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IMPORTANT PRESCRIBING INFORMATION
Dear Healthcare Professional:

GlaxoSmithKline (GSK) would like to advise you of important changes to the Clinical
Worsening and Suicide Risk subsection of the WARNINGS section in the labels for
PAXIL® (paroxetine HC1) and PAXIL CR® (paroxetine HCI Controlled-Release Tablets).
These labeling changes relate to your adult patients, particularly those who are younger
adults. Please read the full text of the added WARNINGS following this letter. Full
copies of the revised package inserts for PAXIL and PAXIL CR are enclosed.

Current prescribing information for paroxetine — and for all other antidepressants —
contains information in the WARNINGS section (Clinical Worsening and Suicide Risk
subsection) stating that “patients with MDD, 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, and this risk may
persist until significant remission occurs.”

GSK has recently conducted a new meta-analysis (an addition to numerous prior analyses)
of suicidal behavior and ideation in placebo-controlled clinical trials of paroxetine in adult
patients with psychiatric disorders including Major Depressive Disorder (MDD), other
depression and non-depression disorders (e.g., dysthymia, panic disorder, generalized
anxiety disorder, obsessive compulsive disorder). These trials included 8958 patients
treated with paroxetine and 5953 with placebo.

Results of this analysis showed a higher frequency of suicidal behavior in young adults
(prospectively defined as age 18-24) treated with paroxetine compared with placebo
(177776 [2.19%] versus 5/542 [0.92%]). In the older age groups (25-64 years and >65
years), no such increase was observed. This finding in young adults was not statisticially
significant; however, the difference was observed in paroxetine-treated patients with both
depressive and non-depressive conditions.

Further, in the analysis of adults with MDD (all ages), the frequency of suicidal behavior
was higher in patients treated with paroxetine compared with placebo (11/3455 [0.32%)]
versus 1/1978 [0.05%]). This difference was statistically significant; however as the
absolute number and incidence of events are small, these data should be interpreted with
caution. All of the reported events of suicidal behavior in the adult patients with MDD
were non-fatal suicide attempts, and the majority of these attempts (8 of 11) were in
younger adults aged 18-30. These MDD data suggest that the higher frequency observed in
the younger adult population across psychiatric disorders may extend beyond the age of 24.

The possible increase in risk of suicidal behavior in the MDD studies was observed despite
substantial evidence for efficacy in the paroxetine-treated patients (compared with placebo)
as determined by standardized disease-specific instruments (e.g., Hamilton Depression
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Rating Scale and Montgomery-Asberg Depression Rating Scale for depression). Most
patients had an identified social stressor at the time of the event.

It is therefore important that all patients, especially young adults and those who are
improving, receive careful monitoring during paroxetine therapy regardless of the
condition being treated.

It is difficult to conclude a causal relationship between paroxetine and suicidality due to the
small incidence and absolute number of events, the retrospective nature of this meta-
analysis, and potential for confounding by the fact that the events of interest are a symptom
of the psychiatric illnesses themselves. However, GSK believes it is important to draw
your attention to these findings and is voluntarily amending the paroxetine labeling to
reflect this new information and to emphasize the importance of careful monitoring of all
patients during paroxetine therapy. Please read the full text of the added WARNINGS
following this letter. Full copies of the revised package inserts for PAXIL and PAXIL CR
are enclosed.

GSK continues to believe that the overall risk:benefit of paroxetine in the treatment of adult
patients with MDD and other non-depressive psychiatric disorders remains positive.

PAXIL is indicated for the treatment of major depressive disorder, obsessive-compulsive
disorder, panic disorder, social anxiety disorder, generalized anxiety disorder, and
posttraumatic stress disorder in adults; PAXIL CR is indicated for the treatment of major
depressive disorder, panic disorder, social anxiety disorder, and premenstrual dysphoric
disorder in adults.

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 FDA's MedWatch Adverse Event
Reporting program online (at www.fda.gov/MedWatch/report.htm), by phone (1-800-F DA-1088),
or by returning the postage-paid FDA form 3500 (which may be downloaded from
www.fda.gov/MedWatch/getforms.htm) by mail (to MedWatch, 5600 Fishers Lane, Rockville,
MD 20852-9787) or fax (1-800-FDA-0178).

GlaxoSmithKline encourages you to familiarize yourself with these revisions to labeling.
If you have any questions about the new information, please contact our Customer
Response Center at 1-888-825-5249. You can find other useful information related to this
issue at gsk.com and to clinical trials involving all other GSK products at our Clinical Trial
Registry website (http:/ctr.gsk.co.uk/welcome.asp).

Sincerely,

John E. Kraus, MD, PhD

Director, Clinical Development

Clinical Psychiatry- North America
Neurosciences Medicines Development Center
GlaxoSmithKline
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PXLYT
PRESCRIBING INFORMATION

PAXIL®

(paroxetine hydrochloride)

Tablets and Oral Suspension

Suicidality in Children and Adolescents.
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mlmlmlmn-mwuuhmo!hdunhhmdﬂpllﬂn(n|mmbml WU@.
CONTRAINDICATIONS
ated (se0 WARN-

Concomitant use hplimmkhn wither monoaming oxidase inhibitors (MAO) or thi s 5
INGS and PRECAUTIONS).

Concomitant use in patients tak d (see PRECAUTIONS).

PAL is :mhmum uhmwsmilmh peroxetine or any of the inaclive ingredients in PAXIL
WARNINGS

Clinical and Suleide Risk: Patents wih major ‘.‘znum , both adull and padiatric, may

worsening of their hnuwulnmmcul Hem.duwmm u'tnraldm.:nbdmbg

&F‘t:""m M medications, and this risk may persisd unti s mm:mml‘h:
8 f-mll hmpu soi-

cidalfy in cortan wzuwdwkwm In short-lerm studies 1t

dlltlnnimmw and other psychistric disorders.

Pookd u‘m-nphnumded Huf mmwm)ncmnwmhm

with MDD, ummmmmum«uammwuwmmm aled B greater risk of

odverse ovents behavior @ months of eaiment In hose recaiing

g (wiciddily) dxing the frst few
-mrud-mwmuhmwm Ll w23 4%, hwice the placebo rk of 2% There
for aimost ol drugs studind. The risk of sulci-

mnmmmn ﬂ"ﬁum mmmuumaﬁnqhnmmhmm

iﬁhmhmammw%bw“mwh%mmuu

Al pediatyic benp treatsd with antidepressants lor a1y indication should be observed dosely for dinical wors-
aning, ord unusual changes in bohavior, espeelally during the initial fow months of a osure of
e changes, ther increases mmm&; b nc by .

5

:hu uuﬂ‘lllp“ thele the first 4 woeks of Rl!:.t other
o ] n

m-mhhuﬂl-ﬁqm -ﬂx.mduw mﬂwdx_mmm“grﬂ-

phone may be appropriete between face wisits,

Mlﬁdhllwwwmﬂiwmllhu‘mdmwuim treatod wi

should be cbserved simarly for dinical g ad lhmh unmuammu

mmu-hdmmmmm-m

Young adults, especially those wih MDD, may be at increased risk o suicidal behavior during trestment with paromtine. An anal

a8 of placebo- tudmmmcmmmmﬁukmm?dwmmh adults

%munﬂ&apmwmmmmw”ruu Mﬁ:ﬂt}mﬂfﬁ?ﬁ*l
Ulference was not stalistically 2564 years yoars), i such ncrease

m I adults with MOD (all ages), ncremsa in the irequency of wicidal behavier In

Irhphr.mnlﬂﬁﬁ 32%) 1/1.978 0.05%: ol of he ovents were suicide
wm,t:’wmmm tpdi v'u p ’u:gd wwnl?uaﬂw
cata mnmmmymhu end bayond

valence of ! i blmi'uimihl# -m‘lﬁhwuhuﬂthn'ﬂ
prossants, Nhe out of 12 infarts with cardiovascular maormations m‘nhhm
rmhmﬁwdhm lhv-wnr‘d gm-un; The prevabnee of all congen-

ol !
foliowng fr lFﬂu’M -

wwwm ol doses up to 50 hmusw In mbbits admin-
Istered during . Thess dotes are qlm:ﬂ! the MRHD on an hhﬂ_uid-
les have mmquﬂ: hrﬁ.l‘nmnmhnm e frst d dapy
ngm h' n:h-ﬂ, uun- o basis. The mum' m"
[} o dose

AL ollnu nnn mn-unn p mortalty was
m‘urﬁmmm' T e ard E
n
Suhwwlaihncm:nbnhn hmrmmm
pnea, selures, teper. M m
by, ﬁdM‘ 'Mhmumﬂ 'm‘m b dmmsm"w‘
A on A serolonin

) e e bu i i some cases, the clinical pickuro b cons! -
Intarrs. 0 SSAs In tafe pregnancy have an riek for p muy:w-mmnm
(PPHN), 's msocisted wmu«"&mm-ﬂmmmw 37T women whose infanty
were bom with PPHN and 836 women whose hianks were bom healthy, e risk lor developing

§

humwnmmmmmammwbmmmmm
sars during pregnancy. PPHN ocaurs in 1~ 2p-r1.otnlum-nl|nnﬂipmﬁl

MMMMM paroxetine of ather SSRis,
When ¥eating a| m. muﬁ;wummumwwhm
wmmhnludnm{m mnmnmww shauld note that in 2 prospecthe lngiudinal
::ynlml women with & histary of bpn::nmm-:wntuh o “dpmwhmum:bdm“
ﬂ"v Lk 'd ‘¢ more experienca & Wm woman
corinusd antidepressant medication.

.m-mummhmmmm

PRECAUTIONS
ummm-umw l"‘g

of unipolar patients treated with PAXL co lolNM n-mln:lo of placebo-realed un polar padents. In a
2.2% for PAXIL and 11.8% for the combined active-con-

F’ classifiod a3 bbd'll-r
Imlw dwmum:enoah hmnmmnmwmhﬂw . PAXIL should be used cautausly in patents

Solzures: During premarkating lesting. selaures occurmed in 0.1% of patients traated with PAXL, a rade similar to that ass0-

clated with cther drugs effective In the reatment of major depressive disorder. PAXL shouid be used cautiously in patients with

8 history of seizures. It should be discontinued I any patient who develops seizures.

Discoatinuation of Treatrser? WEth PAXM: Recent clinical triaks nwmwmmum

Wam-ﬂ\n imen, sather han an abrupt discontinuation he toper-phase regimen weed in GAD
SO clinical triaks mmnnﬂmhhd*“b‘qulmymm dally dose

of 20 mp/day was reached, patients were continued on tis dose for 1 befory reatment was sl

for PAXIL end

With thia regimen In thase studies, the | odverse events were reperied of on ncidence of 2% or hisy
of patients, thess

mnmmmmwwpmmwa 3, paresthesis, and dzziness. n the major
-wmdmm*mmpmrcummhwm

m; and other and SNRSs, thers have been reports of advorss events occuTing, upon

e disconthuation of tess orugs (particully when abnup), Inclich mood, irkabi oizziness,

mWhWbmumﬁMw&-d Mmm-m

hypomanta. While thess events are generally sel-miting, there hve been reports of sevious d sconti-

mmuhmhuhrmwmmwmmmmnmm in he dose
father han aboupl h bumuduu—hh
J;mbddm

dose or upon dis
&.mma&—mnmwmmw%mdmmmumut

then
mnumm‘nwhmulammmhm

the age of 24. Aknthisie: The use of of oher S5Ris has been associated with the develpment of akathisia, Which is characterzed
mmmmm-mdm«m-mmndmu 3 ficant degree of
sl sl o conmoncen of o,y i, v 2 1 s e o kit B o mwhﬁfmmfm"’"m'..'ﬁ"""""'““"'“m“"m“m"‘“
m::;mu,anhdimﬁ;muﬁm‘m Hyponatremiz: Severs! cases of have ared 10 be reversibie weien PAXIL
arml on, di d.
dmmmq:'\;um). an'd mmmﬂnmm i: HQWMdnlhm % nuwlydﬁmmnmmhnhmmwmi %0me In palients taking duretics or who
o o ﬁhnuﬂgmh wonidipilopidinti oA A i s e demipment of 2 occur In assoclation whh i
P L 'y
e sm@m. R S SR
should be g regimen, scontry tremor, The lant use of PAXIL with serolcnin ! ot ARNINGS—
mwummm ﬂ#-onewhﬂo ergent suicklaily o sympms hal might be prearson to mdlumummnmum;a:dm -mm:méhﬂ -
v o ¥ o severs, b0l in o, o were not purt of the palient’s Abnormal Bieoding: Publshed case repats have doasmented the ocaumence o bleeding sphodes in Yealed with
fresenting symploms, mmw_tﬂmmcwh olonin reuptake. St pid sthudies, toth of he case-contol and
lummnmumbmmmmmnh %ﬂl&h‘ﬂlﬁuﬁ design, d m between use of psycholropic drugs that taders with serotonin reupizke end
tion that DS the af upper gask inal bleeding, In 2 studies useof a2 d ant - inflammadory drug (NSAID)
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PAXIL®
(paroxstine hydrochlorids) Tablets and Oral Suspension

or aspirin potantiated he Tk of biseding (see u mmmnﬂhlwndmwgwmm
nbemn.muuuamumunmmm other shes may be simBarly . Patlents should be cautioned
of paraatine with NSAIDs, aspirin, or other drugs that attect

-mummmumum ted wih h
With Concomitant Miness: Clinical with PAXIL i ients with certain itant systemic ¥l

Use in Pationts
ness ls imRed. Caution is odvisable in using PAXL in patlents wlh diseases of emllun MM Mum o hemo-
dynamic igsponses,

hmmssm-.mcmrum udies with PAXIL. A few canes of acute angle
mmgummum mﬁmmmmhnmvmmmmwu
dmuumnﬁntwmmumg should be used whon PAXIL is for patiants with narrow angle
glaucoma

PAXIL has net been d o used 1o any appr gmum lmlmrt of myocardlad nfarction o
urstable hearl disease. Putients with lull&qnu warg m‘.bbrl pmﬂ.l:ﬁ premarkot tost-

ng. mmd-mmnlmmmmmt hmmpmm riaks, however, cid
nol indicate hat PAXIL i ECG abnormalities. Simiarly, Mllcbesmlmmmy
MNMWHMIUEUWW

Inoreased plasma concentratbns of per aretine consr n petients with severe ranal lmpairment é chaace dOleJmh,
of tevare hepalic impairment. A lower ttarting dose should be used in such pationts (e MD

Information for Pelients HWU“MMMMHMMM”WMM?mm
about the benefits and risks associsted htmﬂwhvmwﬂwmhmhh e use. A patient
Mhﬁm&sbmumhﬂdﬁm in Children and Teenagers 's avalable for PAXL The or health profes-
sional should Instruct petients, immmmmmmhmm&m muﬂmhmﬁs

wu-mm.mmnr v:t‘y discuss the contents of the Medication Guide and to obtzin
nmhmwﬁnmu\qm mnptb!m teﬂdhlhu&nbbmﬂddhwddhsdm
Infarmation frem clinical tridds that young aduls, paricularly those depreaslon, may be of an increased
tilkolwwolbdlm(mldmmt m;wnmmmmwnummm n clinical rl-
als In depression imvalved palients aged 18-30 yeors.
hﬁrmuumuhmmw;mmnmmmlmommlhumm«.
Clinical Worsening and Suicide lents, their mmmmﬁmﬂhmmhhahhm
dequmpmm akathisls (p

#s3), hypomania, inania, l'-runlld\tz.vnﬁlm mﬁqddﬂllﬂm.l'liwtiilm eape-
:hlkul» mmm quldmbdwwdmhlhmdwwdpdﬂs

1o observe for the emergence of such symploms on a day-to-day basls, since changes may be abrupl. Such
ameMurmdbm mwhuwndmmlmimlmnﬁllmnme.wnm

Al stoady state, when the CYP206 pathway Is h, by altemative Pup
lsozymes nummmwmmmum q
Drugs ﬂﬂmcmmnmm coadmnistration under steady-stete
mrdhnnipmlln’ mh‘anhtthqhdnm% m on terlenadine
ics. In addition, in vitro shudies have -pa-tmuwdcvmm 0 be o least 100
wnpﬂnllmm—u imbdo of the metabolism of several substrates for h m %
3 Ll

cance,
Mmumcmhhmhum«wmud mu(m-:-mrm
may inhibit TCA Plasma ICA to be morvtored, and The dose of

mdlubureMla\’CAhmdmhMuthLM?HW&O&—M&WUM
asima Protan: Because s bound to adminbstration of PAXIL o

opmnm-uwmnmhmpmm”n:rmmwnrummdh mm

llﬁrml‘n@nmnmm , adverse effl uft from dits by ofher

That lntarfore With Homostusis (WSAIDs, Aspirin, Warfarin, ofo.): Servionin reloase by plsielsts plays an Important
role In mmkwmwumuummwmwa hmmznd associatibn between

use of paycholropic drugs that inferfore with serolonin reuptake and the occurrence of uppsr harve ke
Mmmﬂ;&mﬂwmmmmﬁtdnmmmmu Dout e

wse of such drugs with paroxetine.
PAXIL does not increase the imparment of mental and molor siilis caused by aicohol, patients should be

Aleohol:
advised io avold while laking

pharmacokinetic interaction between PAXL and ithium catonale.
However, due 1o the polentil for seralonin syndrome, caution |s advised when PRXL is coadministersd with Ithium.

Lithfume A muliple-dose study has shown that there b no

Dfgaxin: Tha steady-state pharmacokinztics of parcxsting was not allered when administered with o steady state.
Mean digoxin AUC #t sieady sate decrsassd by 15% in the presenca of paraxetine. Since there ks tle clinical experiance, the
L of tihe and digoxin should be urdertaken with caution,

mmmam.dmmnuwhmdmwum-!uurpn-rm
udhugammld

Procydidine: Caly Increased stracy-wiate C e 004 G, , valies of procych-
:b:hﬁngumdun g\a:\mm mwumﬁchn 7 s, N i
Beta-Slockers: n where anoiol wica dosed for 18 the establisned st state
plasm, lmmhn::?onnblm mmwmmlhwm o onca dady) for the 10
days. The eflects o!mmhlmmmnummum
d with

phecpbyline levals with PAXL. have boen reporied. Whis his
halrﬂhomlmyudhﬂi ded that thecphyline levels be d when these drugs are con-
curtently aministered.

administration of

were not part of the patient’s mptoms. Symploms such as thess maybe assockated with an increased risk for sul-
cidal mmwmhahnmwmdmmmwmmmmmmlum
Drugs That lnierfore With Hemos tasis m&l&:?m Petients should be cautioned about the car
mﬂ:iuudwm&-mlm-nn.w whtdmmﬂhhhmwuudm
drugs that nleriers with serclonin reuptake ond these agents has been associated with an increased risk of bleeding.
mnmummmpwwmym Im.hgnmsllt
Hnmn UMMMHNMV - W  certain hmwwmm?l.dm dlfect
bl ey e that nol

mw&wmhmmm "

of Tharapy: While patients may notice improvement with treatment with PAXIL n 1 to 4 weeks, hey

mwumuumu ed

mmrmwmnm:-muummmwmuk 1 they wre laking, o7 plan fo take, any pre-
scriplion or over-the-counter drugs, since Mere s a polential for inter

Alcokal: Athough PAXL has mlmmwhmhammmmmu skilts caused by alcohol,
patients should be advised 1o avoid aicohol whike takihg PAXIL

Progn Patients should be advised brulyl\etplmhmlmbm
ng lmn;v'( (100 WARNINGS—Usage in Pregnancy: Tewraloganic and Nonleralogenic
# they are breast-faeding an infant (see PRECAITIONS—Nirsing

o intend lo become gregnant dur-

[Persiid y their phy
::llcymﬂmnmwkwmrmn:‘dm
Intevactions: Trypiophan: As with olher serclonin reuptaske rﬂhgmmmuuﬂmww
'"ﬁﬂﬁﬁm& o hhtmupm&l:hg?&m et .:l?gl.
ness ?muu mi concomitant use
with tryplophan Is ot recommended onin Syndrome).
Monoaming Oxidase inhbitors: See CONTRANDICATIONS and WARNINGS.

Pimozida n a controlied study of volntvers, aftar PAXIL was tiraked o 60 m Mwmhlwﬂmdn
dose of 2 umw-mmmmhumanummuﬂsm C.m 0f 62%,

o alone. Due fo the wlmle mmumdmwymm iuncoul-
tan ues of pimozide and PAXL is contraindical MCOIIMNDMK)H&

Sarolonergic Based on the mechanism of aclion of paroxetine and the potential for serclonin syndrome, cation &
advised when PAXIL ls coadministered with ofver drugs or agents that may affect e sar mnlflmulhr ems,
such as b , lriptans, serolonin reuptake inhibiors, fnezolid (an antiblotic which & arevers 0, Ahi-
um, tram or S Johr's Werl {see Seroionin )Y

w See CONTRAINDICATIONS ang WARNINGS.
Warfarfrc Prefim data Mlhmm m:mmmkhnmmmmmemmm
d w

diathes in the face of unatter arfarin. Since there i Mitle dinical experience,
the concombat adml Hmlmdmm.mumnmmumtm&mmm(mmmmmrnmn
Trlpm-hmhmhmrno eports dascribing patlents viith weak llexia, and dinatk
bmumunul«am:tmh ahmlwtﬁmmmmucmmumumamm

par & cinicaly , @pgropriate obeervation of he patient is

an SSRI
m(:n&mhm
n-mmrhn and pharmecokinetics of paroxetine may be aflected by the induc-

hmhmm’ Pea 'd, oy "mmmml.muumd

Cimetidine: Cimetidine
dosed orally for 4 weoks, steady-state imately 50%
with imeticin Pm o times daily) fc the rmmem m‘gmmmm
bmdemuly.uqemmd u«mzowmmmmuhwwmmummemaof

enzymes, When & single oral 30-myg dose of PAXIK, was
M;M-qunmqmm'& M““r,,mnﬁwhnmﬁ
adm| paroathe on phenobarbial pher

M-vir eravirfritonavir with cantly deareased plasma lev-
e of pavoxsting, Any dose adisiment sheuld be guided by cinical effoct lerabisty and xqi
Bectroconvulsive Theragy (ECT): Theee are no clinkcal studies of the combined use of ECT end PAOL.

nni hzmﬂdmmlm
m ine In the 8t1,5, mnd 25 (NHI'AS‘I,B.N;;‘
madmum recommended human dose (MAHD) for
& MRHD for major ot
Inthese shudies were only 2.0 (mouse) and
e ond 0% 3, Fapoci) B & SO FEroE
ated ncrease in the mdm"hl'lmﬁu:mm“ﬂ*ﬂ:‘uum?umwu
ory was no drug-relried noresse
hn:nhnhvmotmumh humans ie uniknown, -
W produced no Mhahlnulﬁhﬂl‘ and 2 in vivo assays that included the bl
teria) mutation assay, m.:am Dlﬂnnhuh , and tests for cyloge-
mmmvmohmnbuummhvhvhhmwvwﬁn ldnmb:li ] p

i

E

4
SH E
§§§-§§!
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i
L

wmmlrm rae was tound In In rats o 3 dose of o
15 which Is 2.9 times the MRHD for major depress ive disarder, social snxiely disorder, GAD, and or 2.4 times
the for OCD innmnrjhm dntmiﬁrhhqhhﬂ-

phic
I!IHIU!UWWMM MMMW&? 4.1 times
mg/m? basis).

Pregrancy: Pregnancy Category D. See WARNNGS—Usage in Pregr and

lﬂ--d“ﬂrﬁtlﬂﬂﬂdwmmwrmdm'hhumhmm

Mothers: Lk many other drugs, paroxetine i secreted in human mik, and caution shouid be exercised whan PAXR
sng woman.

uld:zwedha
Pedlatric Use: Sxfety and effectiveness In the pediate been estatiished (see BOX WARNING and WARN-

Sucie i AL, 30 e Gomwre kAT 10 J‘.‘sb""";"m"‘l“’:ﬁm sy e o3
W

of PAXL In 8 child or sdclescen mus alerce e i i 4 o el consiatg e e
hmmdbﬂd&kﬁtlﬁwﬂmﬂmh latric pallents, the loliowing were reporied in al least
2% of pedialric patients lreated with PAXIL mﬁmmnmmm wdur.palhbrmbhphebt
m«mﬂwmm-rumwm,nwummmmm ), hostillty, decreased
appelt, remor, sweating,

Events reported upon of trealment with PAXIL in the pedistric ciinical rials thel ncluded a laper phase regi-

discontinuation of
men, mlcnm-dnnmmdmmenmrmmmmumummm of place-
and teafuiness)

bo, were: emotional labilty (includi Weathon, sulcide ood changes. and nervousness, di
mm-,mdﬁuhﬂmhmlmdm ':’WJ b ol
Geriatric Use: In PAXIL. 17% of patient (apcroxinately 7
BS:nu:d o oider, mmmum_-:un:““mm 8 lower mwu:c“

r&)ﬂ-ﬂhwmmhhmﬂdﬂunﬂ-ﬁhﬂlﬂ?’ﬂ%&ﬂﬂmmfu
lmllm

25% and 3%, respeciivel) compared to paroxetine. mmm effact of
was not studied. Since whibs nanfinear pharmacokinefics, the mﬁhmaqmnﬁuskw“uh!
m-mmdmymm m of PAOLIs when with phe-

should be by cinical cffect.
munuuowmn-oamaud

et iah 1 Mg mu;mmnm “"1"1‘5;1’“"’3‘4% T TUT, e 11T
PAXL hn % m’uﬁ,ﬂ [ ‘and PTSO,

M?i)dumnmm
, discontinued I mﬁmummm tmm essocialed with discontinuaton
meuuwm mmwmamummuhcwmwm

paraxetine AUC and T,; were reduced (by an average of 50% and 35%, i W) compared to PAXIL adm inistered akne, compared to placeto)
mnw.m':-m«i mg doss of hmupummrm[ﬂmgmw; (4] Tenoralired |
14 days), phenyloh AUC was reduced (1 mu'aqu]mwndhmndﬂm ered alone, Since ﬂ'm m Disorder Aruiety Asisty
mﬂnc:n&r £, mmdl-may mmln Mnhubﬁqd\ln Disorder Disorder Disorder
dosed. Mo acjstments xe awsnwunhumd: —F
merts thouid be gukded by rwumm e ) any subsequent adjst- ﬁ PAXIL | Placebo| PAXIL | Macebo | PAXIL | Placebo] PAXIL | Placebo | PAXIL |Macsbe | PAXIL MHI
mwncm Inchuding most drugs offective in the of major dop dieordor ool 3w | 07 £ r
‘:-'u-t-d'- and rndu nuwmnm cPahxmmmﬂuwm" Imomnis ?E °f"' 17% | o% }3‘.2 33}," a:z 063*5 £ [ AN 2{* D‘E*
matzbokzsd by CYPZDA, paroaiing iy d‘blhr.!ld!yd mhmuﬂwﬁb%}.lﬁm giaton [ 1.1% | 05% | - N ]
bozyme bs saturated mu.rhqdmm m{mwm mQ once under st con- Temot 1.1% | 03% - 1% o% 1.0% | 02%
(lﬁml| wg:nmmhnwng)c_mm (s m;nxb:?m h-zls-,nl!;" - ety ifs - = 11% 0% i 5
i“*l 20 ma b petints " o “h"ﬂlﬂ'ﬂ § 4 “‘d,‘m‘ - - 15% | 0% 19% | 0% |1.0% | 02% - =
. 4-fold, o G-ty 10%, and concantrations of the r"",m"“
D L Ly S i YT o S e Y Y
5 were ol were exiens! | = =
meaboliersof CYP206, percurtine 20 mg daly was ets gven n Comblnaion wih 20 20 mg tomoxeine every 12 hocr. This rsuted Rusea |3BK| LIN VIR | OR 32K | 12K | 40% | 03% |20% | 02% | 22% | 06%
i ncreases in steady etine AUC values Tt were 6- 10 8-lold greater and i atomaxetine e vahies thet were 3- 1o Diamhes oe | o | =
4-loid greater han when stomoxetine was given slone. Oosege sdjustment of alomoxetive m2y be necessary end & & recom- g‘m'.“"’ 1o% | 0w = " i &
mended it alomoxetine be intiated at a reducad dose when  is given with praxefine. itng | 1. . 10% | 0% . -
oot use o AIR whh ot s maabled b ofochre CYPZD6 P o o omaly suded i may e S 10% | 03% NS
ef doses han usually prescal [ o or
hll'!nrﬂn, c?;lnnhkdm th.A)OL wih ?M 5 M are metabolzed by this mozyme, inclding centain w:ﬂ:‘m n M!rnl 16 | 04% | 16% | 04n 25% | 06% |1.8% | 02% |16% | 02%
s roadmont wm do0rde (0.5, ipramine, de: fhosetine), phenotr- | " - _
lazines, risperidons, and nwmk:(q.. props , flacainide, and ,ut-lmhlmkl'm[o.u, _m"' }'g: Il?i 2'1_“ o% :?: D&* fﬂ: 32: = =
m1mlhwwnd limpeterce' | - 15% | 0% = =
However, due I the t ik of serious venty wuwmm&:&wmmm levels Libido
of thoritazne, paretine nd 1x cazing o 1ot be coacmstere (s00 CONTRANDCATIONS and WARNNES) Docressed 10% | ow < ill =
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PAXIL®
{paroxating hydrochlerids) Tablots and Oral Suspension

Where numbers are nol provided the inddence of the adverse events in patients treated with PAXIL was not »1% of was not
Qreater than ar equal fo 2 limes the incidence of placebo.

Table 2. Treatment-Emergent Adversa Experience Incidence in Placebo-Contrelled Clinical Trials for Obsessive
Compulsive Disorder, Panic Disorder; and Social Anxlety Disorder' (continued)

1. Incidence comected for gander.
Commanly Observed Adverse Events: Major Depressive Disorder; Tha most common)y cbserved adverse ovents associated m n:':::' w
:ﬂmﬂullo\‘ hMmﬂSﬁu’mm’mhubuleM:thﬂmthMWMMl’ﬂ Disorder
lm.mmwmdmm-.mmmmmMMhma Faai 7 AT g PR 7
Mmmmmummwmmm assocleted with the use of parosetine (e Looor System [Prefered Term|(n=347) (n=265) | (=469) (n=324 | =45 (n=
m-usuwz:wmmucnhmnh nmummmmamu Nasea, dry mouth, [k Myaigia = = - - 4% %
tremor, swealing, i Nervous System | imsamnia 4% 13% 18% 10% a% 18%
MmhmwmwmmmquMhmuwmmuSQu Somnolence 24% 19% 1% 2% 5%
greater 3nd ncidence for PAXIL ot least twice that for denved from lﬂl?)mulluh sweating, decreased Daziness 12% 6% H% 10% 1% %
ppetite, libido de d, remor, mp and impotence. :ﬂl' 1;';\ ‘b: 9% 1% :: ;2
Sodlal Anxiely Disordar: The moot commonly oboerved adverse events ansociated with the wse of paraxstine (incidence of svasncss d x %
5% or reater and Incidenca for PAYIL am&ummmumwmmazmn Sweating, reusea, dry mouh, o] M % % % 12% %
P d sppetle, wramor, fibido do yown, sbrormal gjaculation, female gontal disorders, Agra - = i 4% 3 1%
and impotence. m' - - 5% 4% 5% 1%
Gen kdmwmm-mnwmnmwm adverse i (inci- Dreams % % = i = Z
m-ds'ﬁum«“mhﬂﬂul‘ﬂl&w thh:mmmm-s;mumuxm
ation, decreased appeite, dry mout, nasea, Ibido ad epcul- Impaired % % _ » ™ %
Postwaumatic Stress Disorrier: Tho most commonly observed adver: nted with the use ol paroxetine (inci- Wlm g““ g,: % 2% % %
dence of 5% or “mmnmmmlumumuumn:plm amndlrmtm:nm m;mw Amnesia 2% 1% =x = -
r::lll.d'ym diarrhea, decreased appetite, , female genital disorders, ey oy = - = % — —
m
noidence in Contrelled Ginical Triak: The prescrber should be awars thol e figres i the Lables fabowing cannct be ussd | Y™ ot - . : i i =
] ict the incidence of side eftects in the course of usual medical practice where palient characieristics and other factors ;
d ummmumw.a.um.mu,hu hummhmmwmmmm Special Senses| Aboormal Vision | 4% 2% # 7 4% %
¥om oher cinical invesligatons hvovng dFterer and vestigators, The cited fgures, however, do provide Taste Perversion| 2% 0% = — = =
m&uwwwummmmwn hmmmuawmdmumhu-&dm Lrogenital Aorormal
s I the populstions studied n Ejaculston’ 2% 1% 2% % % %
Major Depressive Désordar: Tabie | enumerales adverss events that occurred at an incidenca of 1% o more among parcx- Dysmenarthea o = L L]
etine-treeted peslents who n short-teim (-week) placebo-cortrolied frieds i which patients wero dased in a range Female Geatal
ol 20 mg to 50 mp/day. adverse events wers classifind using a standard COSTART-based Dictionary lerminology. Disordar? g ?z ﬁ “,: g: ::
Table 1. Trasbrent-Emergeat Adverse Experimce Incidence in Placsbo-Controlled Cinical Trials -
lor Wajor Deprestive Disorder’ Frequency I 1% » 0% - -
Body Bystam Preterred Term (n = 421) {n=221) Impaire g 3% 0%
_, P nw- n= - - - »
Body 53 aVhals | Peadache % i Urinery Tract
Asthenla 15% 6% a3 1% 2% 1% - -
Cardiovascular Paplation % 1% 1. Events reported by af least 2% of OCD, panic disorder, and soclal amxety disordes n freated with PAXIL are Inclug-
Vasod it % 1% :.hlwwtlh wvents which had an incidence on placabo 2PAGL: [0CT): pah, - Uﬁ&m
Dor matologic Sweat % 2% 3 , head ache, Infection, paresthesta, phanyngitls, resplr isorder,
mh 2% 1% bmi:dhn’dar Aonornal dreams, abnomal vision, dhest mmm
o e 0% T3 sm. W dyspeps| 'l:anm headache, infection, nervousness, pabiltat mv
Dry Mouth 18% 12% nmm; tmmnprmdm [pocial
pation 1% b4 2 Pm comected for s
Diarhea 12% % i gencec,
Docreased 5% m‘ﬂmﬂaﬂrd’dﬂmﬁﬂ-“ﬁh!mnmmhdumwﬂll
Fatulence 1% 2% frequency of 2% or more among GAD patients 0o PAXIL who participated in placebo-controlled Irials of 8-weeks duration in
Oropharyrx Disorder® 2% mzhpMcmuMhump-dlDqubmmdeqw PTSD patlents sn PAXIL who n
Dyspepnia 2% 1% placato-controlied riaks of 12-weeks duration n mmmwammrwuww»m day.
Vosasicekelwtal Table 3. Trestmant- Emergert Adver wmmmmuummumw
. By .3 12 Amslety Disorder and Postiraumatio Sress Disorder!
1% 0% Generaiized Anxlaty Postiraumatic Stress
Nervous Syster molerce 2% % Disorder Disorder
yitiness b4 - PAXIL Placebo PAXIL Placebo
" n 2% | Body System Preferred Term {n=173) fn=529) (n=87€) {n = 804)
M‘ '", 5% 3% Body as 3 Whola | Ashenia 1% 5% 12% [T
Aoiety 5% % Ha adtache 7% 1% = -
s ® 2% infection 5% E1) 5% n
Lbido Decreased 3% 0% Abdomina! Pain % n
Feelng 1% Trauma 6% %
Conkision 1% 0% | Cadiovascular 3% % % )
[ Fespiration Yown % 0% [ Dermatologle | Sweating 5% i) 5% ™
Spacial Semes Blured Viskn 4% 1% Gastrointestinal | Nawsea 20% % 19% (1)
Fvur&im 2% 0% mﬂg‘m’m :&:: ;: lg 5%
Trogenia System | Ejpcu Dance © 3% [ I
i Other Male GenRtal Disorders?*] 10% 0% - % 1% 5%
Urinary Froquency 3% 1% Appailte % 1% % n
Urhziom Okorde? 3% 0% Vamiting 3% 2% M 2%
Female Genital Disorders"’ % % —F o “-“ - 5% 3
vous System m 7% 1
1 mmwnmmmuurmm&md:nmmnmmmanm o Cotact 12}: % 16% 5;:
w W l?-;w disorder hm mostly *rold symptams” or “URT'), trauma, and vomiing. Tremor 5% ?: ?: ?::
g hude uwhm od [ 38 4% % - -
o Tk, oo | % | 0% | & | B
5 anargasmia,” “erecilie difficubies,” *del { orgasm,” and * al dysiunction,” and “imp y 2 —
€. Inchudes mosty dfficuly with micturtion” and ’3:‘;&‘ Sesplratory Spiceiony Dleorder * % z =
7. Includes “anorgasmia” and * difficulty reaching w’wpm System Yeen % 3% 2'-!k <"
Dbsessive Compuisive Disordes Panic Disarder, and Social Amviety Disordar: Table 2 erumerafes adverse events that -
ocaumed ot o frequency of 2% or mere among OCD patients on PAL who particpal unmmuuumm  Special Serses | Anormeal Viskon 2% 1% 3% K3
dum hmwnhmdmnnrq;elznn g to B0 mp/day or among patients with panc disorder on PAUL wh Urogental Amamal Ejpaulation? 5% % 13% 1)
triols of 10- o 12-weeks d:tdmhwidwuium ooud a range of 10 nguso System Gontal 4% 1% 5% %
myﬁy«m patients with social arciety disorder an PAXIL who porticipated in phﬂb—cmlll Frialy of 12.-weeks dura- I, 4% % % '
Hon in which were dosed in & range of 20 my to 50 mg/day. 1. Events reporied by af least 2% of GAD and PTSD in patients treated whth PAXIL are Incasded. except te follow)
Table 2 Tregtment-Emergent Adverse enca Incidence In Placebo-Controlled Clinieal Trials for Obsessive d"'gg?d' e Aexiomsinal pain, back pain, rama, dyspepeis, and pharyngitis.
Disordes, Panic Disorder, and Social Ansiety Disorder’ JIB0% Bhck el howc oy ] ¥ disorder, pharynols, b
W“':‘"" ] Yottt Moty Dose Depoadency of Adverse MlmwhdMummhuha-wsonﬂgmmwwm and
m. worder L 40 mp/day of PAXIL with placeto in the Yeaiment of majr d esshve disorer revealed a Cleer dose dependency for some of
o L s Y VT tho more common adverse events associaled with use of 23 shown n the following tabls:
[BodySytem | Probared Tom | (025 | 1o 265) | e 6h) | 2324 | ;e i) | (om oy Tated, gork Advarse Experiance lncldunee in 3 Dece-Comparicon Wi in the Trastmant of Major
- Depressive Disorder*
Body m 2 Asthenia =% 4% 4% 5% 2% 1% Fiaho T
Pan - - % 3% - - 0 P 20 w0
st ey b e =y -8 = = Body System/Preferred Tem|  n =51 =102 a4 n=l nel
Chills % % 2% 1% - - Body as a Whola
Touma - - - - 3% 1% Asthenia 0.0% 29% 10.6% 138% 127%
Cadovas iy |Vasodilaiion % % - - - - Dermatology
Palpitation 2% 0% - - - - Sweatng 2.0% 1.0% 67% 89% 11.8%
Deimalologe | Sweating % 3% 14% 6% % 2% Gastointesinal
: 1= | [ || o | B o® | m
Criotatnd, | i ol ] 2% 14 L5 i, Diahea 148% 8% 19.2% 79% 10TH
Constiation 18% 4 HH 5% % % Dry Mouth 20% 108% 18.3% 158% 206%
10% 10% 12% 7 9% % ] 130% 7% 26.9% UM BI%
Decreased Mervous System
Appetire 2 % 7% 3% 8% % ety 0.0% 20% 58% 5.9%
m i < e & “ % Dizzinass 3 8.7% 89% 127%
= - 3 & s Hervousness 0.0% 5.9% 58% 40% 29%
| ncreased rieatsoc) 7an % i 0% Aee
Appetite M % 2% 1% - - . 3
- = - s 2% 1% Fremor 0.0% 0.0% 7.1% 7.9% 14.7%
continved con
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Table 4. Treatment-Emergent Adverse Experi Incide in a Dese-Comparizon Trial in he T of Major manic reaction, mu'us.p-m parancéd reaction; rare: Abnormal gait, akinesia, nhncun-ﬂlm aphasa, chorsoathelo-
essive Disorder* (( d) i3, craumoral delrum. diplopia, drug

Placeto PAXIL fasciculations, grand mi iglon, hyperalgesia, l!yllrll.ml\ m,lﬂl.m la, neu-

10 20 m, 20 0 mg ropathy, nystagmu: wun.ulnulh peychatic depresskn, mlmr uhuuuﬁnwu L

| Body System/Preferred Torm n=81 n=1 n=l nﬂl:?l n= 102 calba. irimus, "'"“"" ""“": o . - . o~
hred voion 2.0% 29% 29% 20% 7.8% ‘m“'"mm "‘""“'-“"‘"‘“L ""“"*: cased, i woce o skeration, =
= - . Appondages: Froquent Pruritus, Htw alopocia, contact dermatits, udymoh sczema, her-

Urogenital Bystem pes simpex, phatosensAnTy, urmcarka; rve: Angiosdema, ery n, erythema ‘7 dermattia, fun-

Abnormal Eaculation 0.0% 5.8% 6.5% 106% 13.0% ge] dermatits, funinculosks; hemes zoster ‘hiesctism rosh shin akin *in

Mpolan e 1% N 4% A ukcer, swealing decteased luwnm'nm i . ARl

Male Gendal Disorders 0.0% 3.8% 8.I% 4% 3I% Spect lS-rﬁ R . r“ " f LA iy of modatin, Mits, ear pain, eye paln, Keratocon-
* Rulle for including adverse events in table: Incidence al east 5% for 1 of paroxetine groups and 2 twice the placebo ncidence junctivitis, my _.-i-mubhch-h cateradt, ival adema, comeal ulcer, deatness,
lor at least | pawoetine group. exophthaimos. oye hn fm’ olitls extema, parosmiz, photophotta, piosh, retinal

hemo-oosemd;mnm ang 20, 40, and 60 mg of PAXIL in the freatment of OCD, there wes no diear relation-
shp between adver donulMKl.luwhlm s were assigned, No new adverse events were observed in
tumhmndwmmmd compared lo any of the other treatment groups
na«mm-Mmmman‘lo.mmwmolmnmemdm&lw'hlrnmm
clear relationship between adverse events and Sie dose of PAXIL lo which paflents were assigned, except for asthenia, dry
mouth, aniety, libido decreased, tremaor, and abnormal ejaculabon. in fexble-dose studies, No new adverse events were
obaerved in patients mcebving 60 mg of PAXL compared to any of e ofher trestment groups.

lacebo and 20, 40, and 60 mg of PAXIL in the treatment of social anxety disorder. for most

In 2 fixed-dosw study comparing p g
:ﬂm:nmunmnmmmbmumnmwmomumnhwmmm

gned.

hlfhd-dmu

phnhld?ﬁaldlﬁMdPﬂlh!hhmmﬂnlrwlwnqﬁuﬂnhml
annmmm&r bmdmrmhudln ulPMllo-ﬁmpmam
;nlmd. wcept for the bllowing adverse events: Asthenia, ipai

hnlmmmympmwmaﬂwmuPAll.hhreumnulmm malc stress disorder, lot
most of the adverse events, there was no clear relationship between adverse cvents and the dose of PAXIL to which pationts
were assigned. except lof imp and

Adsptation wmnmmwll—u&quMMnamumumnmmu
events with continued ther apy (0. g., nausea and dizinoss), but fess 10 other effects (e.g., dry mouth, somnolonce, and asthenia).
SSRls: Alhough changes in sexual desire, ml;lrhlmm and sexual
mblnmu!maazuummﬂuwydmcdmdu they may iso be a consequence of pharmacologic treat-

hemamhage, tacte boss, m.ﬁ n.ii"um
Urogonital Sysfer: thhMu. broast pain, cystitis, dysuria, homaturia, mmh.nunh.ﬂlwh pyuila,
wigency, vaginis, rare: Abortion, breast

:‘;II'I incontinence, "'“’m.".';'." I'L g p:::pm hllulnm-t.
Ilnﬂ:-. ooystic breast, kidney mororhagia,
neghiltis. oliguria, sabhghls, ureths Ms, urinary casts, uterine spasm, wollth, m‘\vmu vaghal monBasis.

nmu um: ol adverse everts in taking PAXIL that have boen recelved shce market

mqhﬂm“nﬂmw-ﬂilﬂl Inchude acute pancreatitls, elevaled liver
mmmn(hlmmmmmduhmnolbﬂm eivaled bansaminassy with
severe liver dystunclion), Guillain-Bamé Youic bys s, priapism, syndrome of Inapgropriste ADH secre-
:’-\ m:gﬂlll "w mm and |mm-:hmohﬁc mﬂ“ rbﬁh m:v:b. servionin sy
rome; apyram ¥ oms included dkathi W
Juuhmm sion, Iuﬁemollh w uﬂb “:,”mh.’ o b

ro, pu m

rilation, ventricy nmmtmo- tes), hrombocytopenia, mmmm:rmumn
hemalopoiesis in), and vasculitic

pancylopen aplasha, mv-uhcm
{such & wﬁmwummwamwunwmmum s 4 weeks of
phenytoin coadminiskration. There his been a case report of severe hypotension when Pm.mmdbmknmihl

DRUG ABUSE AND DEPENDENCE
Controlled Substance Class: PAXIL is rol a convolied substance.

Physeal end Paychelogic Dependanc: PANL s nct boen

ment. In particular, some evidence supgests thal umhmummmn(ssmmmummmm buss, folarance of ph . 4 5ot revea! S fandh pood - seeking benavor,
val experiences. these cbservatiom were not lmaulcuil-mtpu 10 predict on the basis hiﬂbdt:h:hlzt'lhmﬁ
Relicble estimates of the incidence and severity of untoward experiences ivalving seal n'Mmm,msub- 2 CNS-active drug will be misused, diverisd, and/or shused once marketed. Contequently, patients should be evaludled care-
40 dre G 1 oblahy howieer, W pact becsn palants I EAREEIN 11ly N SRR et i fully o history atusa, ind such patlents should be observed chsely for signs of misuse or abuse of PAXL fo.g., devet
g L) nd perlormance ced in product labefing are fkely b undersst wumm:.'?mwmum.mumwm
OVERDOSAGE
in placebo-controlied ciinical Irials involving fan 3.200 patients. the ranges foc the recorted Incidence of sexuel side
ellects 1 molas and Iencties with maje depucaswe dioerd, DD, penl discrdes, scckl ety dicedor, CAD, ond PTSD sre  Human Experience: e o PR b g Lt e, 42 3 croe f selberse o e
dhiu-ﬂkh.ljuémm“ Everts in Controfled Clinieal Trids Ihno::h with abstances, Of , 48 casas were fatal and of the fxtaities, 17 appeared to nvolve
Table 6 rorse iy msww“ammmm“mmmﬂmwn-mmmuukw-
PAXIL Placebo ion of other drugs or alcohol or the presenca of signdicant conditions. DI 145 non-tatal cases with known oulcome,
n 1446 1082 most recovered withou! sequelae. Tlnhuaﬂmwn Ingestion involved 2,000 mg of paoxetine (33 limes the maximum rec-
1 fmales) "
- - x dlﬁ&m)hapﬂﬂ mm
| Decressed Libido 6-15% 0-5% ps -
y Dsturbance 13:28% L) Hﬁﬁﬂim'm%mldhhmmm end symploms ohserved with overdoses invol E.u-h' ke
- % .:: :mmuh’. € reactions, :::t-nu\nﬁ_' "'.*’::;'4" . q'l'vI:n o
1 (lemales . H  Syreope, din, ol .
'E%:;T{bldn 9% 2% hepatic dystinction m falkre, hapatic necrosis, jaundice, hepatitis, and hepatic shutesis), serotonin ryndrome,
Oromnic Dk 2.0% 1% resctions, myoclorus, acule renal felure, and uringry retention.
pemic Dshriance Overdusage Management: Troatment should consist of those wioyed In the management of overdosage
There are 1o adequale and welk-Contolled studies g sewsal Wit mﬂwnﬁmﬂmnmmnﬂﬁmmﬁﬂs
has been isted with seversl coses of prisplsm. In those cases with & known cutcome, patlents Ensure an adequalk and ventitalion. Monitr cardiac 1inythm and vilal . General supporive and
recowsed without sequelse symptomatic measures are also recommended. Induction ﬂnmhhmmmmmcu:’t. with a Lrge- bore oro-
on k

mmumnmrmmruummhmmmmmmwassu physiclans should ras-
Bnaly inquire ebout such possblo side

Welgh! and Vital Cilmns‘mhvlnwmsmqhmmﬁhrﬂnlmﬁwmmhum
pﬂemhAmmafl’pnmhcmhduﬁMmhmm1mﬂmvdbﬁmusmmaww

bo and active control. No significant changes |n viral (qﬂoh:mdd e blood pressure, pulse and temperature) were
observed In patients T with PAOL In comyolied cl
mﬂ-pthmmbhdmﬂ“hmmhhummwtﬂdﬂsmﬁnbnmdwﬂlphuhh
controlied ciinical trials, no clinically significant changes wera seen in the ECG3 of either group.

Liver Fenction lests: in placebo-controlled dnical irials, patients treated with PAXIL exhibAed abnarmal values on Iver func-
Bon tests af no greater rale than thet seen in placebo-treated patients. n parficular, the PAXIL versus- placebo comparisons for
abadine phosphatase, SGOT, SGPT. and bilinutin reveaied no ddferences n the percentage of patients with marked abhormali-

st etk

ties.

Haftucinations: In pooled clinical trials of Immedk sting hyd
nlsoesmummnmuuwmammmnmmm
Other Events Observed During Lhe Pr Eﬁuﬁmd?ﬂ!Lm:Ehmamumummmnmqum

were observed in 22

stve disorder, multiple dotes of PAXIL wore administerad 1o 6,145 patlents in e 2 and 3 siudies The conditions and dura-
ImﬁmucmPﬂwmvunmmﬂ(mm ) open and double-tiind studies, uncantralied
md:umndsudil npatient and studins, and fixed-dose, and tiration studies. During premarketing clinical Iri-
als in OCO, penic. disor der, social anxiety disordei, generalized ar &:ﬂmh postyaumalic stresy disorder, 542, 469,
522 735,ad STnglmh respectively, recelved muRiple doses of PAXIL Unfoward events associated with this ure were
|md|db’dbtalh"ﬂhdmmlmhobmdhhmdmm0mmmﬂmIhm!mdkh & mea-
ingful estimate of the ol in adverse events without first grouping simiiar types of untoward
events o a smalier of standerdized event catsgories.

n h tatulations (hat vnlm.«ﬁhd adverse events were classified vsnn&s\mud COSTART-based Dictionary terminal-
:% nmmmﬁnnulbhmndl’ﬂl
aw r.ludmtbul‘lmvmhm“g All reported events are included except
hose qlmdh!nblnlb h&muwdumbtmdnmw&mmbwhﬂatw
case wes remote. il is mmllo-mhhlmhma reparled oocurred dwing treatment with paroxaiine,

ey vere aot necessarily caused by B,

&mnmmmwmmnmlm In order of decreasing requancy according lo the lollowing dedink
ons: Frequent adverse events are fose mm1ammummnkmmmpmm.m'mmmq
Fsted in the tabulated results from placebo-controlled triak appear In his Imhﬁ
ting in 17100 1o 111,000 mmnnmncwtwnlmru-'l 000 patients. Everts of major ciinical Impor-
tance are also descrded in the PRECAUTIONS sect

Body &s & Whoke: Infrequent: Allergic reaction, mhlm edama, malaise, neck pain; /are; Adrenerglc syndrome, caliuitis,
mﬁmh.mﬂtlwh e in. o e fraquent: Bradycardia,

diovascular Syslenc Foqueat hon, 1 i, i hamatoma, hypolension, migraine,
Syncops; are; Anging pectons, »Tm % tundle branch block, cerebral lschem la, Cerebr ovascular
udm.mq-dnmm:..muou.WMh«muwmdummmummm.»
monary embolss, SuprEven s, viricose vein. vasculy headache, ventricuiar

Snl t Braalsm, col ctation, gast lis, pat itis, ginghvitls, ghutnhmmd
salivation, liver lunction lests z:ml rur.w hmmhw. Mamndlh Mnn stomalith, M

budimia, ¢ cholelehi hemorhage.
hematemesks, iwullb. eils deus, ntesting ntnlmr.lim. . melena, mouth nhlrdm e ulw. salivary gland
entargement, ckaladenitis, stomach uicer, slomatitis, tongue di ilhn.m wdama, logth

Endocrine Syslomt Rare: Diabites malldus, goter, hyporthy hypoty

Homic and L Anemia, k 1 mmmmwmmn
basophiia, biceding lime in ml'wmn hromic anemia, von defich anemia.
anarmal i y mh. Y “anemia, Mm l'mmb-
cylopenia

mmuemmmrmmcmw g, infraquent: Edema, edema, SGOT increased, SGPT increased
ln:l.,wg\l foss. rare: Abaline ph ety A )
d' ‘l mﬂ. "h" ... “ld. ey " Lk o
prmemia, e NW yponavemiz, ketosks, lactic defydrogenase nreased, nan-prctein

wmmmfmncmm infrequent: Artheitis, arthrosie; rare: Bursilis, myositis, osteoporess, general

ed spasm, lenosmovitis, tetan
Nervous Syster ﬁwimb\d%w infroquent Abnormal thinking, alcohel abuse, sz, dystonia, dysi-
nua.n:oh:{: alk hostiity, hy ‘?wmummm Ibido inqreased.

ud.ﬁ'c“mheulhwhhdwqwmhlmﬁﬂ.mhwm If perf 00
patients.
m-dmmumuhmunuuu volume of distribution of this dug, uwmamn.
ion are unlikaly to be of benefit. No specific antidotes for paroxetine
MMHI-hnMuMM&nmhMMWM
n nch a mdhmtiﬁﬂcmwumnmhwn
lae and exiend the Ume needed for close medical cbaerveton (soe PR

g overdosage, conskder the possiblity of muftipl drug Involvement. The physiclan shauld consider contacting &
mmmmhmwmnnmu?nnl::l?mm prm-mmwwlumm
trol centers are lsted In the Physicians’ Desk Reforence (PDR).

DOSAGE AND ADM ISTRATION

jof Depeessive Disorder: Usuad lnitial Dosage: PAXIL should be adminisiered as d with or without food,
mymommmmwddhﬁdm-m ’dqnimmdo;d“i?:#dnrnmmw Inthe
clnical trials de the eff of PAXIL in the b disorder. As with all '{uw«
n the Weatment of majr aqr-uummu-mmqham&m mllnelmpmh mm
mmmlmdm In 10-mg/day i Luploa mgfday. Dose

., Mﬂ{TPuhmMMwﬂmaMhmhnMdmwnpﬂmmm
m:«mi!on Is generally sgreed that acute episodes of major depressive disorder require several months o
fonger of sustaine therapy. Whether the dose needed to induce remission s identical o the dose needed o
mmlmndhrnumhmhym s unknewn.
Systematic evalation of the efficacy of PAXIL has shown thet efficecy b maintained lor periods of up 10 1 yeor with doses
mg.

thel averaged about 30

Mmmmm%rmmummmmmwamm

usually b e moming. The recommanded dose of PAXIL n the reatment of OCD i 40 mg dail, Prtents should be siarted on
ad mf anng-ﬂiu:

Molntenauce Tharapy: Long-lerm mailenance of elficacy d:uunl-d B-month relapse prevention trial. In this
irsl, petients with OCO sssipned ‘o parcuetine demonsiraied 8 lowse o ompwed 1o pateqla om plecete (o8 CLIN
ﬂi HARMACOLOGY—Cinical tlt).o&ulsad'mwdzmﬂl ,muumwmmumumw
patient. Dosage adpstments o mantzn the patient on the lowest etfective dosage, and patisats thoul
be periodically reassessed to deter mine the need for continued treatment.
m:mummuumuw‘.ﬂmmm-mumm
ts should be started on 10 mgiday
hmilulhnidnhrvd:ddhdiw-di.?-lmhmndudnumdlﬂ
eflectiveness of PAXIL The maximum dotage should net meceed B0 mg/day
IM:E nmmudmmnmmama—mmmuMhm
guu. 06 Y-—Clin|

-dmﬂ paroxetine domonatratnd a iowsr relapae rate compared o peflents on piacebo
trus).mmnamtummnumm o consides comtin-

u lrllqcntl..p mmumgwmmmnm.mm
mlmqmmiﬂ%&mmuhmmun-amhﬁmmwmm usy-
ally in he moming. The recommended and intisl dosage is 20 my/day. bh clinical trials the etiectvensss of PAXIL wes demen-
strated In patients dosed h a of 20 10 60 While the sadety of PAXIL has been evaluzied in ;wgmzlg
doses ve

emdely disorder ot dosos up b Information does not suggest any additional benefit
mmv:&m t"an ical Triaks) i i

Maintenance Ther mubmm of evidence avallable © answer the question of how long the patient reated with
PAXL should remain on L. deqmdﬂmMmd\oh-mmnmthmnhd
cinical \riass, social anxiety disor as achronic adnis eal-
Lmnmmmumnwnmnnnmmmumw and

m.lnumnm u-uruuau.,-mu.muudmmmm e dally dose with o wilhoul lood,
usualy in the the effectiveness of PAXIL was demonstrated in dandnnwd?ﬂbsu
mg/dzy. The recommended sll'lhnr.hq: the established effective dosage is 20 There Is not
h .mmﬁummmnw«yhowm«u 10 mi/day increments and al inter-
v

1”5 bE‘Ilcebh with Genernlized
Anety Disorder who wmmwmms\gm&mfmn& &' benefit of
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PAXIL®
(paroxstine hydrochloride) Tablets and Oral Suspencion

such nﬂm-; CLINICAL PHARMACOLCGY—Clinica! Triaks). Neverhaks, patients sheukd ba pariodically reassessad o

Postiraumatic Stress Disorder: Usual laitial mmwm-amummnuﬂm
mdm-llyhhn-?l‘mrmnmd g dosage and b ettactive dosage is . i1 -
cal trid, the effectiveness of PAL was demonsirated in mehawdmlomnmhwgbha&ddm
. here was net eufficient evidence to suggest Mhulih doso of 40
eh-wummu.mmmuw&yhm lkllntlwllhﬂﬂhuk.

Main lonanoe There b ne of evidence avallable lo unmmdmwummum
PAXL should reman on &. Ahough the ummmwm ﬂ-iq mth-nmm I controlled
clinical ¥ialy, mobmkduam condition, and #t b naider « for s
uwl:\u Mwmmmuummmmm1mmm-uuumummmwa

the need for
imwanl of Women

Miﬁm Traat, Prognant gosad
u-munnmrm«ma mmmmm mﬂihlm.mm

and tube feeding (see WARNMNGS). Wh tg“p?immnwhmﬂmdrhqhmid mﬁ

mlﬂu;xucmuhmmhm ! reatment. The physician may consider tapering pi e in the

Dosage for Eldarly or Dabilitated Pathonts, and PaGients With Severe Renal or Hopalic Impairment The mmmnhd
mwuuulonw1=umu:m:.mummmuunmmuwcm mpalrment,

ncreases may be mm-wwnm
Switching Patients o or From a Moneamine Ox Inhibilor: Al least 14 days should slapse betwaen discontinuation of
ml#ﬁlndrﬁdm lmwlnMSiﬂhy 2l least 14 days should be aliowed after stopping PAXIL before starting

3. You Should Wartch for Certain Signs if Your Child b Taking an Anbdsprosean

CmmMhhﬁnm&ﬂmlmdﬂmmmduhmmmwimm or if they
uumwmt.umqm.mﬂllﬂ or your child's teacher:
* Thoughts about suicide or dying
= Attempts 0 commit suicxle
* New of worse depression
* New or worse amiety
= Feeling very agiated or restioss
Panic attacks

. Dffcuty sieeping (nsomnley

* New or worse imtability

* Adting oggreashe, being angry, or violent
* Acting on dangercus impulses

Never lef your child stop tak mmmhlhlunbhhwhnhnlkuuwhﬁmnﬂ*
pressant suddenly can cause oler symptoms.

4. There Are Benedits and Risks When Using Antidepressants

Ilﬂmin of Tr With PAXIL: with urrmmum:wu(m

PRECAUT] Patients should be monitored for thess ommandhwﬁuhu freetment, reger of the i

far which Is being prescritmd. Agnﬂm Mmmm:mmcuﬂhlhrmnmw chiidren and
decrease In he doss o of tisks ol Yeating

g:sbll.l hmrmh"wb:]lwam upan d
‘g:';h:.u dose may be consideced. %utngnﬂr upmunnqmmmummummn
o
NOTE: SHAKE SUSPENSION WELL BEFORE USING,
HOW SUPPUED
Teblets: Film-costed, mocifed-ovel & foliows:
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-mq pink, scored tabiets engrawed on the romt with PAXIL and on Te back with 20.
NOC 0029-3211-13 Botties of 30
NOC 0029-3211-59 Bottles of 30
NOC 0029-3211-21 SUP 1004 {irtended for institutional use only)
30-mg biue tabiets engraved on the from with PAXIL and on the back with 30,
NOC 0028-3212-13 Botties of 30
40-mg green tablety engraved on the front with PAXIL and on the badk with 40,
NDC 0029-3213-13 Botties of 30
Stere tablets between 15' and 30°C (59° and B6°F)
Oral Suspansior: Orange-cobored, orange-flavored, 10 moyS ml, In 250 mL white bofties,
NDC 0029-3215-48
ﬂm-up-hndwbdwﬁs'cm
PAXIL s & reg

Madication Guide
PAXLL® {PAX-I) {paroxetne hydrochioride) Tablets and Oral Susperssion
Abeut Using Antidepressants in Children and Teenagers

What is the mest important information | should know if my child Is being prescribed an antidepressant?

m«mmwummumwmwmmwhpmnm,mm
1. There s a risk of cuicidal thouphts or actions

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

3. You should waich lor cerah signs ¥ your child s takhg an antidepressant

4 There are benefits and risks when wsing antidepres sants

1. There Is a Risk of Suiddal Thoughts or Actions
Chikr en and leeragers sametimes think about suicide, and many repoct trying to kil hemselves,

s and actions can

icrease suicidal thoughts and actions in some children and teonagers. But suicidal
o ing about kilng

Antidepressants
also be caused by depression, 3 serius medical condition that ks commonly treated wit antidepressants.
yourself or trying to kil yourss¥ ks called swioidukty or bevng sulc/dal

A large study combined the results of 24 different studies of children and th depression of cther ifinesses. i hese

or an antidepressant for 1 1o mlbmm suicide In hese

uua2mlum1mumumm anfidepressants, 4 out
of l\my 100 patients bmm suicidal

Fummmm!hﬁﬁsdwﬂmswhmmhmmhmumﬂh
* Bipoky liness (sometimes called mank: Hiness)
* Alamiy history of bipolr ilvess
* Aporsonal or family history of sttompting suicide
Imnfhunprmri.nﬂnmmulwmvwwﬂ:mmwl&nmmm“t

2 How o Try 1o Prevent Sulcidal Thoughts and AcSons

Tow&p:mmnmhﬂlt and actions in your child, mchm dlmw in her uhhmm::ﬂhn.
1he changes ocar sydden! Wmmwrmlmh ife can paying atiention as e,
your child, hohﬂ“lbhrahud‘m and ether Impont; pqr' Miﬂfaeime‘h&:lbns.m

what to watch

Whenever an ontideprossant b started or & doss is changed, poy close oftantion fo your child
Ater starting an antidepressant, your child should genarally ses his or hor healthcars provider:
+ Once a2 weok for the first 4 weeks
* Every 2 weeks for he next 4 wesks
= Ater taking the aniidepressant lur 12 woeks
= After 12 weeks, bolow your healthcare provider's advice about how often 1o come back
* More cften i problems or questions arice (s0e Section 3)

You should call your child's heafthcare provider between visits If needed.

other ihesses can lead 1o sulkcide. In some
wicidal I'Earm.llll fo discuss all the
mmaﬂnmmdwmwt\'mﬂwdl shouM discuss all reatmont choloes with

your heaithcare provider, not just the use of antidepressants.

Other side effects can occur with antidepressants (see section below).
O il the antidepressants, only Muoxeline (Prozac®)* has been FDA approved 1o Ueat pedabic depression.

Antidep mwwmmmmum-mmw

For cbuessive compulsive disorder in children and , FOA has approved [Prezac®)’, !
(Zobtr®)", luvaxamine, and domipramine (Anaranii@)”, i
mmuumﬂqwﬂm P baned on the past lence of your child or other famlly mem-

I this oll | need to know if my child is being prescribed an antidepressant?

No. This & & warming abaut the risk tor suicicality, Dther alde eftects can octr with antidepressants. Be sure

care provider to explain &l the side effects of the particuler s prescribing.
mh';"mmn mmm.wﬂiuup:‘:gdﬂmmidmnﬂm

fo ask your heatth-
drugs o evoid when

Zh"' L,g‘e ,"_ d trade ‘mnflui racturers: Prozac®Th Lilly and Compeny, Zoloh*/Plirer
NHmMﬁMMWhhu&hdmh‘q“ inistr ation for all antid
MG-PX2
@GlaxoSmlthKlme
Rmuthmhmncmm
£2006, GlexoSmEhKine. All rights reserved.
May 2008 PreLa
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PRESCRIBING INFORMATION

PAXIL C

(paroxetine hydrochloride) ~ =

Controlled-Release Tablets

deoressive disorder as measured by the following: Hamillon Depression Raling Scale (HDRS), the Hamillon depressed mood
item, and the Clinical Global Impression (CGI}-Severily of lliness score.

Asmdwrmwmsmnmﬁwaummwmhmwmimmmmmw ts (HDRS total

scare <6) guring an initial 8-week open-lreatmen| phase and were then randomizad 1o continuation on immediate-release
paroxeting tablels or placebo for 1 year demonstrated o sigaificantly lower relapse rale lor patients laking immediate-release

paroxetine tablets (15%) compared Lo those on placebo (39%). Effectiveness was similar-for male and patienty———-——
Panic Disorder: The effectiveness of PAXIL CR in the lmtmenl of panic disorder was eval.ated in three 10-week, mullicen-
ter, flexible-dose studies (Studies 1, 2, a7d 3) comparing paroxetine conbrolled-release (125 1o 75 myg dadly) lo placebo in adull
cutpalients who had panic disorder (DSM-IV), with or without hobia. These lrials were assessed on the basls of thelr
ond : (1) the proportions of patients free of full panic attacks al endpaint; (2) change from baseline to end-

Suicidality in Childron and Adolescen
lnlldmhwmﬂﬁ uiluhiillﬂth and behavior ty) n rl-hnnllndhhdldnn
and ad with Mahr.nmnpuomrm mm iric disorders. clmidniuu the use
of PAXIL CR or any other antidepressant in a chi nullilnskumh M.Pﬂhﬂu
who are started on shou uhumﬂ aub{ Mi?, w
behavior. Families and caregivers should be advised of hud Iudul dmmsm commurication tha
prescribor. PAXIL CR is not pm-llnrmuhudia JARNINGS and PRECAUTIONS—Podiatric
Pooled analysas of short- Ms)ph:lhm uilulnamlﬂmmdmn (Smhlndot-
m)hchildmmdmuhmn mln dmuuivedumdu obsassive compulsivo disorder (OCD), or other
Mﬁm‘a of 24 trials over 4,400 ulunmmllda eator risk of adverse avents
rwmmthu suicidal Mmumm lity) during the first few months in those receiving
anti The avi nﬁtdw@hmulupﬂnumﬂvhu s was 4%, twica the placobo
ris.k nldtmwumdbmulnu
DESCRIPTION
PAXIL CR (paroxetine | doride) is an orally pic drug with a ch '"‘m

sduﬂvewmvumnlﬁlmumrh:iclmmm.unmmmiﬂu urmllnmlcaomu.lmme
hydrochioride sall of a phenylpiperidine compound identified chemically as (-)- trang-4A-{4 "1k 1-35-[(3' .4

dioxyphenoxy) methyl] piperidine hydrochloride heminydrate and has the empirical lormula of G.MD,-HCI-IMH,D The
molecular weight is 374.8 (329.4 as free base). The structural lormula of paroxetine hydrachloride is

n mcmﬂ?:!hvu’ndiuida is an odorless, off-while powdar, having a melling point range of 120° Io 138°C and a solubilily of
waler

Each enteric, lim-coaled, controlled-releass iablat contains ine hydrochlo ivalent Lo paroxetine as follows;
12.5 mg-yellow, 25 mg—pink, 37.5 m . One layer of lmmlmrHsHMIdmethhyermdlhumurm-
tains |Im active malerial in a hydrophilic matrix,

Inactive ingredients consist of hypromefiose, rolidone, laclose monohydrate, magnesium stearate, colloidal sil-
con dioxide, glycaryl behenate, malhunryi: acid copolymer type C, sodium sullata, pol: le 80, talc, triethyl citrale,
and 1 u%n&a Tl:hu lnIzloMng colorants: Yellow lerric oxide, red Iarric oxide, DA&C Red No. . D&C Yellow No. 6, DEC Yellow
No. 10, Bl No

CLINICAL PHARMACOLOGY
Pharmacodynamics: The ellicacy ol paroxeting in the Weatmenl ol major depressive disorder, panic disorder, social anxialy
disorder. and premensiiual dyspharic disorder (PMOD) is presumed 1o be linked 10 potentiation of “"’“’""2‘ aclivily in the
central nervous system resulting from inhibition of neuronal reuplake of serolonin ﬁhmm twiamht HT). Studies al
clinically relevant doses in humans have cemonslraled thal paroxetine blocks the uplake ol serotonin inlo human platelels. in
vilro studies in mlmah also summ thal paroxetine is a polent and highly salective inhlbl or of neuronal serotonin reuploke
and has only very weak effects on narepinephrine anc dopamine newonal reuplake. In ulmmdﬂ?mdw sludies F
caie hat un'mlm ms fitle affinity for muscarinic, eipha,-, alpha,-, bela-adrenergic-, dopamine (0,)-, 5-HT,-, s-m,
halammmlc. and alpha,-adrenergic receplors has been associated with
various l1lit:1'\«lﬂer‘2\'e ic, sedative, and cardiovascular effecs for ather psychotroic drugs.
o polencies of paroxeling’s major metaboliles are at most 1/50 of the parent compound, they are essen-
y inaclive.

Pharmacokinatics: Paroxetine hydrochloride is completely absorbed afler oral dosing of @ solution of the hydrochloride sall

The efimination half-life is approximately 15 10 20 hours after a single dose of PAXIL CR. Paroxatine Is extensively metabolized

and the melabolites are considered o be inaclive. Nonlinearity in msmmnﬂm is observed wilh increasing doses.

Paroxeline metabolism is medialed in part by CYP206, and the melabolites are primarily excreled in the urine and lo some

e(;;ﬂ in Mmu Pharmacokinetic behavior of paroxetine has not been evakialed in subjects wha are delicient in CYP206
melabolizers)

Absorplion and Distribution: Teblets of PAXIL CR contaln 2 degradable polymerlc malrix (GEOMATRIX™) designed Lo con-
Irol the dissolution rate of paroxsting over a period of appraximataly 4 1o 5 hours. In addition to controlfing the rate of drug
release in vivo, an enteric cnal delays the start of drug release unill tablets of PAXIL CR have let the stomach.

Paroxetine hy d ly alter oral dosing of & salution of the hydrochloride salt. In a study in which
normal male and female suhieel.s{n 23) received single oral doses of PAXLL CR al 4 desage strengths (125 mg, 25 mg,
37.5 mg, and 50 mg), pmihec...mdm « increased cisproportionalely wilh dose (as seen also with immediate-release
formulations). Mean C., and AUC. ., values al these doses were 2.0, 5.5, 9.0. and 12.5 ng/mL. and 121, 261, 338, and
540 ngehr/mL, respectively. T, nhsarved typically between 6 and 10 hours past-dose, reflecting a reduction in absorp-
tion rate compared with mm%w release ormustons. The bioavalabily of 25 mg PAXIL CR Is ot afectd by .

Paroxeline diskibutes (hroughou nmmeas , with only 1% remaining in the plasma.

Aﬂﬂ alB'v!!S%ﬂ"dBS%uinamlmh to plasma protein a1 100 ng/mL and 400 ng/mL, respectively, Under dia-

ical conditions, paroxetine concenirations would normally be less than 400 ng/mL. Paroxeting 0oes nol alier ihe in vitro protein

hlndnaotpmrmmm

Hotabolism and Excretion: The mean elimination hall- -life of paraxetine was 15 to 20 hours throughout a range of single doses
of PAXIL muzs mg 25 my. 37.5 mg, and 50 mg). During repealed adminisiration of PAXIL CR (25 mg once daily), steady stale
was reacied wilhin 2 wesks (Le., comparable lo immediale-release lormulalions). In a repeal-dose study in which normal male
and lemale subjects (n = mruml’mmﬂbmedaly) mean steady state C.,,. C,, and AUC, ,, valuas were 30 ng/mL,
20 ng/mL, and 550 ngehr./mL, respectively.

monmmmmmdhbmmmmmsslmrmmmememmmm was several-fold grealer
hmmﬁnwmmmwmwgmwajm mmualhniuwnsequmdmmtlmmﬂm

i

In steady-slate dose proportionality s hwolm elderly and nonelderly mﬂenu al doses of the immediate-release for-
mulation of 20 mg o 40 mg mmmmm 20 mg to 50 mg daily for the nonelderly, some nanlinearily was observed
in bath populations, again reflecting a saturable metabolic pathway. In comparisan to C.., values after 20 my daily, values atter
40 myg daily were only aboul 2 to 3 times greater than doubled.

Paroxetine Is sxtensively metabolized aller oral administralion. The principal melabolites ace polar and conjugaled producls
of oaidation and methylation, which are readily cleared, Conjugates with ghucuronic acid and sulfale pradominate, and major
metabolites have been Isolaled and idenlified. Data indicale that the metaboliles have no more than 1/30 the polency of the par-
ent compound al inhibiting serotonin uptake. The metabalism ol paroxeting is accomplishad In part by CYP206. Saluralion ol
this enzyme al clinical doses appears 1o account for the nonfinearily of paroxetine kinetics with increasing dose and increas-
%mmlim of treatment. The role of this enzyme in paroxetine metabolism also suggests potential drug-drug interactions (see

anpmxlmamr 64% ol a 30-mg oral solution dose of paroxetine was excreled In the urine with 2% as the parent compound
and 62% as metavoliles over a 10-day post-dosing period. Aboul 36% was excreled in the feces (probably via the bile), most-
z a5 metaboliles and less than 1% as the paren! compound over lm 10- day post- uosmq period.
Clinical Pharmacology Information: Specific Populations: Liver Disease: Incressed plasma concentrations

of paroxetine occur in subjects with renal and hepatic h\pﬂmmLThe mean plama concentrations in patients with creatinine
clearance below 30 mLmin. was approximately 4 imes greater than seen in normal volunieers, Patients with crealinine clear-
ance of 30 to 60 mL/min. and patients with hepalic functional impairment had about a 2-fold increase in plasma concentrations

dosage should therefore be reduced in patients with severe renal or hepalic impairment, and upward titration, if nec-
essary should be at increased intervals (see DOSAGE AND ADMINISTRATION),

Elderly Palignts: In a mulliple-dose sludy in Lhe elderly al dady doses of 20, 30, and 40 mg of e immediale-release lormu-
lation, G, concenlralions were about 70% to B0% grealer than the respective C,,, concentrations in nonelderly subjects.
Therelore the inilial dosage in the umny should be reduced (see DOSAGE AND ADMINISTRATI

Drug- vitro drug interaction studies reveal thal pasaxetine inhibits CYP2| . Clinical drug inleraction stud-
ies have been performed with subsiates of CYP206 and show that paroxeting can inhibit the metabolism of

3 metaholized
by CYP206 including desipramine, risperidone. and alomoxetine {see PRECAUTIONS—Drug Interactions).
Clinical Trials
Major Doprassiva Disarder: The of PAXIL CR controlled-release tablels as a reatment lor major daprassive disorder
has been established in two 12-week, [laxible-dose, placebo-controlled studies of patients with -V Major Depressive

Disorder. One study included patients in the gmm 18 0 65 years, and & second study included elderly patients, ranging
in age from 60 to 08. In both studies. PAXIL CR was shown lo be significantly more elfeclive than placebo in realing major

poi'n in the median number of full nlcaﬂmlm 2nd (3) change from baseline (o endpoint In the median Clinical Global
prassion Severity score. Forsuuﬂlesl mmwascmmnlyswmupmmzolimaammSMy
3 failad to consistently demonstrate a slmlllcml difterence between PAXIL CR and placeba on any of (hese variables.

For all 3 studies, the mean dose of PAXIL CR for completers al endpaint was approximataly 50 mg/day. Subgroup analyses
did not indicate that there were any difierences in freaiment culcomes as a function of vu&

Long-lerm maintenance effects of the immediate-release formulation of paroxetine in paric der were demonsirated in
an extension sludy, Palients who were sesponders during a 10-week double-blind phase with immediale-release paroxetine
and during a 3-manth double-blind exiension phase were randomized to either immediate-releasa paroxetine or placebo in a
3-month -blind relapse prevenlion phase. Palients randomized to paroxeline were significanily less kel 1o relapse than
comparably Irealed patients who were randomized 1o placeba.

Social Anxiety Disordor: The efficacy of PAXIL CR as a Ireatment lor social anxiety disorder has been established, in pant, on
the basis of extrapolation from the established effectiveness of the immediate-release formulation of paroxetine. In addition,
the effectiveness of PAXIL CR in the trealment of sociel anxiely disorder was demonstrated in @ 12-week, multicenter, double-

, Mexible-dose, placebo-controlled study of adull oumumls wilh a primary diagnosis of social anxiely disorder (DSM-IV).
In Illa sludy, the allecuvm of PAXIL CR (12.5 Lo 37.5 mg daily) compared to placebo was evakualed on (he basis of (1)
change lrom baseline in the Liebowilz Sacial Andlely Scale (LSAS) lotal score and (2) the proportion of responders wha scared
1 or 2 (very much Improved or much fmproved) on IheCIdcaI Global Impression (CGI) Global Improvement score.

PAXIL CR demonsirated statistically significant superiority over placebo on both the LSAS total score and the CGI
Improvemeni responder crilerdon. For patients who completed the bial, 64% ol patients irealed with PAXIL CR compared lo
34.7% of palients treated with placebo were CGI Improvement responders.

Subgroup analyses did nol indicate thal there were any differances in treatment oulcomes 38 a function of gender. Subgroup
analyses of studies ulilizing the irnmerlate-ulmse lormulation of paroxeting generally did nol hmla differences in beatment

mommnhﬁhnﬂm

Promanstrual Dysphoric mecrfmumm of PAXIL (R for the treatment of PMDD utilizing a continuous dosi

mén has been established in 2 placebo-conlrolied vials, Patients in these trials met DSM-WV eriteria for PMDD. Inapnddt

patients, reated with daily doses of PAXIL CR 12.5 or 25 mg/day, or placebo the mean duralion of the PMDD symploms was

approximately 11 = 7 years Pmmmnminhnmmﬂmwhwmmmwm these Iriaks. Therefore, he efficacy

of PAXIL CR in combination with systemic (including orel) for the conti daily of PMDD is

un«nown. In both positive studies, patimts (N = 672) were treated with 125m jay or 25 mg/day ol PAXIL CR or placebo
continuously throughout the menstrual cycle for a period of 3 menstrual cycles. lmalmisapalhﬂ-ralndmuumt

mmmumdaummuimdmw:smwlhhDSM-WanGMsmmmlsinr mood, physical sy

and other symploms. 12.5 mg/day and 25 mg/day ol PAXIL CR were significantly more eflective Uhan placebo as mmmby

change lrom baseline 10 the endpoint on the luteal phase VAS-Total score.

I third sludy employing Intermitlent dosing, patients (N = 366) were realed for the 2 weeks prdor to the onsat of menses
(leal phase dosing mm»nawmuwmlzsmmyuamqutmmumluawmua
monmlz.‘:rrq!deymdz.‘:mwmoim ammm;mwmwmmmmums
wed by change lrom baseling huleal phase VAS total

There s insu deruhlnmnﬂnn!odalarmneheelhuolrmuauewmlmmahh:esnﬂm
INDICATIONS AND USAGE
meuwPmcnismmlammumwrmmwmumw

eerﬁcw,vniMmlnmhwmdamwdmmmmmmsmblwunmlzmmvdlaum
oulpatienis whase ses comesponded 1o the DSM-IV calegory of major depressive disorder (see CLINICAL
MMAOOLOGYW h
WM(MMlmﬂuammmmmmmm day for al leasl 2 weeks)
Wmnodmlmdw or pleasure in mmwmﬁ&wmoncﬂwelrmmmmmm and
includes the p'esenc: of at least 5 of the folowing 9 symploms during the seme 2-week period: Depressed mood, markedly
diminished interest or pleasure hmwm ﬁwlcmldwlnmrum:mem nsomnia or hypersomnia, psy-
lullalhnw latigue, leelings of guill or worthlessness, slowed thinking of impaired concentralion,
asmanm'ml or suicidal ideation,
The anlidepressant action of paroxetine In hospitalized depressed patients has nol been adequalely studied,

PAXIL CR has nol been systematically evaluated beyond 12 weeks in controlled clinical irials; however, the effeciiveness of

immediale-release paroxeling hydrochlride in maintaining a rasponse in major depressive disorder for up (0 1 year has been
CUNICAL muuuos\r-mml Trials). The who alacls 10 usa

nﬂhDGM-N Pmi:
mmwmm
change in behavior related 10 the attacks.

ical Trials).
panic atiacks, Le., a discrete period of intense fear or dis-
and reach a paak within 10 minutes: (1) palpitations,
ing; (4) sensations of shortness of breath or smoth-

% (5) mu'mmm%ﬁ'm@. mﬁmmmm umm {8)leeling dizzy, unsteady, lighthead-
5 ql 2 or s (7) nausea or m £33, 2y, Ul A
ed, or fainl; (9) derealization ﬂuﬁtﬂwmmmﬂm ; (10) lear of losing conlrol;

(leefings (oeing detached from
(1) fear of dying; {12) parestheslas (numbness or lingling sensationsy; (13) chills or hol flushes.
Long-term mainlenance of efficacy wih the immediale-release formulation of paroxetine was demonstrated i a 3-month
mmmmhnmmmswmbmmmmmr pargaetine dem:
relapse rate compared Lo palients on placebo (see CLINCAL Y-Clinical Trials). Nevertheless, the physician who
prescribes PAXIL CR for extended periods should periodically re-evaluata the long-lerm usefuless of the drug Inv the individual

lenl,
wmmmvmmmmmmmmmmwmmw , 8ls0 known as social phobia, as
defined in DSM-IV (300.23), Social anxioty disorder is characierized a«IMmdperﬂslmtluwnmewemrﬂcpu
mm!mmmmmmumeﬂbmwwpm:a possible scrutiny by others, Exposure to the feared
situation almost invariably provokes anxiety, mmmmmmwamcmmmmsmw-smm
:gmmm?hu' In.Thum M.wmmlwﬂmmta}mmm
ficantly person's normal routine, ocoupational o academic unctioning, or social or relationships, or there
hmmddurenalmllﬁmuhWWWﬁsummowWammmmrﬂmmlnmiusy-

macological trealm
olmmmavmmnlrawm disorder has been established, in par, on the basis o exiapolation
d effectiveness of the Immedaw-relnm formutation of paraxetine In addition, the efficacy of PAXIL CR was
established in a 12-week Wrial, in adull outpatients mmumgm- (DSM-I). PAXIL CR has not been studied in chil-
i CLINICAL PHARMA| —Clinical Trials).

meufim&umsoimlmnmc-lum treatment of social anxiely disorder, i.e., lor more than 12 weeks, has nol been sys-
lemalically avalualed in adequale and well-controlled Irials. Therefore, Ive physician mndausnp«mihel’mcnlmum
mﬁmmamm:mmmm ol he drug for the individual patient (see DOSAGE AND ADMIN-

Premenstrual Dysphoric Disorder: PAXIL CR [s indicaled lor the treatment of PMDD.

The efficacy of PAXIL CR in the Irealment of PMDD has been established in 3 placebo-coatrolled trials (see CLINICAL PHAR-
MACOLOGY~Clinical Trials),

The essential features of PMOD, according to DSM-IV, include markedly depressed mood, anxiely or lension, affective labiity,
and persisient anger o irritability. Other fealures include decreased interest in usual activilies, dillicully concentrating, lack of
energy, change in appetite or sleep, and leeling oul of control Physical symploms associated with FMDD include breast tender-
ngss, joint and rrmdendn. lioalhg,mdw hlgg'l These wmmmsmrrowhrlfdm luteal phase and
remhwirhalwmfuimhg of menses; bance markedly interferes vith wnrkor:dwdorvﬁhuwal
social sclivities and umﬂuvﬂaolﬁas in mmmedlsmosis care should be taken to rule oul other cyclical mood
orders (nal may be exacerbated by realment with an anlidepressan

The effecliveness of PAXIL CR in long-lerm use, thal s, for mmma mmmema.hﬂsmtbmsmmmm
aled in conlrolied trials, Therefore, the physician who elects 10 use PAXIL CR for axiended periods should perlodically re-evaluale
the long-term usefulness of the diug for the individual patient.

CONTRAINDICATIONS
Concomitant malnnallemsllthnalher monoamine oxicase innibilors (MADIs) or thioridazine is contraindicated (see WARN-

g8

INGS ang

Concomitant use in patients pimazide is conlraindicated (see PRECALTIONS).

PAXIL CR is contraindicated in ts with @ hypersensiiivily to paroxetine or Lo any ol the inactive ingredients In PAXIL CR.
WARNINGS

Clinical Worsaning and Suicida Risk: Patients with major depressive disorder (MDD}, both adull and pedialric, may ewl—
ence of their d ion and/or the gence of suicidal ideation and behavior {suicidality] ,}ltr unusual chi
benavior, whether or nol they are taking antidepressant medications, and thia risk mafrsut until significant rem
mm There has been a long-standing concern thal anlﬂnprmmis may have a rde in mmg wsrsenmu ol depression
the emergance of suicidalily in certain patients. Antidepressants Increased the g and behavior
(sblddaily) In short-lerm studies in children and adolescents with Major Depressive Dlwr:lu' [MIJD] md ulu! psychiatric
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Pooled analyses ol shorl-term placebo-controfleo irals of 9 antidepressant drugs (SSRIS and olhers) in children and ado-
fescents with MDD, OCD, or ofer psyohiatric disorders (a olal of 24 trials involving over 4,400 patients) have revealed a
grealer risk of adverse evenls representing suicidal behavior or thinking (suicidalily) during the first few months of ireatment
in those receiving anlidepressants. The avernge risk of such events in patients receiving anlidepreasants was 4%, twice the
placeba risk of 2%. There was considerable variaion in risk among drugs, bul a fendency foward an increase for almosi all
drugs studied. The risk of suicidality was most consistently observed in the MDD Lials, bul there were signals of risk arising
from some rials in other psychiatric indications (obsessive compulsive disorder and social anxey disorder) as well. No
suicides occurred in any of these trials, It is unknown whether the suicidality risk in pediatric pal!enls exlends to fonger-
lerm use, L.e., beyond sawal months,

All nldiltnic palients being lreated with anlid should be observed clossly lor clinical
worsening, svicidality, and unusual changes in behavior, uurh‘( during the initial few months of a course of drug
m;;w or at timas of dose changes, eithar increases or decreases. Such observation would generally include at least

llw— -face contact with uthnls or thair family members or caregivers during the lirst 4 weeks of tmnlmml.
then evory other woek visils for tho next 4 woeks, then at 12malu.lnd udniw inﬁcawdbww 2 wooks.
Additional contact by telephone may be face-1o-face

Adults with MDD or co-morbid uapmdon in the setting ol other ps, tri: illnoss being treated with antidepres-
sants should be observed similary for clinical worsening and suicid tr, espocially during the initial few months of
a courso of drug therapy, or at timos of dos ch sither e

pore

Relsasa Tablats

hypomania or mania cccurred in approximately 1.0% of paroxetine-lreated unipolar patients compared 10 1.1% of active-con-
usamm 3% of placebo-trealed unipolar patients. In a subsel of patients classified as bipolar, e rate of manic episodes was
2.2% lor immediate-release paroxetine and 11.6% for- the combined aclive-control groups:-Among- M!‘Fmbeala wil major
degressive disorder, panic disorder, social anxety disarder, or PMOD Irealed with PAXIL CR in conlrolied clinical sludies, there
were no reports of mania or hypomania, As wilh all drugs effective in the irealment of major denruim disorder, PAXIL CR
should be used caulicusly in patients with a history ol mania.

Soizures: During premarketing b of Immediate-release paroxeling h ide, seizures occurred in 0.1% of parox-
etine-reated palients. a rale similar lo thal associated with other drugs effective in the treatment of major depressive disor-
der. Among 1,627 palienls who received PAXIL CR in conlrolled clinical Irials in major depressive disorder, panic tisorder, soclal
anxely disortler, or PMOD, 1 patient (0.1%) experienced a seizure. PAXIL CR should be used cautiously in palieals wilh a his-
lory of seizures. Il should be discontinued In any patient who develops seizures.

Disconlinualion of Treatment With PAXIL CA: Adverse evenls while discontinuing therapy with PAXIL CR were nol
systemalically evahualed in mos! dinical rials; however, in recent placebo-controlied dinical rials ulllm&'dw doses of
PMLCleoa‘fsmavsam ly reported adverse events while discontinuing therapy with PAXIL CR were evalual-

Palients 315muldayumrwmlmlnmmldmmmmedﬂrdmbvizr:muma;loumol
25mglm for 1 week before irealment was slapped. For patients receiviny or 12.5 mg/day, reatment was siopped
willoul an incremental decrease kn dose. With this regimen in those llle fol adverse events were reported for
PAXIL CR, at an mlaweo of 2% or greater lor PAXIL CR and were al leas! twice thal lsparud for placebo: Dizziness, nausea,

Ymg adults, especially those with MDD, may be al increased risk Iarsn.ﬂddai behavior during

analysis of placebo-conirolled trials of adulls with psychialric disorders showed a higher frequency of suicidal behavior in

ng adults (prospeclively defined as aged 18-24 years) Irealed wilh paroxetine compared with placedo (17/776 [2.19%) ver-
m JHZ (0.924%]). aithough Ihis difference was not statistically significant. In the older age grouds (anad 25- mls and
<65 yea:s]. no increase was observed. in adulls with MOD (all ages), there was a statislic in the
cy of suicidal behavior in patients irealed with paroxetine compared with placebo (11/3, 4.'310 32%) msm m 978
[0.05%]] all of the evenls were sulcide allempls. However, the majority of these atlempis for paroxeling (8 of 11) were in
younger adults aged 18-30 years These MDD data sugges! thal the higher Irequency observed in the younger adult popula-
fion across psychiavic disorders may extend beyond the age ol 24

In -ldﬂm plﬂonls wlﬂl a history of suicid ll beh g axhibiting a gnlli:lm donm
of suicidal mru lﬂuln, ara 81 an increased risk of suicidal
mwama or suicido mmub. and should main caralul monitoring during treatment.

he following symploms, anxiely, agitalion, panic attacks, insomnia, irrtabilily, hostiity, aggressiveness, impulsivity,

3), hy and manka, have been repoced in adull and pediatric palienis being treal-
eﬂvdlh o for major d ive disorder as well as for other both and
Although a causal link the of suth and either the g of dep and/or the emer-
ence :;;d s;bddhnmlm has nol been established, there is concer thal such may L p s 10 emerg-
g suicidality,

Consideration should be ghm 1o changing the th i g passioly the ion, in
patients whose depression is persisiently worse. or who are mm emergent sulcidality nrsvmpmms that mighl be pre-
cursors 1o worsening depression or suicidality, especially il these symploms are severe, abrupl in onsel, or were not pan of
the palienl’s presenling symptoms.

If the decision has been made |o disconlinue irealmenl, medicalion should be {apered, as rapidly as Is (easible, bul wlh

aition that abrupt discontinuation can be assockaled with certaln symptoms (see PRECAUTIONS and DOSAGE
ADMINIS TRATION—Discontinuation of Treaiment With PAXIL CR. for a description of the rlsks of discontinuation of PAXIL ca)

Families and caregivers of pediatric patients being treated with antidepressants for major depressive disorder or
other indications, both psychiatric and mmdﬂm?:. should be alertod about tho need to monitor patients for the
emergence of agitation, imitability, unusual changes in behavior, and tho other symploms described abovo, as woll as
the emergence of suicidality, and o report Mh symploms immediately to health care providers. Such monitaring
should includa daily obsarvation by families and caregivers. Prescriptions lor PAXIL CR should be written for the smallest
quantity of Lablets consistent with patient management, in order 10 reduce the risk of overdose. Families and caregivers
of adulls being treated for depe should be simitarly advised.

Scmniﬂ Patients for Bipolar Disordor: A major depressive episode may be the initial presentation of bipolar disorder. It Is
{though nol established in conirolled Lrials) thal Ireating such an episade with an anlidegressant alone may
nrm the likelihood of precipitation of a mixed/manic episode in patients al risk lor bipolar disorder. Whether any of the
symploms desaribed above represent such a conversion Is wmm However, peior o iniliating reatmeant with an antide-
pressant, patients with de should be ad 10 in il they are al risk for bipolar disor-
der, such screening should indude a delallad psychiatric history, including a family history of suicide, bipolar disorder, and
depression, Il should be noled thal PAXIL CR is not approved lor use in trealing bipolar depression,
Potential for Interaction With Monoamine Oxidase Inhibitors: In patients another ser
inhibltuf drug in combination with an MADI, thers have boen repors of serious, sometimes fatal, roactions hdutlhn
n|:¥ dnms,nrmmtmubllny with possible rapid fluctuations of vital signs, and montal sta-
m chan g.u [l lnnhdc exirame agitation progrossing to delirium and coma. Thesa reactions have also boen report-
ad in pations who have recently dlmnﬁmd that drug and have beon started on an MAOIL Some cases presentod
lepti mmmdmma.mthm are no human d-u showing such an interac-
Im with paroxefine hydrochloride, limited animal data on the effects of combined use mm and MADIs uu-
E’! that thesa drugs may act synergistically to slevata blood and avoke xeitation. Th
recommanded that PAXIL CR not be used in combination with an MAOI, or within 14 days M discontinuing tlnl
mant with an MADL At Ieast 2 weeks should be allowed lmtmwhlg PAXII.CR befora starting an MAOL
Potential [nteraction With Thioridazine: Thi duces prolongation ni the OTc interval,
which is associated with serious nnldwar arrhythmias, such as hnmﬂe do pointes-type archythmias, and sudden
death. This effoct appoars 1o be dose rela

Mhmnudngmnmdmwwmmﬂlbumm such as paroxatine, will elevate plasma lavels of
thioridazine. Therefors, it Is recommended that paroxetine not be used in combinatien with thioridazine (see
CONTRAINDICATIONS and PRECAUTI!

Usaga in Pregnancy: Terafogenic Effocts : Epidemiclogical studies have shown thal Infants bom to women who had first
Irimester paroxeline exposure had an inoreased risk of cardiovascular malformations, pamarlly ventricular and airial seplal
delects (VSDs and ASDs). In general, seplal defects range Irom those tha! are syma!omauc and may require surgery (o those
thal are asymplomalic and may resolve spontaneously. Il a patient becomes pregnant while taking paroxetine, she should be
advised ol the polential harm lo e fetus. Unless the benefits of paroxeling lo the mother [usll!y continuing vwmem.
consideration should be given lo either discontinuing paroxetine therapy or ing 1o enother antid
MIONS—&WWMI&! of Trealment with PAXIL CR). For women who inlend lo become pregnant or ae in lhdr rhl
Irimaster of pregnancy, paroxeting should only be initialed aher consideration of the other available ¥realment oplions.

A study based on Swedish nalional regisiry dala evaluated infanis of 6,896 women exposed to antidepressants in early preg-
nancy (5, |23 women exposed 1o SSRIs, incl 815 lor paroxeting). Intanis exposed Lo paroxetine in early pregnancy had an
increased risk ol cardiovascular malformations (primarily VSDs and ASDs) compared Lo the enlire registry Wnﬁnﬂw (OR 1.8;
95% confidence interval 1.1-2.8). The rate of cardiovascular malformations folowing early pregnancy parcxeline exposure was
2% vs. 1% in he entire registry population. Ameng the same paroxeline exposed infants, an examinalion of the data showed
no increase in the overall risk for muﬂm maliormations.

A separale relrospective cohorl siudy using US Uniled Healthcare data evalualed 5,958 infanls of molhers dispensed parox-
eline or other antidervessants d the first trmester (n = 815 for paroxeting). This study showed a trend lowards an
increased risk for cardiovascular mallormations los paroxeting \o other (OR 1.5, 95% confidence
interval 0.8-2,9). The prevalence of cardiovascular maltormations lollowing first trimester dispensing was 1. 5% for paroxetine
vs. 1% for other antidepressants. Nine out of 12 inlants with cardiovascular malformations whose mothers were dispensed
paroxating in the first trimesler had VS0s, This study also suggested an increased risk of overall major congenital malforma-
tions gnmm of the cardiovascutar delects) for parmﬂm camparad lo cther antidepressants (OR 1.8; 95% confidence inter-
vl 1.2-2.8). The prevalance of all congenital maliormations lollowing first Irdmester exposure was 4% for paroxeline vs. 2%
lor cther anlideaenanu

Animal Findings: Reproduction sludies were performed at doses up 1o 50 mg/kg/day in rats and B mg/kg/day in rabbits
administered during or asis These doses are approximately B (rat) and 2 (rabbit) times the MRHD on 81 mg/m’ basis.
These sludies naver no evidence of leralogenic aflects. However, in rats, there was an increase in pup deaths during
the first 4 days of lactation when dosing o during the last rimester of gestalion and continued (hroughout lactation.
This effect ccourred al a dose of 1 mg/kp/day or appreximalely one-sixth of the MRHD on an mg/m* basis, The no-effect dose
for rat pup mortality was nol determined. The cause of these deaths s not known.

Nonlarat Etfects: Neonales exposed 10 PAXIL CR and other SSRIs or serotonin and norepinephring mmu!
inhibilors (SNRis), lale in the Whird lrimesler have prolonged
porl, antl lube Ieeding. Such compications can arise immedialely upon delivery. Reporled clinical indings have in hduded res-
piralory dislress, cyanosis, apnea, seizures, lemperalure lnela:llly reedhg dilficulty, vomiling, hypoglycemia, hypolonia,
hyperlonia. hyperrefiexia, lremor, jitieriness, inritability, and constant crying. These lealures are consistent with either a direct
toxic effect of SSRIs and SNRIS o, pessibly, a drug discontinuation syndrome. 1t should be noted (hal, In some cases, the ciin-
::b rmu;e is consistenl with serolonin syndrome (see WARNINGS—Polentiad for Interaction Wilh Monoamine Oxidase

Infants exposed ta SSRIS in lale pregnancy may have an increased risk for persistent pulmanary hypertension of the new-
born (PPHN). PPHN is associaled wilh subsiantial neonalal morbidity and mortalily. In a case-conlrol sludy of 377 women
whose infanls were bom with PPHN and 836 women whose infants were bom hsﬂnln fisk for developing PPHN was
approximalely six-old higher for infanls exposed o SSRIs aller (he 201h week ol gestation compared Lo infanis who had not
bean exposed 1o antidepressants during preqrmw PPHN occurs in 1 — 2 par 1,000 live births in the general population.

There have also been reporis o births in pregy mrwn exposed lo paroxetine or other SSREs.

UMmtrmhgamgnmlmandmmmham the third i ician should carelully consider both the
potential risks and benefits of reatmenl {sae DOSAGE AN ADIMISTRATIDH! should note that in a prospective lon-
gitudinal study of 201 women with a hislory of major depression who were euthymic at the beginning of pregnancy, women
who discontinued anticepressant medication duing pregnancy were more likely lo experience a relapse of major depression
than women who continued antideq¥essan! medication.

PRECAUTIONS
General: Actlivation of Mania/Hypemania: During semarketing testing of immediale-release paroxetine hydrochloride,

ne and additional symploms described by the investigator as or discontinuing PAXIL CR
(€-9., emotianal lability, headache, agitation, electric shock sensations, mlme and sleen ces). These evenls were
reported as serious in 0,3% of palients who discontinued therapy wilh PAXIL

Dering marketing of PAXIL CR and other SSRIs and SNRIs, there have heen spontaneous reports of adverse events occur-
ring upon discontinuation ul these ttws Ipmbuinrly when abrupl), including the following: Dysphoric mood, irritabllity, agita-

sensory d such as eleclric shock sensalions and tinnitus), anuety, confusion,

headache, lelhargy, il [ailily, i ia, and hy While these evenls are generally sell-limiling, there have been
regorts of serious dlmmw syllmm

Patlents should be monitored for these symploms when dueunlhing’umm with PAXIL CR. A gradual reduction in Ine
dose ralher than abrupl cessation is recommended whenever possible. ik ocour 9 a
the dose or upon discontinuation of treatment, then resuming the previously p May be consi Si
the physician may continue docraum Ihe dose but al 2 more gradual r mle (see BDSM:E AND A!MNISIIWIRJ

See also ialric Use, for adverse evenis rep of ing in
nedalric patients.

Akathisla: The use of paraxetine or other SSfiis has been associated with the development of akathista, which Is charac-
lerized by an inner sense of restlessness and psychomolor agitation such as an inability 10 sil or stand still usually assodiat-
ed with subjective dislress. This is mos! fikely to occur wilhin the fies! lew weeks of Lieatment,

: Several cases ol hyponalremia have been rawlad with immediale-release paroxeline hydrachloride. The
hypanalremia mmed to be when The majority of these occurrences have been in
elgerly individuals, some in palients taking diurelics or Mio were otherwise volume depleted.

Serotonin Syndrome: The development of a serotanin Syndrome may occur in assodalion wilh ealment with paroxating, par-
licularly wilh conconitent use of wmm“ me: and wilh drugs which may have immu melabolism of immediate-release

ave agitation,
mgmmdm:arm and Iremar. The cancomitant use of PAXIL CR with sarolonin precursors (such as irypiophan) ks not rec-
(mwmss—mmuum Interaction With Mongamine (idzse Inhibitors and PRECAUT Imeractions).
Abnormai Bleeding: Published case reports have documented the occurrence of bleeding episodes in paﬂema treated with
psychatropic drugs Uhal interfere with serolonin reuptake, Subsequent epidemiological studies, both of the case-control and
cohorl design, have demonstrated an essaciation between use of psycholropic drugs thal inlerlere with serotonin reuptake
and the occurrence of upper gastrointestinal bleeding. In 2 studies, concurrenl use of a nonstercidal anli-inflammatory drug
[NSAIDI or aspirin polentiated the risk of bleeding (see Drug Interactions). Nlhozzh these studies focused on upper gasiroin-
, there Is reason 1o believe that bleeding al other shes may b similarly potentiated. Palients should be cau-
ugm rogarn:;g"mrim of bleeding associated with the concomitant use of paroxeting with NSAIDs, aspirin, or other drugs that
affect

Use ip Patiants With Concomitant liness: Clinical experience with immediate-release paroxetine hydrechloride in patienls
wilh certain concomiiant systamic ilness is limited. Caution is advisable in using PAXIL CR in patients with diseases or condi-
lions thal could alfect metabolism or hemodynamic resporses.

As with other SSRIs, mydriasis has been i y reported in rieting studles with pi ine hydrochloride. A lew
cases 0 acule angle closwe glaucoma assoctaled wilh therapy with immediale-release paroxeline have been reparled in the
literalure. As mydriasis can cause acule angle closure naﬂenls wilh narraw angle glaucoma, caulion should be used when
PAXIL CR is prescribed for patients with namow angle glauco

PAXIL CR or the immediale-release lormulation has nol beeﬂ evaluated o used 0 any apgrecisble extent In palients with a
recent hislory of myocardial infarction or mmahh heart disease. Patienls with these diagnases were excluded from clinical
studies during testing. Evak of 682 patienls who reczived immediate-release paroxe-
line hydrochioride in double-blind, ph:ﬂn-mnudhﬂ Irials, however, did nal indicate thal paroxetine is associaled with the
development of significant ECG abormalities. Simiasly, paroxeling hydrochloride does not cause eny dinically important
changes in hearl rale or blood pressure.

Increased plasma concentralions of paroxetine ocowr in pafients with severe renal Impakment (creatinine clearance
<30 mL/min,) o severe hepatic impakrment, A lower starting dose should be used In such patients (see AND ADMINIS-

TRATION).

Infarmation for Pationts: Prescribers or other heallh professionals should inform patients, their lamiies, and their caregivers
about the benefits and risks associated wilh rulmammm mcnwm counsel Bem in its appropriate use. Apalhnt
Medication Guide About Using Antidepressants in Children and Teenagers is available lor PAXIL CR. The prescriber or
fessional should Instruct patients, their families, wmuiwagmwrend the Medication Guide and should
understanding Its contents. Patients should be piven the opportunity fo discuss the conlents of the Medication Guide and to oblain
Aanswers (0 ANy questions they may have. The complete text of the Medication Gukde &s reprinted a1 the end of this document.

Information from clinical irials has suggested thal young adults, particukarly those with depressian, may be al an Increased risk
of suicidal behavior ummmmmnmmmrmm The majority of anempled sulcides in ciinical irals
In depression involved patients aged 18-20 years.

Palients should be advised of the following issues and asked 10 alert their prescriver il these occur while taking PAXIL CR.
Clinical Worsening and Suicide Risk: Palients, thei families, and their caregivers should be encouraged to be alert 1o the emer-
m anxety, agitation, nmlc altacks, insomnia, irritability, hostiity, aggressiveness, imuhnih' mm fmvchurmlor rest-

). hypomania, mania. other unusual changes in behavior, worsening of depression, and
during antidepressant reatmant and when tha dose is adjusted up or down. Families and wmnersa! palh‘m!uuldbo advised
In.'meminrheemmn!mWmma&y-mdwm&ﬁmmmmyhum&m ms shoukd be
reparted {o the patienl’s pr if they are savers, abrupl in onset, or were nol part ol the
patient's presenting symploms, S;mmm such a3 these maw be assaciated with an increased risk for suicidel thinking and
behavior and indicale a need for very maer|11ur|l1mi|:1 dn'?eshmnmmmbn

PAXIL CR should nol be chewed or crushed, and should be swallo

mmmmmmmrmwu , Aspirin, Warfarin, elc.): Palients should be cautioned aboul the con-
comitanl use of paroxeline and NSAIDS, aspirin, or alher trugs hal alfec! coagulalion since the combined use of psycholrop-
ic drugs that hlenera with seralonin reuptake and these agents has bean associated with an increased risk of bleeding.

L‘g:’mw and Mofor Performance: Ay psycheactive drug may impalr judgment, thinking, or motor
ﬂ&ﬂlhouqh ln controlled studies Immediate-release paroxeline hydrochloride has not been shown to impalr psychomotor
performanca, patients should be cautioned aboul operating hazardous machinery, aulomobiles, until they are reason-
“ cmﬁl’ﬂlzmwm lf‘ltalac::!m <o wﬂll’xmi:w w aﬂz‘a‘nvamh;mmmn?"l CRin1t04 weeks, the id

of Tharapy: Whil2 patients may nc provem usa LCRin 1w y shoul
"mm%’ﬁm should be advised to inform their physician il they are taking, or plan
s shoul 0 Inform i are or plan Lo take, any pre-
scfiption or over-the-counter drugs, since there is a potential for interactions

Alcohol: Although immadiate-release paroxatine hydrochloride has not been shown 1o ncrease mehnpalrml of mental
and molor duls caused by alcohol, patienis should be advised 1o avoid alwhnl while laking PAXIL
Palients should b advised Lo notily their phy if they become p or Inlmd 10 become pregnant dur-
ing lhamw WARNINGS—Usage in Pregnancy: Teratogenic and Nonteratogenic Effec

M.mm' Patients should be advised 1o notily their physician il they are breast- 1eeﬁhg an inlant (see PRECAUTIONS—

Nursing Mathers),
Laboratory Tesls: There acé no snedr: leboralory lests recommended
Drug I Ih olher plake inhibilors, an i ion between paroxetine and Iryplophan
may occur when hwn eoaummrm Adverse experiences, consisting primarily of headache, nausea, swealing, and dizzi-
ness, have been reporiad when tryptophan was administered lo patients taking immediate-release paroxetine. Consequently,
coacomilant use of PAXIL CR with tryptophan Is not recommended (see Serotenin Syndrome).

Monoamine Oxidasa Inhibitors: See CONTRAINDICATIONS and WARNINGS.

Pimozide: In a conirolied sludy of healthy volunteers, afler immediale-release paroxeline hydrochloride was titrated 10 60
mg daily, co-administration of a single dose of 2 mg pimozide was associaled with mean hu&asaa in pimozide AUC of 151%
and C., of 62%, compared lo pimozide administered alone. Due (o the narrow Ltherapeulic index of pimozide and its known
ahiitv 1o prolong he T interval, concomitant use of pimozide and PAXL CR is mmmumted {see CONTRAINDICATIONS).

Serofonergic Drugs: Based on the mechanism of action of paroxetine and the potenlial lor serolonin syndrome, caulion is
advised when PAXIL CR is madmhmred with other drugs or agents that may affect the serotonergic neurotransmitter sys-
lems, such as iryplophan, Uriptans, serotonin reuplake inhibitors, linezolid (an antibiotic which is a reversibie non-selective
MADS, lithium, tramadel, or SL Joh :le {see Serolonin Syndrome).

Thioridazine: See CONTRAINDICATIONS and WARNINGS.

Warfarin: Preliminary dala suggest tha! there may be a pharmacedynamic interaction (thal causes an increased bleeding
diathesis in the faca of unallered pe fime) between line and warfarin. Since thera is illle dlinical experience, the
concomitant agministraion of PAXLL CR and warfarin should be undertaken with Gaution {see Drugs That Interfere With
Hem:

0stasts)
Triptans: There have been rare p g patients wilh wea , hyperrellexia, and Incoordination

eling reports
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lollowing the use of an SSRI and sumalriptan. Il concomitani treatment wdih a triptan and an SSRI (e.g., luaxatine, luvoxam-
ing, paroxetine, sertraling) is clinically waranted, apommhll observation of the patient Is advised (see Serotonin Syndrome).

Drugs Affecting Hepatic Metabolism: The and phar Inelics of ine-mey be allected by the induo-
fian or inhibition of drug-metabalizing enzymes.

Cimelidine: Cimelidine inhibits many cytoch In a study where immediale-release mroxelhe
(30 mg once daily) was dosed orally lor 4 weeks, many-sam :Iasm cancentrations of paroxeline were increased by approx:
imately 50% dl.lring coadminisiration with oral dmetidine (300 mg three times daily) for the final week, Therefore, when tfnese
drugs are adminisiered concurrently, dosage adjustment of PAXIL CR after the starting dose should be guided by clinical effect.
The eIlecl od! muullnu on cimetidine’s pharmacokinelics was nol sludied.

Phenobarbital: Phenobarbital induces many cylochrome P.,. (oxidative) ensymes. When a single oral 30-mg dose of imme-
diale- mmmnummmmwm phenobarbital rm(immmumru 14 days). paroxetine AUC and
Ty were reduced (Dy an average of 25% and 36%, lop adminislered alone. The ellect ol
parcxetine on wmummmnmmmcsumsan paroxeline exhibils nonfinear pharmacokinelics, the
resulls of lhhsmdw may not address the case whera he 2 drugs are both being chronically dosed. No initial dosage
m“&l’ﬁ;‘- i R is considered necessary when coadministered with prencbarbital; any subsequent adjustment m be guided

elfect.

Phanytoin: When 2 single oral 30-mg dese of immediate-release paroxeline was adminisiered at phenyloin steady stale
{300 mg once daily for 14 days). parexetine AUC and T, , were reduced (by an average of 50% and 35%, respectively) compared
lo immediate-release paraxetine administered done. In @ senarale study, when a single oral 300-mg dose of phenytoin was
administered al paraxetine sleady state {30 mg once daly for 14 days), phummml:mﬂghly reaw.-dﬂ'."!&unlma
compared lo phenytoin administared alone. Since both drugs exhibil nonlinear pharmacokinetics, the mmmum{
address Iho&@smmlhe desa'ebo bahgd\rn_ﬁcdrdu;ﬂ Nnhkhldmnemm

when PAXIL ¥ s

are considered
C yloin, an w.iddbrr&ﬂ!‘lncllsumm

REACMNS—M Pepar
s Metabolized mmvm mm mosl drugs elfective in he Wealment of major depressive disorder
Wmln other SSH;?’ and many mmd:;ted by the u:rvom P ts02yme cvrzusmm other agents that

are metabolized by CYP2D6, pnm:ma may dgnﬁ:anm Inhibit the aud ol this [sozyme. In mast patients t;m: this CYP206
isozyme is saluraled early during paroxetine dosing. In 1 Study, daily uma of iImmeciale-release paroxetine (20 mg ance dally)
under staady-state condilions increased single-dase desipraming {100 m) Cou, AUC, and T, by an average of approximately
2-, 5, and 3-lold, respectively. Concomitant use of paroxeline with , 8 CYP206 substrale has ala been evaluated. In
1 studr. deily dosing of paroxetine 20 mg in patiants alaums on risperidone (4 1o B mg/day) increased mnaa phsmmnwr-
Irations ni risperidone approximately 4-lold, deoreased 9.
concentrations of the active molety (ne sum nﬂlsmidme plus 9-hydroxyrispericone) approximately 1. 4-fold, Tha ellm of parox-
eling on Lhe pharmacokinelics of alomoxeline has been evaluated when both drugs were al steady state. In healthy volunteers
who wese exlensive metabolizers of CYP206, paroxeline 20 mg daily was given in combinalion with 20 mg alomoxeling every 12
lnnmsrmdludhhawunﬂmﬂyﬁmanmmwumummms to B-fold grealer and in alomoxeting G,
values thal were 3- 1o 4-fold greater than when alomoxetine was given dlane. Dosage a!].uunen! ol alomoxeting may be nes-
essary and it is recommended thal alomoxetine be initiated al a reduced dose when ih paroxetine.
Concomiltant use of PAXIL CR wilh other drugs metabolized by cylochrome CYP2 lmrmum formally studied but may
mmire lower doses Ihan usually prescribed lor eilher PAXIL CR or Uhe other day
Therelore, coadminisiralion of PAXL CR wilh ofher drugs thal e mlabolmduby lhis isozyme, mﬁng cerlain drugs eflective
Inthe lma:rnanl of major depressive disorder (e.g., [ Nuoxeting),
iazines, risperidone, and Type 1Cmﬂarmvl1mim(an propalencne, flecainide, and encainide), or thal hm this enzyme (e.g.,
quinidine), should be apprcached will
Howaver, due to m:&mmmﬂmﬂmm and sudden death polentially associaled with elevated v-
mor thicridazine, paroxeting and thicridazine a‘:m.ts not be coadminisiered (see CONTRAINDICATIONS and WARNINGS).
Al steady state, when the CYP206 p d, paroxeting
isazymes thal, unlike CYP208, show no ewidmu of saturation (see PRECAUTIONS—Tricyclic Anfidepressants).
5 Metabolized by Cytochrome CYP3A4: An in viva Interaction study Imwm the um:nhmaﬂm under sleady-state
conditions of parowetine and lerfenadine, a subsirale for CYP3A4, revealed no effect of
netics. In addition, in vitro studies have snown keloconazole, anolmlmhllocotcww:chmlnh-allmllmumsnm
potent than mmmmﬁmuﬂmmm“m several substrates for this enzyme, including terdenadine, astem
cisapride, viazolam, and cyclosporine, Based on the assumplion (hat the relalionship between paroxeting’s in vitro K and its lack
of eflect on lerfenadine’s in vivo clearance predicts its effect on omer CYP3A4 subsirates, paroxetine's extent of inhibition of
CYP3A4 activity is not likely to be of clinical significance.
Tricyclic Antidepressants (TCAs): Caution Is indicated In ihe coadminisiration of TCAS wiih PAXIL CR, because paroxeling may
may need 1o be monilored, and the dose o TCA “I;i'i’ need to be reduced, if

Pen

inhiblt TCA Plasma TCA
alCAls cmﬂmslsnl with PAXIL CR {see mmms—uugs Wetabolized by Cylochrome CYP206).
ound to Plasma Protein: Because paroxe! bound io plasma protein, administration of PAXIL CR 1o
a nnlmt amlhur drug that is highly protein boum ma.- unuse Iree concantralions of the other drug, potentially
resulling in adverse events. Conversely. adverse effects could result from displacement of paroxstine by other highly bound drugs.
nm%: mnmmmnmmmmm : Seralonin release by platelets plags an important
role In hemostasis. Epidemiological sludmu lheuase-wnlml and ulm design that haw demonsiraled an association belween
use o psychotropic drugs that interfere vl upper gastrointestinal bleeding have also
shown that wmwnluseo!mmnormplrh potentiated mr&c{hlmmg rmmummn bemsmsmme
use of such drugs concumently with paroxetine.

Alcohok: Athough parnxetine does not in'qu the impairment of mental and motor skills caused by alcohol, patlents shauld
be advised 10 avoid alcohol while laking PAXIL CR.

Littvice: A mulliple-dose study with immediale-release paroxetine hydrochloride has shown thal there is no pharmacokinelic
intesnction between paroxeline and Ithium carbonale. However, due 1o the patential lor serolonin syndrome, caution & advised
when immediate-release paroxetine hydrochloride is coadministered with lithium.

Digoxin: The steady-stale pharmacokinelics of paroxetine was not Altered when adminisiered with digoxin al steady state,
Menn digoxin AUC al sleady stale decreased by !!Biil Ihe peesence ol paroxeting, Since Lhere is Bllle dinical experience, the
concurrent administration of PAXIL CR and digoxin should be undertaken with caution.

Di Under steady ditions, d does not appear o affect paroxetine kinetics. The elfects of paroxeting on
diazepam were not svaluated.

Procydidine: Daily oral dosing mnmmmmmum:wmgncdmnuwmmwmn.c-..m
(v vailues of procyclidine (5 mg orl once daily) by 35%, 37%, and 67%, alone at steady
state. Il anticholinerglc effects are seen, the dose o! procyciiding shauld be reduced.

Bota-Blockers:In a mwwmnrmmm twice damms dosed orally for 18 days, the established sleady-stale
plasma concenlrations of propranclol were ng coadministration wilh immediate-release panx m
Mmor the final 10 days. The effects of mmmlmplmlim have not been evalualed (see ADVERSE

Ihppnmmmsul elevated theophyline levels associaled with immediale-release parossline ¥eaiment have been
mrepmulmilaﬂuk}llvx;hnhasﬂmmmmmﬂys\-ﬁaﬂlismmmw egphylline levels be monitored when these
are concurren|
Fosamprenavir/Ritonavir: Co-edministration of losamprenaviriritonavic with paroxetine significantly decreased plasma levels
of paroxetine, Any dose adjustment should be guided by clinical elfect folerability and efficacy).
vuisivo Therapy (ECT): There are no cinical studies of the combined use of ECT and PAXL CR.

Carci , M of Fertility: Ca Two-year carcinogenicily studies were conducled in
mcwnmsmhmrhunsamamuwﬂw na)mlsammm Wﬂmmnmu
approxdmalely 2 (mouse) and 3 (ral) limes the maximum recommended human dose (MRHD) on basis. There was a sig-

mﬁmnﬂygmmamummmhmmdmvmmmmmumwmaunmmommumrwm
wdbw mickdle-, and high-dose groups, respactively) and a significantly increased linear rend across dose for the oocur-
rence wMMmemmhmrmFam!msmnmaﬂscmMwwmmmame-re d increase in the
number of lumors in mice, Ihere was no drug-refaled increase in the number of mice wilh tumars. The relevance of these findings.

I'nhurmn;iq

h; Baclerial 1 ;1|um|‘lmul:ljgnms inam&gﬂhnﬁm i o s mr:
muuummaymom lym| assay, synihesis assay, and lests for cylogenetic aber-

rations in viva in mouse bone marrow and in Witro in human lymphotytes and in a dominant lethal lest in rats.

Impairment of mﬁrmwﬂmrwwmmmhndhmmmmmdmhmualamudwmﬂmm
15 mg/kg/day, which Is approximately twice the MRHD on a mg/m? basis. kreversible lesions occurred in the reproduciive tract
ol male rats afler dosing in loxcity studies for 2 1o 52 weeks. Thesa lesions consisted ol vacualation of epididymal tubular epitha-
lium al 50 mg/kg/day and argphic changes in the seminiferous lubules of the lestes with aested Spermalogenesls at
25 mgfkg/day (aporoximately 8 and 4 times the MRHD an a mg/m? basis).

Prognancy: Pregnancy Category D. See WARNINGS — Usage in Pregnancy: Teralogenic and Monteratogenic Effects,

Labor and Delivery: The effect of paroxetine on labor and debvery n humans is uknown.

Nursing Mothers: Like many other drugs, paroxetine is secreled in human milk, and caution should be exercised when PAXIL CR
is administered lo a nursing woman,

Pediatric Use: Safely and effectiveness in Ihe pedialrc population have nol been established (see BOX WARNING and
WARNINGS—Clinical Worsening md&rﬂdeﬂ:ﬂ_‘fhrmpbcm -controlled trinks in 752 pediatric patients with MDD have beon
conducted with PAXIL, and the data were nol ﬁmllunmladdmlmmlnmfhﬁ:mﬁms.mmwmmmme
use: of PAXIL CR In a child or adolescent must balance the potential risks wilh the dinica

|nuammwmamumsmmmmpenmmmmumhgm 1S were reported in ai least 2%
ol pediatric patienls lrealed with immediale-release paroxsline hydrochloride and occurred al a rate al least twice thal for pedi-
afric palients recelving placebo: emolional lability thwdlnn sell-harm, suldml thoughts, atlempled suicide, crying, and mood
fluctuations), hostifity, decreased appeile, tremar, swealing, hyperkinesia, and agitalion,

Events reported upon discontinuation of ireatment with immediale-release paroxetine hydrochloride in the pediatric diinical
Irials thal included a Laper phase regimen, which ecoured in al least 2% of patien!s who received immediale-release paroxe-
unemnmmnm:mmocw«mumammmmmm were: emotional lability (including suicidal ideation,
suicide attempt, mood changes, and di. nausea, and abdominal naln( inualion of
Treatment With PAXIL CR).

Gerlatric Use: In warkdwide premarketing clinical trials with immediate-release p
lreated patiants (approximalely 700) were 65 years or older. msmmnmlamwwmhh

eicerly, and g lower starting-
bewreen elderly and you Ampqﬁmu u;ddlmﬂvenmnmmm in younger and dider patients (see CUNICAL PHARMACOL-

ha:mlmbdwwlowﬂ'q y on elderly patients with m a:rdemmdwdrmcnmdemonm 1o be
lﬂaﬁmﬂnhhmlmmﬂ%mubﬁﬂmﬂmm&dmﬂnmﬁm INICAL PHAR-
MACOLOGY-Clinical Trials and ADVERSE
ADVERSE REACTIONS
The information inclided under the “Adverse in Sharl-Term, Placebo- Cantrolled Trials With PAXIL CR" sub-
of ADVERSE REACTIONS ed

section

d In patienls with major depressive disorder, 3 studies were done in palients panic disorder, 1 study was conducted in

Wummmmwmmwlsmmmammhinmwmwmmmdnumﬁuhm depres-

sive gisorder, which enrolled patients hmawmrnmﬁﬁmmwﬂeﬂ.hbmaﬂmmamnw of major degres-
i ly patients (50 Msmmdmatahuhmhumrmmmm

order studies and the information from the PMDD studies, Inlmmlhnnn addilional adverse evenls associaled with PAXIL CR and

the immediate-release lormulalion of parxetine hydrochloride is included in a separale subsection (see Other Evenls).

Advorsy Hnw Obsarved In Short-Torm, Placabo-Controllod Trials With PAXIL GR:

Adverse Evenls Associated With Discontinuation of Treatment: Major Dapressive Disorder; mpummmﬂuimhu

ueaeuuﬂhPm.mdiscmmlrnalmwduammmmhanualzm;m th major

disorder. The most common events (21%) associated with discontin den!ahd(la Ihose evenls
wilh dropoul al 3 rale approximately Iwice or greater for PAXIL CR compared lo piacebo) ncluded the mmag
PAXIL CR Placabo
(n-212) {n-211)
Nausea
Asthenia 1 sm 0.5%
Dizziness
Samnolence 1 t% 00‘%
In a placebo-conirdlied study of elderdy palients with major depressive disorder, mu:mmm patients treated with PAXIL
CR discontinued due to an adverse event. Events meeting the above aritera inchaded the following:
PAXIL CR Pacabo
!lhﬂﬂl (n=109)
Nausea 00%
Headache | 9!5 09%
Depression 1.9% 0%
LFT's abnormal 1.9% 00%
Panic Disorder: Eleven percent (50/444) of palients Lrealed with PAXIL CR in panic disorder studies discontinued treatment due
Io an adverse evenl. Evenls meeling the above crileria included the lollowing:
PAXIL CR Placaba
Nasea 29% ¢ 0.4%
Insomaia 1.8% 00%
Headache 1.4% 02%
Aathenin 1.1% 0.0%
Social An. Disorder: Three percent (5/186) of patients treal mmmmhmemsmmumm
linued ummmm 10 an adverse evenl. Events meeling the above criteria included the following:
£ b
[n=' (L
Nausea 05%
Headache 'l G% 05%
Diarrhea 1.1% 05%

Premenstrual Dysphoric Disorder: Spon portad adverse evenls were monitores in siudies of both conlinuous and
intermittent dosing of PAXIL CR in the treatmenl of P| OD Generally, there were few diflerences in the adverse event profiles of
the 2 dosing regimens. Wmml(&ﬂwmpdmuvmﬂm PAXIL CR in PMDO studies of continuous desing dis-
continued trealment due to an adverse

The most common events (21%) momhd with disconfinuation in either group Irealed with PAXIL CR with an incidence rate
thatis at least twice that of placebo in PMDD trials thal empioyed a continuous wous dosing regimen are shown in the following table.
This table also shows those events thal were dose dependent (indicated with an asterisk) as defined as events having an inci-
dmumﬂmzswulmmmmmalmml‘mmmmlzﬁ uimm(aswﬂasmremm)t

(resty s (319
n

TOTAL 15% 9.9% 63%
Nausea® B0% 2.4% 0.9%
Asthenia 49% 3.0% 1.4%
Somnolence® 4.3% 1.8% 0.3%
Insomnia 2.3% 1.5% 0.0%
Concentration Impaired” 20% 0.6% 0.3%
Dry mouth” 20% 0.6% 0.3%

lzziness® 1.7% 0.6% 0.6%
Decreased Appelite® 14% 0.6% 0.0%
Sweating” 14% 0.0% 0.3%
Tremor* 14% 0.3% 0.0%
Yawn® 1.1% 0.0% 0.0%
Diarihea 09% 1.2% 0.0%

" Events considered lo be dose dependent are defined as events having an incidence rate with 25 mg of PAXIL CR thal was at

feast twice that with 12.5 mg of PAXIL CR (as well as tne piacebo group),
Commoanly Observed Adverse Events: Major Dapressive Disordar: The mos! commonly chsarved adverse events associaled
with the use of PAXIL CR in a pool of 2 trials (incidence of 5.0% or grealer and incidence for PAXIL CR at leas! wice that for place-
o, derived Irom Table 1) were: Abnormal ejaculation, abnormal constipation, decreased libido, diamhea, dizziness, lemale

nausea, somnolence, swealing, trauma, tremor, M
Using the same criteria, the adverse events associated with the use of PAXL thm@um:ﬁmmnmahmwm-
sive disorder were: Abnormal ejaculation, constipation, decreased appefile, dry mouth, impolence, infection, libido decreased,

a‘m;nllmmat
Panic Disorder: In the pool of panic disorder studies, the adverse evenls meeting these criteria were: Abnormal ejaculal
;mgvollenm hwfmne libido decreased, tremor, swealing, and female genital disorders (generally anorgasmia ordllluully
mﬁ mf,ﬂmnm-hlm wmmmm; unm\«nl:znhmuw Ihese crileria were: Nausea, asthe-
Impolence,

nia, abnormal
N Dysphoric Disorder: The most commonly observed adverse events associated with the use of PAXIL CR elther
mﬁmhmm o luteal phase dosing (incidence of 5% or grealer and incidence for PAXIL CR al least twice that for
derived from es:we:N;’nn  asthenia, libido decreased, somnolence, insomnia, lemale genital disorders, swea-

mwmmmmrmnmmlmammmmnnzsmgmazswmurmrnlmmmunzm
pﬁurleummmsover:immﬂ:e mmmummammmmumnmam
mmmmadIMW\wewmmmlolwi\gmnmhmcmmedalnhckhm
ler for PAXIL CR and were al mumammmmmnmmgﬁmzmm
{2 mnﬂ%].nmh(?_d%mam. {2.4% versus 0%), and asthenia 2.
Incidence in Controlled Clinical Trials: Table 1 enumerales adverse events (hat mmmnmumqmmm
palients Lreated with PAXIL CR, aged 18 (o 65, who participaled in 2 short-lerm (12-week) placebo-controlled trials in major
mn:en‘uemhhMﬂmewmmammMﬁm&wESMWﬂTﬂzmemaamremmnmm
wamhmusumwmammmpaumm&“ﬂmmm with PAXIL CR wha participated in a short
lenn(lzmk]phcauo- lrolled trial n which patients were dosed in a range of 12.5 mg lo
n?l:hy Yﬂ:lﬂmummluadmmismwudmmhddmmal mmmnruzmnnmzmmm
with PAYXIL CR wha participated in short-term (10-weel) placebo-controlled Irials in panic disorder in which palients were dosed in a
range of 12.5 mg 10 75 mg/day, Table 4 enumerates adverse events reported adult
treatad with PAXIL CR who participated in a short-lerm (12-week), double-blind, placabo-contraliad
which patients were dosed ina range of 125037 5  Table 5 enumerales adverse events hal occurred al an incidence of 1%
o more among patients trealed with PAXIL CR who particpated in three, 12-week, placebo-controlled patients
mmmtzswuzsm;whmIzmmmdmmlhmmmmmzmm
demmmmmzsmmuum adverse events were dassified using a standard

The prescriber should be aware that these figures cannol be used to predict the incidence of side effects in the course of usual
mmmananmlmmwamaowiumdnﬂmmmmmmumm Similarty, the
mngmmmmr

different realments, uses,
, The cited figures. howrever, do provide the ‘"M

B Mmmubaﬂs!«sslimaﬁnﬂm&ﬂwm
Iribution of drug and nondrug lactors to the siie efiect incidence rate pogulation studied
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Table 1. Treatment-Emergent Advarse Events Dccurring in >1% of Patients Treated With PAXIL CR in a Pool of 2 Studies Table 3. Treatment-Emergent Adversa Events Occurring in >1% of Patients Treated With PAXIL CR in a Pool of 3 Panic
in Major Doprassive Disorder'? Disorder Studies'? fcontiied)
) %R Event - % Roporting Event R
PAXIL CR Placebo PAXIL CR Placebo
Body § Event (pm 2) (n=211) Body System/Adverse Event (n=444) {n=445)
Body as a Whole Digestive System (cont o)
dache 7% 20% Dry Mouth 13% 9%
Asthenia 14% 9% Diarrhea 12% 8%
Infection® 8% 5% Constipation % 6%
Abdominal Pain i) 4% l)ea'med A 8% 6%
Pain 5% 3% ers
Traumat 5% 1% wdghl Loss 1% 0%
Pain® 3% 1% Musculoskeletal System
Allergic Reaction® 2% 1% Nydgia 5% 3%
Cardiovascular System Norvous System
Tachycardia 1% 0% Immm 20% 1%
Vasodilatation’ 2% 5. e D s g A
) 10% Kervousness 8% %
Derinea o b Tenor ™ 2%
Ory Mouth 15% % Anlety % o
. lion 3% 2%
Constipation 10% 4% Agin o 2
Flatulence 6% 45 Hpelonts? % g
Decreased Appetle % 2% Myoclonus 2
Vomiling 2% 1% wnm System
Norvous System g: oy
ence 8%
Insamnia 17% % ﬁdn llld Appendages
DI 14% 4% 7% 2%
Libio Decreased % % Sp-:hl Sm-l
Tremor . g& m Abnormal Vision® 3% <1%
Hyperton | Urogenital System
Pasmalbity % e Aorormal Ejacubatio 7% %
Agualion ey Impotence’ 10% 1%
“ o Female Genital Disorders? " % 1%
Respiratory Systom Urinary Frequency 2% <1%
Yawn 5% 0% Urinalion Impaired 2% <1%
Rhinitis &% 1% Vagirilis® 1% <1%
Couh Intriased - by T-Adverse evets Tor which T epri e o PIL O s s tan o el o e ploeto e e ol ncluded Tese
events are: Abnormal dreams, allergic reaction, back pain, bronchitis, chest pain, concentration impaired, confusion, cough
Skin and Appondages increased, depression, dizciness, dysmenorrhea, dyspepsia, fever, flalulence, headache, appelte, infection, men-
Swealing 6% 2% strual disorder, mlgraine ain, paresthesia, pharyngitis, respiratory disorder, rhinitis, tachycardia, taste perversion, think-
| Photosensilivity 2% 0% 5 Jonormal, rikey \adt infoction, and vomiing.
Special Senses %mmgmmﬂmzmnlmmm %.
Abnormal Vision* 5% 15 S.WM physical injuries.
Tasle Perversion 2% % 4 Maslly ]
Urogenital Systom 5. Moslly muscle tightness or siifiness.
Abnarmal Ejaculalion®® 26% 1% 6. Maslly blurred wision.
Famale Ganital Disorder’! 10% <1% 7. Based on tha number of mala palients
Impatence* 5% % 8, Mostly anorgasmia or delayed ejoculation
ulnw‘rml Infection 3% 1% 9 Baudmﬂmmaofrmunmra
Menstrual Disorder® 2% <1% 10. Mostly anorgasmia or difficully achieving orgasm.
Vaginitis* 2% 0% Table 4. Treatmont-Emergent Adversa Effects Occurring in 21% of Patients Treated With PAXIL CR in a Social Anxiety
1mmmmmemmrmmMmmmmaequdm»nphcmmmnmhmm Disordor Study's
These events are: Abnormal dreams, anxiely, arthvalgia, d , dh % Reporting Event
appetite, myaigia, nervousness, phanyngitis, wrm rash, respiratory disorder, sinusits, urinary requency, and weight gain,
2.< t%mmmawlmmwlmmm 1%. PAXIL CR
3 Uy flu. Body System/Adverse Evenl (n=186) {n=184)
4. A wide variely of injuries with no obwious patlem. Body as a Whola
5Fuhhawinydlecalbmwihaoohﬂmpmm. Headache 2% 17%
g m Irequently seasonal allergic symploms Asthenia 18% 7%
8. Mostly blurrsa vision. Back p&f . i?,: :2
13 m“" the ﬂ““‘?ﬁ %‘ mﬁm Trauma® 3% <1%

- Mostly anorgasmia or delyed Alergic Reaction* 2% 1%
11, Mostly anorgasaia or debayed orgasm. Ches! Pain b e
Tabla 2. Treatment-Emorgent Adverse Evenls Occuring in 25% of Patients Treated With PAXIL CR in a Study of Bldedy Cardiovascular System
Patients With Major Depressive Disorder'4 mhwm on 2% 0%

raine % 1%
- % Roporting Event - i 2 1%
Body System/Adverse Event {n=104) {n=109) R P - -
Body as a Whole Diarthea 9% 8%
Headache 1% 13% Constipation 5% 2%
Astenta 15% 14% Dry Mouth % 2%
Trauma 8% 5% Dysoepsia 2% <1%
\nfection % % Decreased Appetite 1% <1%
Digestive System Tooth Disorder 1% 0%
Dry Mouth 18% ™ Metabolic/Nutritional Disordars
Diarrhea 15% % Weight Gain 3% 1%
Gonstipation 13% 5% Vieight Loss 1% 0%
Dyspepsin 13% 10% Nervous Sysiem
Decreased Appetite 12% 5% Insomnia 9% 4%
. s A U Ducrased 4 %
Nervous System e
Somnolence 21% 12% - e o
o 1% o Anily 2 1%
Yyt g Concentration Impared 2% o%
Libido Decreased B% <1% Depression 2% 1%
Tremor % 0% Myodanus 1% <1%
Skin and Appendages o Paresihesia 1% <1%
L <1% Respiratory Systom
ilmnaoni;lo::l System A - Yawn 2% 0%
Abnormal Ejaculation®* 1 % Skin and Appendages
Lioigotence” 9% 3% Swealing 14% 3%
1. Mm!emtilarwmﬂ'llmmlCﬂ'ewﬁghchmuvmlessmmormwmenmmnmmm Eczema 1% 0%

These events are nausea and respiralory disord Spocial Sonses
2.<1% mmgeawrmwomalassmm Abrormal Vision® 2% 0%
3, Based on he rumber of males. Abnormality of Accommodation 2% 0%
4. Maslly anorgasmia or delayed ejaculation, ['Urogonital Systom
Table 3. Trealment-Emergent Advarse Events Dccurring in >1% of Patients Treated With PAXIL CR in a Pool of 3 Panic Aonormal Ejaculation®” 15% 1%
Disordor Studies'? Impatence® % 0%

%R Fvonl Female Genital Disorders*s 3% 0%

PAXIL CR Placebo 1. ummmmlqwmmmmummhmnmmmlhnwmmllnnummnramammimmThgsp
Body System/Adverse Evenl {n=a44) {n=445) mﬁam . ltatulence, § s, byp lection, pain, pharyngiis, rash, respiratory disorder, fhini-
Body as a Whole 2. <1% means greater than zero and less than 1%.
. " g { i
T B Pl 4 Masl haqmnly seasonal allergic symploms.
Cardiovascular System E m on menumber of male patients.
Vasodilation* 3% 2% 7. Moslly anorgasmia or delayed ejaculation,
Digestive System 8 Basad on the number of famale patients.
Nausea 23% 17% 9, Mostly anorgasmia or difficulty achieving orgasm.

continued
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Table 5. Treatment-Emargent Adverse Events Occurring In >1% of Pationts Treated With PAXIL CR In a Pool of 3
Promonstrual Dysphoric Disorder snuﬁumh ﬂmﬂnuﬂl Dm o int I‘I‘mm Dy!plnl‘h
Luteal Phase Dosing'2-?

Study With

6 +In an analysis of ECGs obtained in 682 patients trealed with immediate-release paroxeling and 415 patients irealed
wilh placeba in contralied dinical trials, no clinically significant changes were Saen in the ECGS of either group.
Liver Function Tests: in & pool of 2

% mrxmrormmummdmmmmnmummummmnrummmm

hmmdmnmmmmmmm gun. , pharyngitis, respinmlory disorder, rhinils,
wmmmmmMMymm . The events for kuleal phase ae;
Alﬂul:rea:thl back pan, heacache, mmmmamm&mm lis, respiratory disordér, cystitis, and dys-
2. <I%mamwuerﬂmmmbalhm 1%.
3. The luteal phase and cortinuous dosing PMDD Uials were not designed for making direc! comparisons between the 2 dosing regi-

mens. Therelore, a comparison between the 2 dosing regimens of the PMOD trials of incidence rales shown in Table 5 should be

avoided,
4, nhallymaumntha dirﬁoﬂiynﬁleviun Sm.
of Adverse Evenls: The lollowing teble shows rasulls in PMDD tials of common adverse events,
x::rumuvitnmhckla'lceul>|°Awm25mun1mcnlhmwasailsas1mmmn 12.5 mg of PAXIL CR and
acebo

Incidence of Gommon Adverse Events in Placebo, 125 mg and 25 mg of PAXIL CR in a Pool of 3 Fixed-Dose PMDD Trials

PAXIL CR PAXIL CR Placebo
25my 125
(n=348) (n=! (n=348)
Common Adversa Event
Swealing 8.9% 42% 0.8%
Tremor B.0% 15% 0.3%
Concentration Impaired 4.3% 15% 06%
Yawn 32% 08% 03%
Paresthesia 1.4% 03% 0.3%
Hypérkinesia 1.1% 0.3% 0.0%
Vaginitis 1.1% 0.3% 0.3%
A comparison of adverse event rates in a fixed-dose sludy iate-efease line with placebo in the teatment
ol major Ive disorder revealed a clew do lwwmdumuemmnmmﬂsmhmmmm

of immediate-release paroxatine.

Male and Femaie Sexual Dysfunction With SSRis: Athough changes in sexual desire, sawal performance, and sexal satisfac-
tion often cccur as manilestations of a psychialric disorder, they may also be a of logic treatment. In particy-
wmammeMmmmm sexsal

Refiable estimates of the inck d severity of d i mhhqmddwa parformance, and salisfaction are
almmmmmmmmmmmnwwwmmm Acoardingly, estimales of the
seual 2 tited in product e 1o underestimate their actual incidence.

ey
Mmuﬂmmsmm‘w muum:ulwuidﬁnrumhvn u#edmmirdhd irials in nonedderly patients
with major depressive disorder, in the pool of 3 placebo-controlled Wials In patients with panic disorder, In the placebo-controlied

in pal mmmmmmwmnmmmhmlwmgwmmmam-mtmmummm

female patients with PMDD are as
DD
Confinuous Dosing | Luteal Phase Dosi
aceho Placebo|

Social Anxioty

Wajor Depressive | Panic Disoror
Disorder Disorder

% Reporting Event v&mmhlmhnmalmmhmmhmwmm&d-m placebo comparisons lor alka-
fine S6OT, and ﬁmﬁdmﬁemmmmdmmﬁhm anomalities.
Continuous Dosing Luteal Phase Dosing hasmrdmﬂmwm rwm Jof 104 patients treated wilh PAXL CR and nane of 108 placebo patients
PR o i PAKLIR g mmmmmtammmmmmummmnnynmmmmmmnu the third patient experi-
Body System/Adverse Evont (n=681) (n=349 (n=246) {n=120) anced normalzation of Alsa, In the pool of 3 stusies ol patients wilh panic disorder,
Body as a Whole aummmmmmrmmmmmusmmm experienced liver ransaminase elevalions of patential
Asthenia 17% 6% 15% % ciiical concern. Blevations in all 4 palients cecreased substaniially after discontinuation of PAXL CR The dinical signfficance of
Headache 15% 12% - -— these findings is unknown
Infection 6% % = = I placebo-conolled dinical rials with he immediale-refease formulation of paroxeting, pafienis exhibited abnarmal vakues on fiver
pain = - 2] % Iuriction tests al no greater rale than hat seen in placebo-treated patiants,
Cardiovascular System Hallucinations: dinical \rials of Immediate-release paroxetine hydrochioride, hallucinations were observed in 22 of 6069
Migraine 1% <1% — — patients receiving drug and in 4 of 3187 palients receiving placebo.
Digestiva System mnmmmumummmmnmmmmmmmmmm
Neuses 7% 7% 18% % icd development of PAXL CR and/or the cinical
Diarrhea B% 5% 6% % mmmmrmmmmmmmmmmumr release formulation of parox-
Canstipation 5% 1% 28, <1% eline. During its premarketing assessment in major depressive disarder, panic disorder, social anxiety disorder, and PMDD multiple
Dry Mouth 1% 29 2% <1% doses of PAXLL CR were administered o 1,627 patients i phase 3 doublé-biind, conrolled, oulpasien sludies. Unloward events asso-
Increased Appelite % <1% ey — Mvdhhsmnwnmmwﬁﬂm‘qdmuﬁuwhbwdmdamm Cansequently, ilsmlpm-
Decreased Appetite 2% <1% 2% % sibie 0 provide a minou eslimae of he events withoul first grouping similar types
Dyspepsin 2% 1% 2% 2% of untoward events into a smaller nu rrheralstlrdaﬂud even! categories.
alis = —_ 1% 0% I e abulations tal loliow, reparted adverse events were dassilied a COSTART-based ciclionary. The lrequencies present-
Motabolic and Nutritional Disorgers u.mam.munhmmnrmlﬁzrmmmu CR who experienced an event of the type cited on at
Gen ulaed.Enema _ % 1% leas! 1 cocasion while recelving PAXIL CR All mported events are induded except those aready listed in Tables 1 through 5 and those
'"Imin = 1% ‘i% umnm:qummmutﬂwu)s‘rwwmiamwtmm muummmmummu
— = when possible, replaced with a more informative term, Il Is important to emphasize hal allhough te evenis reponed cocurred during
Musculoskeletal System Treatment with paroxeting, they were not necessarily caused by it
Al 2% 1% — = Events are further categorized by body system and listed in order of decreasing Irequency according to the fdiowing definitions:
Narvous System Frenuen| adversa evenis are those mlummmhmmmmmhm{mulmmm listedd in the
Linida Decreased 12% 5% % % tabulated results from placebo-controlled appear in uu& Infrequent adverse evenls are thase occurring in 1/100 o
Semnolence 9% 2% 3% <1% 141,000 patients; rare events are those accurring in fawer than 171
Insomnia 8% 2% % % Adverse events lor which Irequencies are nol nmmu!mmmu emarkeling assessment of immediate-release parox-
Dizziness 7% 3% 6% % eting in phase 2and 3 studies of major depressive mmm&mmmm social ancely disorder, gen-
Tremor 4% <1% 5% (1 mmmwd&mdnmlmmnl:s&enm The conditions and duration of exposure bo immediate-release paraxetine
Concenlralion Impaied 3% <1% 1% 3 mqmw d (in overdapping calegaries) open and double-biind studies, uncontrolied end controlled Studies, inpatient and
Nervousness 2% <1% % % outpalien| studies, and mmmmmn stdies. Only hose events nat previously isted lor controlled-releass parcxetine are
Anxiety 2% 1% — — induded. The exlent lo which hese evenis may be associated wilh PAXIL CR is unknowm,
Lack o Emotion 2% <1% — —_ tmmza;smmmmwﬂhhhrmlhewymwm Events ol major chinical importance are also described in he
D - _ 2% <1%
Wepre:sim - —_ 2% <1% Body a5 & Whole: hlirenuant were chills, face edema, fever, flu syndrome, mahlsrmm:ma—mhmusmhn anth
Abnormal Dreams 1% <1% - - cholinerpic syndrome. hypothermia; also cbserved weve adrenergic sydrome, muuwty
Amnesia = — 1% 0% Cardrovascutar System: nfrequent were angina pectoris, bradycardia, hemaloma, hypertension, ypotension, palpitation, postural
Respiratory System hypolension, supraventricular m;mwemmumkmm»admmthmmm
Sinusitis - - % 2% i, cerebvovascukr congestive hea falure, low infarct, myocardial ischemia, pallor, phlebits,
Yown 2%, <1% = — pulm entbalus, supraventrioular extrasysioles, thrombophlebitis, hrombosis, vascular headache, veniricular
Bronchitis — — 2% % Digestve Systam: bhirequent werg 3 , , gastroeniettis, gast | refhx, ginghitis,
Cough b 1% <1% s — hemarthoids, liver function test abnormal, melana, panarealilis, rectal hemorhage, toothache, stomalids; rare were caiitis,
Skin and Appendages glossitis, gum h me intestinal obslruction, peptic uloer, stomach uloer, throat ti
s 7% 1% 5% <I% ness; also observed were aphinous stoma mammwmmmﬁﬁ;m enterills, 9
—L fec gum hemonhage, mmaﬁ&m fleus, jaundice, mouth ulceration, salivary gland
Spocial Sensos uhmmsﬂadsﬂammﬂhmwe discoloration, longue ede
Abnormal Vision = = 1% 0% Endocring Systent: nirequent were ovarian cyst. lestes pain; mmmmmmm s chserved were
Uroganital System WIu' hmulmmdum Thyroidits.
Female Genital Disorders * 8% 1% 2% 0% melmbsmlm Inireguenl were anemia, easinophilia, limﬂronlc anemia, leukaoylosis, leukopenia, lym-
Menarrhagia 1% <1% - - mmmw Inrombocylopenia; also observed mhn:mﬁ. Hmdmlrrl:h'lu‘md hymph-
Vaginal Moniliasis 1% <1% —_ — edema, lmmnss, l;mmnpui-. microcytic ane
Menstrual Disorder — — 1% % Matabolic and hmnmmmhmwwm hgpdﬂemh.wm mnu.ssm

increased, SGPT mm mmmmﬁlmma dehydration, mnuminh obesily; aiso observed were akaling
phalase increased, BUN increased, oreatinine phosphokinase increased, gamma globuling inoreased, mul.mnuwumh.hmem
W&umhﬂﬂﬂmmmh hypocakcemia, hypoglycem. hyponalremia, ydrogenase incressed, non-prolein
noreased.
Muasculoskelotal System: nfrequent were anthrilis, bursitls, tendonlils; rare were myasthenta, myapathy, myosliis; also chserved
Memm 0sleoparosis, lenosynavills, letany,
us Systam: Frequent were depression; infraquent were amnesia, convulsion, depersonasization, dystonia, emotional labifty,
mmwwma.mem fypokinesia, incoorcination, Iibido increased, neuralgia, pardysis,
vertigo; mma%mmcmm hosilly, paranoid reackon, torticolls, withdrawal syndrome; also observed were
abnormal gail, skalhisia, kinesia, aphasia, choveoathetosis, ciecumoral paresthesia, delirum, delusions, dysartvia wdlm.
Mmmgmmmmm hmioesla Imitabily, mi:rﬂnhn.mmb-wm
meningitis, myedtis, peripheral neuritis, psychosis, psye refexes increased, stupor, trismus.
Mims\nmmnwa pharyngilis, htawmmuhm dyspnea, epistaxis, laryngitis, preumanta; rare were
slrg:" m?so m\m were dysphonia, emphysema, hemoplysis, hiccups, hyperventilation, lung brasis, pulmonary edema, respl-
ra Spu
&mmw&mlmm Inlrequent were acne, alopecia, dry Skin, eczema, prurts, urticaria; rare were exfolia-
mnarmm.uumnss. mwmm observed were angioedema, ecchymoss, maermmlﬁumumm
maculopapular rash, sdwalm.whypavmm skin vicer, swealing decreased, vesiculobullous rash
MMW were conjunclivitis, earache, kemtoconjunclivitis, mydriasis, pholophobia, retinal hemorrhage, tnilus:
mmmmmrmamammmmmm I.tmdfsmeammm edema, comeal

ulcer, d night blindness, parssmia, plosis, 1aste loss,

Urogenital System; Frequen! wera Gysmenorhen®; rmmenl abuminura, amenorhea®, breas! pain®, cysitis, dysuria, pro-
Statigs”, urinary retenion; rare wers breast entargement”, breas! neoplasm”, female lactation, hematuria, kideey calculus, metrorha-
g, neplitis, nocluria, qmnmwm?i urinary incontinence, Mmhﬁﬂmm:mw
were breast atrophy. g distiurbance, endomelrial disorder, epididymitis, lewmic east, leukorrhen, mastitis, ofiguria,
paiyuria, pyuria, el ummumuwmmn uterine spasm, vaginal hem
“Based on the number of men and women as appropriate,

Postmarketing Reports: Voluntary reporls of adverse evenls in palients laking immediale-rek ide thal have
mmmmmhumm l-:ndmmtmymummnmanmbmmmnm acule pan-
creatiis, elevaled liver function most severe cases were deaths due 1o iver necrosis, and grossly elevaled transaminases

mehmwudyﬁm Gﬂm-&m&mmm taxic epidermal necrolysis, prlwbn syndrome of inagpropriate ADH
secretion, mswmmuwmamugﬂml ormea, neuroleplic syndroma—ike events, serolonin Syndrome;
thisia, brad, cogwheel rigidity, d  hypertonia, cculogyric orisis which

mmmnmmmmtmwm;mmmmm , acuta renal fallure, pulmonary hyper-
tension, dlergic alveoliis, anaphylaxi, edempsia, neurifs. porphyria, veniricul fibrilation, ventricular

(including Icrsmaaamhm humowlmuia hemalylic anemia, even's related to impaired hematopolesis induding aplastic ane-
mia, {such as Henoch-Schanlen purpura). Thera

mamow aplasia, and agranulocylasis), and vasculitic
has besna merqmnlm mmmmmmm4mmmmmmmmmmmmmm
There has been a casa repart of sevire hypolension when immediale-release paroxeting was addad lo chronic metoprolol reatment,

DEPENDENCE
Controlled Substance Class: PAXLL CR is not a controlied sul

wuﬁmq wmwmmrmwm
'wuhmmbmamunmm s imiled experience the exient fo which a CNS-

PAXIL CR}Placobo| PAXIL CR | Placebio | PAXIL CR | Placebo | PAXIL CR | Placebo| PAXIL CR
n (males) ki) kL] 162 194 28 a7 va na na na
Decreased Liido 0% | 5% [ 5% 13% 1% wa [ na wa
Ejanutalory Distubence] 26% | 1% | 27% | % | 16% | 1% WA Wa WA WA
|Tpotence 5% E) 10% 1% % 0% na na e na
n {fomales) 13 133 | 282 | 251 %8 87 681 9 %6 120 |
Decreased Libido % % 8% % 1% 1% 17% | &% % | 6%
Orgasmic Disturbance | 10% <1% % 1% _g% 0% 8% 1% % 0%

There are no adequale, controfied studkes examning sexual dysfunclion with atment,
Pauulmmmmlfshemmadmdwiﬁmlmolmmhmmsmn' icome, patients

withoul sequetae.
While it is difficult 1o ioow the p with the use of SSftls, physicians should routinely inquire

aboul such passble side ellects.

4

of sewal dy

1 and Vital Sig ificant loss may be 1 i ,!hl!a'mmmm
bum mmm Uials vith (R or the Imnmh-reime 1nmlu|atb1 had minimal weight loss (abaut
1 pound). No mamnaslnﬁ:ﬂmumnﬁcwm pulse. and ) were
eated with PAXIL CR, of immiediate-release parxeting ydrochicride, in controlied cinical rials.

Corsequently, patients should be evalualed carefully for history
mmummwmummxammmmm development of idlerance,

dose, drug-seeking beha
OVERDOSAGE
Human Experience: Since the introduction of Immediale-release paroxetine hydrochloride in the United Stales, 342
mdemmmmmmmumMMmmmmm 1999). These indude
overdoses wilh pavoxeting alone and in combinalion with oher substances, Of these, 48 cases were [ald and of Lhe fatalilies,
1rmwmawmmmmﬂmmmmummmmm ed were generally con-
lmwmmmummumummmmtmmo 145 non-fatdl cases with

knavm oulcome, mos! recovered without sequelae, The knovin ingestion invaved 2,000 mg of paroxetine (33 tmes the maxi-
mmmmmmnaMWW
Commanly reported e with i somnoleance, coma, nausea, remdr,

, lachycardia,
ml.smmmmﬁ and dizziness. ommue ohserved with mmnamenﬂruum
olhermumlmmmmnwnm:ns mmepmms).mmumnmm lorsade de poinles),
hyperiension, SSME reactions, syn Wmsmm ia, mMabdom !\wwlwsdrmucws-
function ind| rmlcmnmmmmlan hiwﬁcmn!si serglonin syndrome, manic reactions,
nwmmuwmtimmmyrem’\

JX 4-013

mmﬁmumunmmammmu—



PAXIL CR®
(paroxstine hydrochloride) Controllad-Rolease Tablsts

,H:n1|'n-n: mwummm ployed in the 0 of ge wilh
any drugs effective mataammlulmqwdamu

- Ensure e adequale ainwey, oxygenalion, end ventistion. Manitor. cor mmmmmmmmm:mms Symplo-— -
malic e wiso ded, Induction of emesis is not recommended. mm.m&mwm
with appropriale airway i needed, may be indicaled if performed soon afier ingestion,

prolection, n symplomalic
mw.eummmmammnuemmmummnlﬂumm«rmisnmlwudmmms hemap-
erfusion, mnmmwmmnudmmwmwmmm
A specific caution involves patients taking o recently taken paroxetine who mi mumwmmmm
anlidepressant. In such a case, accumulalion of the parent and an aclive le Ay Increase e possibility of clinl-
mmswra?muwmmmmmmluaummw (see PRECAUTIONS—Dnugs Melatiolized by

hm overdosage, consider he passbility of muftiple- invaivement, The physician should consider contacting a poison
W@MWMUW the Irealment of my‘{wngm Telephone numbers for cerlified poison control cenlers are
sted in the Phiysicians” Desk Relarence (POR)

M\GEAWIMNIFIHAM

Disorder: Usual bnitial Dosage: PAXL CR should be administered as a single dally dose, usually in the moring,
wiharwiﬂmlmmemmmmuhlhldmhzmymhhrmwedmmwofzsmglosz.'rmgldwhI:er.ln
ical itals demonsating the eflectiveness of PAXIL (R in hvmﬂmd‘amhm
treatment of major depressive disorder, mulall:clmvbeuhwd. mma:mluazsmgma?
rrnvn‘l&mm hrmmmmmwammdmm;mwsmnmmmm al least

Palmsmmummmmmmmunmbemmauumw be swallowed whale.
Maintanance of haw long the patient reated with

avaiable to the queson
agreed that wmdmhdmmmwgmm«
therapy, Whether the dese of an antidenvessant needed o induce remission is identical to the dose

in euthymia 8
smmnkmhothdhnmmenm thal efficacy is maintained lor peri-
ummurrg wihich mmsrmnmumm besed on refative
PHARMAL 01 0GY-Pharmacokinetics),

ods of up 10 1 year with doses that average
bivavaiiabilily considerations (see CLINICAL
Panic Disorder: Usual Initial Dosage: PAXIL CR should be administered as a single daly dose, usually in the moming, Patients should
be siarted on 12.5 mg/day. mmmsmwmmwmwwmm alinlervals ol al least 1 week Patients were
dosed in a range of 12.5 10 75 my/Gay i the clinical rials ok sirating te d of PAXIL CR. The maximum dosage shoukd

nol exceed 75

Patents mmwmmunnmmmmwma,mmmwm
Maintenance Therapy:Long-term maintenance o efficacy with the immediate- release

in a 3-manth relapse prevention trial In this ridl, palients with panic disxder mﬁnnsu wlmmmbmwmummmm
alower relapse rale compared lo patients on placeba. Panic disorder is a chronic condition, and It is reasonabie (0 consider contnua-
fion fora mmmmmumumuhmmwmmmmmmumwmu
should be reassessed lo delermine wmhr mﬁ::d ﬂm’ML oo b
Social Anxioty Disorder: Usual initia! Dosage: should be administered as a single usually in the moming,
u'wmmllnmmemummmNﬂmlslzswmmmhswullzsmuln375mﬁlwhlmm
ical Irial demonsirating he elfectiveness of PAXIL CR in the treatment of social amdety disorder, If the dose is inoreased, this shauld
occur 8l inlervals of al least 1 week in ncrements of 12.5 whamﬁnumomsmm
MMMDEW%MMQIMNM

mmmmmmmhmwmn and should be swallowed whale.

Thnm‘n: effectiveness of PAXLL CR lor a period exceeding 3 menstrual cycles has nol been
apmmml;mmhwmu Kowever, women commanly repart that swmmmum
onset of menopause. Therelore, Il i reasonable 1o consider continuation of a patien!. Patients should be
reassessed [0 determine the need for continued

nnu%o Elderly or Debilitated Hepatic Impa
dose of mcamzmmmmmmmmm and/or palients with savere renal or hepalic impairment,
mummvumm'lwlmnmmmmm mg/day.

Patients to or smmummmwnmumﬁmmmwmmm
and inftiadon of therapy with PAXIL

Discontinuation of Treatment With PAXIL CR: Symploms assochled with discontinualion of immediale-release parxatine
hytrochiorida or PAXIL CR have been reported Mmmmhnmnaminﬁhmmmmam
wnqmmt.-mmummmmmmmsmmm gradual recuction in the dose rther than abapt

1 inlolemble the dose or upan discontinuation
umnlment mwhmmmmmwmms Subsequently, the physician may continue decreasing
the dose bul &t a more gradual rate.

HOW SUPPLIED
ngsil. CRis wﬂ:‘ as MMMMWmWWzQ’m‘ round tablet. a3 foliows:
1 fablets, en| and 12.
Nmm"?mamum
25-mnﬁtlmm&mwdmmmmm5
NOC 0029-3207-13 Bottles of 30
37.5 mg blue tablets, meammmmwm
NDC 0029-3208-13 Boitles of
smatmehwzaﬂcm'a[mm
PAXIL CR is a ragisterad irademark of GlaxoSmithkline.
GEOMATRIX is a ymdemark of Jago Pharma, Mutienz, Switzerland.

Madication Guide
PAXIL CR® (PAX-il) (paroxetin hydrol Controllod-Aslease Tablets
About U tumnmmmnmn)h-mmu

What is the most importan! information | should know if my child is baing prascribed an antidepressant?

Pamlsaui:mmaamnhumcmmmnmgsmwmmlﬁbmmmmﬁmm
1. There |s a risk of suiciaal hougnts or actians

2. Haw o try to prevenl suicidal thoughts or actions in your child

3. You should walch for cerlain signs if muﬂd&&mmmﬁdwesml
4. There are benefits and risks when using antidep

1. There Is a Risk of Suicidal Thoughts or Actions
Children ang teenagers somelimes Iink abou! Suicide, and many report Lrying to kill themselves.

Anlidepressans increase suicidal thoughts and actions in some children end teenagers. Bul suicidal mnmm
ammmmbymmawhsmeddmﬁlmhabmmruhd ith anlidepressants. aboul killing
yoursell or Lying to kill yoursell is called suicklality or Leing suicidal

A large shudy combined (he resulls ol 24 dillerent sludies of childeen and wilh depwession or alher ilinesses, In these
sludies, palients ook either a placeba (sugar pil) of an antidepressant for 1 10 4 monllis. No one cammilted suicide in these
Steucdios, but some patients became suicidel On sugar pills, 2 oul of every 100 became suicidzl. On the antidepressants, 4 oul of
every 100 palients became suicidal

For soma childron and toon madabn(wlﬁdallnﬂmmwhupn&lvh‘ These include patients with
. Mrmtmmahgﬁd ness) >
« A family history of bipolar
« A personal or Iamiytﬂlwormmhgsddﬂe

I any of hese are present, make sure you tall your healthcare provider before your child takes an antidepressant,

2. How to Try to Pravent Suicidal Thoughts and Actions

To try lo prevent sulcidal thoughts and actions In your child, pay close attention lo changes in her or his moods or actions,

espedially if the changes occur suddenly. Other important pecple in your child's lile can halp by paying attention as well (e.g., your
chile, t}mﬂmlmdmmdms.md olher important people). The changes to look out for are Esled in Section 3, on what lo
walch lor

Whenever an anltidepressant Is started or s dose Is changed, pay close allention to your child.

Alter slanting en antidepressant, your child should generally see his or her healtheare provid —_—
* Once n week for the first 4 weeks
. Everyzweelsfnrdunmumks
* Alter aking the anlidepressant lor 12 weeks
. Mmzm follow your healthcare provider's advice aboul how often 1o come back
* More often if problems or questions arise (see Section 3)

You should call your child’s heallhcare provider belween visits if needed.
3. You Should Watch for Certain Signs if Your Child Is Taking an Antidepressant

Contact your child's healthcare provider right away il your child exhibits any of the following signs for the first time, or if they
Seam worse, o wory you, your child, or your child's leacher:

Theughts aboul suicide or dying

Altlempls 1o commit sulcide

New or worse deprassion

New or worse anxiely

attacks
oully sleeping (nsomnia)

Difficulty
New or worse irnlability

“ s s s s e 20

Never let your child Slop laking an anlidepressant without lirst talking Lo his or her healthcare provider. Stopping an anlidepres-
san suddenly can cause other symploms.

4. Thare Ara Benefils and Risks When Using Anlidepressants
Anlidepressants ara used iomtmmwdomm Depression and other illnesses can lead Lo suicide. In some chil-

dren and L an antidepr suicidal o aclions. || ks imporiant lo discuss all the risks
ol s mmwumwmummmnvmmwmm discuss all realment choices with your health-
care . nol just the use of antidepressants,

Other side effects can occur with antidepressants {see seclion below).

Ol all the anlidep only Nuoxeting (Prozac™)” has been FDA approved o lreal pedialric depression.
For obsessive compulsive disarder in children and leen: FDA has ap only (Prozecy”, (Zoloft¥)*,
Tluvoxamine, and clomipramine (Anakrani)”, s

Your healthcare provider may suggest other anlidepressants based on the past experience of your child or other family members.
Is this all | need 1o know if my child is being proscribed an antidepressant?
mmmw-g?mmnmwnmm Other side effects can occur with antidapressants. Be sure 10 ask your heall

care provider 1o mwmmmuormmhmmwnumﬂmamm 1o avoid when tak-
ing an antidepressant healthcare provider or pharmacist where to find formation.

B

“The following are registered trademarks of their respective manufacturers: Prozac®/Ell Ully and Company; Zolofr/Plizer
Prarmaceulicals, Analrani™/Mallinduodt Inc.

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