtT?wptqwnnnwmnduhpuwpaMchmm
ar

Dosage for Elderly or Debilitsted Patients, and Palients With Severe Renal or Hepatic Impalrment: The recommended ini-
Hw-nommyhdﬂmwmmi&wm and/or patients with severe renal o hepalic impairment. Increases
m:ybemd- indicated. Dosage should nol exceed 40 mg/day

.:g Patients to or From a Monoamine Oxidase Inhibifor: Al least 14 days should elapse botween discontinuation of an
MAQI and initiation of therapy with PAXIL Similarly, & leas! 14 days should be allowed afler siopping PAXIL belore sarfing an

Diuu.n'lnulﬂmol‘ iment With PAXIL: S d with di of PAXIL have been reported (see
PRECAUTIONS). Patients should be monitored for these when di qgardiess of the indication for
wﬂmmmwbwuewmAgmlrmctmnmmmhummahupl for is ded wh
sbie. It intolerable symploms occur fdllowing a decrease in the dosa of upon di ol i, hen ing the
ke doss may be y, the phy mmimmmgmmmmam
g

NOTE: SHAKE SUSPENSION WELL BEFORE USING
HOW SUPPLIED

Tablets: Film-coaled, modiied-oval as lollows.
10-mg yellow, scored kablels engraved on the fronl with PAXIL and on the back with 10.
NDC 0029-3210-13 Botles of 20
20-mg pink, scored tabiets engraved on the kot with PAXIL and on the back with 20.
NDC 0029-3211-13 Bottles of 30
NOC 0029-3211-20 Bottles of 100
NOC 0029-3211-21 SUP 100s (intended for nstilutional use only)
30-mq biue lablets engraved on the lronl with PAXIL and on the back with 30.
NDC 0029-3212-13 Bottles of 30
40-mg green fablets engravad on the front with PAXIL and on the back with 40.
NDC 0029-3213-13 Bolties of 30
Store lablets between 157 and 30°C (597 and 86°F).
Oral Suspension: Orange-colored, orange-lavored, 10 mg/S ml, in 250 mL white botfles.
NOC 0029-3215-48
Store suspension at or below 25°C (77°F)
PAXIL is a registered ol Gl thKI

@GiaxoSmith Kline

GlaxoSmithKline
Research Triangle Park, NG 27709
©2004, GlaxoSmithKline. All rights resenved.
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PRESCRIBING INFORMATION

PAXIL CR®
(paroxetine hydrochloride)
Controlled-Release Tablets

Nlc loride) is an mmm-mmmmww
sebcmse :lornrn

ml:;‘!”‘?‘“:‘:: %Wwwwwhh

21&(

Permwrwwuoaasmm ofi-whito powder, having a meRing poinl range ol 1207 to 138°C and a solubiity of 5.4

%mmrmmmm tablet contains p h i ine as loflows: 125
mg-yellow, zsmo—pﬁ-‘!?Smp-un.DmmdwwmdaMMrb{uﬂmwmm

h;:lerﬂna sislol nytpyrmolidene, Iaansamyﬂ magnesium stearate, collodal sficon
g con! hy X e, stearate,

dioxide, behenate, M% type C, sodium hwyl su!m 80, lal, citrate, and |
gforar%n“ C Yellow No. 6. DAC Yellow No. 10,

CLINICAL PHARHACDLOGY

gmw.Wmmmmmmm“mmﬂ [Mlydwy SImucnm“ ly
nervous system

gmmrsgf\w:um&mmmmmm 0 of seratonin hmphm:ﬂhh:i‘mm%uﬁes
animals also sugges! pmmhua i reuptake

woak eflects on o B mmmmﬁua%msmmmﬂ
Imie sﬁmbrnmnu.wha. giphar, beta-adrenergic-, dopaming (Og), S-HT, r‘l'smhshmm {H}-receplors;

antagonism of muscarini, Hﬂulﬁmhmm-admm:nughu
sedative, and cardovascular effects lor othar mﬁntmb' Tn
&amhmﬁmwuﬂwﬂmmtmum ars al most 1/50 ol the parent compound, they are essential-

Iy mactve.

Pharmacokinetics: Tablets of PAXIL CR nmlmudngm potymerl:mu (GEOMATRIX™) dmgwdluwmdlud's
solution rate of pasexeline over a panod of approximately 4 1o oddition to controlfing the rale ol drug releasa in vivo,
mmlmmammmumnnmuawmnmmcnmmmm

is ,mmmmmw-mumuumwmnmmmhm

repealed edminsstration of PAXIL CR (25 mg once daily), steady Stalo was reached wehin 2 waeks fie. able 1o
immediate-release lormylations). In a repeat-dose study in which femala subjedts (n = 23) receved PAXIL CR

is readi
lnslen?-mhdnnpmponw studies imohing elderly and nonelderly patients, al dosos of the immediale-release for-
of 20 mg to 40 lunhu wzog lor tha some nonlinearity was observed in
mwpuums. egain el M MWM m‘c"‘f”mmmm;t’m values ater

mdniywenmmmnnlm mllmdwbbd
cnidaton and mmm r:aﬂf%cmi;mmm mugedmwmm m:a:
me an 05 W e e, and
e bkt o i G e o e 5 e e

at fing serolonin ; paroxeling pan e uration
dm'ucnzmalﬁ:gmlwusmmlomlwhmdmwhmmmﬂmum
lnggwdhn&l‘!aemThemkdhsmyunmmemm&misnmw”mﬂmmmmtm
Approximalely 84% ol a
62% ns melabofles over & 1
metabali

-dus
Distribution: Paroxetine distribut swmn Including 1% remaining
Protein amdhicﬂl N:pmm:imey ;h’n K% of Wﬂm is bound lo m prohhm a1 100 wo@ nM'nL.

Ively, Under would normally be less than 400 ng/mL. dousmulenhe
mvtropmnnb d'pnurrﬂnhumh.
Renal phfm jons of mth-mwﬂmmlauhewchpm
mmwmnm creatning clearance below 30 mUimin. was epproximately 4 limes greater than
seen in normal volunleers, Pammaemmummmmmmum @nd patients with hepatic funCtional impaimment had
mazbhhmauhmmwmm Con)

The intial WMMMMWMmmmu&amm . 8nd upward fitration, #f neces:

sa? , should be @i mcreased mtenvals (see
Iderly Patients: in ummﬁnnmmummum 30, end 40 mg ol the immediale-release lormutation,
Ce concentrations were about 70% o respecive ., concentrations in nonelderly subjects, Therefore the

iniftal dosago in the elderly should be Mmmsmmmm

Clinical Trials
Major Depressive Disorder: The eil:ucy of PAXIL CR mmm&memmannmhrmduwm ds.omr
has been establshed o two 12-week, llexbie-tose, studies of palients with DSM-IV Major Dep:
Disorder, One study included patients in the age range lGhﬁmumaM%ﬂﬂdeﬂemwmmﬂn
@ from 60 o 88, Mﬂmmxucnmmmw% nmngmw&pm
disorder a5 Hami (HORS), the Hamillon depressed mood ftem, and

ma Clnical Global impression (CGI}-Severly of liness score.
ol outpatierls with major depressve disorder who had responded 1o immedile-release pamuetine labiets (HORS total
scora mnm!&mkwnmmdusauﬂmmmmdlunummmmmum
tine tablets or for 1 year demonsirated a icantly lower relapse refe lor pationts laking immediale-reiease paroxeting
musmmpmnmanmmm was simir lor maie and female pationis.
Panic Disorder: ectiveness of PAXIL CH in the trestment of panic disorder was evatualed in three 10-week, muicen-
ter, Ilu&duumdhlt&udul 2.“3! mm«mnzmrsmmmlomcemmm
outpatients who had panic disorder (OSM-IV), with or w .:.wwhobt These Irials were assessed on the basis of theis out-
muunanm*swmnmmdwﬁmmu mnmum@mmmwmm::ulumw
in the median number ol full aflacks; and (3) from baselne 10 endpoint in the median Clnical Global Impression
SwhmeSlndnslmzPMlCmen lm}{ ruwpmmzdmawmszmamm
consisiently demonstrate a significant diference between PAXIL CA and placebo on any of mm
For all 3 studies, ihe mean dose of PAXIL CR for completers &l endpoint was 50 mg/day. Subgroup analyses cd
nol indicale thal there were any diflerences in ireatmenl oulcomes s a function of age or
Long-term maintenance effects of the mmediale-release lormutation of paroxeling pa\tdswuwmdemmhm

emmm andy Palients who were responders during 8 10-week doublo-bind phase with immediate-release parcxzling ond
mmmmmpnm were randomzzed 1o edher emmediale-release mmmormbonwmm
rclmsop-mmphue [ ine were signi relapse than comparably
lwaledpnmm 10 randomzed 1o placebo.
Social iuym Thullucyolmmtmasalmmmmlmmmmammmdm
on the basis of extrapolation lrom (he eslablished efleciveness of the i
the efioctveness of PAXIL CR in the reatmeni of social Mmmmmdnalzmmrcmm
bind, fiexible-dose, placebo-conirolled study of adul of social f (OSM-IV). In

mommedmmdmwnmsmns Mjwmwlomﬁommwmubm {n
[rom basaline in the Liebowitz Social Anx (LE?S score and (2 umduspmderswhosmmdmz
[wpzﬁmd\ improved of much ampioved) on m Cisulebd o 1} Global I

bﬂhmlSASWmMDwOGI

significant over placebo on Improvement
responder crigrion. For patients who complaled the i, 64% of patients reated with PAXIL CR compared 1o 34.7% of patients

the of
mmm wp (“ ‘2’ g oral) M i;rlhv iy treatment of PMDO is unkngwn,
on&thadﬂ.m = 672) wore treal rEhynrsqu though-
ul the menstrual Tor 0 penod of 3 menstrual cycles, The VAS-Total score s @ patient-rated instrument thal mirrors the diag-
a8 ientified hwmmwmmmmmw or Symploms,
of PAXIL CR were significantly more effective than placebo as measured by change from baselne to

m‘tg-m)w;smb&mzwummu;mdwm
mwdayoc my/day of placebo lor & period of 3 months
dﬂxlcﬂ.uwm was signficantly more efiectike than placebo as measured by
basefne phase VAS tol! score.

iniormation to determing the effect of race or age on outcome in these studies,

E
Deprossive Disarder: PAXIL CR & indicated lor the treatment of major depressive disordor.
m:rmdmcnhmwanmmshdo was established in two 12-woek controfled trials of outs
mm'wmmmbm&wwmvy major depressivo disorder (see CLINICAL PHARMACOLO-
A fes a and rsistent hutluslznd\il
major depressive episode (Dsumm wamimi relatively pe (nearly every day

mood or loss of imerest of change |
Memmumsumm_psm the same 2-week penod: Deprassed mmﬁwmr-
sl o pleasure andior appetie, insomnla of hypersomnia, psychomotor agitation o
fgar iunsudhﬁmuhhwulwwm concentration, a suicide aftempl, or suk

Thu‘lmsniuimul e n 2d patient nol been adequately studied.
PAXILCR mmmammmwnﬁsnmawwkmmmmm

aftacks, worry about the
The efficacy of PAXIL

neses comesponded to the DSM-IV
Panic disorder (DSM4V) is

mwmcnmmmmmmmmmm“utmwms

from the mdummderu In addiion, the efficacy of PAXL CA was

mﬁmai?—mrﬂndﬂwm;ﬂmnﬂnﬁ M-IV). PAXIL CR has not been studied in Hlul

o adolescents with social phobia (see CLINCAL PHARMACOL Y—Ci’dml'ﬁh‘s)

mmumncnhuwmmmummmu for mora than 12 weeks, has nol been mz;
d triks. Tharefore, the physician who elocts 10 proscribe PAXIL, CR for

fammwrbﬁywwmuﬁlWlmwhmﬂuauglwnhMupmtunmemN

Disorder: mcnamunohmommdrm
CR in the treatment of PMDD has been established in 3 placebo-controlied trials (se0 CLINICAL PHAR-

.le rding 1o DSM-V, inchude mood, or fension, affective labikty, and
P S ot v R e, B
:".,”"’“"* Ao oo Ay g6 Mt phecs i
we % [
 the mmumswhmuw%dumﬁwmlmm
mammwwwmnmumwmawummmh
WMMMM

mmumcanmwmmmqumnmam!mmmm evaluated
Therelora, the should periodically ro-evaluala the long-

The elfcacy ol
MACOLOGY-Clnical ik

n contrelled triaks. the physician who elects to use PAXIL CR for extended penods
tem usefuiness of the drug for the individual patient.
CONTRAINDICATIONS
IIGSWN Xt use in taking either monoaming oxidase inhibitors (MAQHS) or thioridazing is contraindicated (see WARN-
mcﬂ-wwmwnmmamwmbmawmdnmwhmnca
WARNINGS
Polential for Ineraction With K ino Oxid. hibt lnuﬂuh ivil lﬂ:ﬂllr oyl Inhibit
tuginwﬂundonmmlummn of serlous, sometimes fatsl, Ionu hrpl'lhor-
mia, rigidity, mﬂm’m:&whnuuwbudeﬂgmammu us changes
that include extreme ing 1o do and coma. These reactions have also been reported bmhm
who have discontinued wwlmmmmmmuﬂmmwlﬂmﬂ-ﬂn

lic mali syndrome. Whila there oro no human data showing such an inferaction with 0-
iy kg o 3 e

li'lhy onl!-lflamulwmﬂmduuelpmnlmmmh
may acl wlq 1o elovelo and ovoka b , it is recommendod that
PAXIL CR nol be used nwnumbnwlﬁanmm or within 14 ﬂ:nul'dkcombwlnglrmnlwlhmm At least

2 wooks should bo allowed afier 5! mmcnmumbzn
Potential Interaction With eridmu. administratl mmmgmmummm
amhythmias, and sudden

whlcnbumhl-dmm ventricular arrhythmias, such s torsade de pointes-typa
death. This etfect appears to be dose relaled.

An in vivo study wypsl: that dmm which inhibit PuliDy, such as paroxetine, will elevate plasma levels of thiork

. Therefore, it is recommended thast pnuﬁmmbouudhmwmm th thioridazine (soe CONTRAINDI

CATIONS and PRECAUTIO!

Clrrhi\’bnuingw&ddﬁﬁlsk hmmmmmmmmuw may expernence wors-
enng of their depression ofsuidahdwm mncumdlwau taking anti-
depressant me significant m.u Alhn lhmhasbum a I:xma"ngm

sistently worse of whose eme :uk:ih&‘ mm nonsa.oruas olmmienl': niing s
Sec-sv ldl\nposbiqolwmm rajor dopressive disorder and othor psychiatric and W
dmmrmmm observed when (re mjmmnmmmmmm when trealing

mhmmmm panic aftacks, insomnia, | hostilty (apgressiveness),

Impulsivity. akathisia
nndmam have baen reported in wwmmlmummmmw
swﬂmhnoﬂmmimmm Mlmpﬁ
mhmommanmr of such symploms and either ) andlor the suicxdal impuls-

n@mmuwumnm wmnhch&lp discontinu-
hghmﬂumhmﬂb«ﬁmsummm abrupt in onse, ornmmp:ndmepu presenting

uﬁm 8nd coregivers of patients being treated with antidepressants Ive disorder or other Indice-
both psychiatric end nonpsychiatric, should be slerted mmu omergence of

mmmwmmmammmmmma.unnu of sulcidality, and fo report
such symptoms immediately to health care providers. Prescriptions lor PAXIL CR should be writien for he smaies) quantity

ummmlmmmmmmnwmmm risk of overdose.

¥ the decision has been made lo discontinue treaiment, Mblﬂpunﬂ.lsmd&unlmmmwwhrm
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PAXIL CR®
(paraxeting hydrochloride) Controtied-Release Teblets

nition that abrupt discontinuation can be associsted with certain symploms (see PRECAUTIONS and DOSAGE AND ADMINIS-
TRATION—Discontinuation of Treatment With PAXIL CR, hrndesnvlmdlhe mbdmmdmcm
lleummmmanhmh
Amiw&pmshupiwdommuhﬁlpmmm nol establshed
in controfled trials) that treating such an I.'n- increase the lkelhood of precipiation of a
mmamnmnmm.

anhﬁﬂmﬂm

IL CR in controlied clnical studies, there werg

W m-mnnmmalmd-mmmmwnm
uscdcwbusryh nts with a history of mania.

Selzures: During lesting of immediate-release p Mydrochloride, satrures ‘ho.lxdm
ting-Ireated patients, a rele 10 that associaled with other A
Among 1ﬁzrmmmmcnnmnmmumnmnw
iety disordar, or PMOD, 1 patient (0.1%) experlenced a seizure. mmcumum”mhmm-md
seizures. It should be discontinued in any palienl who devolops seizures.

Discontinuation of Treatmant With CR: mmmemﬁwmmcnmm
mymmndnmemmmunnmupmuwdhbﬂl mmmmumt uplo

m?'&y eously reported adversa events whils discontinuing therapy with PAXIL CR were svaluated. Patients receiv-
ing 37 W@;mmmmuﬂ&umnhdﬂhdﬂuw125umlondmdzsrrmw1n¢kbdm
umnmmﬂmdhuhmmmzsmmm 5 mg/day, Ireatment was slopped without an incrementa! decrease
nmmmenmm mmmmﬂaﬂhmmlmmun
m«ummc mnmmmmmmwupmm
foms deseribed by he investigator as associaled with lapcthgard’snomnmgmlcm x
tation, mmmmm fatiguo, and sleep distubances). l'hcsamnromm usemushoz ,of patients
dismnmﬂedmmmmtl CR,

During markefing of PAXIL CR and other SSRIs and SNRIs in and norepinephr ptake inhiddors), there have been
sportaneous reports of adverse events occuming upon dsconlinuation of these , ncluding the
following: Dysphoric mood, irritabilty, agtation, , sensory distubances (e.g., paresthesias such as electric shock sen-
sations), anuiety, confusion, headache z onal labiity, theso ovents are generally
u!-hulhg,mmhmbomre ol serious discontinuation s

Paticnits shovid be monitored mwmm mmmmanWMnmm
Illhcrhmdx\._ul i b possivle, H intolerable "nlt::bl

of upon , then i y prescribed dose w considered.
mmmﬁmmgmgm-dmmmummmwmﬂmw&ﬁ ADMINISTRATION).
Hyponstremia: Several cases of hyponatremia have been reported with immedate-release
natmaweamdmhvm&mmﬁnmmmmmmmmm.wmmhmh
individuals, some In patients taking diurelics or who were otherwise volume
Ahnarmf Bloeding: Published case reports

hmmsedl\emwmd episades in patients trealed with
D:zglum: drugs that interfore wih reuptake. S of the case-conlrol and
mnlwmuwdﬂmmu:ﬂpsmmmm mdmmummhnwmhmﬂ

the mnm ol upper gastroinlestinal biseding. In 2 studies, concument use ol a nonsteroidal wwmm m (MSAID]
or aspirin polentiated the sk of bleeding (see Drug Interactions). Amommm sludies focused on
mmmsmmtobcmmulmuuoearuumh lentialed. Patients
th risk of bieeding associaled with the concométant use ol paroxeline with mmmm
Uuinhmul‘ilhc«wmmm.ms Mmtlmﬂm&edhlz-uhaup.m rde in patients
rtain concomdant syslemic is advisable in using PAXIL CR in patients with discases or condi-

ilngss is Emited. Caution
lhsl\ﬂ:mﬂllm of hemody
As with other SSRis, 'mbnn h premarketing studies with paroxctine hydrochioride. A fow cases
um.mmwmmmmmmwwmmmwmmcmmmmnhmum
mwmmﬁamm%nummmmwmmmwmmmwnb
prescribed lor patienls with narmow
PAXIL CR or the immecEate-r wlnmumhasnmbunmlumowmmww.mnmhmm:m:

recen history of nymmthl&mmmﬂablehmdkusu Puuswmmmdawuewemmuaﬂmmm
ies o of 682 palients who received immediale-reloasa paroxeting
hpnchbm-l cebo-controlied Irisls, however, did nol indicate that parcxeline is associated wih the
mnl:w‘u-lECGWuﬂﬂeaShMmmmahmmmmwwnwmu,hmum
heart rate or blood pressure,

Increased plasma concentrations of paroetine occur in patienis with severe renal impairment (creatining clearanco
gﬂm‘nm]mmmmmnmAmm-\g@sashawbnwcdhmmm(m AND ADMIN-

Information for Patients: Physicans am acvised to discuss the lolowing issues with patients lor whom they prescribe PAXIL CR:

Punmsmmewmshwuhummmmbemanbhmlwmuwmyagvah': panic aftacks, insomnia,
indabiity, hostity, impulsiviy, ckathisa, by . and suicidal ideation, mnydur

. Such dwhborewmdlnl!\nmtnrlsmpm especially if they are severe, abrupt
in onsel, nlmremuddmupumfspms srmt

PAXIL CR should not be chewed or crushed, be swatlowed whole.

Drugs That interfera With Hmnmsm:.uphfn,w.mm ofc.); Patients should bo cawtioned about the concomi-
tani use 0! pargxeting and NSAIDs, aspirin, or other drugs that mMmsuuummwdwwmm
that interfere with sermanmnpahmmmawlshasbem associaled with an ncreased risk ol bie

Interferonce With Cognitive and Motor Parformance: Any psychoactiva dru grmy impair judgment, (hinking, or motor skills,
mpnmmmm&m mwmwummwmpm
ance, patients should be cautioned about untd they are reasonably certain
mmmmnmucnmwmm%nmwnm

Completing Course of Therapy: Whila patients may |mpmmwﬂausutmuwﬂhllumh.hqm
mca oﬁgnvmg““?muumnmmm il they are taking,

nc: tients ian are or pien lo laks, any pre-
scriplion or over-the-counter drugs, since Ihero s a polential for nleractions. -

Alcohol; Athough mmediate-release paroxeline ammmmwwuwdww
molor skills by alcohol, pationts should be fo avoid alcohol while taking PAXIL CR.

Pwnmqhumﬂwﬂblnmwmmwmysmlmybemmpwlahmﬂlubomwplwmm

Nursing: Patients should be advised to notify their physician il ey are breast-feedng an infant (see PRECAUTIONS—Nursing

uhmnmuu There are no specdic laborator lests recommended.
Drug Interactions: WUF‘II]! As with other y

the2 are both chronicaly dosed. No initial dosage edjustments necessary when PAXIL CR s coadmin-
M mem&uwwmmmm& REACTIONS—

P;un;rév}m et g s 0 esirent o s G
disorder (paroxetine, by the other agents
lhuwmeuohdw:y mm wﬂ&:m, mummnmmwm,mn

5 and MMMMHMIIM PedliDy has not been for-

studied bul mmmmmpmhm-mtmm
%mm"zmdmcﬂmw Mupmrabahd “‘du
llmni'lu mmwmmum 0., Quiniding),

caution,
However, dus to the risk o serious ventricular arhythmias end sudden death assockled with elevated lovels
i CANTRANDIGATCNS s Wh

immediate-release 20
o mo“‘!_.mc, md'l’.,.urmmdwmm men
metabolized cmgmm

At steady vmmp m’?mwum“ mm"‘w mdb;durlh!’ lmvm

statg,

that, ke .# o u;mmm@upqgc»q%'ﬁ:phmm -

Drugs esslllAL: An in vivo inlemction invol :Inewmum-

dions of J 8 subsirats for P, revealed no o mmlmm

edditon, in viro studies have shown ketoconarmle, & Inhbitor of PylilA, Inblalhﬂmolimmpuslm

paroxelne as an mhiditor ol the metabolsm of enzyma, Mw&ﬂou—
on tha assumplion that the relationship between 's in vivo K;and its lack of effect on ter

W:hwﬂ;mmmmumwmmm exent of inhibiton of LA, activity s not lioly lo

ol clinical

wmnm musmmmmﬁm ion o TCAS with PAXIL CR, because paraxeting

inhbd mwsan'lcajalnmm mmm,-ummsnum mm.mw’n‘

TC&BMMW.GWIMCR(MPFECAUH Cytochroma P, d“a

mmm protein, .:tnhsualm ;'W %m
;usm:.mmmm ; Serolonin release o @n important
in hemastasis. mdnmwwa um on ossociation botwoen uso
psychotropic with sercionin rouptaks and newrmu upper gastrointesting bleeding have also shown
mmmm&memmmhmawmnmwwmmmmumum
i3

NWMMMMBMM& inter

mWHmquﬂummm edministration of
srmnumnsmum

parmaine was not alered when administered with cigexin ai stcady state, Mean

experienco, the concument

of
msumm lmsln mdmﬁmmamm
L CR and digoxin should be
Diazepam: ummu-mwmmumwwmnmmmmumm

diazepam were

mmmnnﬁwms ummsunhmmmmomﬂlhmumwom,c. 0nd Coy
valves of 5 ng 35%, 37%, wm mﬂ lo procyciding alono t sl stato.
mﬁmmm]%m o4 -

amh sludy whora (80 mm dasod for 18 tha established
e e o
mmnummma s ope gt s raluated (see ADVERSE REACTIONS—Fosimarketing

Theophylline: Reports of elevated 8 levels associed with immediate-release pameting Ireatment have been repont-
mmmmmmm ly studied, it is recommendied that theophyline levels be monitored when these drugs
are

Mnrmfsmmremmmwmamm»mdsmm PAXIL CR.
y mmmsmwmm)wmugm n’dqlllbl “::nedh
oamﬂmn These doses 3
Mmﬂ)wammm buhﬂwuvnsolz?‘;n"z
rmmmdmmhmhmmmmﬁmulmunmwo and 4/50 lor controd, low-,
[inear trend lottuooummuot

pmuhrlumhnﬂm .Female rais wore nol afected. AXhough hor was

0 mico, here was no drug-related nthmmwmnnmdmmbmma
J duced no ic eflects in @ bate msnmmzhmwmmwm
Bacterial mutation assay, mou: a A assay, for cytog

15 mgkg/day, which is Iwica the MAHD on & mg/my basis. Imeversible lesions octured in the reproductive tract of
a:somwmm:?" : “.i”“m'“::'a,mu:%mam’mm'
seminierous
Dw4mﬂmmnw basis).
C. Reproduction siudies al doses up 1o 50 mokg'day i rats and 6
in rabbls wmmmmmwmueyurmmzl times tha MRHO on an
basis. have revealed no evidence ol lowever, in rls, was m increasa in pup during
the frst 4 days of lactation when dosing occured during e kast imester of gestation and continued factation. This effect
occurred & a dose of 1 or?p i ixth of the MRHD on an mpin? basis. The dase lor rat pup mor-
lalty was duumd wm mumbmmmmm in pregnant

no adequate
only il the potential benefit justifies the

potential
mmwm Nmmmulu mmomssmumnhghmmamuumm

Wﬂlﬁmﬂ ‘3'-’3" mwmmmmmm& epnea, SeTures, w:‘mi;ﬂm':m
are consistent wth mmmgms«mwm. o

benobdhl nmmnchhlptwmsmﬁﬂmﬁhmmmﬂum
MMM}WMMWIWW dulhg
MMMIMMI&IG“ mmmtsumsmsmn ISTRATION).
Labor and The eftect ne on labor and delivery in humans is unkngwn,
Nursing Mothers: Lhmmmpmsmnmmmmmmummmmum
is admirisiered 10 & nursing woman.

nhiitors, an i mmwmmwlm Pediatric Use: and efiectiveness in the pediatric population estabished WARNINGS—Clirical
may oocut when they premanly of headache, nausea, nnmddni Worsening and Suicxde Risk). " I e
ntss.hmbem&mlfegmm dnns!ndw Mhpmeﬂuwele\m quently, Use: in Iriats Iydrochiorido, 17% of partcting-treat
concomitant use wil aporoximate) 2 G Jed |
““"“"”"'o"“""'wm? commm'c‘mms""wm"'m wuevu&mﬂ:"m m yeuuoh';m“ 10 overs! GRerencss 1 he svemse et llabe:::n“ ﬂ
Thloridazine: Sec CONTRAINDICATIONS and WARNINGS. youger jents, memmmhwwmmwam ACOLOGY and E
Warfarin: Prefiminary data suggest that there may be a pharmacodynamic interaction [mm Ccauses an ncrensed um INISTRATION).
diathesis in the tace of unatered prothrombin lima) botween paraxeting and wartarin. Sinco there & Iie clinical exporionce, the h.wmm on olderty pallants wih major depressive disordes, PAXIL CR was demonstrated 10 bo
Emnmmmd L CA and wadarin should be mnmmm(mmmu Interdere With salo and cloctive in he reatment of elder m(ﬂmj,‘.mmmrlsummo.
mmsla:'s - - GY-Clnical Trials and ADVERSE REACT Table 2.)
“"‘""““'"“"'“'““"53""‘““”"‘“‘rwm"m"‘"'mw“"ss"“"‘“mm Tt Lt paated ot wndor th *Adverso Findings Observed in Short-Ter, Placebo-Controlied Tials Wah PAXIL CRF sub-
Dw‘?;"mm‘“&"‘“,?“% i ), pprop O S e B iy e hien m.md'mﬁammmkm?mrmn bo catoledcircl vl Thea of Deso s wer condc
;i r depressive disorder, 3 studlies wero disordar, was conducted n
cimmgcmmmbh lnnmdrwhuummdﬂn&mpamma o M‘”W“‘M’mm“wml :“‘""" T“?dm'““.“mwl ‘
&?ﬁ"g’” M,m,g;,;““ ""’33‘00 s e e ey vorae by wo mﬁ'ﬂ” w;:m?w??mu&’mvusmmﬂ#ndm o it rd o
ing coa et limes weel 8,
' e mm,mukmmﬁum"‘-ﬁ fkrmalon (rom b P u@m on actona adhesa s isocitod wh PAXL CAand o mnedite-cloase
ellemoi md‘ml:ine's smnomm laton of puummmm included i a sepavate subsecton (soe Other Events).
mmm:mmlmesm W dose of mmeds Adversa Findings Observed In Short-Term, Placebo-Controlled Trials With PAXIL CR:
:::;gd ﬂzsv,.ﬁ%iqn mpﬁ’x’w“‘,ﬂwm”m“: a mmﬁmm umu&%Tcnm?mmubmmmmwnldzswum::smﬂﬂmdﬁ:wdb
::;mw‘:{“mw W&n inetics, the resulls of this study ordes. The most common ovents (21%) associated with discontinuation and cons! considered 0 be drug related (Le., those events esso-
mmmum::m:mmhohbuad-mm&mglw MM CR s con- ciated with dropout 8t & rate approximately twice of greater lor PAXIL CR placeba) g
hould b by cnical effect. PAXIL CR Placebo
goh.\\hmasmghomi mammmmm aphermonmmm(mmg (n=212) (n=211)
for 14 m].mrm -ﬂf.,mrmdmymmmdmm:ﬁ'& wem) Nausea Mm% 0.5%
wmmmth radlrs) m.mﬁ;gtmtlz%mmlwmum Duziness mt g%
pmmmstu X !
toin administered alone. Since both drugs exhbil nonknear phanmacokingtics, the above sludies may nol address the case where Somnoknce 1.4% 0.0%
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PAXIL CR®
(paraxoting hygrochloride) Controlled-Release Tablels

mammmmdmwmmw&mhm 13% (1/104) of patients treated with PAXIL CR Tablo 1. Adverse Events Occurring In 21% of Patients Treated With PAXIL CR In o Pool of 2 Studles in
10 an adverse event. Events meeting the above criera included the lofiowing: Major Deprossive fmﬂud)
PAXIL CR ~— Placebo s e S = » T W ReporiingEwnl |
{n.tu) {n=108) - -
Nausea 0.0% "~
Headache :g m& Body Sy  Evert _ (n=212) (n=211)
e domal 15% 0.0% Lo Decreased i 4
Panic Eleven percent (S0/444) ammmmmnmmamwmlu Tremor
mmmanEwumemgm ) crteria included the lolowing: Hyperionia % 1%
Parsthesia 3% 1%
i Aghation 2% 1% \
Nausea by (Dﬁ. feontosh i L
Insomna 18% 00% Quiory Syvem -
Headache 14% 02% ) - 7 L
Asthenia 11% 0.0% Cough Incroased 2% "
sooummmmmmmmammmmm&nnnmmmqmmm Bronchis 1% 0%
ved ireatment dug 1o an adverse evenl. Events meeting he above criteria included the lolowing: ——sm“w |
PAXIL CR Placebo Swaaling 5% 2%
('?11’:) llnh;:) ; 2% 0%
Headache 16% 05% e — o~ %
Dianhea 11% 0.5% Taste Perversion 2% 0%
Promenstnal Dyw Spmuums'z reported adverse events were monitored in studies of both cominuous and Urogenital System
inenmttent dosing of CR in the beatment of PMDD. there were lew differences in the adverse event profies of the Abnormal Epcutationt™® %% 1%
2 dosing regimens. Thineen percent (63/681) of patients ireated wih PAXIL CR in PMDD stucies of continuous dosing discontin- Femak Genéal Dsorder!! 10% <%
ued treatment due 10 an adversa evenl 5% %
The most common events (21%) associatod with discontinuation in eiher group treated with PAXIL CR with an incidence rate that mm % 1%
kummmamhpmmmmmm dosing regimen are shown in the lollowing table. This lable Menstnal D 2% <%
s that were dose dependent with an aslerisk) as defined as evenis having an incidence rale wih Vaginiis® 2% 0%
"“W“W'me““”m"’nﬁ'”"‘“' sl — il o SV T.Adwea rrs o v e UL G e ncncs vas s Bon o i b D pce e 7 0 R
Thesa evenls are; Abnormal dreams, anxiety, depersonalizalion, dysmenontea, dyspepsia, hyperkinesia, increased
,ﬁ ':f RS o 508 , Tyalga, Wmﬁ\?nmwmmmmmmww
et o5 2% o s e
ausea” 8, 5 0 ;
Rsthena s 0% 1% s.Pnin'nl o ok 0 Gt P, )
Somnolenca* 43% 18% 03% seasonal allergic symploms.
Insomnia 2.3% 1.5% 0.0% 7 Usuly
Concentration Impaired” 20% 0.6% 03% 8. Hnﬂ?[lm'l!dvhhn
Dry mouth* 2.0?: gg: gﬁ |= mmumm:dmum
Diziness* 1 . Maslly anorgasmia or delayod
Decreased Appetie® 14% 0.6% 00% 11, Mostly anorgasmia cr delayed orgasm.
1.4% 00% 0.3% Tablo 2. Trestmant-Emergent Adverso Evonts Occurring In 25% of Potlents Treatod With PAXIL CR In a Study ol Eldorly
Tremor 14% gg’; g-& Patients With Major Depressive Disorder
Yawn' 1.1% I 1
Darmea 0% 12% 00% e % Roportieg Ereid '
* Events considered lo be dose are defined as events having an incidence mte with 25 mg of PAXIL CR that was &1 Placebo
least twice thal with 125 mg of ’éXi CR (as well as th placebo group) Body System/Adversa Event (n=104) (n=109)
Commanly Observed Adverse Events: Major Depressiva Disorder: The most commonly observed adverse avents associat: Body as s Whole
od with the use of PAXIL CR in a pool of 2 triais (ncidenca of 50% or and incidence for PAXIL CR a1 least twice tha for Headache 7% 13%
?hmn from Tabla 1) were. mm.m constipation, decreased fibido, dianhea, Gzziness, Asthenia 15% 14%
mnMMnmmmm swealing, i WW Trauma 8% 5%
Using the same crtera, the adversa events associated wih tha use of nnmdmuﬂmmﬁpm- | infection 6% 2%
mmm iaculation, constipation, appette, dry mouth, inlection, idido decreased, sweal- Digestive Sysiem
"
mmmnmdmcmm NMMWMMWMWM m ::: 2
m:e]mmummm , swealing, end lemale gendal di ¥ or dificulty achi Conelinats 13% 5%
epsia 13% 10%
WWWMMNWMMMWWMMWMMwWW , asthenia, Dﬁ“n oo b g
m«t mmmmm avenis associated with o usa of PAXIL CR ether Flalulence 8% i
during conlmnuous Wied phase m{-ﬂuuudsmammmumucnuwmmﬂme Nervous System
bo, derived from Table 5) werg: Nausea, female genital sweating, dizr Somnolence 21% 12%
m{muﬁm Insomnia 10% 8%
In the lueal phase dosing PMDD irial, which employed dosing of 12.5 mg/day or 25 mg/day of PAXIL CR limited to the 2 weeks Dizziness % 5%
wbvluu-aﬁﬂdnmmvammmmmmmmmw Iha first 14 days of each Libido Docreased 8% <%
off-drug phase. When the 3 off-drug phases were combined, tha lollowing adverse events al an incidence of 2% of Tremor % 0%
mmmﬂ)@.tﬂmmdmmmmdmmﬂdh beedo: mmxmmml depression (2.8% Sk ond
versus 0.8%), insomni (2.4% versus 0.8%), snwstis (2.4% versus 0%), wmn |zmsmom Appendages %
Incidenca In Controled Clinical Trials: Table 1 enumerates aoverse evens that occurred al an incidence of mumnm Sweating 10% <l
pations reated wih mleca.qedwuas.wpumuhz:hmmmmmnmmmdmm majr depres- Urogential System
Sive disonder in which were ¢osed = a range of 25 mg o 625 Table 2 enumermles adverse events repored al an Abnorma! Ejacuiation®* 7% 3%
phcebo: M“"o“iﬁi\mg Mmm&umwwt?xdlzsm:ém*mam i 2
14 rn i =
rmenies adhese s egreda on pdeco o 1% o grateraong s (19172 ) et ) PAL (1 o ot T ey T WAy Wt 5k it el 1 00 EXRNAOE B L NG
In short-lerm (10-week) placebo-contoded trials In panic disordes in which patients were narngeo 125 bﬁlm 2. d%llmgulummmhslwmi'ﬁ |
4 eaumerates adverse evens reported @t an ncidence of 1% or greater aMong acul patients Wreated wih PAXIL CH who 3. Based on the namber of males. !
mv:fr';mmu?" 5 - e ek . e e e 4. Mostly anorgasmia or delayed ejaculation
CRwho MmlzﬂkwﬂhFMnmmmMu!ﬂ o 28 and Table 3. Treatment-Emergent Adverse Events Occurring In 1% of Patients Treated With PAXIL CR In @ Pool of 3 Poric
i’z:“ mm m&mmuzmmnnmdm phase a Disorder Studies'?
12.5 mo/day or adverse gvents were cassfied using a standard COSTARTbasad Dictiorary lerminclogy.
mm:mummmuwmm %mmmdmm-‘umum % Reporting Event
mﬁhrmhm-pﬁmmmmwummmmmmnmmm Simiarly, the cited PAXIL CR Placebo
mm.gnmm d:fw‘a hvunrmpmrb mm'mmhgmm;mm o Whole Frem : ) el
e
8 G 83 norkig cirs ¥ 0 i et cidence e i g popmadion Skused s 5% %
Teble 1. Treatment Adverso Everts Occurring in 21% of Patients Treated With PAXIL CR In a Pool of 2 Studias in Abdominal Pain a9
Hahbmuﬂnm i Trauma® 5'4 4% |
*% Reporting Event m\munﬁwm 3% 2%
PAXIL CR Placebo Digesive Sysiem ;
MM gm'mm-u Event (n=212) n=211 m, e - 2 s _
[
Headacha €% Diarrhea 12% % |
o " n oy i &
e 7 2 T » n |
T ) ™ sty " -
C'ﬂ'b'lﬂ".'s’lﬂ'ﬂ 2‘5 - Insomnia 20% "% |
Tachycarda 1% % Somvolence 2% % J
Vasodiatation” 2% % Libido Docreasad g ;2
Digestive System Nenvousnoss
Nausca o 2% 10% Tremor 8% 2%
Danhea 18% % Arcigty -g: g
Dry Mouth 15% Aglation %
Conslipation 10% 4% Hypertonia® 2% <
Flatdence ﬁ: g.. | Myoconus % <1%
Vomting 2% 1% W g: g;-
Nervous System | Yaw
2% 8% Skin end Appendages
Insomna 17% b ing 7% 2%
Diziness 14% 4% '
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(» Y d-Releass Tablets
Teble . Treatmant-Emergent Adverse Events Occurring in 21% of Patients Treated With PAXIL CR in a Pool of 3 Panie Tebls 5. Trestman-Emergent Adversa Events Occurring in 21% of Patlents Trested With PAXIL CR In & Pool smm
M&nﬁu"{wm |MMMMMMUMIHWWMM Lmd?m
— — % Reporiing Everd 22 foontinved) mﬁwt ~ -
PAXIL CR Placebo * vont

PAXIL PAXIL CR Placebo
Bl Distieicesces Eheet i ) Body SystemvAdverse Event (n=681) o4 {n=215) {na120)
Spectal Senses Metzbolic and Nutritional
| Aboormal Visiornd % 1% Generiond - - % a%
Urogonital System Weight - - 1% <1%
i ™ % o ™ -
Female Genital Disorders™ ™ % 1% Nervous System

Frequency 2% <% Lbido 12% 5% % %

Impaired % <% Somnolence % % 3% <%

1% <1% Insomnia % 2 R g‘;
l.lemhmnmpmmmncamhnumuequmlnpummmmmwmeso Oizziness

evenls aro: Abnomal dreams, adlergic reaction, mmwﬂi mulmmmmﬂMMcnum "c""“' i ;: :}: *1": g:

sirual mm:ymlm Hpam pmﬂush.m phanyngits, 'mﬂh«y disorder, mms.udmmuwm mtﬁn Nervousness g ‘1‘,;‘" » b

ection, '
2. <1% means geater than zer and ess than 1 Lack of Ematicn il 9% = 5]
. R Vertigo = = 2 a%

L Moy s, Aboormal Dreams % a% = g
5. Mostly musclo tightness or siifiness. e il gl % %

6. Mostly biurred vision. Respiratory System
7. Basad on the number of mak pationts. Sinusi = - ™ 2%
8. Mostly anorgasmia or delayed w""h % a% b —
9. Based on the number ol femalo patents. Bronchis o aly P %
10. Mostly anorgasmia or difficully achisving orgasm. Cough Incrossed % a% oty Ly
Teble 4. Treatment-Emergent Adverse Effects Occurring in 21% of Patients Treated With PAXIL CR in a Social Anxlety Skin and Appendages
Oisorder Study'4 smh ™ <% 6% <%
% Reporting Event m es
Veion - - % %
PAXIL CR Placebo Urogenital System
Body Sy Evert {r=186) n=184) Female Genital Dsorders 8% % P 0%
Body a3 s Whole Menorhaga 1% <1% - -

- % 17% Vaginal Moniiasis 1% cﬁ —
Asthenia - lg: I: Mensinal Dsorder - 1'1. 0%
mwm“"?" - pies 1. mmumnmmmd MCHmmﬂmwmmMMmmmkﬂMmlm ks
Tauma? ing <% Y, sinusils, pess, &rmmmu m"m utedl phesa
“’WPE:W g ::: m:mmmmm.nmmmmmm MMAWMnm
Cardiovascutar Sysiem 2<% means greater than 76 and loss than 1%.

P 0% 3. The kuteal phase and comnuous dosing PMOD trials were nof designed for making parisons b the 2 dosing rog-
: 22;: :: %mmmammmm;nﬁmammmummmmms be
o
Digestive System 4. Mostly anorgasmia or dificulty umbvhgoqasn
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PX:L31
PRESCRIBING INFORMATION

PAXIL®

(paroxetine hydrochloride)
Tablets and Oral Suspension

DESCRIPTION

PAXIL (paroxetine hydrochloride) is an orally administered psychotropic drug. It is the
hydrochloride salt of a phenylpiperidine compound identified chemically as (-)-frans-4R-(4'-
fluorophenyl)-35-[(3',4'-methylenedioxyphenoxy) methyl] piperidine hydrochloride hemihydrate
and has the empirical formula of Ci9H0FNO3eHCle1/2H;0. The molecular weight is 374.8
(329.4 as free base). The structural formula of paroxetine hydrochloride is:

F 0\
0

o

N
H *HCI

Paroxetine hydrochloride is an odorless, off-white powder, having a melting point range of
120° to 138°C and a solubility of 5.4 mg/mL in water.
Tablets: Each film-coated tablet contains paroxetine hydrochloride equivalent to paroxetine as
follows: 10 mg—yellow (scored); 20 mg—pink (scored); 30 mg-blue, 40 mg—green. Inactive
ingredients consist of dibasic calcium phosphate dihydrate, hypromellose, magnesium stearate,
polyethylene glycols, polysorbate 80, sodium starch glycolate, titanium dioxide, and 1 or more of
the following: D&C Red No. 30, D&C Yellow No. 10, FD&C Blue No. 2, FD&C Yellow No. 6.
Suspension for Oral Administration: Each 5 mL of orange-colored, orange-flavored liquid
contains paroxetine hydrochloride equivalent to paroxetine, 10 mg. Inactive ingredients consist
of polacrilin potassium, microcrystalline cellulose, propylene glycol, glycerin, sorbitol, methyl
paraben, propyl paraben, sodium citrate dihydrate, citric acid anhydrate, sodium saccharin,
flavorings, FD&C Yellow No. 6, and simethicone emulsion, USP.

CLINICAL PHARMACOLOGY

Pharmacodynamics: The efficacy of paroxetine in the treatment of major depressive
disorder, social anxiety disorder, obsessive compulsive disorder (OCD), panic disorder (PD),
generalized anxiety disorder (GAD), and posttraumatic stress disorder (PTSD) is presumed to be
linked to potentiation of serotonergic activity in the central nervous system resulting from
inhibition of neuronal reuptake of serotonin (5-hydroxy-tryptamine, 5-HT). Studies at clinically
relevant doses in humans have demonstrated that paroxetine blocks the uptake of serotonin into
human platelets. In vitro studies in animals also suggest that paroxetine is a potent and highly
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selective inhibitor of neuronal serotonin reuptake and has only very weak effects on
norepinephrine and dopamine neuronal reuptake. In vitro radioligand binding studies indicate
that paroxetine has little affinity for muscarinic, alpha,-, alpha;-, beta-adrenergic-, dopamine
(Dy)-, 5-HT}-, 5-HT;-, and histamine (H;)-receptors; antagonism of muscarinic, histaminergic,
and alpha,-adrenergic receptors has been associated with various anticholinergic, sedative, and
cardiovascular effects for other psychotropic drugs.

Because the relative potencies of paroxetine’s major metabolites are at most 1/50 of the parent
compound, they are essentially inactive.

Pharmacokinetics: Paroxetine is equally bioavailable from the oral suspension and tablet.

Paroxetine hydrochloride is completely absorbed after oral dosing of a solution of the
hydrochloride salt. In a study in which normal male subjects (n = 15) received 30 mg tablets
daily for 30 days, steady-state paroxetine concentrations were achieved by approximately
10 days for most subjects, although it may take substantially longer in an occasional patient. At
steady state, mean values of Crax, Tmaxs Cmin, and Tiz, were 61.7 ng/mL (CV 45%), 5.2 hr.

(CV 10%), 30.7 ng/mL (CV 67%), and 21.0 hr. (CV 32%), respectively. The steady-state Crax
and Cpi, values were about 6 and 14 times what would be predicted from single-dose studies.
Steady-state drug exposure based on AUCq.o4 was about 8 times greater than would have been
predicted from single-dose data in these subjects. The excess accumulation is a consequence of
the fact that 1 of the enzymes that metabolizes paroxetine is readily saturable.

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

The effects of food on the bioavailability of paroxetine were studied in subjects administered
a single dose with and without food. AUC was only slightly increased (6%) when drug was
administered with food but the Cpax was 29% greater, while the time to reach peak plasma
concentration decreased from 6.4 hours post-dosing to 4.9 hours.

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

Approximately 64% of a 30-mg oral solution dose of paroxetine was excreted in the urine
with 2% as the parent compound and 62% as metabolites over a 10-day post-dosing period.
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About 36% was excreted in the feces (probably via the bile), mostly as metabolites and less than
1% as the parent compound over the 10-day post-dosing period.

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

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

Renal and Liver Disease: Increased plasma concentrations of paroxetine occur in subjects
with renal and hepatic impairment. The mean plasma concentrations in patients with creatinine
clearance below 30 mL/min. was approximately 4 times greater than seen in normal volunteers.
Patients with creatinine clearance of 30 to 60 mL/min. and patients with hepatic functional
impairment had about a 2-fold increase in plasma concentrations (AUC, Crax).

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

Elderly Patients: In a multiple-dose study in the elderly at daily paroxetine doses of 20, 30,
and 40 mg, Cpi, concentrations were about 70% to 80% greater than the respective Cpin
concentrations in nonelderly subjects. Therefore the initial dosage in the elderly should be
reduced (see DOSAGE AND ADMINISTRATION).

Clinical Trials

Major Depressive Disorder: The efficacy of PAXIL as a treatment for major depressive
disorder has been established in 6 placebo-controlled studies of patients with major depressive
disorder (aged 18 to 73). In these studies, PAXIL was shown to be significantly more effective
than placebo in treating major depressive disorder by at least 2 of the following measures:
Hamilton Depression Rating Scale (HDRS), the Hamilton depressed mood item, and the Clinical
Global Impression (CGI)-Severity of 1llness. PAXIL was significantly better than placebo in
improvement of the HDRS sub-factor scores, including the depressed mood item, sleep
disturbance factor, and anxiety factor.

A study of outpatients with major depressive disorder who had responded to PAXIL (HDRS
total score <8) during an initial 8-week open-treatment phase and were then randomized to
continuation on PAXIL or placebo for 1 year demonstrated a significantly lower relapse rate for
patients taking PAXIL (15%) compared to those on placebo (39%). Effectiveness was similar for
male and female patients.

Obsessive Compulsive Disorder: The effectiveness of PAXIL in the treatment of obsessive
compulsive disorder (OCD) was demonstrated in two 12-week multicenter placebo-controlled
studies of adult outpatients (Studies | and 2). Patients in all studies had moderate to severe OCD
(DSM-IIIR) with mean baseline ratings on the Yale Brown Obsessive Compulsive Scale
(YBOCS) total score ranging from 23 to 26. Study 1, a dose-range finding study where patients
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were treated with fixed doses of 20, 40, or 60 mg of paroxetine/day demonstrated that daily
doses of paroxetine 40 and 60 mg are effective in the treatment of OCD. Patients receiving doses
of 40 and 60 mg paroxetine experienced a mean reduction of approximately 6 and 7 points,
respectively, on the YBOCS total score which was significantly greater than the approximate 4-
point reduction at 20 mg and a 3-point reduction in the placebo-treated patients. Study 2 was a
flexible-dose study comparing paroxetine (20 to 60 mg daily) with clomipramine (25 to 250 mg
daily). In this study, patients receiving paroxetine experienced a mean reduction of
approximately 7 points on the YBOCS total score, which was significantly greater than the mean
reduction of approximately 4 points in placebo-treated patients.

The following table provides the outcome classification by treatment group on Global
Improvement items of the Clinical Global Impression (CGI) scale for Study 1.

Outcome Classification (%) on CGI-Global Improvement Item
for Completers in Study 1
Outcome Placebo | PAXIL 20 mg | PAXIL 40 mg | PAXIL 60 mg
Classification (n=74) (n=175) (n = 66) (n = 66)
Worse 14% 7% 7% 3%
No Change 44% 35% 22% 19%
Minimally Improved 24% 33% 29% 34%
Much Improved 11% 18% 22% 24%
Very Much Improved 7% 7% 20% 20%

Subgroup analyses did not indicate that there were any differences in treatment outcomes as a
function of age or gender.

The long-term maintenance effects of PAXIL in OCD were demonstrated in a long-term
extension to Study 1. Patients who were responders on paroxetine during the 3-month
double-blind phase and a 6-month extension on open-label paroxetine (20 to 60 mg/day) were
randomized to either paroxetine or placebo in a 6-month double-blind relapse prevention phase.
Patients randomized to paroxetine were significantly less likely to relapse than comparably
treated patients who were randomized to placebo.

Panic Disorder: The effectiveness of PAXIL in the treatment of panic disorder was
demonstrated in three 10- to 12-week multicenter, placebo-controlled studies of adult outpatients
(Studies 1-3). Patients in all studies had panic disorder (DSM-IIIR), with or without agoraphobia.
In these studies, PAXIL was shown to be significantly more effective than placebo in treating
panic disorder by at least 2 out of 3 measures of panic attack frequency and on the Clinical
Global Impression Severity of Iliness score.

Study 1 was a 10-week dose-range finding study; patients were treated with fixed paroxetine
doses of 10, 20, or 40 mg/day or placebo. A significant difference from placebo was observed
only for the 40 mg/day group. At endpoint, 76% of patients receiving paroxetine 40 mg/day were
free of panic attacks, compared to 44% of placebo-treated patients.
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Study 2 was a 12-week flexible-dose study comparing paroxetine (10 to 60 mg daily) and
placebo. At endpoint, 51% of paroxetine patients were free of panic attacks compared to 32% of
placebo-treated patients.

Study 3 was a 12-week flexible-dose study comparing paroxetine (10 to 60 mg daily) to
placebo in patients concurrently receiving standardized cognitive behavioral therapy. At
endpoint, 33% of the paroxetine-treated patients showed a reduction to 0 or | panic attacks
compared to 14% of placebo patients.

In both Studies 2 and 3, the mean paroxetine dose for completers at endpoint was
approximately 40 mg/day of paroxetine.

Long-term maintenance effects of PAXIL in panic disorder were demonstrated in an
extension to Study 1. Patients who were responders during the 10-week double-blind phase and
during a 3-month double-blind extension phase were randomized to either paroxetine (10, 20, or
40 mg/day) or placebo in a 3-month double-blind relapse prevention phase. Patients randomized
to paroxetine were significantly less likely to relapse than comparably treated patients who were
randomized to placebo.

Subgroup analyses did not indicate that there were any differences in treatment outcomes as a
function of age or gender.

Social Anxiety Disorder: The effectiveness of PAXIL in the treatment of social anxiety
disorder was demonstrated in three 12-week, multicenter, placebo-controlled studies (Studies 1,
2, and 3) of adult outpatients with social anxiety disorder (DSM-IV). In these studies, the
effectiveness of PAXIL compared to placebo was evaluated on the basis of (1) the proportion of
responders, as defined by a Clinical Global Impression (CGI) Improvement score of 1 (very
much improved) or 2 (much improved), and (2) change from baseline in the Liebowitz Social
Anxiety Scale (LSAS).

Studies 1 and 2 were flexible-dose studies comparing paroxetine (20 to 50 mg daily) and
placebo. Paroxetine demonstrated statistically significant superiority over placebo on both the
CGI Improvement responder criterion and the Liebowitz Social Anxiety Scale (LSAS). In
Study 1, for patients who completed to week 12, 69% of paroxetine-treated patients compared to
29% of placebo-treated patients were CGl Improvement responders. In Study 2, CGl
Improvement responders were 77% and 42% for the paroxetine- and placebo-treated patients,
respectively.

Study 3 was a 12-week study comparing fixed paroxetine doses of 20, 40, or 60 mg/day with
placebo. Paroxetine 20 mg was demonstrated to be significantly superior to placebo on both the
LSAS Total Score and the CGI Improvement responder criterion; there were trends for
superiority over placebo for the 40 mg and 60 mg/day dose groups. There was no indication in
this study of any additional benefit for doses higher than 20 mg/day.

Subgroup analyses generally did not indicate differences in treatment outcomes as a function
of age, race, or gender.
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Generalized Anxiety Disorder: The effectiveness of PAXIL in the treatment of Generalized
Anxiety Disorder (GAD) was demonstrated in two 8-week, multicenter, placebo-controlled
studies (Studies 1 and 2) of adult outpatients with Generalized Anxiety Disorder (DSM-IV).

Study 1 was an 8-week study comparing fixed paroxetine doses of 20 mg or 40 mg/day with
placebo. Doses of 20 mg or 40 mg of PAXIL were both demonstrated to be significantly superior
to placebo on the Hamilton Rating Scale for Anxiety (HAM-A) total score. There was not
sufficient evidence in this study to suggest a greater benefit for the 40 mg/day dose compared to
the 20 mg/day dose.

Study 2 was a flexible-dose study comparing paroxetine (20 mg to 50 mg daily) and placebo.
PAXIL demonstrated statistically significant superiority over placebo on the Hamilton Rating
Scale for Anxiety (HAM-A) total score. A third study, also flexible-dose comparing paroxetine
(20 mg to 50 mg daily), did not demonstrate statistically significant superiority of PAXIL over
placebo on the Hamilton Rating Scale for Anxiety (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 elderly patients to conduct subgroup analyses on the basis of age.

In a longer-term trial, 566 patients meeting DSM-IV criteria for Generalized Anxiety
Disorder, who had responded during a single-blind, 8-week acute treatment phase with 20 to
50 mg/day of PAXIL, were randomized to continuation of PAXIL at their same dose, or to
placebo, for up to 24 weeks of observation for relapse. Response during the single-blind phase
was defined by having a decrease of 22 points compared to baseline on the CGI-Severity of
Illness scale, to a score of <3. Relapse during the double-blind phase was defined as an increase
of 22 points compared to baseline on the CGl-Severity of Ilness scale to a score of 24, or
withdrawal due to lack of efficacy. Patients receiving continued PAXIL experienced a
significantly lower relapse rate over the subsequent 24 weeks compared to those receiving
placebo.

Posttraumatic Stress Disorder: The effectiveness of PAXIL in the treatment of
Posttraumatic Stress Disorder (PTSD) was demonstrated in two 12-week, multicenter, placebo-
controlled studies (Studies 1 and 2) of adult outpatients who met DSM-1V criteria for PTSD. The
mean duration of PTSD symptoms for the 2 studies combined was 13 years (ranging from .1 year
to 57 years). The percentage of patients with secondary major depressive disorder or non-PTSD
anxiety disorders in the combined 2 studies was 41% (356 out of 858 patients) and 40% (345 out
of 858 patients), respectively. Study outcome was assessed by (i) the Clinician-Administered
PTSD Scale Part 2 (CAPS-2) score and (ii) the Clinical Global Impression-Global Improvement
Scale (CGI-I). The CAPS-2 is a multi-item instrument that measures 3 aspects of PTSD with the
following symptom clusters: Reexperiencing/intrusion, avoidance/numbing and hyperarousal.
The 2 primary outcomes for each trial were (i) change from baseline to endpoint on the CAPS-2
total score (17 items), and (ii) proportion of responders on the CGI-I, where responders were
defined as patients having a score of | (very much improved) or 2 (much improved).

Study | was a 12-week study comparing fixed paroxetine doses of 20 mg or 40 mg/day to
placebo. Doses of 20 mg and 40 mg of PAXIL were demonstrated to be significantly superior to
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placebo on change from baseline for the CAPS-2 total score and on proportion of responders on
the CGI-1. There was not sufficient evidence in this study to suggest a greater benefit for the
40 mg/day dose compared to the 20 mg/day dose.

Study 2 was a 12-week flexible-dose study comparing paroxetine (20 to 50 mg daily) to
placebo. PAXIL was demonstrated to be significantly superior to placebo on change from
baseline for the CAPS-2 total score and on proportion of responders on the CGI-L.

A third study, also a flexible-dose study comparing paroxetine (20 to 50 mg daily) to placebo,
demonstrated PAXIL to be significantly superior to placebo on change from baseline for CAPS-
2 total score, but not on proportion of responders on the CGI-I.

The majority of patients in these trials were women (68% women: 377 out of 551 subjects in
Study | and 66% women: 202 out of 303 subjects in Study 2). Subgroup analyses did not
indicate differences in treatment outcomes as a function of gender. There were an insufficient
number of patients who were 65 years and older or were non-Caucasian to conduct subgroup
analyses on the basis of age or race, respectively.

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

The efficacy of PAXIL in the treatment of a major depressive episode was established in
6-week controlled trials of outpatients whose diagnoses corresponded most closely to the
DSM-III category of major depressive disorder (see CLINICAL PHARMACOLOGY—Clinical
Trials). A major depressive episode implies a prominent and relatively persistent depressed or
dysphoric mood that usually interferes with daily functioning (nearly every day for at least
2 weeks); it should include at least 4 of the following 8 symptoms: Change in appetite, change in
sleep, psychomotor agitation or retardation, loss of interest in usual activities or decrease in
sexual drive, increased fatigue, feelings of guilt or worthlessness, slowed thinking or impaired
concentration, and a suicide attempt or suicidal ideation.

The effects of PAXIL in hospitalized depressed patients have not been adequately studied.

The efficacy of PAXIL in maintaining a response in major depressive disorder for up to | year
was demonstrated in a placebo-controlled trial (see CLINICAL PHARMACOLOGY—Clinical
Trials). Nevertheless, the physician who elects to use PAXIL for extended periods should
periodically re-evaluate the long-term usefulness of the drug for the individual patient.
Obsessive Compulsive Disorder: PAXIL is indicated for the treatment of obsessions and
compulsions in patients with obsessive compulsive disorder (OCD) as defined in the DSM-IV.
The obsessions or compulsions cause marked distress, are time-consuming, or significantly
interfere with social or occupational functioning.

The efficacy of PAXIL was established in two 12-week trials with obsessive compulsive
outpatients whose diagnoses corresponded most closely to the DSM-1IIR category of obsessive
compulsive disorder (see CLINICAL PHARMACOLOGY—Clinical Trials).
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Obsessive compulsive disorder is characterized by recurrent and persistent ideas, thoughts,
impulses, or images (obsessions) that are ego-dystonic and/or repetitive, purposeful, and
intentional behaviors (compulsions) that are recognized by the person as excessive or
unreasonable.

Long-term maintenance of efficacy was demonstrated in a 6-month relapse prevention trial. In
this trial, patients assigned to paroxetine showed a lower relapse rate compared to patients on
placebo (see CLINICAL PHARMACOLOGY—Clinical Trials). Nevertheless, the physician
who elects to use PAXIL for extended periods should periodically re-evaluate the long-term
usefulness of the drug for the individual patient (see DOSAGE AND ADMINISTRATION).
Panic Disorder: PAXIL is indicated for the treatment of panic disorder, with or without
agoraphobia, as defined in DSM-IV. Panic disorder is characterized by the occurrence of
unexpected panic attacks and associated concern about having additional attacks, worry about
the implications or consequences of the attacks, and/or a significant change in behavior related to
the attacks.

The efficacy of PAXIL was established in three 10- to 12-weck trials in panic disorder
patients whose diagnoses corresponded to the DSM-IIIR category of panic disorder (see
CLINICAL PHARMACOLOGY—Clinical Trials).

Panic disorder (DSM-IV) is characterized by recurrent unexpected panic attacks, i.e., a
discrete period of intense fear or discomfort in which 4 (or more) of the following symptoms
develop abruptly and reach a peak within 10 minutes: (1) palpitations, pounding heart, or
accelerated heart rate; (2) sweating; (3) trembling or shaking; (4) sensations of shortness of
breath or smothering; (5) feeling of choking; (6) chest pain or discomfort; (7) nausea or
abdominal distress; (8) feeling dizzy, unsteady, lightheaded, or faint; (9) derealization (feelings
of unreality) or depersonalization (being detached from oneself); (10) fear of losing control;
(11) fear of dying; (12) paresthesias (numbness or tingling sensations); (13) chills or hot flushes.

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

Social Anxiety Disorder: PAXIL is indicated for the treatment of social anxiety 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 | or more social or performance situations in
which the person is exposed to unfamiliar people or to possible scrutiny by others. Exposure to
the feared situation almost invariably provokes anxiety, which may approach the intensity of a
panic attack. The feared situations are avoided or endured with intense anxiety or distress. The
avoidance, anxious anticipation, or distress in the feared situation(s) interferes si gnificantly with
the person's normal routine, occupational or academic functioning, or social activities or
relationships, or there is marked distress about having the phobias. Lesser degrees of
performance anxiety or shyness generally do not require psychopharmacological treatment.
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The efficacy of PAXIL was established in three 12-week trials in adult patients with social
anxiety disorder (DSM-IV). PAXIL has not been studied in children or adolescents with social
phobia (see CLINICAL PHARMACOLOGY—Clinical Trials).

The effectiveness of PAXIL in long-term treatment of social anxiety disorder, i.e., for more
than 12 weeks, has not been systematically evaluated in adequate and well-controlled trials.
Therefore, the physician who elects to prescribe PAXIL for extended periods should periodically
re-evaluate the 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 Anxiety
Disorder (GAD), as defined in DSM-IV. Anxiety or tension associated 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 trials in adults with GAD. PAXIL has not been studied in children or
adolescents with Generalized Anxiety Disorder (see CLINICAL PHARMACOLOGY-—Clinical
Trials).

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

The efficacy of PAXIL in maintaining a response in patients with Generalized Anxiety
Disorder, who responded during an 8-week acute treatment phase while taking PAXIL and were
then observed for relapse during a period of up to 24 weeks, was demonstrated in a placebo-
controlled trial (see CLINICAL PHARMACOLOGY—Clinical Trials). Nevertheless, the
physician who elects to use PAXIL for extended periods should periodically re-evaluate the
long-term usefulness of the drug for the individual patient (see DOSAGE AND
ADMINISTRATION).

Posttraumatic Stress Disorder: PAXIL is indicated for the treatment of Posttraumatic
Stress Disorder (PTSD).

The efficacy of PAXIL in the treatment of PTSD was established in two 12-week placebo-
controlled trials in adults with PTSD (DSM-IV) (see CLINICAL PHARMACOLOGY—Clinical
Trials).

PTSD, as defined by DSM-1V, requires exposure to a traumatic event that involved actual or
threatened death or serious injury, or threat to the physical integrity of self or others, and a
response that involves intense fear, helplessness, or horror. Symptoms that occur as a result of
exposure to the traumatic event include reexperiencing of the event in the form of intrusive
thoughts, flashbacks, or dreams, and intense psychological distress and physiological reactivity
on exposure to cues to the event; avoidance of situations reminiscent of the traumatic event,
inability to recall details of the event, and/or numbing of general responsiveness manifested as
diminished interest in significant activities, estrangement from others, restricted range of affect,
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or sense of foreshortened future; and symptoms of autonomic arousal including hypervigilance,
exaggerated startle response, sleep disturbance, impaired concentration, and irritability or
outbursts of anger. A PTSD diagnosis requires that the symptoms are present for at least a month
and that they cause clinically significant distress or impairment in social, occupational, or other
important areas of functioning.

The efficacy of PAXIL in longer-term treatment of PTSD, i.e., for more than 12 weeks, has
not been systematically evaluated in placebo-controlled trials. Therefore, the physician who
elects to prescribe PAXIL for extended periods should periodically re-evaluate the long-term
usefulness of the drug for the individual patient (see DOSAGE AND ADMINISTRATION).

CONTRAINDICATIONS

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

PAXIL is contraindicated in patients with a hypersensitivity to paroxetine or any of the
inactive ingredients in PAXIL,

WARNINGS

Potential for Interaction With Monoamine Oxidase Inhibitors: In patients receiving
another serotonin reuptake inhibitor drug in combination with a monoamine oxidase
inhibitor (MAOI), there have been reports of serious, sometimes fatal, reactions including
hyperthermia, rigidity, myoclonus, autonomic instability with possible rapid fluctuations of
vital signs, and mental status changes that include extreme agitation progressing to
delirium and coma. These reactions have also been reported in patients who have recently
discontinued that drug and have been started on an MAOI. Some cases presented with
features resembling ncuroleptic malignant syndrome. While there are no human data
showing such an interaction with PAXIL, limited animal data on the effects of combined
use of paroxetine and MAOIs suggest that these drugs may act synergistically to elevate
blood pressure and evoke behavioral excitation. Therefore, it is recommended that PAXIL
not be used in combination with an MAOI, or within 14 days of discontinuing treatment
with an MAOI. At least 2 weeks should be allowed after stopping PAXIL before starting an
MAOL

Potential Interaction With Thioridazine: Thioridazine administration alone produces
prolongation of the QTc interval, which is associated with serious ventricular arrhythmias,
such as torsade de pointes—type arrhythmias, and sudden death. This effect appears to be
dose related.

An in vivo study suggests that drugs which inhibit P45I1Dg, such as paroxetine, will
elevate plasma levels of thioridazine. Therefore, it is recommended that paroxetine not be
used in combination with thioridazine (see CONTRAINDICATIONS and
PRECAUTIONS).

Clinical Worsening and Suicide Risk: Patients with major depressive disorder, both adult
and pediatric, may experience worsening of their depression and/or the emergence of suicidal
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ideation and behavior (suicidality), whether or not they are taking antidepressant medications,
and this risk may persist until significant remission occurs. Although 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, a causal role for antidepressants in inducing such
behaviors has not been established. Nevertheless, patients being treated with antidepressants
should be observed closely for clinical worsening and suicidality, especially at the beginning
of a course of drug therapy, or at the time of dose changes, either increases or decreases.
Consideration should be given to changing the therapeutic regimen, including possibly
discontinuing the medication, in patients whose depression is persistently worse or whose
emergent suicidality is severe, abrupt in onset, or was not part of the patient's presenting
symptoms.

Because of the possibility of co-morbidity between major depressive disorder and other
psychiatric and nonpsychiatric disorders, the same precautions observed when treating patients
with major depressive disorder should be observed when treating patients with other psychiatric
and nonpsychiatric disorders.

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, consideration
should be given to changing the therapeutic regimen, including possibly discontinuing the
medication, in patients for whom such symptoms are severe, abrupt in onset, or were not part of
the patient's presenting symptoms.

Families and caregivers of 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, and
the other symptoms described above, as well as the emergence of suicidality, and to report
such symptoms immediately to health care providers. 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.

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).

It should be noted that PAXIL is not approved for use in treating any indications in the
pediatric population.

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
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antidepressant alone may increase the likelihood of precipitation of a mixed/manic episode in
patients at risk for bipolar disorder. Whether any of the symptoms described above represent
such a conversion is unknown. However, prior to initiating treatment with an antidepressant,
patients 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: Activation of Mania/Hypomania: During premarketing testing, hypomania or
mania occurred in approximately 1.0% of unipolar patients treated with PAXIL compared to
1.1% of active-control and 0.3% of placebo-treated unipolar patients. In a subset of patients
classified as bipolar, the rate of manic episodes was 2.2% for PAXIL and 11.6% for the
combined active-control groups. As with all drugs effective in the treatment of major depressive
disorder, PAXIL should be used cautiously in patients with a history of mania.

Seizures: During premarketing testing, seizures occurred in 0.1% of patients treated with
PAXIL, a rate similar to that associated 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.

Discontinuation of Treatment With PAXIL: Recent clinical trials supporting the various
approved indications for PAXIL employed a taper-phase regimen, rather than an abrupt
discontinuation of treatment. The taper-phase regimen used in GAD and PTSD clinical trials
involved an incremental decrease 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 | 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 at least twice that reported for placebo: Abnormal dreams,
paresthesia, and dizziness. In the majority of patients, these events were mild to moderate and
were self-limiting and did not require medical intervention.

During marketing of PAXIL and other SSRls and SNRIs (serotonin and norepinephrine
reuptake inhibitors), there have been spontaneous reports of adverse events occurring, upon the
discontinuation of these drugs (particularly when abrupt), including the following: Dysphoric
mood, irritability, agitation, dizziness, sensory disturbances (e.g., paresthesias such as electric
shock sensations), anxiety, confusion, headache, lethargy, emotional lability, insomnia, and
hypomania. While these events are generally self-limiting, there have been reports of serious
discontinuation symptoms.

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

Hyponatremia: Several cases of hyponatremia have been reported. The hyponatremia
appeared to be reversible when PAXIL was discontinued. The majority of these occurrences
have been in elderly individuals, some in patients taking diuretics or who were otherwise volume
depleted.

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

Use in Patients With Concomitant lliness: Clinical experience with PAXIL in patients
with certain concomitant systemic illness is limited. 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 infrequently reported in premarketing studies with
PAXIL. A few cases of acute angle closure glaucoma associated with paroxetine therapy have
been reported in the literature. As mydriasis can cause acute angle closure in patients with
narrow angle glaucoma, caution should be used when PAXIL is prescribed for patients with
narrow angle glaucoma.

PAXIL has not been evaluated or used to any appreciable extent in patients with a recent
history of myocardial infarction or unstable heart disease. Patients with these diagnoses were
excluded from clinical studies during the product’s premarket testing. Evaluation of
electrocardiograms of 682 patients who received PAXIL in double-blind, placebo-controlled
trials, however, did not indicate that PAXIL is associated with the development of significant
ECG abnormalities. Similarly, PAXIL does not cause any clinically important changes in heart
rate or blood pressure.

Increased plasma concentrations of paroxetine occur in patients with severe renal impairment
(creatinine clearance <30 mL/min.) or severe hepatic impairment. A lower starting dose should
be used in such patients (see DOSAGE AND ADMINISTRATION).

Information for Patients: Physicians are advised to discuss the following issues with patients
for whom they prescribe PAXIL:

Patients and their families should be encouraged to be alert to the emergence of anxiety,
agitation, panic attacks, insomnia, irritability, hostility, impulsivity, akathisia, hypomania, mania,
worsening of depression, and suicidal ideation, especially early during antidepressant treatment.
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Such symptoms should be reported to the patient's physician, especially if they are severe, abrupt
in onset, or were not part of the patient's presenting symptoms.

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

Interference With Cognitive and Motor Performance: Any psychoactive drug may
impair judgment, thinking, or motor skills. Although in controlled studies PAXIL has not been
shown to impair psychomotor performance, patients should be cautioned about operating
hazardous machinery, including automobiles, until they are reasonably certain that therapy with
PAXIL does not affect their ability to engage in such activities.

Completing Course of Therapy: While patients may notice improvement with treatment
with PAXIL in 1 to 4 weeks, they should be advised to continue therapy as directed.

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

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

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

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

Laboratory Tests: There are no specific laboratory tests recommended.

Drug Interactions: Tryptophan: As with other serotonin reuptake inhibitors, an interaction
between paroxetine and tryptophan may occur when they are coadministered. Adverse
experiences, consisting primarily of headache, nausea, sweating, and dizziness, have been
reported when tryptophan was administered to patients taking PAXIL. Consequently,
concomitant use of PAXIL with tryptophan is not recommended.

Monoamine Oxidase Inhibitors: See CONTRAINDICATIONS and WARNINGS.

Thioridazine: See CONTRAINDICATIONS and WARNINGS.

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

Sumatriptan: There have been rare postmarketing reports describing patients with
weakness, hyperreflexia, and incoordination following the use of a selective serotonin reuptake
inhibitor (SSR1) and sumatriptan. If concomitant treatment with sumatriptan and an SSRI (e.g.,
fluoxetine, fluvoxamine, paroxetine, sertraline) is clinically warranted, appropriate observation
of the patient is advised.
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Drugs Affecting Hepatic Metabolism: The metabolism and pharmacokinetics of
paroxetine may be affected by the induction or inhibition of drug-metabolizing enzymes.

Cimetidine: Cimetidine inhibits many cytochrome Paso (oxidative) enzymes. In a study
where PAXIL (30 mg once daily) was dosed orally for 4 weeks, steady-state plasma
concentrations of paroxetine were increased by approximately 50% during coadministration with
oral cimetidine (300 mg three times daily) for the final week. Therefore, when these drugs are
administered concurrently, dosage adjustment of PAXIL after the 20-mg starting dose should be
guided by clinical effect. The effect of paroxetine on cimetidine’s pharmacokinetics was not
studied.

Phenobarbital: Phenobarbital induces many cytochrome Pssg (oxidative) enzymes. When a
single oral 30-mg dose of PAXIL was administered at phenobarbital steady state (100 mg once
daily for 14 days), paroxetine AUC and Ty, were reduced (by an average of 25% and 38%,
respectively) compared to paroxetine administered alone. The effect of paroxetine on
phenobarbital pharmacokinetics was not studied. Since PAXIL exhibits nonlinear
pharmacokinetics, the results of this study may not address the case where the 2 drugs are both
being chronically dosed. No initial dosage adjustment of PAXIL is considered necessary when
coadministered with phenobarbital; any subsequent adjustment should be guided by clinical
effect.

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

Drugs Metabolized by Cytochrome PysellDg: Many drugs, including most drugs
effective in the treatment of major depressive disorder (paroxetine, other SSRIs and many
tricyclics), are metabolized by the cytochrome Paso isozyme PysollDg. Like other agents that are
metabolized by PssolIDg, paroxetine may significantly inhibit the activity of this isozyme. In
most patients (>90%), this PssolIDg isozyme is saturated early during dosing with PAXIL. In |
study, daily dosing of PAXIL (20 mg once daily) under steady-state conditions increased single
dose desipramine (100 mg) Cmax, AUC, and Ty, by an average of approximately 2-, 5-, and
3-fold, respectively. Concomitant use of PAXIL with other drugs metabolized by cytochrome
P.solIDg has not been formally studied but may require lower doses than usually prescribed for
either PAXIL or the other drug.

Therefore, coadministration of PAXIL with other drugs that are metabolized by this isozyme,
including certain drugs effective in the treatment of major depressive disorder (e.g., nortriptyline,
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amitriptyline, imipramine, desipramine, and fluoxetine), phenothiazines, risperidone, and Type
I C antiarrhythmics (e.g., propafenone, flecainide, and encainide), or that inhibit this enzyme
(e.g., quinidine), should be approached with caution.

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

At steady state, when the PasglIDg pathway is essentially saturated, paroxetine clearance is
governed by alternative P45 isozymes that, unlike P4solIDs, show no evidence of saturation (see
PRECAUTIONS—Tricyclic Antidepressants).

Drugs Metabolized by Cytochrome PgsolllA4: An in vivo interaction study involving the
coadministration under steady-state conditions of paroxetine and terfenadine, a substrate for
cytochrome PasolTIA4, revealed no effect of paroxetine on terfenadine pharmacokinetics. In
addition, in vitro studies have shown ketoconazole, a potent inhibitor of Pasolll A4 activity, to be
at least 100 times more potent than paroxetine as an inhibitor of the metabolism of several
substrates for this enzyme, including terfenadine, astemizole, cisapride, triazolam, and
cyclosporine. Based on the assumption that the relationship between paroxetine’s in vitro K; and
its lack of effect on terfenadine’s in vivo clearance predicts its effect on other ITIA4 substrates,
paroxetine’s extent of inhibition of [1IAq activity is not likely to be of clinical significance.

Tricyclic Antidepressants (TCAs): Caution is indicated in the coadministration of
tricyclic antidepressants (TCAs) with PAXIL, because paroxetine may inhibit TCA metabolism.
Plasma TCA concentrations may need to be monitored, and the dose of TCA may need to be
reduced, if a TCA is coadministered with PAXIL (see PRECAUTIONS—Drugs Metabolized by
Cytochrome P 450I1Dg).

Drugs Highly Bound to Plasma Protein: Because paroxetine is highly bound to plasma
protein, administration of PAXIL 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 from displacement of paroxetine by other highly bound
drugs.

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

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

Lithium: A multiple-dose study has shown that there is no pharmacokinetic interaction
between PAXIL and lithium carbonate. However, since there is little clinical expericnce, the
concurrent administration of paroxetine and lithium should be undertaken with caution.
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Digoxin: The steady-state pharmacokinetics of paroxetine was not altered when administered
with digoxin at steady state. Mean digoxin AUC at steady state decreased by 15% in the
presence of paroxetine. Since there is little clinical experience, the concurrent administration of
paroxetine and digoxin should be undertaken with caution.

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

Procyclidine: Daily oral dosing of PAXIL (30 mg once daily) increased steady-state AUCq.
24> Cmax, and Cpin values of procyclidine (5 mg oral once daily) by 35%, 37%, and 67%,
respectively, compared to procyclidine alone at steady state. If anticholinergic effects are seen,
the dose of procyclidine should be reduced.

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

Theophylline: Reports of elevated theophylline levels associated with treatment with
PAXIL have been reported. While this interaction has not been formally studied, it is
recommended that theophylline levels be monitored when these drugs are concurrently
administered.

Electroconvulsive 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 dietat 1, 5, and

25 mg/kg/day (mice) and 1, 5, and 20 mg/kg/day (rats). These doses are up to 2.4 (mouse) and
3.9 (rat) times the maximum recommended human dose (MRHD) for major depressive disorder,
social anxiety disorder, GAD, and PTSD on a mg/m? basis. Because the MRHD for major
depressive disorder is slightly less than that for OCD (50 mg versus 60 mg), the doses used in
these carcinogenicity studies were only 2.0 (mouse) and 3.2 (rat) times the MRHD for OCD.
There was a significantly greater number of male rats in the high-dose group with reticulum cell
sarcomas (1/100, 0/50, 0/50, and 4/50 for control, low-, middle-, and high-dose groups,
respectively) and a significantly increased linear trend across dose groups for the occurrence of
lymphoreticular tumors in male rats. Female rats were not affected. Although there was a
dose-related increase in the number of tumors in mice, there was no drug-related increase in the
number of mice with tumors. The relevance of these findings to humans is unknown.

Mutagenesis: Paroxetine produced no genotoxic effects in a battery of 5 in vitro and 2 in
vivo assays that included the following: Bacterial mutation assay, mouse lymphoma mutation
assay, unscheduled DNA synthesis assay, and tests for cytogenetic aberrations in vivo in mouse
bone marrow and in vitro in human lymphocytes and in a dominant lethal test in rats.

Impairment of Fertility: A reduced pregnancy rate was found in reproduction studies in
rats at a dose of paroxetine of 15 mg/kg/day, which is 2.9 times the MRHD for major depressive
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disorder, social anxiety disorder, GAD, and PTSD or 2.4 times the MRHD for OCD on a mg/m’
basis. Irreversible lesions occurred in the reproductive tract of male rats after dosing in toxicity
studies for 2 to 52 weeks. These lesions consisted of vacuolation of epididymal tubular
epithelium at 50 mg/kg/day and atrophic changes in the seminiferous tubules of the testes with
arrested spermatogenesis at 25 mg/kg/day (9.8 and 4.9 times the MRHD for major depressive
disorder, social anxiety disorder, and GAD; 8.2 and 4.1 times the MRHD for OCD and PDon a
mg/m’ basis).

Pregnancy: Teratogenic Effects: Pregnancy Category C. Reproduction studies were
performed at doses up to 50 mg/kg/day in rats and 6 mg/kg/day in rabbits administered during
organogenesis. These doses are equivalent to 9.7 (rat) and 2.2 (rabbit) times the maximum
recommended human dose (MRHD) for major depressive disorder, social anxiety disorder,
GAD, and PTSD (50 mg) and 8.1 (rat) and 1.9 (rabbit) times the MRHD for OCD, on an mg,/m2
basis. These studies have revealed no evidence of teratogenic effects. However, in rats, there was
an increase in pup deaths during the first 4 days of lactation when dosing occurred during the last
trimester of gestation and continued throughout lactation. This effect occurred at a dose of

1 mg/kg/day or 0.19 times (mg/m?) the MRHD for major depressive disorder, social anxiety
disorder, GAD, and PTSD; and at 0.16 times (mg/m?) the MRHD for OCD. The no-effect dose
for rat pup mortality was not determined. The cause of these deaths is not known. There are no
adequate and well-controlled studies in pregnant women. Because animal reproduction studies
are not always predictive of human response, this drug should be used during pregnancy only if
the potential benefit justifies the potential risk to the fetus.

Nonteratogenic Effects: Neonates exposed to PAXIL and other SSRIs or SNRIs, late in
the third trimester have developed complications requiring prolonged hospitalization, respiratory
support, and tube feeding. Such complications can arise immediately upon delivery. Reported
clinical findings have included respiratory distress, cyanosis, apnea, seizures, temperature
instability, feeding difficulty, vomiting, hypoglycemia, hypotonia, hypertonia, hyperreflexia,
tremor, jitteriness, irritability, and constant crying. These features are consistent with either a
direct toxic effect of SSRIs and SNRIs or, possibly, a drug discontinuation syndrome. It should
be noted, in some cases, the clinical picture is consistent with serotonin syndrome (see
WARNINGS—Potential for Interaction With Monoamine Oxidase Inhibitors). When treating a
pregnant woman with paroxetine during the third trimester, the physician should carefully
consider the potential risks and benefits of treatment (see DOSAGE AND
ADMINISTRATION).

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

Pediatric Use: Safety and effectiveness in the pediatric population have not been established
(see WARNINGS—Clinical Worsening and Suicide Risk).

Geriatric Use: In worldwide premarketing clinical trials with PAXIL, 17% of patients treated
with PAXIL (approximately 700) were 65 years of age or older. Pharmacokinetic studies

18

JX 7-031



revealed a decreased clearance in the elderly, and a lower starting dose is recommended; there
were, however, no overall differences in the adverse event profile between elderly and younger
patients, and effectiveness was similar in younger and older patients (see CLINICAL
PHARMACOLOGY and DOSAGE AND ADMINISTRATION).

ADVERSE REACTIONS

Associated With Discontinuation of Treatment: Twenty percent (1,199/6,145) of patients
treated with PAXIL in worldwide clinical trials in major depressive disorder and 16.1%
(84/522), 11.8% (64/542), 9.4% (44/469), 10.7% (79/735), and 11.7% (79/676) of patients
treated with PAXIL in worldwide trials in social anxiety disorder, OCD, panic disorder, GAD,
and PTSD, respectively, discontinued treatment due to an adverse event. The most common
events (21%) associated with discontinuation and considered to be drug related (i.e., those events
associated with dropout at a rate approximately twice or greater for PAXIL compared to placebo)
included the following:
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Major oCD Panic Disorder Social Anxiety Generalized PTSD
Depressive Disorder Anxiety Disorder
Disorder
PAXIL Placebo PAXIL Placebo PAXIL Placebo PAXIL Placebo PAXIL  Placebo PAXIL  Placebo

CNS
Somnolence 23% 0.7% — 1.9% 0.3% 3.4% 0.3% 2.0% 0.2% 2.8% 0.6%
Insomnia — — 1.7% 0% 1.3% 0.3% 3.1% 0% — —
Agitation 1.1% 0.5% —_— — —
Tremor 1.1% 0.3% — 1.7% 0% 1.0% 0.2%
Anxiety —_ —_ —_ 1.1% 0% — —_
Dizziness — — 1.5% 0% 1.9% 0% 1.0% 0.2% — —
Gastroin-

testinal
Constipation — 1.1% 0% - —
Nausca 32% 1.1% 1.9% 0% 32% 1.2% 4,0% 0.3% 2.0% 0.2% 2.2% 0.6%
Diarrhea 1.0% 0.3% —
Dry mouth 1.0% 0.3% - - -
Vomiting 1.0% 0.3% —_ 1.0% 0% — —
Flatulence 1.0% 0.3% — —
Other
Asthenia 1.6% 0.4% 1.9% 0.4% 2.5% 0.6% 1.8% 0.2% 1.6% 0.2%
Abnormal

cjaculation'  1.6% 0% 2.1% 0% 49% 06% 25%  0.5% — —
Sweating 1.0% 0.3% - 1.1% 0% 1.1% 0.2% — -
Impotence’ — 1.5% 0% — —
Libido

Decreased 1.0% 0% —_ -

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

1. Incidence corrected for gender.

Commonly Observed Adverse Events: Major Depressive Disorder: The most
commonly observed adverse events associated with the use of paroxetine (incidence of 5% or

greater and incidence for PAXIL at least twice that for placebo, derived from Table 1) were:

Asthenia, sweating, nausea, decreased appetite, somnolence, dizziness, insomnia, tremor,
nervousness, ejaculatory disturbance, and other male genital disorders.

Obsessive Compulsive Disorder: The most commonly observed adverse events
associated with the use of paroxetine (incidence 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 cjaculalidn.

Panic Disorder: The most commonly observed adverse events associated with the use of
paroxetine (incidence of 5% or greater and incidence for PAXIL at least twice that for placebo,
derived from Table 2) were: Asthenia, sweating, decreased appetite, libido decreased, tremor,
abnormal ejaculation, female genital disorders, and impotence.
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Social Anxiety Disorder: The most commonly observed adverse events associated with
the use of paroxetine (incidence of 5% or greater and incidence for PAXIL at least twice that for
placebo, derived from Table 2) were: Sweating, nausea, dry mouth, constipation, decreased
appetite, somnolence, tremor, libido decreased, yawn, abnormal ejaculation, female genital
disorders, and impotence.

Generalized Anxiety Disorder: The most commonly observed adverse events associated
with the use of paroxetine (incidence of 5% or greater and incidence for PAXIL at least twice
that for placebo, derived from Table 3) were: Asthenia, infection, constipation, decreased
appetite, dry mouth, nausea, libido decreased, somnolence, tremor, sweating, and abnormal
¢jaculation.

Posttraumatic Stress Disorder: The most commonly observed adverse events associated
with the use of paroxetine (incidence of 5% or greater and incidence for PAXIL at least twice
that for placebo, derived from Table 3) were: Asthenia, sweating, nausea, dry mouth, diarrhea,
decreased appetite, somnolence, libido decreased, abnormal ejaculation, female genital disorders,
and impotence.

Incidence in Controlled Clinical Trials: The prescriber should be aware that the figures in
the tables following cannot be used to predict the incidence of side effects in the course of usual
medical practice where patient characteristics and other factors differ from those that prevailed in
the clinical trials. Similarly, the cited frequencies cannot be compared with figures obtained from
other clinical investigations involving different treatments, uses, and investigators. The cited
figures, however, do provide the prescribing physician with some basis for estimating the
relative contribution of drug and nondrug factors to the side effect incidence rate in the
populations studied.

Major Depressive Disorder: Table | enumerates adverse events that occurred at an
incidence of 1% or more among paroxetine-treated patients who participated in short-term
(6-week) placebo-controlled trials in which patients were dosed in a range of 20 mg to
50 mg/day. Reported adverse events were classified using a standard COSTART-based
Dictionary terminology.
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Table 1. Treatment-Emergent Adverse Experience Incidence in Placebo-Controlled
Clinical Trials for Major Depressive Disorder’

Body System Preferred Term PAXIL Placebo
(n=421) (n = 421)
Body as a Whole Headache 18% 17%
Asthenia 15% 6%
Cardiovascular Palpitation 3% 1%
Vasodilation 3% 1%
Dermatologic Sweating 11% 2%
Rash 2% 1%
Gastrointestinal Nausea 26% 9%
Dry Mouth 18% 12%
Constipation 14% 9%
Diarrhea 12% 8%
Decreased Appetite 6% 2%
Flatulence 4% 2%
Oropharynx Disorder® 2% 0%
Dyspepsia 2% 1%
Musculoskeletal Myopathy 2% 1%
Myalgia 2% 1%
Myasthenia 1% 0%
Nervous System Somnolence 23% 9%
Dizziness 13% 6%
Insomnia 13% 6%
Tremor 8% 2%
Nervousness 5% 3%
Anxiety 5% 3%
Paresthesia 4% 2%
Libido Decreased 3% 0%
Drugged Feeling 2% 1%
Confusion 1% 0%
Respiration Yawn 4% 0%
Special Senses Blurred Vision 4% 1%
Taste Perversion 2% 0%
Urogenital System Ejaculatory Disturbance® 13% 0%
Other Male Genital Disorders®” 10% 0%
Urinary Frequency 3% 1%
Urination Disorder® 3% 0%
Female Genital Disorders®’ 2% 0%

1. Events reported by at least 1% of patients treated with PAXIL are included, except the
following events which had an incidence on placebo =2 PAXIL: Abdominal pain, agitation,
back pain, chest pain, CNS stimulation, fever, increased appetite, myoclonus, pharyngitis,
postural hypotension, respiratory disorder (includes mostly “cold symptoms” or “URI"),
trauma, and vomiting.

2. Includes mostly “lump in throat” and “tightness in throat.”

3. Percentage corrected for gender.
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4. Mostly “ejaculatory delay.”

5. Includes “anorgasmia,” “erectile difficulties,” “delayed ejaculation/orgasm,” and “sexual
dysfunction,” and “impotence.”

6. Includes mostly “difficulty 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 occurred at a frequency of 2% or more among OCD
patients on PAXIL who participated in placebo-controlled trials of 12-weeks duration in which
patients were dosed in a range of 20 mg to 60 mg/day or among patients with panic disorder on
PAXIL who participated in placebo-controlled trials of 10- to 12-weeks duration in which
patients were dosed in a range of 10 mg to 60 mg/day or among patients with social anxiety
disorder on PAXIL who participated in placebo-controlled trials of 12-weeks duration in which
patients were dosed in a range of 20 mg to 50 mg/day.

Table 2. Treatment-Emergent Adverse Experience Incidence in Placebo-Controlled
Clinical Trials for Obsessive Compulsive Disorder, Panic Disorder, and Social Anxiety
Disorder'

Obsessive Panic Social Anxiety
Compulsive Disorder Disorder
Disorder
PAXIL Placebo PAXIL Placebo PAXIL Placebo
Body System Preferred Term (n=542) (n=265 (n=469) (n=324) (n=425) (n= 339)
Body as a Whole Asthenia 22% 14% 14% 5% 22% 14%
Abdominal Pain — — 4% 3% - —
Chest Pain 3% 2% — - _— —_
Back Pain — — 3% 2% - —
Chills 2% 1% 2% 1% — —
Trauma — — — — 3% 1%
Cardiovascular Vasodilation 4% 1% — - — -
Palpitation 2% 0% — - — —
Dermatologic Sweating 9% 3% 14% 6% 9% 2%
Rash 3% 2% — — — —_
Gastrointestinal Nausea 23% 10% 23% 17% 25% 7%
Dry Mouth 18% 9% 18% 11% 9% 3%
Constipation 16% 6% 8% 5% 5% 2%
Diarrhea 10% 10% 12% 7% 9% 6%
Decreased
Appetite 9% 3% 7% 3% 8% 2%
Dyspepsia = — — — 4% 2%
Flatulence - — —_ — 4% 2%
Increased
Appetite 4% 3% 2% 1% — -
Vomiting — — - - 2% 1%
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Obsessive Panic Social Anxiety

Compulsive Disorder Disorder
Disorder
Musculoskeletal Myalgia — — — — 4% 3%
Nervous System Insomnia 24% 13% 18% 10% 21% 16%
Somnolence 24% 7% 19% 11% 22% 5%
Dizziness 12% 6% 14% 10% 11% 7%
Tremor 11% 1% 9% 1% 9% 1%
Nervousness 9% 8% e — 8% 7%
Libido Decreased % 4% 9% 1% 12% 1%
Agitation — —_ 5% 4% 3% 1%
Anxiety — — 5% 4% 5% 4%
Abnormal
Dreams 4% 1% —— — — —
Concentration
Impaired 3% 2% - — 4% 1%
Depersonalization 3% 0% —_ —_ — —_
Myoclonus 3% 0% 3% 2% 2% 1%
Amnesia 2% 1% — — — -
Respiratory System  Rhinitis — — 3% 0% - —
Pharyngitis —_ — — —_— 4% 2%
Yawn —_ — —_ — 5% 1%
Special Senses Abnormal Vision 4% 2% — — 4% 1%
Taste Perversion 2% 0% —— — — —
Urogenital System  Abnormal
Ejaculation® 23% 1% 21% 1% 28% 1%
Dysmenorrhea — — — — 5% 4%
Female Genital
Disorder’ 3% 0% 9% 1% 9% 1%
Impotence’ 8% 1% 5% 0% 5% 1%
Urinary
Frequency 3% 1% 2% 0% - ——
Urination
Impaired 3% 0% — — — —
Urinary Tract
Infection 2% 1% 2% 1% — —

1. Events reported by at least 2% of OCD, panic disorder, and social anxiety disorder in patients treated with PAXIL are
included, except the following events which had an incidence on placebo 2PAXIL: [OCD]: Abdominal pain, agitation,
anxiety, back pain, cough increased, depression, headache, hyperkinesia, infection, paresthesia, pharyngitis, respiratory
disorder, rhinitis, and sinusitis. [panic disorder]: Abnormal dreams, abnormal vision, chest pain, cough increased,
depersonalization, depression, dysmenorrhea, dyspepsia, flu syndrome, headache, infection, myalgia, nervousness,
palpitation, paresthesia, pharyngitis, rash, respiratory disorder, sinusitis, taste perversion, trauma, urination impaired, and
vasodilation. [social anxiety disorder]: Abdominal pain, depression, headache, infection, respiratory disorder, and
sinusitis.

2. Percentage corrected for gender.
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Generalized Anxiety Disorder and Posttraumatic Stress Disorder: Table 3

enumerates adverse events that occurred at a frequency of 2% or more among GAD patients on
PAXIL who participated in placebo-controlled trials of 8-weeks duration in which patients were

dosed in a range of 10 mg/day to 50 mg/day or among PTSD patients on PAXIL who

participated in placebo-controlled trials of 12-weeks duration in which patients were dosed ina

range of 20 mg/day to 50 mg/day.

Table 3. Treatment-Emergent Adverse Experience Incidence in Placebo-Controlled
Clinical Trials for Generalized Anxiety Disorder and Posttraumatic Stress Disorder'

Generalized Anxiety

Posttraumatic Stress

Disorder Disorder
Body System Preferred Term PAXIL Placebo PAXIL Placebo
(n = 735) (n=529)  (n=676) (n = 504)
Body as a Whole  Asthenia 14% 6% 12% 4%
Headache 17% 14% - —
Infection 6% 3% 5% 4%
Abdominal Pain 4% 3%
Trauma 6% 5%
Cardiovascular Vasodilation 3% 1% 2% 1%
Dermatologic Sweating 6% 2% 5% 1%
Gastrointestinal ~ Nausea 20% 5% 19% 8%
Dry Mouth 1% 5% 10% 5%
Constipation 10% 2% 5% 3%
Diarrhea 9% 7% 11% 5%
Decreased Appetite 5% 1% 6% 3%
Vomiting 3% 2% 3% 2%
Dyspepsia — — 5% 3%
Nervous System  Insomnia 11% 8% 12% 11%
Somnolence 15% 5% 16% 5%
Dizziness 6% 5% 6% 5%
Tremor 5% 1% 4% 1%
Nervousness 4% 3% — —_
Libido Decreased 9% 2% 5% 2%
Abnormal Dreams 3% 2%
Respiratory Respiratory Disorder 7% 5% — o
System
Sinusitis 4% 3% - -
Yawn 4% — 2% <1%
Special Senses Abnormal Vision 2% 1% 3% 1%
Urogenital Abnormal 25% 2% 13% 2%
System Ejaculation
Female Genital 4% 1% 5% 1%
Disordzﬁ:r2
Impotence 4% 3% 9% 1%

I. Events reported by at least 2% of GAD and PTSD in patients treated with PAXIL are included, except the
following events which had an incidence on placebo 2PAXIL [GAD]: Abdominal pain, back pain, trauma,
dyspepsia, myalgia, and pharyngitis. [PTSD]: Back pain, headache, anxiety, depression, nervousness, respiratory

disorder, pharyngitis, and sinusitis.
2. Percentage corrected for gender.
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Dose Dependency of Adverse Events: A comparison of adverse event rates in a
fixed-dose study comparing 10, 20, 30, and 40 mg/day of PAXIL with placebo in the treatment
of major depressive disorder revealed a clear dose dependency for some of the more common
adverse events associated with use of PAXIL, as shown in the following table:

Table 4 . Treatment-Emergent Adverse Experience Incidence in a Dose-Comparison Trial

in the Treatment of Major Depressive Disorder*

Placebo PAXIL
10 mg 20mg 30 mg 40 mg

Body System/Preferred Term n=5l w=12 w=18 a=101 w1
Body as a Whole
Asthenia 0.0% 2.9% 10.6% 13.9% 12.7%
Dermatology
Sweating 2.0% 1.0% 6.7% 8.9% 11.8%
Gastrointestinal
Constipation 5.9% 4.9% 7.7% 9.9% 12.7%
Decreased Appetite 2.0% 2.0% 5.8% 4.0% 4.9%
Diarrhea 7.8% 9.8% 19.2% 7.9% 14.7%
Dry Mouth 2.0% 10.8% 18.3% 15.8% 20.6%
Nausea 13.7% 147%  26.9% 34.7% 36.3%
Nervous System
Anxiety 0.0% 2.0% 5.8% 5.9% 5.9%
Dizziness 3.9% 6.9% 6.7% 8.9% 12.7%
Nervousness 0.0% 5.9% 5.8% 4.0% 2.9%
Paresthesia 0.0% 2.9% 1.0% 5.0% 5.9%
Somnolence 7.8% 12.7% 183%  20.8% 21.6%
Tremor 0.0% 0.0% 7.7% 7.9% 14.7%
Special Senses
Blurred Vision 2.0% 2.9%% 2.9% 2.0% 7.8%
Urogenital System
Abnormal Ejaculation 0.0% 5.8% 6.5% 10.6% 13.0%
Impotence 0.0% 1.9% 4.3% 6.4% 1.9%
Male Genital Disorders 0.0% 3.8% 8.7% 6.4% 3.7%

Rule for including adverse events in table: Incidence at least 5% for 1 of paroxetine groups
and 2 twice the placebo incidence for at least 1 paroxetine group.

In a fixed-dose study comparing placebo and 20, 40, and 60 mg of PAXIL in the treatment of

OCD, there was no clear relationship between adverse events and the dose of PAXIL to which

patients were assigned. No new adverse events were observed in the group treated with 60 mg of

PAXIL compared to any of the other treatment groups.

In a lixed-dose study comparing placebo and 10, 20, and 40 mg of PAXIL in the treatment of
panic disorder, there was no clear relationship between adverse events and the dose of PAXIL to
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which patients were assigned, except for asthenia, dry mouth, anxiety, libido decreased, tremor,
and abnormal ejaculation. In flexible-dose studies, no new adverse events were observed in
patients receiving 60 mg of PAXIL compared to any of the other treatment groups.

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 the adverse events, there was no clear relationship between
adverse events and the dose of PAXIL to which patients were assigned.

In a fixed-dose study comparing placebo and 20 and 40 mg of PAXIL in the treatment of
generalized anxiety disorder, for most of the adverse events, there was no clear relationship
between adverse events and the dose of PAXIL to which patients were assigned, except for the
following adverse events: Asthenia, constipation, and abnormal ejaculation.

In a fixed-dose study comparing placebo and 20 and 40 mg of PAXIL in the treatment of
posttraumatic stress disorder, for most of the adverse events, there was no clear relationship
between adverse events and the dose of PAXIL to which patients were assigned, except for
impotence and abnormal ejaculation.

Adaptation to Certain Adverse Events: Over a 4- to 6-week period, there was evidence
of adaptation to some adverse events with continued therapy (e.g., nausea and dizziness), but less
to other effects (e.g., dry mouth, somnolence, and asthenia).

Male and Female Sexual Dysfunction With SSRIs: Although changes in sexual desire,
sexual performance, and sexual satisfaction often occur as manifestations of a psychiatric
disorder, they may also be a consequence of pharmacologic treatment. In particular, some
evidence suggests that selective serotonin reuptake inhibitors (SSRIs) can cause such untoward
sexual experiences.

Reliable estimates of the incidence and severity of untoward experiences involving sexual
desire, performance, and satisfaction are difficult to obtain, however, in part because patients and
physicians may be reluctant to discuss them. Accordingly, estimates of the incidence of
untoward sexual experience and performance cited in product labeling, are likely to
underestimate their actual incidence.

In placebo-controlled clinical trials involving more than 3,200 patients, 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 displayed in Table 5.

Table 5. Incidence of Sexual Adverse Events in Controlled Clinical Trials

PAXIL Placebo
n (males) 1446 1042
Decreased Libido 6-15% 0-5%
Ejaculatory Disturbance 13-28% 0-2%
Impotence 2-9% 0-3%
n (females) 1822 1340
Decreased Libido 0-9% 0-2%
Orgasmic Disturbance 2-9% 0-1%
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There are no adequate and well-controlled studies examining sexual dysfunction with
paroxetine treatment.

Paroxetine treatment has been associated with several cases of priapism. In those cases with a
known outcome, patients recovered without sequelae.

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

Weight and Vital Sign Changes: Significant weight loss may be an undesirable result of
treatment with PAXIL for some patients but, on average, patients in controlled trials had minimal
(about 1 pound) weight loss versus smaller changes on placebo and active control. No significant
changes in vital signs (systolic and diastolic blood pressure, pulse and temperature) were
observed in patients treated with PAXIL in controlled clinical trials.

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

Liver Function Tests: In placebo-controlled clinical trials, patients treated with PAXIL
exhibited abnormal values on liver function tests at no greater rate than that seen in
placebo-treated patients. In particular, the PAXIL-versus-placebo comparisons for alkaline
phosphatase, SGOT, SGPT, and bilirubin revealed no differences in the percentage of patients
with marked abnormalities.

Other Events Observed During the Premarketing Evaluation of PAXIL: During its
premarketing assessment in major depressive disorder, multiple doses of PAXIL were
administered to 6,145 patients in phase 2 and 3 studies. The conditions and duration of exposure
to PAXIL varied greatly and included (in overlapping categories) open and double-blind studies,
uncontrolled and controlled studies, inpatient and outpatient studies, and fixed-dose, and titration
studies. During premarketing clinical trials in OCD, panic disorder, social anxiety disorder,
generalized anxiety disorder, and posttraumatic stress disorder, 542, 469, 522, 735, and 676
patients, respectively, received multiple doses of PAXIL. Untoward events associated with this
exposure were recorded by clinical investigators using terminology of their own choosing.
Consequently, it is not possible to provide a meaningful estimate of the proportion of individuals
experiencing adverse events without first grouping similar types of untoward events into a
smaller number of standardized event categories.

In the tabulations that follow, reported adverse events were classified using a standard
COSTART-based Dictionary terminology. The frequencies presented, therefore, represent the
proportion of the 9,089 patients exposed to multiple doses of PAXIL who experienced an event
of the type cited on at least | occasion while receiving PAXIL. All reported events are included
except those already listed in Tables 1 to 3, those reported in terms so general as to be
uninformative and those events where a drug cause was remote. It is important to emphasize that
although the events reported occurred during treatment with paroxetine, they were not
necessarily caused by it.
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Events are further categorized by body system and listed in order of decreasing frequency
according to the following definitions: Frequent adverse events are those occurring on 1 or more
occasions in at least 1/100 patients (only those not already listed in the tabulated results from
placebo-controlled trials 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 the PRECAUTIONS section.

Body as a Whole: Infrequent: Allergic reaction, chills, face edema, malaise, neck pain;
rare: Adrenergic syndrome, cellulitis, moniliasis, neck rigidity, pelvic pain, peritonitis, sepsis,
ulcer.

Cardiovascular System: Frequent: Hypertension, tachycardia; infrequent: Bradycardia,
hematoma, hypotension, migraine, syncope; rare: Angina pectoris, arrhythmia nodal, atrial
fibrillation, bundle branch block, cerebral ischemia, cerebrovascular accident, congestive heart
failure, heart block, low cardiac output, myocardial infarct, myocardial ischemia, pallor,
phlebitis, pulmonary embolus, supraventricular extrasystoles, thrombophlebitis, thrombosis,
varicose vein, vascular headache, ventricular extrasystoles.

Digestive System: Infrequent: Bruxism, colitis, dysphagia, eructation, gastritis,
gastroenteritis, gingivitis, glossitis, increased salivation, liver function tests abnormal, rectal
hemorrhage, ulcerative stomatitis; rare: Aphthous stomatitis, bloody diarrhea, bulimia,
cardiospasm, cholelithiasis, duodenitis, enteritis, esophagitis, fecal impactions, fecal
incontinence, gum hemorrhage, hematemesis, hepatitis, ileitis, ileus, intestinal obstruction,
jaundice, melena, mouth ulceration, peptic ulcer, salivary gland enlargement, sialadenitis,
stomach ulcer, stomatitis, tongue discoloration, tongue edema, tooth caries.

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

Hemic and Lymphatic Systems: Infrequent: Anemia, leukopenia, lymphadenopathy,
purpura; rare; Abnormal erythrocytes, basophilia, bleeding time increased, eosinophilia,
hypochromic anemia, iron deficiency anemia, leukocytosis, lymphedema, abnormal
lymphocytes, lymphocytosis, microcytic anemia, monocytosis, normocytic anemia,
thrombocythemia, thrombocytopenia.

Metabolic and Nutritional: Frequent: Weight gain; infrequent: Edema, peripheral edema,
SGOT increased, SGPT increased, thirst, weight loss; rare: Alkaline phosphatase increased,
bilirubinemia, BUN increased, creatinine phosphokinase increased, dehydration, gamma
globulins increased, gout, hypercalcemia, hypercholesteremia, hyperglycemia, hyperkalemia,
hyperphosphatemia, hypocalcemia, hypoglycemia, hypokalemia, hyponatremia, ketosis, lactic
dehydrogenase increased, non-protein nitrogen (NPN) increased.

Musculoskeletal System: Frequent: Arthralgia; infrequent: Arthritis, arthrosis; rare:
Bursitis, myositis, osteoporosis, generalized spasm, tenosynovitis, tetany.

Nervous System: Frequent: Emotional lability, vertigo; infrequent: Abnormal thinking,
alcohol abuse, ataxia, dystonia, dyskinesia, euphoria, hallucinations, hostility, hypertonia,
hypesthesia, hypokinesia, incoordination, lack of emotion, libido increased, manic reaction,
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neurosis, paralysis, paranoid reaction; rare: Abnormal gait, akinesia, antisocial reaction, aphasia,
choreoathetosis, circumoral paresthesias, convulsion, delirium, delusions, diplopia, drug
dependence, dysarthria, extrapyramidal syndrome, fasciculations, grand mal convulsion,
hyperalgesia, hysteria, manic-depressive reaction, meningitis, myelitis, neuralgia, neuropathy,
nystagmus, peripheral neuritis, psychotic depression, psychosis, reflexes decreased, reflexes
increased, stupor, torticollis, trismus, withdrawal syndrome.

Respiratory System: Infrequent: Asthma, bronchitis, dyspnea, epistaxis, hyperventilation,
pneumonia, respiratory flu; rare: Emphysema, hemoptysis, hiccups, lung fibrosis, pulmonary
edema, sputum increased, stridor, voice alteration.

Skin and Appendages: Frequent: Pruritus; infrequent: Acne, alopecia, contact dermatitis,
dry skin, ecchymosis, eczema, herpes simplex, photosensitivity, urticaria; rare: Angioedema,
erythema nodosum, erythema multiforme, exfoliative dermatitis, fungal dermatitis, furunculosis;
herpes zoster, hirsutism, maculopapular rash, seborrhea, skin discoloration, skin hypertrophy,
skin ulcer, sweating decreased, vesiculobullous rash.

Special Senses: Frequent: Tinnitus; infrequent: Abnormality of accommodation,
conjunctivitis, ear pain, eye pain, keratoconjunctivitis, mydriasis, otitis media; rare: Amblyopia,
anisocoria, blepharitis, cataract, conjunctival edema, corneal ulcer, deafness, exophthalmos, eye
hemorrhage, glaucoma, hyperacusis, night blindness, otitis externa, parosmia, photophobia,
ptosis, retinal hemorrhage, taste loss, visual field defect.

Urogenital System: Infrequent: Amenorrhea, breast pain, cystitis, dysuria, hematuria,
menorrhagia, nocturia, polyuria, pyuria, urinary incontinence, urinary retention, urinary urgency,
vaginitis; rare: Abortion, breast atrophy, breast enlargement, endometrial disorder, epididymitis,
female lactation, fibrocystic breast, kidney calculus, kidney pain, leukorrhea, mastitis,
metrorrhagia, nephritis, oliguria, salpingitis, urethritis, urinary casts, uterine spasm, urolith,
vaginal hemorrhage, vaginal moniliasis.

Postmarketing Reports: Voluntary reports of adverse events in patients taking PAXIL that
have been received since market introduction and not listed above that may have no causal
relationship with the drug include acute pancreatitis, elevated liver function tests (the most
severe cases were deaths due to liver necrosis, and grossly elevated transaminases associated
with severe liver dysfunction), Guillain-Barré syndrome, toxic epidermal necrolysis, priapism,
syndrome of inappropriate ADH secretion, symptoms suggestive of prolactinemia and
galactorrhea, neuroleptic malignant syndrome~like events; extrapyramidal symptoms which have
included akathisia, bradykinesia, cogwheel rigidity, dystonia, hypertonia, oculogyric crisis which
has been associated with concomitant use of pimozide; tremor and trismus; serotonin syndrome,
associated in some cases with concomitant use of serotonergic drugs and with drugs which may
have impaired metabolism of PAXIL (symptoms have included agitation, confusion, diaphoresis,
hallucinations, hyperreflexia, myoclonus, shivering, tachycardia, and tremor), status epilepticus,
acute renal failure, pulmonary hypertension, allergic alveolitis, anaphylaxis, eclampsia,
laryngismus, optic neuritis, porphyria, ventricular fibrillation, ventricular tachycardia (including
torsade de pointes), thrombocytopenia, hemolytic anemia, events related to impaired
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hematopoiesis (including aplastic anemia, pancytopenia, bone marrow aplasia, and
agranulocytosis), and vasculitic syndromes (such as Henoch-Schénlein purpura). There has been
a case report of an elevated phenytoin level after 4 weeks of PAXIL and phenytoin
coadministration. There has been a case report of severe hypotension when PAXIL was added to
chronic 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 dependence. While the
clinical trials did not reveal any tendency for any drug-seeking behavior, these observations were
not systematic and it is not possible 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 history of drug abuse, and such patients should be
observed closely for signs of misuse or abuse of PAXIL (e.g., development of tolerance,
incrementations of dose, drug-seeking behavior).

OVERDOSAGE

Human Experience: Since the introduction of PAXIL in the United States, 342 spontaneous
cases of deliberate or accidental overdosage during paroxetine treatment have been reported
worldwide (circa 1999). These include overdoses with paroxetine alone and in combination with
other substances. Of these, 48 cases were fatal and of the fatalities, 17 appeared to involve
paroxetine alone. Eight fatal cases that documented the amount of paroxetine ingested were
generally confounded by the ingestion of other 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 involved 2,000 mg of paroxetine (33 times the maximum
recommended daily dose) in a patient who recovered.

Commonly reported adverse events associated with paroxetine overdosage include
somnolence, coma, nausea, tremor, tachycardia, confusion, vomiting, and dizziness. Other
notable signs and symptoms observed with overdoses involving paroxetine (alone or with other
substances) include mydriasis, convulsions (including status epilepticus), ventricular
dysrhythmias (including torsade de pointes), hypertension, aggressive reactions, syncope,
hypotension, stupor, bradycardia, dystonia, rhabdomyolysis, symptoms of hepatic dysfunction
(including hepatic failure, hepatic necrosis, jaundice, hepatitis, and hepatic steatosis), serotonin
syndrome, manic reactions, myoclonus, acute renal failure, and urinary retention.

Overdosage Management: Treatment should consist of those general 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 cardiac rhythm and vital
signs. General supportive and symptomatic measures are also recommended. Induction of emesis
is not recommended. Gastric lavage with a large-bore orogastric tube with appropriate airway
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protection, if needed, may be indicated if performed soon after ingestion, or in symptomatic
patients.

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

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

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

DOSAGE AND ADMINISTRATION

Major Depressive Disorder: Usual Initial Dosage: PAXIL should be administered as a
single daily dose with or without food, usually in the morning. The recommended initial dose is
20 mg/day. Patients were dosed in a range of 20 to 50 mg/day in the clinical trials demonstrating
the effectiveness of PAXIL in the treatment of major depressive disorder. As with all drugs
effective in the treatment of major depressive disorder, the full effect may be delayed. Some
patients not responding to a 20-mg dose may benefit from dose increases, in 10-mg/day
increments, up to a maximum of 50 mg/day. Dose changes should occur at intervals of at least

1 week.

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

Systematic evaluation of the 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: Usual Initial Dosage: PAXIL should be administered
as a single daily dose with or without food, usually in the morning. The recommended dose of
PAXIL in the treatment of OCD is 40 mg daily. Patients 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. Patients were dosed in a range of 20 to 60 mg/day in the clinical trials
demonstrating the effectiveness of PAXIL in the treatment of OCD. The maximum dosage
should not exceed 60 mg/day.

Maintenance Therapy: Long-term maintenance of efficacy was demonstrated in a 6-month
relapse prevention trial. In this trial, patients with OCD assigned to paroxetine demonstrated a
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lower relapse rate compared to patients on placebo (see CLINICAL PHARMACOLOGY—
Clinical Trials). OCD is a chronic condition, and it is reasonable to consider continuation for a
responding patient. Dosage adjustments should be made to maintain the patient on the lowest
effective dosage, and patients should be periodically reassessed to determine the need for
continued treatment.

Panic Disorder: Usual Initial Dosage: PAXIL should be administered as a single daily dose
with or without food, usually in the moming. The target dose of PAXIL in the treatment of panic
disorder is 40 mg/day. Patients should be started on 10 mg/day. Dose changes should occur in
10-mg/day increments and at intervals of at least 1 week. Patients were dosed in a range of 10 to
60 mg/day in the clinical trials demonstrating the effectiveness of PAXIL. The maximum dosage
should not exceed 60 mg/day.

Maintenance Therapy: Long-term maintenance of efficacy was demonstrated in a 3-month
relapse prevention trial. In this trial, patients with panic disorder assigned to paroxetine
demonstrated a lower relapse rate compared to patients on placebo (see CLINICAL
PHARMACOLOGY—Clinical Trials). Panic disorder is a chronic condition, and it is reasonable
to consider continuation for a responding patient. Dosage adjustments should be made to
maintain the patient on the lowest effective dosage, and patients should be periodically
reassessed to determine the need for continued treatment.

Social Anxiety Disorder: Usual Initial Dosage: PAXIL should be administered as a single
daily dose with or without food, usually in the morning. The recommended and initial dosage is
20 mg/day. In clinical trials the effectiveness of PAXIL was demonstrated in patients dosed in a
range of 20 to 60 mg/day. While the safety of PAXIL has been evaluated in patients with social
anxiety disorder at doses up to 60 mg/day, available information does not suggest any additional
benefit for doses above 20 mg/day (see CLINICAL PHARMACOLOGY—Clinical Trials).

Maintenance Therapy: There is no body of 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 demonstrated in controlled clinical trials, social anxiety
disorder is recognized as a chronic condition, and it is reasonable to consider continuation of
treatment for a responding patient. Dosage adjustments should be made to maintain the patient
on the lowest effective dosage, and patients should be periodically reassessed to determine the
need for continued treatment.

Generalized Anxiety Disorder: Usual Initial Dosage: PAXIL should be administered as a
single daily dose with or without food, usually in the morning. In clinical trials the effectiveness
of PAXIL was demonstrated in patients dosed in a range of 20 to 50 mg/day. The recommended
starting dosage and the established effective dosage is 20 mg/day. There is not sufficient
evidence to suggest a greater benefit to doses higher than 20 mg/day. Dose changes should occur
in 10 mg/day increments and at intervals of at least 1 week.

Maintenance Therapy: Systematic evaluation of continuing PAXIL for periods of up to
24 weeks in patients with Generalized Anxiety Disorder who had responded while taking PAXIL
during an 8-week acute treatment phase has demonstrated a benefit of such maintenance (see
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CLINICAL PHARMACOLOGY—Clinical Trials). Nevertheless, patients should be periodically
reassessed to determine the need for maintenance treatment.

Posttraumatic Stress Disorder: Usual Initial Dosage: PAXIL should be administered as
a single daily dose with or without food, usually in the morning. The recommended starting
dosage and the established effective dosage is 20 mg/day. In | clinical trial, the effectiveness of
PAXIL was demonstrated in patients dosed in a range of 20 to 50 mg/day. However, in a fixed
dose study, there was not sufficient evidence to suggest a greater benefit for a dose of 40 mg/day
compared to 20 mg/day. Dose changes, if indicated, should occur in 10 mg/day increments and at
intervals of at least 1 week.

Maintenance Therapy: There is no body of 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 demonstrated in controlled clinical trials, PTSD is
recognized as a chronic condition, and it is reasonable to consider continuation of treatment for a
responding patient. Dosage adjustments should be made to maintain the patient on the lowest
effective dosage, and patients should be periodically reassessed to determine the need for
continued treatment.

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

Dosage for Elderly or Debilitated Patients, and Patients With Severe Renal or

Hepatic Impairment: The recommended initial dose is 10 mg/day for elderly patients,
debilitated patients, and/or patients with severc 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 MAOI and initiation of therapy with PAXIL.
Similarly, at least 14 days should be allowed after stopping PAXIL before starting an MAOL.
Discontinuation of Treatment With PAXIL: Symptoms associated with discontinuation of
PAXIL have been reported (see PRECAUTIONS). Patients should be monitored for these
symptoms when discontinuing treatment, regardless of the indication for which PAXIL is being
prescribed. A gradual reduction in the dose rather than abrupt cessation is recommended
whenever possible. If intolerable symptoms occur following a decrease in the dose or upon
discontinuation of treatment, then resuming the previously prescribed dose may be considered.
Subsequently, the physician may continue decreasing the dose but at a more gradual rate.

NOTE: SHAKE SUSPENSION WELL BEFORE USING.

HOW SUPPLIED
Tablets: Film-coated, modified-oval as follows:
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10-mg yellow, scored tablets engraved on the front with PAXIL and on the back with 10.
NDC 0029-3210-13 Bottles of 30

20-mg pink, scored tablets engraved on the front with PAXIL and on the back with 20.
NDC 0029-3211-13 Bottles of 30
NDC 0029-3211-20 Bottles of 100
NDC 0029-3211-21 SUP 100s (intended for institutional use only)

30-mg blue tablets engraved on the front with PAXIL and on the back with 30.
NDC 0029-3212-13 Bottles of 30

40-mg green tablets engraved on the front with PAXIL and on the back with 40.
NDC 0029-3213-13 Bottles of 30

Store tablets between 15° and 30°C (59° and 86°F).
Oral Suspension: Orange-colored, orange-flavored, 10 mg/5 mL, in 250 mL white bottles.
NDC 0029-3215-48

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

@GlaxoSmithKline

GlaxoSmithKline
Research Triangle Park, NC 27709
©2004, GlaxoSmithKline. All rights reserved.
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