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DESCRIPTION o
Paxil {paroxetine hydrochloride] is an orally ad-

ture fated to other sslacth

- k]

£ .

aphar, Dk,
5-HT|‘- 5 T;- and histamine {H)-receptors; an-
and

ions wara sbout 70% to
80% grea\onhan thérespectiva Cpinconcantra-

tagonism of muscarinic,
aipha-adrenergic recem?) as on aBSacr‘
atad with various antichaty dative and
card:ovascular ‘eifects for omer psychotrople
rugs.
Bacause the relative pozanc»as of paroxeuna (3
major metabiolites are at most 1/50 of the parant
compound, they are essentially mactwe‘
Pmrmammnatlu L .

tiongin . Therafore the initial
dasage in tha eldarlv should ba reduced. (Ssa
SAGE AND ADM TRATION,

Cl|nlenl Trials * " " :

The sfficacy of Paxll a5 a troatment !ar dapras-
sion hes been established in B placabo-con-
trolied siudies of patients with deprassion [ages
181073). Inthese sludles Paxilwas showntoba

Y =bsorbed

Ing ion by at Ieest 2 of xgu following

a‘tar orat dosmg of a solution of the
ride sait. In a study in which normai male sub-
jects (ms%s) raz:arved 30 mg tablats daly fm 30

ays,

ware acheved by approximately 10 days iur
most subjects, anhough it may 13ke substan-
tially longer in an uccasmna\ auenL A( steady
state, rean values of and Tig
were 81.7 ng/mlb [CV 45%) SZ m‘ (CV 10%),
0.7 ng/mi [CV 87%) and 21.0 br. {CV 32%]),
respectively. The steady-state Crax 30d" Conts
values wereabout 8and 14 times what would be
predictedfram single-dose studies, Steedy-state
drug exposure based on AUCyu was about 8
times greater than would have been predicted
from single<dose data in these subjacts. The
excess acoumulation is a consequance of the
fect that one of the enzymes that metabolizes
paroxeting is readily saturabla.

in steady-state dose proportionafity Studies in-
volving eldetly and nonelderly patients, 2t doses
of 20 1o 40 my daily for the elderly anq 20 la

51 Hamilton ting Scala
(HDRS), tha Harrnltcn depressed mond item,
and the Clinical Glabal impression {CGli-Sever-
ity of Ninass. Paxilwas srgmﬁcanuy better than
placebo in
5C0f8S5, mcludmg the deprassed mood item,
slesp disturbance factor and anxisty factor.
A study of depressed outpatients who hed re~
sponded to Paxil{HDRS totel scora <8) during an
initial 8-week phase and wera

- PRECAUTIONS .. - ..

i

marul s
o .

¥ Mania/} During
pramarketmg tasting, hypomania o mania oc-
currad in approximataly 1.0% of Paxiltreatad
unipolar patients compared to 1.1% of active-
control and 0.3% of placabo-treated unipolar
Esb 1s. In @ subset of patients clessified as

ipoler, the rate of manicepisodes was 2.2 % for
Paxilend 11.6% ior the combined active-contiol

l.ubarnorv Testa
here are.no spa
pended. -

rug Interactions - -
Typ! phun. As with oiher serolonm raup\aks

ind trvpmphan may occul when they arg Lo~

prarnine and luoxetinel,. phano iazines (e,
thioridazine} and Typs IC unuerr hrnn:s

that
inhibit this. enzyme {e.g., quxmdma), ahould ba
appraached with caution, s

At staady state, whan tha P.uunqmway{

administarad. Advarse
rirnarily of headache, nausea, swesting and
dizziness, hava been reported when tryptophan

groups. As with
Be usad csunnusly in p:man!s with 2 history of
marpla. o

tasting, solzores
darata

%o uf Paxil

dta patlents taklng Paxil {paros-

i Paze which,
unlike Pm)"% show no avidencs of saturation.
Drugs Highly Bound ta' Plasma Protain: Be-
causa 515 hl hy bound 1o plasrma pro-

ine
ant use of Paxil with (ryptophan is not recom-
nended.

it CONTRA-

sirmila to thm iated with other antid
sarts. Paxilshould be used cautlously in pavanls
with a history of seizures. [t should bs‘%sccnnm
ued in any paﬂam who develops selzi

* Suicide: The posssb)luy of a suicide amampl is
. inherent in dspression and may persist untit

then rantomized to continuation cn Paxil or
lacebo for 1 year demonstrated a Pgmllcantly
lowar ralapse rate for patients takmg axil(15%)

compared 1¢ 1hose on placebo (39%), Efective-

ness was similar for male and femals patients.

INDICATIONS AND USAGE

Paxil (paraxeting hydrachlarida) is indicated for

the treatment of depression,

The efficacy of Paxifin the treatment of a major

depressive ep}sode was established in G-waak

oceurs, Close supervision

H
of nighisk patients should accompany initial

drug therapy. Prascriptians for Paxil should be
writtan for the smallest quantity of tahiets con-
sistent with goed patient management, in order
to raduce the risk of overdose.

Hyponatremia: Several cases of hyponatramis

DICATIONS and WARNINGS,

Warfamr Prﬁhmmary data suggest that thers
may be a amic Interaction (that
causes an mcraased hleedrng diathesis in the
faca of unaltered prothrombin tims) between
narcxanne and warfsm Sinca thers is little

with caution. .
Dru, gsAﬂecﬂngHa il cMmbnllsm.Tname-
tahalism and pharmacokinetics of paroxeting
may be affected by the induction or inhibition of
drug lizing enzymes.

tion of Paxiland warfann should be undenaken

heve been reported.

to ba raversible when Faxil was
The majority of thase occurrences have been i |n
elderly mdwnduals, sarme in pansms taklng di-

Cimetidine-Cimetidine inhibi ycytochroma
Puso (Oxidative) enzymes. In 8 study where Paxil
(30 mg q.d) was dosed orally for 4 weeks,

trials of

most elasely 1o the DSM)| cat-

50 mg danyfcnhs linearity
both tations, again reﬂect-

reuptake or to tricyelic,
other avaxlable sr\\ﬂd?pressam agents itis the
Eild

pound |derm igd chemically a5 F-transA4 R (4-
fluorophenyl}-35-§{3",4 -malhyianadxoxvﬁhen-
oxyl memy! Dtpeﬂdlﬂé hydrochloride hemi-
hydrate ar s the empirical. formula of
CmH;nFNOJvHCI 1/2H;D. The melecular weight
is 374.8 {329.4 as frea base). Tha structural
formula is:

F 0.
B

ﬁ «Hol

paroxatine hydrochlaride’
Paroxetine hydrochioride is an odorless, off-
white powdar, having 2 melting point range of
120° t& 138°C and a solubility of 5.4 mg/mL in
water,
Each film-coated tablet containg paruxm»ns hv-
drochlarige Equlva!sn! 1o paroxatme as follows:

inga saturabla matebcllc pathway. In compari-|
500 10 Coin values after 20 mg daily, values a{te‘
40 myg daily ware only about 2 to 3 times greater!
than doublsd

after oral
adm\mstmtlon.Thepnnclpalms\abuhtesare polar]
and conjugated products of oxidation and math:|
ylation, which are readily cleared. Conjugates
with giucuronic acid and sulfale predominate,
and major matabolites have been isolatad and!
identifiad. Cata indicate that the .matwholites
have no rfiore than 1/50 the potency of the
¥a rent compoundatinkibiting samlunm uptake.|

agory of major depressive disorder {see CLINI-
SR PHARMACGL O =

i

majord e impl
and relativaly permslenmepre ssed of. dysphonc
mond that usually interferes with dally furc-
tioning (naarl}/ every day for at least 2 weeks);
it should inc! uda at least 4 of the following

mtoms: changs in appetite, changa in
sleap, psychomotor agitation of retardation, foss
of interest in usual activities or dacrease in
sexual drive, increased fatigue, feelings of quiit
or worthlessness, slowad thinking or impairad

. geneentiation, and a suicide ellemnpt or suigical

ideation.

o
inpart by cyluchwms Pagol 0. Sammmn of this
enzyme at clinical doses appears 1o account for
the nonlinearity of paroxetina kinetics with in
croasing dose and incraasing duration of treat
ment. Tha role of this enzyme in paroxetine]
matabolismn aiso suggests potantial drug-drug
interactions (see PRECAUTIONS),
Approximately 64%. of a 30 mg aral sclution
cuse of paroxetine wes excrated In the unine;
with 2% as the parent compound and 629 as|
metabolites over a 10-day post-dosing period.
About 36% was excreted in the feces (probably:
viathe bile}, mostly 2s metabolites and fass than
1% @s thz parenl compound over the 10-da
post-dasing perod.
Distribution: Paroxetina distributes throughout
the body, Including the CNS, with only 1%
rernam\ng inthe piasm
Protein Bmdlng Appmx:ma(elv 95% and
% of p bound 1 plasma protein at

20 mg-pink [scarad); 30
dients consist of dtbasxc calcium phosphate

nesium s(eeruze, polyethylene glycols, p:lysogr:
bate 80, sodiumn starch glycolata, titenium di-
oxida andons of more of the fallowing: D&C Rad
No. 30, FD&C Blue Ne. 2,

CLINICAL PHARNIACOLOGY
Pharmacodynamics
The antidepressant action of paroxetine is pre-
sumed to be linked 1o potentiation of sarotoner.
gic activity in the central nervous system result-
ing from inhibition of neuronal reuptake of sero-
tanin (5-hydroxy-tryptamine, 5-HT). Studies at
clinically relevant doses inhurnans have demon-
strated Ihal paroxetine =Iccks the uptake of
‘human platelets.
animals also suggest that paroxetine is a Dment
and highly selective inhibitor of neuronal seroto~
nin rauptake and has only vary wesk effects on

int vitro radicligand binding studies indicate that
paroxetina has little affinity for muscarinic,

1

8
100 ngImL and 400 ng/m, respectively, Unde]

olinicat

The antidep
izadd: d patie,
studied.

The efficacy of Paxit in rmaintaining an antide-
pressant response for up te 1 year was demon-
strated i m a pla:abo—conlro!lad tria} {see CLIMI-
CALPHARMACOLOGY). Nevertheless, thephy-
sician who alects to usa Paxl? for extended
periods should pariadically re-evaluate the long-
wrm usefulness of the drug for e individuat
patient.

CONTRAINDICATIONS

Congomitant use in patients taking munuamlne
oxidase S s

{see WARNINGS). N

WARNINGS
Fotentiol far

ection of Paxil in hospital-
b f e

with M.

urstics or

Use in Patients with C: HIness:

s of p
ware mcraa:ad by sﬁ;wmma(aly 509’? durmg
300 my;

Clinicet experianca with Paxil in patients with
ceriain concomitant syslamu: |llness is lirnited.
Caution is advisable in using Paxil in patibnts
with dxssases ar conditons that could affect
o
Paxil has nut beer ‘evaluated ur used to any

appreciable extent in potients with a recent
histary of myocardial mfarcnon or unstable heart

t.i.d.) for the final week. Therefors, when thssﬂ
drugs are administered concumently, dosage
adjustment of Paxifafter the 20mg starting dosz
should be guided by clinicat effecl. The affect of

ink Paxil to B patiant taking

another drug, Iral is hlghly pratein bound may
theothar
dmg potantlallv rasulting in edverss avents,
Conversely, adverse effects could resuit fram
highly baund

drugs.
Aleohol: Although Paxll does rot mnraa o 1ha
aof

aicohol, patients should be advised to avoid
a_Igu)ml whiletaking Paxi {paroxetine hydroehio-
noak

Lithium: A multiple-dose study has shown that
thereis no pharmacokinatic interaction botween
Paxil and [thium cabenate. However, since thers
is fittte clinical experience, the concurrent ad-
ministration of paroxetine and lithium should be
undartaken with caution.

Digoxin: The steady-state pharmacokinetics of
paroxeting was not altered when administered
with digoxin at steady state. Mean digoxin AUC
at steaCy state decreased by 15% in the pres-
ance of paroxetins. Since thars is little cl nmal

-axperience, the cancurreht administration of

paroxetine and digoxin should be undertaken
with caution,

Digzepsm: Under steady-state conditions,

was

does not appear to affect paroxetine
Kinetics. The effects of paroxatine on diazepam
were net evalugted,

disease. Patients with thess we
excludad from clinizal studles during the

not studied.

thnnbarbilal-Phenaharbltal induces many cyv
enzymas. Whi

oral 30 myg dose of Paxil was i at

Frocy

Daily cral dosing of Paxil (30 my
AU

stesdy state {100 mg q.d. for 14

product’s testing. v of elac-
lrocardmjvams of 582 patients who racalved
Paxil in double-blind, placebe-controlled trials,

days}, paraxetine AUC and T, were reduced {by
an averag= of 25% and BE% re..pecuveiy) eorre

however, did not axil is
with the davelopment of significant ECG abnor-
mafties. Similarly, Paxil {paroxatine hydrochio-
ride) does not cause any clinically impanant
changss in heart rate or blood prossure,

I plasma of p i
goeur in pahents with savere ranal i |mpawnem
{eremtinina clearanee <30 mb/min} or severe
hepaticimpairmant. Alowerstartingdose should
ba used in such patlems isee DOSAGE AND
ADWMINISTRATIONI.

information for Patients

Physicians are advised fo discuss the following
sz_:ugs with patients for whom they prescribe

Interfsrance with Gagnitive and Motor Per-
farmance: An\{< psychoactive drug may impair
hinking or motor skil's. Although in

Oxidese Inhibitors

In other i

leuplake inhlbhnr drug ln cumbmuunn with
amonoamine oxidase inhibitor (MADN, thore
heve been repurts of seriaus, sometimes fa-

would pormally be |2ss than 400 ng/mlb,
Paroxeting does not aiter the in vitro protair,
binding of phenytoin of warfarin.

Renal and Liver Disease: Increased plasma

1al, hyperthermin, rlgid-

conirolled studies Paxil has not baen shawn to
impair psychomotor Dsrfarmancs. panams

pared U . The
affect of o
kingtics was not s(udled Since Paxil exhibits
nonlinear pharmacokinetics, the results of this
study may not address the case whers the 2
drugs are both being chronically dosed. No initial
Pexil dosage adjustment is considered neces-
sary whan co-ai istarad with phenobarbua\'

adjustment should be gulded by

clini:al effect.
Phenytoin-When & single ora! 30 g dose gl
Paxil was administerad at phenytoin steady
state {300 mg q.d. for 14 days), paroxating AUC
and Tyzwerereduced {by an average of 50% and
35%, respactively) cornpared 1o Paxil adminis.
tered alone. In a separate study, when a sirgle
oral 300 mg dose of phenytoin was adminis-
iered at paroxetine steady state (30 mg q.d. for
14 days), phenytoin AUC was slightly reduced
{12% on averagel compared 1o phenytoin ad-
mnms:ered alone. Smce both drugs exhibit
nonlinear the above studies

should ba
machinery, inciuding automobiles, wntif they are
reasonably cenain that Paxif therapy does nat

may not address the case whera the 2 drugs are
both being chronically dosed. No initial dosage
Jjustments are necessaty whan

affect thelr ability 10 angage in such activitie:

with
posslble rapid fluctuations of vital signs, and
mental status changes that include extrema
agitation prog g 1o delilum and

These have alsc besn reported in

ccur in Subjects,
with renal and hepatic i impeirment. Tha mean
plesma concentralions in patients with creati-
nine clearance belaw 30 mlJmin was approxi-
mately 4 times greater than seen in normal’
valunteers. Patients with crestinine clearance of!
3010 60 mLimin and patients with hepatic func.
ticnal impairment had adout a 24 (o‘d increase i
plasma concentrations [AUC, Cra,

i

patlumswhuhnvere:antlydlscommuedthut
drug and have been started on s MAOL Same
enses prosented with fostures resembling
neurolaptwmamgn!m syndromo, Whilsthere
sreno human data showing such an Interac.
tion with Paxil, Ilmned animal data on the
effects of combined use of paroxatine and
MAQls suggest Kl’:at these drugs may act

The initial dosage should tl‘srefore

biood pressure. and

patients with sevare ranal or hepatic impair-
mani, and upward titration, if necessary, shou!d
be at increased intervals (sse DOSAGE Al
ADMINISTRATION).

Elderly Patients:In a multiple-dose study in the
aldedy at daily paroxetine doses of 20, gO and

2

evake Therefore, it

ieting Course of Therapy: While
patients may notice improvernant with Paxil
therpy in 1104 weaks, thay should be advised
to continue therapy as directed.
Concamitant Madication; Patients should be
advisod 1o inform their physician i they ara
taking, or plan to teke, any prescription or over-
the-countar drugs, since thers is a potential for
interactions.
Aleohol: Although Paxil has not bean shown to
incraase, the impairment of mental and mator
skills caused by slcohol, patients should be ad-
visad to svoid aloohol while taking Paxil.

hould be advisad 1o natlfy

ded thet Paxil { dm»
chloride) not be used in comhination with a
MAOI, or wrthm 14 du}u of dlscommumg
treatment witl At leost 2 wooks
shouldbe alluwed Bharstoppmg Paxil before
starting a MAOL

3

thelr phys;cmn |i they bacome pregnant
of intend to become pregnant during therapy.

Nursing: Patisnts should bs sdvvsed o notify
ding an in-

these drugs are co-administered; any subse
qaam adjustments should be guidad by clinical
afect

Drugs Metabolized by Cytochrome PullDs
Concomitant use of Paxil with drugs metabo-
lizad by cytochrome PusellDe has not been for-
rmally studied but may require lawer doses than
usually prescribed for either Paxil or the other

drug. Many drugs, including most anlidepres-
sants (pamxenne, clher SSHIS and rmany

4.1 020, Crmax BN
len values of pmcyclvdme {6 myg oral g.d) by
35%, 37% and 67%, respectivaly, compared 1o
procyclidine alone at steady state. If antichofin-
ergis effects are seen, the dose of procyclidine
should be reduced.

Propranolol: in s study where proprancio!
180 mg b.id. 1 was dosed orally for 18 days, the

of propranolc) Were unal!ared during co-admin-
istration with Paxif {30 mg .d.) for the final
10days. The effects of proprancioton pamxel!ne
hove not been evalueted.

Electroconvulsive Therspy, (ECT): Thera are
no clinical studies of the corbined use of ECT
and Paxil,

of Ferulrty

Fe: Two-ye: i tud-
ies were conducted in mms and rats given
Faraxehne in the cist al 1, 5 and 25 ma/ka/day

icel and 1, 5 and 21 mg/kg/dav trats), .The
maximurm doses i these studies were approxi-
rrately 25 {mouse) and 20 {rat) times the maxi-
mum dose racommended for human use on a
mgfkg basis or 2.6 (mouse} and 5.8 (rat) times
the maxirmurm recommendad hurnan dose on 3
mg/m? basis. Thera was a significantly greater
number of male rats in the high-dose groupwith
reticulum cell sarcamas (1/100, 0/50, 0750 and
4/5D for cantral, law-, mldd‘e— and high-dose
groups, increassd
finear trend across dose groups for the occur-
rence of lymphoreticular turmors In male rats.
Famale rats ware not affected. Although there
was & dose-related increase in the number of
tumors in mice, thera was no drug-refated in-
ceease in the number of mice with tumers. The

Pug i usozvma PAsa"Da In most paﬂents l>90%1
this PasliDy isozyme is saturated early during
Paxildosirg. Like other agents that are metabo-
fzed by PusllDs, paroxetine may significanty
fhidit the activity of this isozyme,

co-administration of Paxil with other
ara metabolizad by this isozyme,
certain antidepressants le.g.,

thei: if they
fﬂnl (Sea PHECAUTIONS—Nursmg Mothers )
4

sortriptyling, emitriptyline, imigramina, desi-

5

of these findings to humans Is un-
known.

Mutagenesis; Paroxeting produced no genotoxic
effects in 2 battery of 5 in vitro and 2 in viva
estays that included the following: bacterial
mutation assay, mousae lymphoma mutation
assay, unsche uled DNA synthesns assay, and
1ests for

bone marrow and ja vitroin human lymphoeytes
and in 8 dominant lethal test in rats,

6

Plaintiff Exhibit

PTX-048




of Farrlllf?" ic com-

pourkds are known 1o afest reproductive func-
tion in animals. Impaired raproductive function
{i.e., reducad pregnancy rate, increased pre- and
postimalanation losses, decreased viability, of
gyps) was found in reproduction studias in rats
( dosas ofparcxeting which were 15 or more
times the highest recommendad human dasa
on a mgfkg basis, or 4.4 timas on a mg/m? basis.
Irraversible lesions accurred in the reproductive
tract of male rats after dosing in toxicity studies
tor 2 1o 52 waaks. Thase lesions, which ¢on-
sisted of vacunlation of ‘epididymal tubular epi-
thefium and atrophic chenges In the servinifer-

Adverse Evants Occurring st an Incidence of

Dose Dependancy af Adveiss Events:
A adversa event rates in a.fixac-

e
1% or More Among Treatad
Patlents: The table that fofows anumarates
adverse evants that occurred at an incidence of

dase study comparing Paxil 10, 20,-30 and 40
mg/day with placebo ravealad & cloar dose de-

1% or more among p i ed patiants

for some of the more comman ad-
X e il

- T
COSTAR.T-hssed Dictionary terminology. The
refore, h

|, the , rep the
prﬁ:onian of the 4,126 patients exposed to
mult i

o -
tory Hu, sinusitis; rafe;" ‘earcinoma of lung,” hic~
cups, fung fibrosis, spiitum incressed.
Skin and. Z frequant: prusitus; in-

ipla doses of Paxil

0 par
controlled trials in which patients wero dosed i
a ranga of 20 to 50 mg/day. Reported advess
ovonts were clagsified using 2 standar
COSTART-based Dicticnary terminology,

The preserber should be aware that tHiess fig
ures cannot ba bsed to pragics the incidenca of
side effécts in the course of usuel fadical prag]

with Paxiluse,
in the following tabla: - ' . LT

" Table 2, Treatment-Emergent Advarsa -
Expertence Incidence in 2
Dose-Comparison Trial* .
L Paxit .
20mg 30my 40mg

=" Plagebo -
Body Systony/ Wmy
Praferad Tesm =51 n=102

=4 n=10f iz

ride} whoexperiencedan even of the wge cited
onatleast fan while raceiving ~axil, All
reported evants are included except thase al-
ready fisted in Table 1, those reported in terms

fr
Fraguent; séne, alopecia, dry skin, ecchymasis,
eczera, furunculosis, urticarie; rare:sngicedema,
contact dermatitis, erythema nodosum,
f rash, itivity, skin dis-
ion, $kin

50 general 8s.to he and thosa

Svants whers a drug cause was remote. It s

imporianttoamphasiza that alithough the events

reported ocourred duting treatment with

Earpxetm_s, they were not necessarily caused
it

Events are Iunher‘categorizeq by body system
ac-

Spacial Senses: infraguent: abnarmality of ac-
carmmodation, ear pain, eye pain, mydriasis,
otitis media, taste loss, tinnitus; sare: amblyopia,
cataract, canjunctivitis, sameal uleer,” exoph-
thalmos, eye hemorrhdge, glaucoma, hyper-

acusis, otitis externa, photophobia.

and listed in order af

L ital Systemy: i : abortion,

cording to the following frequent
adverse events sre those occurring on ons or
Frore oceasions in at teast 1/100 patisnts {only
those not already listed in the tabulated results
trom placebo-cantrolled trials appear in this list
ing); infraguent adverse events are those oo
ring in 1/100 to 1/1000 patisnts; rare events ara
those occurring in fewer than 1/1000 patients,
Events of majar_clinical importance are also
descrized in the PRECAUTIONS section.

Body as B Whols: frequent: chills, ma'aise;

! I, cystills, dysr
dysuria menorrhagia, nocturia, pelyuria,
urathritis, urinary incontinencs, urinary reton-

. tian, urinary urgency, vaginitis; rre: breast atro-

rhy. breast carcinoma, breast neoplasm, fernale
lactation, hematuria, kidnay calculus, kidney func-
tion sbnormal, kidney pein, mestitis, nephiitis,
oliguria, pi i i 2, vaginal m i
Non-U.S, Postmarketing Reports

Voluntary reports of adverse avants in patients
taking Paxil that have been received since mar-

1Brforaddnional information on the treatment of
any ovardose. Telephone numbers for certifiady.
poison conlra! centers ars [istad in the Physi.r
cians’ Desk Raferanca (PDR). T

DOSAGE AND ADMRMISTRATION o
Dopression . .. . "
UsunL Il\n’linl Dosage: Paxil {paroxeting hydrrlx- [
Hioride) shotldbd el inevlo dail

o 3 Sy by A
dase, usuallyin the marning, The recommended
initial dose is 20 mo/day. Patiants were dosedin
a range of 20 to'50 mg/day in the clinical wials
demnnstramglhs;n(gdepressanteffeclivaness

of Paxil. As_with ‘a} ‘antidepressants, the full

antidepressant effect may be delayad. Soms

atients not Tesponding to a 20 mg dose may
enafitfrom dose Increases, in 10 mg/day incre-

mants, Up 10 a maximum of 50 mg/day. Dose &

‘chaniies should eceur at intervals of at“least

" R *
Dosage for Eldarly or Debilitated, snd Pa-
tients with Severe Renal or Hepatic Impair-
Jment: The recommanded initial dose is 10 mg/
day for eiderly, debilitated patients, andjor pa-
tients with severe renal ar hepatic impairmant.’
increases may e made if-indicated. Dosaga
should not excaed 40 mg/day. - s
Mai; erapy: There is no budy of

infrequent: allergic reaction, , fact
edema, monlliasis, neck pain; rare: abscess,
adrenergic syndrome, cellufitis, neck rgidity,
pelvic pein, peritonits, ulcer,
Cardiovascular System: lrequent: hyparten-
sion, syncope, techycardia; infraquant: bra-
dycardia, conduction abnormalities, electrocar-
diogram abnormal, hypotension, migraina, pe-
ripharal vascular disarder; rare: angina pactoris,
ta, atriat fibyrillation, bund block,
cerabral ischemia, cerebrovescular accident,
congestive heart failure, low cardiac output,
mvogard‘al infarct, myocardial ischemia, pallor,
s 5

| reloti

ship with the drug incluce alevated fiver function .

tests (the most sevare case was & death dua to
liver necrosis, and oneather case involved grossly
elevated wransaminases associated with severe
fiver dysfunction).

DRUG ABUSE AND DEPENDENCE
i b; Class: Paxil (p

isnota

Th
evidance available 10 answer the question of
haw long the patient weated with Paxil should
remain on it. It is genermily agreed that acute
episodes of dapression require several months
ar langer of sustained pharmacologic tharapy,
‘Whether the dose of an antideprassant namﬁed
te induca remission is identical to ‘the dose
needad ta maintain andfor sustain euthymia is

unknown, ..

Physicat and Psychologic Deps Pail
has ot been systematizally studied in animals
br humans for its potential for abuse, tolerance
or physical d . While the clinics! wisls

phiebitis, pul y embolus, sup
extiesysioles, thrombosis, varicose vein, vescu-
lar headache, ventricular extrasystoles.
Digastive'System: infraquent: bruxism,
dysphagia, eructation, gastritis, glossitis, in-
creasad salivation, liver function tests abromnal,

i arer
aphthous stormativs, bloody diarrhea, bulimia,
colitis, d itis, itls, facal G

fecal pastritls, gastroznteritis, gin-
givitls, hematemesis, hepatitis, leus, jaundice,
melsna, ivary .
stemach uicer, stomatitis, tongue edema, tooth
caries. .

Endocrine Aﬁysfsm: sere: diabetes mellitus,

, thyroiditis,

did not reveal any tendency for any drug-seeking
hehavior, these obsarvations were not system-
Alic and it is not possible to predict on the basis
pf this limited experience the extent to which a
[CNS-active drug wil! be misused, diverted and/
br abused once marketed. Conseguently, pa-
tients should be eveluated cerafully for history of
Hrug abusa, and such patiants should be ob-
served closely for signs of Paxil misuse or abuse

CRMLEW of

bf doss, drug-seekirg hahavior).
OVERDOSAGE .

Human Experience: No deaths were reported
following acute overdase with Paxil alone or in
pornbination with other crugs ant/or alcehol
18 cases, wit.t\ gja_ses up 1o 850ng) during

Hamic and Lymp 5) il 4
anemia, leukopenia, lvmshadenonathy, purpura:
rare: abngrmal arythrocytes, ensinophilia,
laukocytasis, lymphedema, sbnormal lympho
cytes, lymphooytesis, micracyic anemia,

morocy 5 ytie anemia,

Metabollc and Nutritianal: irequent: edema,
weight gain, weight loss; infrequenr: nyper-
dlycemia, peripheral edema, thirst; rare: alkaling
phosphatase increasad, bifirybinermia, denydra-
tion, gout, hypercholesteremia, hypacalcemia,
hypoglycemia. hypokalemia, k i

premar 3
Y G arTosg with A/ mutud, HowaSg, oM
ng, drowsiness, sinus tachycordia and dilated
pupils, There were no rsports of ECG abnormali-
les, coma or corvulsians fallowing overdosage
With Paxil alone. .

vardosaga Managsmant: Traatment should
consist of those geineral measures vmplnvoaln

d - v

3 ion of the efficecy of Paxit
{paroxeting hydrachloride} hes shown that effi-
cacyismainizined lor periods DYUp to 1 year with
doses that averaged about 30 mg.

Switching Patients to or from a Monoamine
O ibil foast 14 d; h )
between discontinuation of 2 MAOI and initias
tion of Paxil therapy. Similarly, at least 14 days
should be allowed alter stopping Paxil before
starting a MAQI,

HOW SUPPLIED

Paxil is supplied B3 filmwcoated, modified-oval
tablets s fallows: 20 mg {scored) in botties of
30, 100 and Single Unit Packages of 100 {in-
xeréd:d forinstitutional use only}; 30 mginbettles
O . "

Paxil 20 mg tablets ara pirk, scored, film-ceoated
medifiad-oval tablets angraved on the front with
PAXiL. and on the back with 20,

NDC 0029-3211-13 Hotiles of 30

NOC QUZ2-321 1-20 Bottlos of 100

NDC 8028-3211-21 SUP 100's
Paxil 30 mg 1ablats are blue, film-coated modi-
fied-ovattabletsengraved on the frant with PAXIL
and on the back with 30.

WDC 0029-3212-13 Bomles of 30

he mar of e witl y
preasent. There are no spacific antidotes for
Faxit. Establish end maintain an girway; ensure

Store at room (15° 10
30°C; 59° 10 BE°F). B B
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SGUOT increased, SGPT increased. .

arthritls; sarer arthrosis, bursitie, myositis,

osteoporcss, tetany, : .

Nervaus System: frequent: aTnesia, CNS
P

an Gastric

Evacuation either by the induction of Bmesis or
avage or both should ba performed. In most
pases, following evacuaton, 20 19 30 grams of
activated charcogl rmay be administered every
10 & hours during the first 24 1 48 hours after
ion. An ECG should be taken and manitor-

labitity, vertigo; i

thinking, akinesis, alcahol abpsﬂ, atexia, convul-
" f | Bouse, ate

ous tubulas of the testes with arrested sper- tice wfmrepa!ism chamcte_ﬂslicsanq ather fac] Body a8 2 Whote
matogenesis_occurred at doses which were 1915 df";f Iis“”é\ ‘fi"“'“’la “‘"};‘“h i{"g"?"’d in e “Acthenia 00% 29% 108% 138% 127%
25timesthehighestlecommendedhumgndose  Znies, iels. Simiadly, ! ﬁ??l;e: btanod o - ﬂsematqtcgy W 0% 7%
on 8 mgjkg basis or 7.3 times on a ma/m” basis, ather ciinical Investigations invoiging differant wasting , 20% 10 B % 1%
Pregnancy freatments, uses and investigatars, 7ha il Ggswnlmcsnnal E9% 48% 77%
s . " ) " H S tipation . 48% 7% 99% 127%
T Effi y Catl B:  figures, howaver, do provide the prescribing 095 . :
Reproduction studies performed in rats and rab- ugvsic*an with some basis for estimating mﬁ DZ;?;?;‘;U 0% 20% 58% 40% 4.9%
bits at doscé; u) htn 50 agd [ !Il‘lr’: eas the maximum (elahlive Sontnbutinn of drug and nc:;'\drug fattors Dianhea 78% 98% 192% 79% 147%
recommended buman dosg on 8 si50r  tntha s inci rate in the papulatio Ory Mouth 20% 108% 183% 158% 20.6%
10 and 2 times on a mg/m’ Dasis, respectively,  studied. o v 5 % ' % =
have revealed no evidence of teratagenic ef- Table 1, Treatment-Emergent Adverss Nﬁfv'?,i?s —_— TET% 147% 268% 7% 53%
fects. There are no adequate and welkcantrolled  pyp i nc ncidenca in Plaseh Ay T 00% 70% SE% SE% s
sudias in preanant women. Becauso animal Clinical Trials’ Dimimess  39% 9% 67% B9% 127%
of Tarmon respoRss. this dris Shouls b used  BedySyewem ProforrsdTors  Faxdl Flawois Menvousnase oo S s e Lo
during pregnaney only if tlearly needed. In=421) in=qz1)  [eresthesia 7% 15'7% 8% ZE'B‘},}: P
Labor and Dafivery Body 2sa Winle Headache 6% 173 Tremor 00% 00% 77% 7.9% 147%
The eftect of paroxating on labor and delivery in Asthenta 150% 58 Special Senses * .
hurnars is unknown. Abdominai Pain :’i; ;f . A,g Uﬂlmrad \{isinn 20% 28% 28% 20% 7.48%
VO . k 1. rogenital
Nursing Vothars i . .
Like ma%yotherdrugs. paroxetine|s secreled in %ﬁam :ﬁ g; A?;'Z‘R’Tﬂim 00% 50% 65% 106% 12.0%
human milk. and caution should be exercised Batk Pain 12% 24 {mpotence 00% 19% 43% B4% 19%
when Pai araxetine hydrochiorice) s admin- ¢ oo padile 29% 14%  MoeGenal T
istarad 1o 2 Aursing woman. . Vamdlion  25% 078  Diodes - 00% 3% B7% 6a% 7%
Usage in Children o . suiml Hypotension 1.2%  85% *Rule for including edverse events in table: incidance 2
ga!ely a(ngl‘efhiegnveness in children have not  Demztalogic g:n;ating 1;{%% 574:: Iiag 5% 'DI:i ong qi" paﬂ;xaﬂne groups and z twice the
een established. T : . N sl . y plecebo incidence for at least une paroxetine group,
Geriatric Use ‘ Eastrcintestinal Bk 93%  Adaptation toCertain Advarsa Events: Overa
In warldwide Paxil clinical trials, 17% of Paxil- Ory Mouth e 4- 1o B-week period, there was svidence of
treated patisnts [approximstely 700) wera 65 Canstination 138% BB adaptation to some adverse events with cantin-
years of age or older, Fharmacokinetic studes Biarthea 1% 75 ved therapy le.g., nausea and dizziness), butfess
rovesled a decreased clesrance in the eldatly, g:’i&ﬂsggg Apperite gg o }? to othor effacts le.g. dry mouth,
s 2 oust sarieg s b esermeriec Gmi gl edshe SO
the ‘advaise event profia betwean eldarly and Dropharyne (isoides” %J% ?g mg?l::sdn‘:alragf 'gl_"' undesirabe result of
younger patients, and effectivanass was similar crestot Apgetite 145 0 freatment with Paxil for some patients but, on
Wy
in younger and older pstients, {See Cﬂgﬁf"' Musculoskeletal Myopathy 34% 149  8verage, patienitsincontralled trials had minimal
PHARMACOLOGY and DOSAGE AND ADMIN- ? o 179 o7%  (about ! pound)weight loss vs. smallar changes
ISTRATION.) . Myasthenia W oo on placebo and, active n(:ontroll. No dsi%nifrcaln(
in vital signs {systolic and diastoliz
ADVERSE REACTIONS Nervous System Sompolence 3% ggm  pranges i i
s = . - ¥ pressure, pulse an g re) werg
ot ilh Disconiuaton of s R g el i o o
" % it pati  Toarmor - 3% Ly g -
?nwfv'm‘,‘aﬁé’ 'c'ﬁﬁi?;‘a(larar;ﬁsﬂﬁ?s]gér’;‘?:ﬁe%a?er‘gé Nervousness 2% 2§ ECG Chranges:in an snalysis of ECGs obtained
ment gue to an adverse event. The most com- Andety S8% 29 in 682 patients traated with Paxil and 415 pa-
mon avents (21%) associated with dis- Faresthasia 38% 1y tients treated with placebo in controlied clinical
continuation and considared to be drug related };b}dv.l’weaseﬂ 3-3% og trials, o clinically significant changes
tie., those eventswassuciazad with drogcut L 31 Dﬂggnieeling %;% [‘J’S% in the ECGs of either group.
rate approximately twice or areater for Paxi Slanus 1% 0% Liver Functlon Tests: In placebo-contralisd clink
compared to plecebo) incfudad: 115 Stimylat it ' cal wrials, patients treated with Faxil exhibited
cNS S g ,,sff,f-’,;',’]" eton {%uz S'}Eﬁ abrotmal velues on fiver function tests at no
Somnolence _2.33’3 . Respirction  Hespiratory Disorded 53%  6.4% %?F;g{sr?;%;g?é‘u&a{hieggx:.?vg]5;:22;5‘;?
Egsi‘();ntig[: - 139’: ; ‘P(;:Jn?ngiﬁs %?: g:gv; pafisan for alkaline phosphatase was 0% vs,
Tremor - 1.3% Speciai Senses  Blurrad Vision 36% i¢% 0% SGOT 0.3% vs, 0.3%, SGPT 1% vs. 0.3%
Anxiety 11% Tasta Perversion 24%  0.2% and bilirubin 0% vs. 0.8%. ‘ .
Uroganital Ejsculatory i Other Events Obsarved During the
g:szue:lmestlnal 3.4% System Disturbancess 00%  Premarketing Evaluation of
Diarrhea 1.0%. OI‘)’_'E" M:r‘:uﬁﬁﬂild 0% Ea)(jl {paroxetine hydrochiorida) it
isort 1 I uring its pr ket ent, multiple
\9 i T“%mh }8;: UrnzryFrequensy  3.1%  17% dusesgo( ngll wera administered to 4,126 Ea.
omiting : Urnetion Disorde”  28%  02%  tiams in phase 2 and. 3 studies. The it
Other 1.7% Female Genital and duration of exposure 0 Paxil variod greally
Asthenia . 1-59: disardars'® 18% 0% and included (in everlapping categaries] open
Abnormal ejaculation 1% 1. Events reported by at lsact 1% of patients trestegwinn  and double-blind studies, uncontrolled and con-
Swesting . e Payl {paroxetine hydrochioride} are included. trofled studies, inpatient and outpatient studies,
Ingidonse in Controtlad Trials 2. Inalt i " and "tightness | ' und ficed-dose and titration studies. Untoward
. Ad EvontzinCop- 3. inchudes mostly “cold symptosms” ar “URL" evants assaciated with this exposurs werg re-

0.
trolfed Clinical Trinls: The maost commonly
observed acvarse events associatad with the
use of paroxatine lincidence of 5% or greater
and incidence for Faxil a1 teast twice that for
placebg, cerivad from 1% table below) ware:

4. Percentagz corrected for gender.
5. Mostly “gjaculatory delay,”

8. ‘ncludes "anorgasmia, "rectile difficulties, “detayel
im

ejaculalion/argasm,” and “sexuat dysfunction,
potence.” N
by diffizulty with s

asthenia, sweating, nauses, appe-
tite, somnolence, dizziness, insomnia, tremor,
i and other

nar 55, 8 y
male genital disorders.
7

y " and “wrivan
hesitancy.” .

tudas mostly “anorgasmia” and “difficulty reachin
max/orgasm.”

8

cordud by clinical investigators using Terminol-

sion, , hyper-
kinesia, hypartonts, incoordination, lack of emp-
tion,_manic. reection,, paranoid reaction; rare;
abnaraal electroencaphalogram, abnormeal gait,
antisocial seaction, choreoathetosis, delirium,
dalusians, diplopia, drug deﬁendsnca. dysa-thria,
dyskinesia, ‘dystania, euphoria, fasciculations,
grand mal convulsion, hastility, hyperaigesia,

gy of teir own choosing, Cc

hystaria, libido manic-

L itis
not passible 10 pravide a meaningful sstimate of
the lencing ad-

¢
verse events withaut first grauping simiiar types
of untoward events into a smaller number of
standardized event categories. L
in the tabulations that follow, reported acverse
events ware classified using a stancerd

9

3 i
depressive reaction, meningitis, myslitis, eu-

fing of cardiac function instituted if there is any
euvdence of abnormality. Supportive care with
raquent monitoring of vitel gigns and careful
bsorvation is indicated, Due to the large volums
lof distribution of Paxil, forced diuresis, dialysis,
hemoperfusion and exchange transtusion are
uniikely 10 be of oenefil, .

A spacific caution irvalves patients taking or
racently having taken paroxetine who might
ingest by accident or intent excessiva quantities
lof & ticyclic antidepressant.’ In such a case,
aecumutation of the parent tricyclic andits active

psychosis, y
ereased, stupsr, withdiewal syndroma!

ralgia, ropatny, aystagmus, paralysis,
psyéhotic depression, refiexes in-

ay inrease the poseibifity of cini-
cally significant sequelee snt extend the time
nesded for close medical observation,

iIn ing o consider the possibil-

tory gt
thinitis; infrequent:asthma, brorchitis, dyspnea,

epistaxic, hyperventilation, pneumonia, raspira-
10

jity of multiple-drug involvement, The physician
should eonsider contacting a poison cantrol een-

1
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