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rate of N-demethylation of the drug in the Jiver, The absence of either a bimodal
or trimodal distribution ol clearance valucs suggests that the rate of such me-
tubolism may be under polygenic control. The half-life of fluoxetine reportedly
is prolonged (to approximately 45 days} after administration of multple ver-
sus single doses, suggesting a nonlinear patemn of drug aceumulation during
long-term administration. Norfluoxetine appears (o exhibit dose-proportional
pharmacokinetics following multiple dosing, although limited dala indicate 1hal
the rate of formation of the metabolile is decrenscd slightly once sicady-state
plasma concentrations have been achieved.

Follewing oral administration of single doses of Nuoxetine in healihy in-
dividuals, tolal apparent plasma clearances of Muoxeline and norfluoxetine av-
erage approximately 346 mL/minule {range: 94-703 mL/minuvie} and 145 mL/
minule {rangc: 61-284 mi/minute), respectively. Limited data suggest that
plasma clearance of fluoxetine decreuses by approximately 75% following mul-
tiple oral doses of the drug once steady-state plasma fluoxetine concentrations
have been achicved. Plasma clearances of fuoxetine and norfluoxcline also
reportedly nre deereused in patients with chronic liver disease {e.g., cirrhosis).
Evidence from single-duse studies indicates that clearances of the drug and its
principal metabolite arc not allered substantially in patients with renal impair-
ment.

The exacl metabolic fute of Nuoxeline has not been fully elucidaled. The
drug appenrs 1o be metabolized exiensively, probably in the liver. 1o norfluox-
etine and several other metabolites. Norflunxetine (desmethylfuoxetine), the
principal metabolite, is formed by ¥-demethylation of Quoxetine, which muy
be under polygenic control. The potency and sclectivity of norfluoxetine's se-
rotonin-reuptake inhibiting aclivity appear to be similar te those of the parent
drug. Both fluoxeling and norfluoxetine undergo conjugation with glucuronic
acid in the liver, and limited evidence from animals sugpests that both the
parent drug and jts principal melabolite alse undergo O-dealkylation 10 form
p-rifluocomethyiphenol, which subsequently appears 10 be metabolized o hip-
puric acid.

Following oral administration, flvoxeline and its metabolites-are excreled
principally in urine. In healthy individuals, approximately 60% ol an orally
administered, radjolabeled dose of fluoxetine 35 cxereled in urine within 35
dﬂy:. with approximately 72.8% of cxercted drug as unidentified metabolites,
10% as norflunsetine, 9,5% as norfluoxetine plucuronide, 5.2% as fluoxetine
glucuranide, and 2.5% as unchanged drug. Approximately 2% of the dosc
was eliminated in feces within 28 days following oral administration, but the
relative proportion of unabsorbed versus ubsorbed drug that is excreted in feces
(e.p., vin biliary climination) is not known.

The effect of uge on the elimination of luexetine has not been fully elu-
cidated. Single-dose studies sugpest that the phurmacokinetics of uoxetine in
healthy geriairic individuals do not differ substantially from those in younger
udults. However, because the drug has o relatively lonp half-life and nonlinear
disposition following multiple-dose administration, single-dose studies are not
sufficient 1o exctude the possibility of altered pharmmacokinetics in geriatric
individuals, particularty 1hose witlr sysiemic disease and/or in those receiving
multiple medicalions concomitantly. The climination half-lives of Quoxetine
and norfluoxetine may be prolonged i patients with hepatic impairment. Fol-
lowing @ single oral dose of the drug in palicnis with hepatic cirthosis, the
elimination hulf-lives of luoxeline and norfluoxetine reporiedly average ap-
proximately 7 and 12 days, respectively,

The climinntion hall-lives of fluoxciine and norfluoxetine do not appear lo
be altered substanlially in patients with renal impairment following oral ad-
ministration of single doses of the drug, although multiple-dose swdies are
needed to determine whether accumulution of the parent dmg andfor its me-
tabolites occurs daring long-tertn therapy in such patients.

-Fluoxetinc and norfluoxetine are not removed substantially by hemodialy~
sis. Because of the large volume of distribution and extensive protein binding
of the drug and its principal metabolite, peritoncal dialysis, forced diuresis,
hemoperfusion, and/or exchange Lranstusion also are likely to be ineffective in
removing substantial amounts of fluoxctine ond norfluoxetine from the body.

Chemistry and Stability

B Chemistry  Fluoxcline, a selective serotonin-reuptake inhibitor (SSR1)
antidepressant, is a phenylpropylamine-derivative, The drug differs struclurafly
from other seiective scrolonip-renplake inhibitor antidepressants (e.g., citalo-
pram. paroxctine, sertraline) and also differs structurally and phannacologically
from other currently available antidepressant agents {e.p., tricyclic antidepres-
sunts, monoainine oxidase inhibitors).

Fluoxetine conlains a p-trifluoromethyl substituent that appears to contrib-
ule o the drug’s high sclectivity and potency for inhibiling serotonin reuptike,
possibly as a resoit nf its cleciron- wilhdmwing effect and lipophilicity. The
commcrcm!]y avuilable drug is a racemic mixture of 2 optical isomers. Limited
in vivo and in vitro data suggest that the pharmacologic activities of ihe optical
isomers do not differ substamially, although the dexlrorolalory 150Mer Appears
10 have slightly grealer serolonin-reuptake inhibiting aclivity and # longer du-
ration of action than the levorotatlory isomer.

Fluoxetine is commerciaslly available as the hydruchlondc sall, which oc-
curs as 1 white (o ofl-white crystalline solid and has a solubility of 14 mg/mL
in water.

B Stability  Fluoxetine hydrochloride copsules and the oral solution

strould he stored in tight, light-resistant containers, bou ut 15-30°C. Fluoxetine
lablets and deluyed-refease capsoles should he stored at 15-30°C.,
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Excipients in commercially available drug preparations may have clinically
important effects in some individuals: consult specific product labeling for details.

Fiuoxetine Hydrochloride

QOral :
Capsules 10 mg {of fluoxeline)* Flupxetine Hydrochtorlde
Capsules
Prozoc® Pulvules?, Disla
Sarafem" Pulvules®~, Lilly
20 myg {of Nuoxeling)* Fluoxetine Hydrochloride
Capsules
Prozac* Pulvules®, Dista
Sarafem® Pulvules?, Lilly
40 mg (of fluoxeline)* Fluoxetine Hydrachloride
Capsules
Prozac* Pulvules®, Disla
Capsules, 90 mgq (of lluoxetine) Prozac" Weekly, Dista
delayed-
release
{containing
anterle-coated
pellets)
Solutlon 20 mg {of fluoxetine) pec 5 Fluoxetina Hydrochloride Qral
mL* Solution
Prozac?, Dista
Tablets 10 mg {of fluoxeline)” Fluoxaline Hydrochloride

Tablets (scored)
Sarafam®, Wamer Chilcoil
Seratem®, Wamer Chilcott

Fluoxstine Hydrochloride
Tablets

Sarafem”, Wamer Chilcatl

15 mg {of lluoxeline)*
20 mg {of fluoxeline}*

!

*availalde (rom one or more manufacturer. distributor. andfor repacknger by genenc (nenpropriclary) nume
Fluoxetine Hydrochloride Combinations

Oral
Capsules

25 mg (of lluoxeline) with Symbyax*® (combination}, Lilly

Clanzapine 6 mg

25 mg (ol fluoxetine) with
Olanzaping 12 mg

50 mg (ol Nuoxetine) with
Olanzaplne 6 mg

50 mg (of fluoxetine) with
Qlanzaplne 12 mg

Symbyax® {combination}, Liily
‘Symbyax” (comblnatton), Lilly

Symbyax" (comblnatlon), Lllly

+Use is not currently included in Lhe labeling approved by the US. Food nnd Drug Administrtion

Scieeied Revisions December 2009, 40 Copyright, Julv 1989, Amerivan Sociery of Heafth-Sysiem
Pharuecists, Inc.

Paroxetine

B Paroxeline hydrochloride and paroxetine mesylate, sclective serolonin-
reuptake inhibitors (SSRI[s), are antidepressant agens.

Uses

Paroxeline is commercially available in the US as paroxctine hydrochloride
(e.g., Paxil®, Paxil CR%} and as paroxetinc mesylaie {i.c., Pcxeva®), The US
Food and Drug Administration (FDDA) considers paroxetine mesylate {Pexeva®)
conventienal tablets 10 be a pharmaceutical elternative (as described in section
5051b}[(2] of the Federal Food, Drug, and Cosmetic Act} and not a pharmaccu-
tical {generic) equivalent to paroxetine hydrochloride conventional tablets (e.g.,
Paxil®), since both contain the same active moicty (paroxetine) but have dif-
ferent salts. The clinical studies that established efficacy of paroxctine in var-
ious conditions have been conducted with paroxetine hydrochloride. Because
paroxetine hydrochloride and parexetine mesylate contnin the same aclive mot-
ety (parosetine}, clinicol efficacy is expecied,to be similar between the 2 dif-
ferem salss. .

Paroxetine hydrochloride conventional tablels and oral suspension arc used
in the reatment of major depressive disorder, obsessive-compulsive disorder,
pinie disorder with or wilhout agoraphobia, social phobia (sociul anxiely dis-
order), generalized anxiety disorder, and positrnumatic stress disorder. Parox-
etine hydrochloride extended-release tublets are used in the treatment of majoc
depressive disorder, panic disorder with or without agoraphohiy, social phobia,
and premenstrual dysphoric disorder (PMDD). Paroxetine mesylale conven-
lional 1ublets are used in the treatment of major depressive disorder, obscssive-
compulsive disorder, and panic disorder with or withoutl agoraphaobia. In nd-
dilion, paroxetine has been uscd in the trealment of premalure ejuculationt,
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diabetie neuropathyt, chronic headachet, and depression associated with bi-
polar disorders.

B Major Depressive Disorder  Paroxetine is used in the treatment of
mujor depressive disorder. A major depressive episode implies a prominem and
rclatively persistent depressed or dysphoric mood that usually interferes with
daily funcuomng {nearly every day for at least 2 weeks). According 10 DSM-
IV criteria, 0 major depressive eplsode includes at least 5 of the following 9
symptoms (with at least one of the symptoms being either depressed mood or
loss of interest or pleasurc): depressed mood most of the day as indicuted by
subjective report (e.p., feels sid or empty} or observation made by others;
markedly diminished interest or pleasure in all, or almost all, activities most
of the day; significant weight loss (when not dieling) or weight gain (e.g., a
chinge of more lhan 5% of hody weight in 2 mombh), or decrease or inerease
in appelile; insomnia or bypersomnia; psychomotor agitution or retardation
(observable by oihers, not merely subjective feelings of resllessness or being
slowed down); fatigue or loss of energy; feelings of worihlessness or excessive
or inappropriate guilt (not merely seli-reproach or guill about being sick); di-
ninished abilily fo think or concentrate or indecisiveness (either by subjective
account or as ohserved by othersy; and recurtent thoughts of death, recurrent
suigidal ideation without a speeific plan, or a suicide altempt or specifie plan
for committing suicide.

Treaiment of major depressive diserder generally consists of an acuie phase
(10 induce remission), a continuation phase (1o preserve remission), and a main-
tenanee phise (1o prevent recurrence). Various inlerventions (e.g., psychother-
iapy, antidepressant drug therapy, electroconvulsive therapy [ECT]) are used
alone or in comhination to lreal major depressive episodes. Treatment should
be individualized -and the most appropriate stralegy lor & panicular patient is
determined by clinical factors such as severity of depression (e.g., mild, mod-
crate, severe), presence or absence of eerlain psychiatric features {e.g., sicide
risk, calalonia, psyehotie or alypical features, alechol or substance abuse or
dependence, panic or olher anxiety disorder, eognitive dysfuncrion, dysihymia,
persenality disorder, sessonal affective disorder), and concurrent illness (e.g.,
asthmi, cardisc disease, dementia, seizure disorder, plancoma, hyperiension).
Demographic and psychosocial factors as well as patient préference also are
used Lo deterrnine the most effective reaiment strategy.

While use of psychothernpy alone may be considered as an initial treatment
strategy for paticnis with mild 1o moderate major depressive disorder (based
on palient prelerence and presence of clinical leawres such as psychosocial
stressors), combined use of antidepressani drug therapy and psycholherapy may
be useful for initial tremtment of patients with moderaie 1o severe major de-
pressive disorder with psychosocial issues, interpersonal problems, or a eo-
morhid axis II disorder. In addition, combined use of antidepressant drng ther-
upy and psycholherapy moy be beneficial in patienls who have a hislory of
poer cemplianee or only partial response to adequale (rials of either antide-
pressant drug therapy or psychotherapy alone.

Antidepressant drug therapy can be used alone {or initial treaunent of pa-
tients with mild major depressive disorder (if preferred by the patient) and
usually is indicawed alone or in combination with psychotherapy for initial
treatment of patients with moderate (o severe major depressive disorder (unless
ECT is planned). ECT is nol generally used for initial treaiment of uncompli-
cated major depression, bul is recommended as firsi-line lreaiment for severe
major depressive disorder when it is coupled with psychotic features, catatonic
stupor, severe suicidality, food refusal leading to nutritional compromise, or
other siluations when a rapid antidepressant response is required. ECT also is
recommended for patients who have previously sbown a posilive response or
a prelerence for this treaiment modality and can be considered Tor paticnis with
moderate or severe depression who have not responded to or cannot receive
anlidepressant drug therapy. In certain situations involving depressed pitienis
unresponsive o adequate trials of several individual antidepressant agents, ad-
junetive therapy witf another agent {e.g., buspirone, lithium}-or concomilant
use of a second anfidepressant agent (e.g., buprepion) has been used; however,
such combination therapy is assocised wilb an inereased risk of adverse re-
aetions, may require dosage adjustmems, and (if nol contraindicaled) should
be undertaken only after careful consideration of the relative risks und benefits.
(See Drug Interactions: Serotonergic Drugs, sec Drug Interactions: Tricyclic
und Other Antidepressanis, and see Drug Inicractions: Lithium.)

The efficacy of paroxetine for e management of major depression has
been established by plaeebo-controlled studies of 6 weeks® duralion in adult
oulpatients from 18-73 years of age who met DSM-IIT criteria for major de-
pressive disorder, In these studies, paroxetine hydrochloride was found to be
more effective than placebo in improving scores by at least 2 on the Hamillon
Depression Rating Scale (HDRS) and the Clinical Globa! Impression and Se-
verity of Iliness Scale. Puroxetine hydrochloride also was more effcetive than
placebo in improving HDRS sublactor scores, ineluding the depressed mood
item, sleep disturbance factor, and the anxiely [laclor.

The efficacy of paroxetine hydroebloride extended-release tablets for the
management of depression has been cstablished in 2 fiexible-dosage, controlled
sludies of 12-weeks” duriion in adults 18-88 years of ape who met DSM-IV.
criteria for major depressive disorder. In these siudics, paroxeline was more
effective than placcbo in improving scores on the HDRS, the Hamilton de-
pressed mood ilen, and the Chmu\l Global Impression-Severity of Iltness
Scale.

In a study ol depressed oulpatients who had responded by the end of an
initial §-week open treatment phase 0 paroxctine (mean dosage: approximutely
30 mg daily; HDRS tolal score of less than 8) and were randomized to continue
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paroxetine or receive placebo for | year, the relapse e in the paroxetine-
treated patients (159} was substantially lower than that in those who received
placebo (39%). An aualysis of these dala for possible gender-related effects on
treatment outcome did not suggest -any difference in efficacy based on the
gender of the patient. In controlled siudies of depressed patients who had re-
sponded Lo a 6-week course of paroxetine or imipramine and were randomized
1o receive either the same antidepressant or placebo for up to 1 year, both
paroxetine and imipramine were more effective than placebo in maimaining
cuthymia; however, paroxetine was betler Lolerated than jmipramine during
long-ierm therapy. While the optimum duration of paroxetine therapy has not
been established, many expers state that acute depressive episodes require
several months or longer of sustained antidepressant therapy. In addition, some
clinicians recommend that long-term antidepressant therapy be considered in
certain patients at risk for recurrence of depressive episodes {(such as those with
highly recurrent unipolar depression). In placebo-controlled studies, paroxetine
has been shown to be effective for the long-term {e.g., up 1o | year) manage-
ment of depression. In addition, the drug has been used in some patients for
longer periods {e.g., up 10 4 years) withoui apparent loss of clinical effect or
increased toxicity. However, when paroxeline is used for extended periods, the
need for cominued therapy should be reassessed periodically. (See Dosage and
Admintstration: Dosage.)

The effieacy of paroxetine as an antidepressant in hospital settings has not
been sludied ndequately to date; however, the drug has been shown Lo be ef-
fective in hospitalized patients with severe depression in al least one controlled
study.

As with other-antidepressants, the possibility that paroxetine may precipi-
lale hypomanic or manic attacks in patients with bipolar or other major affective
disorder should be considered. Paroxetine is #or approved for use in (reating
bipofar depression. '

Considerations in Choosing Antidepressants A varety of anti-
depressant drugs are available for the tremment of mijor depressive disorder,
including selective serotonin-reuptake inhibitors (8SRIs; e.g., citaloprm, es-
cilalopram, fluoxetine, paroxeline, serraline}, seleclive serotonin- and norepi-
nephnne-reuplake inhibilors (SNRIs; e.g., desvenlafaxine, duloxetine, venla-
faxine), tricyclic antidepressants {c.g., amitriplyline, amoxapine, desipramine,
doxepin, imipramine, noririplyline, protripiyline, Lrimipramine), monoamine
oxidase (MAO) inhibitors (e.g., phenelzine, tranyléypromine), and olher anti-
depressants {e.g.. bupropion, maprotiline, nefazodone, trazedene). Most clini-
caol studies have shown that the antidepressant effect of usual dosages of pa-
roxetine in paticnts with depression is grealer than that of plaeebo and
comparable 10 that of usual dosages of trieyclic antidepressants (e.g., amitrip-
tyline, imipramine, doxepin), other SSRIs (e.g., fluoxetine, {luvoxamine, ser-
traline), and other antidepressants {e.g., nefuzodone). The onset of antidepres-
sant:'action of paroxcline appears lo bé comparable to that of tricyclic
antidepressants and other SSRIs, although there is some evidence that the onset
of action may occur slightly earlier with paroxetine than with imipramine and
fluoxetine.

In gencral, response rates in patients with major depression are similar for
eurrently available antidepressants, and the choice of antidepressant agent for
u piven patient depends principally on other factors such.as potential adverse
cffects, sofely or tolerability of these adverse effects in the individual patient,
psychiatric and medical history, patient or family history of response Lo specific
therapies, patient preference, quantity and ‘quality of available clinical data,
cost, and relative acute overdose safety. No single antidepressant can be rec-
ommended as optimal for all patients because of substantial helerogeneity in
individual responses and in the nature, likelihood, snd severity of adverse ef-
fects. In addition, patients vary in the degree 10 which eertuin adverse effeels
and other inconvenicnces of drug therapy te.g., cost, dietary restrictions}) affect
their preferences.

1n the large-seale Sequenced Treatment Alterualives to Relieve Depression
(STAR*D) effectiveness trial, patients with major depressive disorder whe did
not respond 1o or could not 1olerate Iherapy with;one SSRI (citalopram) were
randomized Lo switch to extended-release {“sustained-relcase™) bnpropion, ser-
traline, or exlended-release venlafnxine as a second step of treatment (level 2).
Remission rates as assessed by the 17-ilcm Hamilion Rating Scale for Depres-
sion (HRSD-17) und the Quick fventory of Depressive Symplomatology—
Self Report (QIDS-SR-16} were approximalely 21 and 26% for extended-re-
lease bupropion, 18 and 27% for sertraline, and 25 and 25% for extendcd-
release venlafaxine therapy, rcspcclwcl_y, response rates as assessed by the
QIDS-3R-16 were 26, 27, and 285 for exlended release bupropion, seruraline,
and extended-release venlafaxine therapy, rcsp(,cuvcly These results suggest
that after unsuccessful initial treatnent of dcprcsaed patients with' an SSRI,
approximately 25% of patients will achicve remission after therapy is switched
o another antidepressant and that either another S8R (e.g., seriraline) or an
agent from another class {e.g., buprnpmn venlafaxing} may be reasonable al-
temative antidepressants in patients not responding to initial SSR1 therapy.

Patient Tolerance Considerations. Because ofdlffcruu.es in the adverse ef-
fect profile between SSRIs and tricyclie anhdepresqan[s particularly less fre-
quent anticholinergic cffeets, cardiovaseular effects, and/or weight gain with
SSRIs, these drups may be preferred in patients in whom such éffecis are not
tolerated or are of polential concern, The decreased incidence of anticholinergic
effects agsociatcd with paroxetine and other SSRIs compared with tricyclic
antidepressants is a polential advantage, since such effects may result in dis-
continuance of the drug earty during therapy in unusually sensitive patients. In
addition, some anticholinergic effeels may become troublesome during long-
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term ricyclic antidepressant therapy (e.p., persistent dry mouth muy resuil in
wooth decay). Although SSRIs share the sumie overall olerability profle, certain
patients may tolerate one drug in this class better than another. Antidepressants
other 1han SSRIs may be preferred in patients in wham certain adverse Gl
effects (e.g., nausea, anorexia), nervous sysiem eflects (e.g., anxiety, nervous-
ness, insommia), and/or weight loss are not tolecuted or are of eoncern, since
such effccts appear 1o occur more Itequently with parexetine and other drugs
in this class,

Pediatric Considerattons.  The clinical prescnlation of depression in chil-
dren and adolescents can differ from thm in adults and generally varies with
the age and devclopmenial siages of the child. Younger children may cxhibit
behavioral problems such as social withdrswal. aggressive behavior, apathy.
sleep disruption, and weight loss; adoleseents may present with somatic com-
plaints, sell csieem probicms, rebelliousness, poor perforinance in school, or a
paticm of enpgaging in risky or aggressive behavior.

Data from controfled clinical studies evaluating various antidepressant
agents in children and adoleseents are less extensive than with adults, and many
of these siudies have methodologic limittions (e.g.. nonrandomized or uncon-
trolled, small sampte size. short duration, nonspecific inclusion criteria). How-
ever, (here is some cvidence that the response 10 antidepressants in pediaric
patients may dilfer from that scen in adults, and cautien should be used in
extripoluting data from adult studies when making 1reatment decisions lor pe-
digiric pitients. Resulls of seversl siudies evaluating fricyclic antidepressants
(c.g.. amitriptyline, desipramine, imipramine, nortriptyline) in preadelescent
and adolescent patients with major depression indicate a lack ol overall efficiucy
in 1his age group. Bascd on the lack of elficacy data reparding use of ricvelic
antidepressants and MAQO inhibitors in pediairic patients and hecause of the
potential for life-threatening adverse cllects associated with the use of these
drugs, muny experts consider selective serofonin-reuptake inhibitors the drapy
of choice when antidepressant therapy is indicated for the tremtmemn ol major
depressive disorder in children and adolescems. However, the US Foed and
Drug Administration (FDA) states that. while efficacy of fluoxetine has heen
established in pediatric patients. efficacy of other newer antidepressants (i.c.,
paroxeline, citalopraum, desvenlafuxine, duloxetine, escitulopram, fuvoxamine,
minazapine, nefazodone, sertraline, venlafaxine) was not conclusively estah-
lished in clinical trals in pediatric paticnts with major depressive disorder, [n
addition, FDA warns that antidepressants increase the risk of suicidal thinking
and behavior {suicidality) in children and adolescents with major depressive
disorder and ofher psychiatric disorders. (Sce Cautions: Pediatric Precautions., )
FDA currently siares that anyone considering using an antidepressant in a child
or adolescent for any clinical use must balance the potential risk of therapy
with the clinica) need. (See Caulions: Precautions and Contraindications.)

Geriatric Consideratlons,  The response w antidepressanis in depressed per-
iatric patients without dementin is ximilar to that reporied in yonnger adults,
but depression io gerisiric patients ofien is not recopnized and 1s not trented.
In geriatric patients with major depressive disorder, SSRls appear 1o be us
clfective us tricyclic antidepressants bul may cause fewer overall adverse of -
fects than these other agenis. Geriarric patients appear to be especially scnsitive
lo anticholinergic {c.g., dry mouth, constipation, vision diswurbance), cardio-
vascular, artbosttic hypotensive, and sedative cflects of Lricyclic untidepres-
sants. The low incidence of anticholinergic elfects associated wilh paroxeline
and other SSRIs compared with tricyclic antidepressints is a polential advan-
lage in periatric palients, since such eflects (e.g,, constipation, dry meuth, con-
[usion, memery impainnent) may be particularly troublesome in these po-
tienis,.However, SSR1 therapy muy be associuled with other troublesome
adverse eflects (e.g., nsusea and vomiting. agitation and akahisin, parkinsonizn
adverse clfects. sexual dysfunction, weight lass, and hiyponatremia), Some cli-
nicians state that SSRIs including paroxctine may be preferred for treating
depression in geriatric patients in whom the onthiostatic hypotension associared
with many antidepressanis (e, tricyclics) potentially may result in injures
(such as severe Nlls). However, despite the fewer cardiovascular and anlichio-
linergic effects associated with SSRIs, these drugs did not show any advantige
over trieyelie untidepressants with regard to hip [racture in a case-control study.
In addition. there was litlle difference in the rites of [alls between nursing
home residents receiving SSRIs and those receiving tricyclic antidepressants
in a retrospeetive study. Therefore, all geriatric individuals receiving either type
of anfidepressant should be considered a1 inerensed risk of fulls and approprime
mecasures should be taken. In addition, clinicians prescribing SSRIs in geriutnc
paticnts should be aware of the many possible drig interactions associuted with
these drups, including those involving metabolism of the drugs through the
cytochrome P-450 systein. (See Drug Interactions. )

Patients with dementia of the Alzheimer's type (Alzheimer’s disease, pre-
senile or senile dementia) often present with depressive symploms, such: as
depressed moad, appetite loss, insomnia, Lutipae, irmitability, and agiation,
Most experts recommend thal patients with dementin of the Alzheimer's type
who present with chinically important and persisient depressive symptoms be
considered as candidates for phunmucotherapy cven il they fuil to meet the
criteria for a major depressive syndrome. The goals of such therapy are
improve maod, functional status (e.g., cognition), and quality ol life. Treaiment
of depression also may reduce other neuropsychiatric symptoms associated
with depression in patients with dementia, including aggression, anxiety, apa-
thy. and psychosis, Although patients may present with depressed mood alone,
lhe possibility of mere extensive depressive symplomatology should be con-
sidered, Therefore, patients should be evalunted and inonilored casclully for
indices of major depression, suictdal ideation, and ncurovegelative signs since
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safely measures {e.g.. hospitalization for suicidal ideution) and more vigorous
and aggressive therapy {(e.g.. relativety high dosages, multipte drug tials) may
be needed in some patients.

Alihough placebo-controlled trials of antidepressants in depressed patients
with concurrem dementia have shown mixed results, the available evidence
and experience with the use of antidepressanis in patients with dementia of the
Alzhcimer's (ype and assocjaled depressive manifesiations indicate that de-
pressive symptoms (including depressed mood alone and with neurovegelative
changes) in such patienis are responsive to antidepressant therapy. In some
matients. cognitive delicits may panially or [ully resolve during antidepressant
1herapy, bul ihe-extent of response will be limited to the degree of cognitive
impuirment that is dircely relaled 1o depression. SSRis such as ciialoprm,
cscitalopram, fiuaxetine. puroxeiine. or sertraline arc generally considered us
first-line agents in the treatment ol depressed patients with dementia sinee they
usually:arc better tolerated than some other antidepressants {e.g., tricyclic un-
tidepressants, monoamine oxidase inhibitors), Some possible alternative apents
Lo SSRIs include bupropion, mirazapine, and venlafaxine. Some gerialric pa-
tients with dementra and depression may be unable to tolerate the antidepres.
sant dosuges needed to achieve [ull remission. When u rapid antidepressam
responsc is not critical, some experts therefore recommend a very gradual dos-
age increase 10 increase he likelihood thar o therapeutic dosage of the SSRI1
or other antidepressant will be reached und tolerated. In a controlled wudy
comparing- paroxcline and imipramine in patients with cocxisting depression
and dementia, both drugs were found to be effective; however, paroxeline wis
better tolerated (fewer anticholinergic and serious adverse cffects).

Cardiovasculur Considerntiens.  The relutively low incilence ol adverse
cardiovascular clfects, including orthostatic iypotension and cenduction dix-
turbances, associated with paroxctine and other SSRIs may be advuntageous
in patients in whom the cardiovasculur effects associated withiricyelic anti-
depressants may be hazordous. In a controlled trinl comparing paroxetine and
norriptylinc in patients with stable ischemic discase. both amidepressants were
found 10 be effective in treating depression and neither drug substontially af-
fecled blood *pressure or conduction intervals;, however, paroxetine did not
produce sustained cffects on heart rate or rhylnn or heart mie vanahility
wlicreas norriptyline increased heurt mite and reduced heart rate variabilily.
Most clinical studies of puroxctine for the munagement of depression did not
include individuals with cardiovastular discase (e.g., those wilh a recent history
of myocardial infarction or unstable cardiovaseulnr disease), and further cx-
perience in such patients is necessary 1o conlinm the refative lack of cardiowrs~
icity reported with the drug to date. (See Coutions; Cardiovascutar Effects and
see Cautions: Precawtions and Contraindicnlions.)

Sedative Conslderativns,  Because paroxetine and other SSRIs penerally are
less sedating than some other untidepressants (e.g., iricyclies), some clinicians
stale (hal these drugs may be preferuble in patients who do not reguire the
sedalive ellects associaled with many anlidepressant ageals or in paiients who
are prone o accidenis: however, an antidepressant with more prominent sed-
ative eflects {e.g., trazodone) mnay be preferable in certain parients {e.y., those
with insemnia). -

Suicidal Risk Considerations.  Suicide is u known cisk of depression and
certain other psychiatric disorders, and these disorders themselves are the
strongest predictors of suicide, Hoswever, therg has been u long-standing con-
cem that antidepressusnis mnay haye a role in inducing worsening of depression
and the emergence of suicidal thinking and hehavior (suicidaliy} in certain
patients during the, carly phases of treannent. FDA stutes that antidepressanis
increased 1be risk of suicidality, in short-term studies in children. adolescents,
and young adulis (18-24 years of age) with major depressive disorder and ofher
psychiatric disorders, (See Cautions: Pediatric Precautions.) An increased sui-
cidality risk was not demonstrated with antidepressants compared with placeho
iss adulis older than 24 ycars of age and a reduced risk was observed in adults
63 years of age or older! 1L is currently unknawn whether the suicidality risk
cxlends o longer-tenin antidépressant ase {i.e.. beyond several months); how-
ever, there is substantial evidence from placebo-controlled maimenance trials
in sduhs with major depressivé disorder that antidepressants can deluy the
recurrence of depression. Because the risk of suicidality in depressed patients
muy persist unlil substantial remission of depression occurs, appropriate mon-
itoring and close pbservalion of patiems of all ages who are receiving antide-
pressant therapy aré recommended, (See Suicidality under Cautions: Nervous
System Effeets, and see Cautions: Precautions and Contraindications. )

Other Cunsiderations.  Paroxctine has beep efllective in patients with mod-
erate Lo severe depression, endogenous depression, reaclive depression (in-
cluding traumasic grief}, depression assoeialed wilh human immunodetieiency
virus (HIV) infection. and depression associated with anxiety und/or agitation.
m Obsessive-Compulsive.Disorder  Paroxeline is used in the treat-
ment of obsessive-compuisive disorder when ebsessions of compulsions eause
marked distress, are lime-consumitng (iake longer thun- 1 hour daily}. or iner-
lcre subslantially with the patient’s nonmal routine, occupational or academic
lunctioning, or usual sociyl activities or relmionships. Obsessions are recurrent
and persistent thoughts, impulses, or images that, at some time during the
disturbance, are experienced os intrusive snd inupproprinte (i.c., “ego dys-
tonic™) and that cause marked anxiety or distress bul that are not simply ex-
cessive worries abour real-life problems. Compalsions are repetilive behaviors
{e.g.. hand washing, ordering, checking) or mentul uets {e.g., praying, counting,
repeating words silently) performed in response (o un ohsession or according
10 rules that must be applied rigidly (e.g., in @ stercotyped fashion). Although
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the behaviors or acts ore aimed at preventing or redueing distress of preventing
some dreaded event or situation, they either are not connected in 2 reutistic
munner with what they are designed to neurralize or prevemt or are clearly
excessive. AL some time during the course of the disturbance, the patient, il an
adult, recognizes that 1he obsessions or compulsions ore excessive or unrea-
sonable; children may nos make such recegnition,

The efficacy of paroxeline hydrochloride for the management of obsessive-
computsive disorder in adults has been estblished by 2 multicenter, placebo-
controlled studics of 12 weeks' duration. In these clinical studies, paroxetine
was more cffective than placebo in reducing the severity of obsessive-com-
pulsive manifestations in adult culpaticnts with moderate to scvere obsessive-
compulsive disorder (Yale-Brown Obsessive-Compulsive Scale [YBOCS]
baseline values of 13-26). In o fixed-dose study of 12 weeks' duration involv-
ing paroxetine dosages of 20, 40, or 60 mg daily, patienis receiving 40 or 60
ing of the drug daily experienced substantially greater reductions in the YBOCS
1o1al score (approximately 6 und 7 poinls, respectively) than those receiving
paraxetine 20 mg daily (approximately 4 poinws) or placebo (npproximately 3
points). The cffective dosage ol paroxetine-was 46 or 60 mg daily. In o 12-
week study with flexible dosing of paroxetine (20-60mg daily) or elomipra-
mine (25-250 mg daily) compared with placebo, paroxctine-treated patients
exhibited 2 mean reduction of approximately 7 points on the YBQOCS toral
seore, which was substantiully greater than the mean reduction of approxi-
mutely 4 points in patients receiving placebo. No age- or gender-related dif-
ferences in oulcome were nofed in either of these studies.

The efficacy of paroxeiine for long-rerm nse (i.e.. longer 1thon 12 weeks)
has been demonstrated in @ 6-mombh relapse prevention trial, which was an
calension ol the fixed-dose study of 12 weeks’ duration in.patients who had
responded 1o paroxetine. Patients who received paroxetine relapsed subslan-
Liadly less [requently thun those receiving placebo in a double-blind placebo-
controlied study. The manufacturers und many experts state that obsessive-
conipulsive disorder is chronic and reguires severul monihs or fonger of
suslained therapy. Therefore, it is reasonable (o continue therapy in responding
patiens. IT paroxetine is used tor extended periods, dosage shoald be adjusted
so thit patients are maintained on the lowestL effective dosage, und the need for
continued therpy with the drug should be reassessed periodically,

Results from comparative siudies to date suggest |hat paroxetine und other
SSRIs (e.g.. Muoxetine, fluvoxamine, seriruline} are s effective as or somewhmt
less elfective than clomiprumine in the manogement of obsessive-comnpulsive
disorder, In a pooled analysis of separme shon-terim (10-13 wecks) studies
comparing clemipramine, fluoxetine, fMluyoxamine, or sertraline wilh placebo,
clomipramine was calcululed as being more effeetive {as delermined by mea-
sures on the YBOC scale) than SSRIs, although all drugs were superior 1o
plucebo. Like clomipramine, SSRIs reduce but do not completely eliminate
obsessions and compulsions.

Many clinicians consider an SSRI (e.p.. paroxetine, fluoxetine, {luvoxam-
inc, sertridine} or clomipramine fo be 1he drugs of choice for the phurmacologic
treatment of ebsessive-compalsive disorder. The deciston whether o initiate
therapy with an SSRI or clomipramine often is made based on.lhe adverse
eflect profile of these dmgs. For example, some clinicians prefer clomipramine
in patients who inay nol tolerare the adverse cflcct profile’ of SSRIs (nausca,
headache, overstimulation, sleep disturbances) while SSRIs may be uscful al-
lernalives in patients unable to toleratc the adverse effects (anticholinergic ef-
fects, cardiovascular effects, sedation) associated with clomipramine therapy.
Consideraiion of individual paticnt characteristics (age, concurrent medical
conditions), pharmacokinetics of the drug, polential drug interactions, and cost
of therapy may also influence clinicians when selecting between SSRIs and
clemiprnmine us first-line therapy in patients with obsessive-compuisive dis-
order.

Pediatric Considerations  In childrent with obsessive-compulsive
disorder, cognitive behavioral 1herapy andfor serptonin-reuptake inhibitors
(such as clomipramine und SSR1s) muy be benelicial. Controlled studies eval-
uuting paroxetine in ihis setling corrently ure ]uclung and it remuins lo be
eslablished whether one serotonin-reuptake inhibitor is more cffective thun
another. Pending further data, some experts stale that the choice of an agent
may depend on their adverse effect profile, potential Tor adverse drug interac-
tions, and the prescnce of comorbid conditions. Although clomipramine has
heen more extensively studied 10 date ¢han SSRI, it has the most prominent
amichelinerpic effeels, reguires electrocardiographic (ECG) monitoring, and is
the most 1oxic following ucuie overdosage. SSR1s do not require ECG moni-
toring: however, they are associaled with hendacbhe, nausea, insomnia, and ap-
itation. I a decision is made to initiate SSRI therapy in a child with obsessive-
compulsive disorder, some experls recommend staring with a low initial
dosage and then pradually inercasing the dosage-us tolerated. If there is no
clinical response after [10~12 weeks, consideration should be given 1o switching
1o ancther SSRI or clomipramine. (See Cautions: Pediatric Precautions.)

Although combined clomipramine and SSR1 therapy has been effectlive in
a limited number of children and adolescents with obsessive-compualsive dis-
order, very close menitoring of the ECG, blood clomtpramine concentrations,
and vita) signs is necessary because of the risks of polemially dangerous drug
inleractions {including serotonin syndrome) and adverse effecis with such eom-
inations. (See Drug Ineractions: Serotonergic Drups.) As in adulis, 1he opli-
mal duration of pharmacologie therapy in children wilh obsessive-compulsive
disorder remains unclear, Ajthoaph periodie trials of gradual withdrawal from
drug therapy are advisuble, some children appear Lo require long-term main-
tenance therapy to prevent relapse.
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m Panic Disorder  Puaroxctine is used in the treatnment of panic disorder
with or withowt agoruphobra. Panic disorder is characterized by e ovewrrence
of unexpected panic attacks and associated voncern uboul having additional
attacks, worry abows the iinplicutions or consequences of the aitacks, and/or u
clinieally imponant change in behavior relucd so the anacks.

According to DSM-IV, panic disorder is churucierized by recurrent unex-
pecied panic avacks, which consist of a discretc period ol iutense fear or dis-
comfon in which 4 (or more) of the lollowing symptoms develop whruptly and
reach o peak within 1G minues: palpilations, pounding hean, or nceeleruted
hear rate; swealing; trembling or shaking: sensations of shortness of breath or
smothering; feeling of chokinyg: chest pain or discomfort; nausea or abdominal
distress; feeling dizzy, unsteady. lightheaded, or nint: derealization {feelings
of unreality) or depersonalization (heing detnched from onesell); fenr of losing
control; feur of dying: paresthesias (numbness or 1ingling sensations); and chills
or hot flushes.

The efficacy of paroxeline hydrochloride for 1he inanageinent of panic dis-
order with or without agoraphobin hus been established by mulicenier, double-
hlind, placebo-controlled siudies in adult outputients who met DSM-HIR cri-
teria for panic diserder with or without agoruphobia. In a fixed-dose swudy of
10 weeks' duration in which paroxetine was given in dosages of [0, 20, and
40 mg daily, » substantially preater reduction in punic attack [reguency fromn
placebo was noted only in the patients receiving paroxetine 40 mg duily; al the
end of the study, 765 ol paticnis receiving paroxerine 40 mg daily were free
of panic attacks eompared with 4% of those receiving placebo. In 2 giudies
of 12 weeks' duration employing u flexible dosing schedule, greater improve-
ment.wns reporied in patients recciving paroxeline 10-60 mg daily than in
those reeciving placebo. In one study, 51% ol the paroxetine recipicnts com-
pared with 32% of the placeho recipients were free of panic attacks at the end
of the study, and in the other study which was conducled in patients receiving
standardized cognilive behavioral therapy, 3355 of putients receiving paroxcline
10-60 mg daily had a reduction in papic atlack frequency to O or | panic atucks
during the study period compared with 4% of those receiving placcts. The
mean paroxetine dosage for thosc completing these 2-llexible-dose studies was
approximatcly 40 mg daily.

In these studies, paroxetine wos found 10 be subsiantially more effective
than placebo in the realment of panic disorder in ar least 2 out of 3 measures
of panic aitack frequency and on the Clinical Globhl Impression Severity of
Iliness Scale, The results of the studies conducicd 1o date demonstrate 1hat
paroxetine reduces plobul anxiely, depressive symploms. phohic avoidance,
and improves overall impairment assoeiated with-panic disorder.

The efticacy of paroxeline hydrochloride exiended-relcase 1ablets for the
management of panic disorder with or without agoraphobia has been eslab-
fished in wmulticenter, placebu-controlled, flexible-dosage studies in patients
with panic disorder with or without agoruphebia. In 2 stndies, paroxetine ex-
tended -release tabicts were more ¢llccrive than plucebo, but i third study [ailed
10 show any benelit compared will placebo.

The efficucy of paroxctine for Jong-ferm usc (i.e., longer thun 12 weeks)
has been demonstrated in controlled siudies. In a 3-monily relapse prevention
trinl which was an extension of the 10-week, lixed-dose siathy, patients who
were responders 1o puaroxetine were rundomized Lo receive either paroxetine
{10, 20, or 40} mp daily) or placebo. The patients receiving long-lerm (herapy
with paroxetine relapsed substantially less frequently than those recciving pla-
cebo. In another conrrolled study, patients receiving paroxetine therapy for L
year demonstrated not only long-term efhicacy but also conrinued improvement.
The munufacturers and some clinicians state that panic disorder is a clironic
condition; therefore, it is reasonable to continue therapy in responding patients.
Dosage adjusiment may‘hc necessary 10 maintain the patient on the Jowest
effeetive dosage, and patients should be reassessed perlodl(_d]]y to detcrmine
the nced for continuett therapy.

Subproup anulysis in comrolled studies for possible ape- or gender-related
cflects on tremiment outcome did not suggest any difference in efficicy bused
on either the age or sex of (he palienl.

The results of controlled studies suggest thar paroxeline is as effective as
and better toleruted than clomipramine in the tremment of panic disorder. In
addition, paroxetine was found to have u'more rapid onset of action than clo-
mipraming in reducing the number of panic attacks in one stady,

Unlike intipramine which reduces heart rate variability in patients with
panic disorder {a condition associaed with decrensed heart rate variability and
consequently an increased risk of serious cardiovascular problems ineluding
sudden eardiae death), paroxetine has been shown Lo normalize heart rale vari-
abilily in o limited number of patients with panic disorder. The clinical ympor-
tance of these findings with regard (o potentially decreasing cardiovascular
mortalily in putients wiih panic disorder remains 1o be determined,

Panic disorder can be treated with cognitive and hehavioral psychotherapy
and/or pharmacologic therapy. There are several classes of drugs that appear
to be effective in the pharmacologic management of panie disorder, including
trieyelic antidepressants (¢.g., imipramine, clomipramine), monoamine oxidase
(MAQ) inhibitors (c.p.. phenelzine). selectve serotonin-reuptzke inhibitors
(SSRIs; e.g.. citaloprom, fAuoxeline, serraline, paroxetine), and benzodiaze-
pines (e.g.. alprozolam, clonazepnm). When chonsing among the wvailuble
drugs, clinicians should consider their acceptunce and lolerability by patiems;
their ability 10 reduce or climinae panic attacks, reduce clinically impornant
anxicly and disability secondary 1o phobic avoidance, and ameliorate olher
common comorbid conditions (such as depression); and their ability to preveat
relapse during long-1erm therapy. Becawse of their better lolerability wher com-
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pared with other agents (such as the tricyclic antidepressants and benzodiaze-
pines), the lack of physical dependence problems commonly associaed with
henzodiazepines, and efficaey in panic disorder with comerbid conditians (e.g.,
depression, other anxicty disorders such ns obsessive-compulsive disorder, al-
epholism}, many clinicians prefer SSRIs 1 first-line therapy in the manage ment
ol panic disorder. If SSRI therapy is ineflective or is not toleruled, use of a
tricyclic antidepressant or a benzodinzepine is recommended.
m Social Phobia  Puroxetine hydrochloride is used in the treatment of
social phobiu (social anxicty diserder). According to DSM-IV, social phobia
is characterized by a marked and persistent (ear of one or more socinl or per-
formrance situntions in which the persen is exposed lo anfamiliar peeple or lo
possible scrwtiny by others, Exposure 10 the [eared situation almost invariably
provokes anxiely, which may approach the imensity of u panic attick, The
fenred situations are avoided or endured with inrense anxiety or distress. The
avoidance, [ear. or anxious anticipation of encountering the social or perform-
ance situation interferes significantly with the person's daily routine, occupa-
tional or acudemic {unclioning, or social activities or relationships, or there is
murked distress about having 1he phobias, Lesser degrees of performance an-
xiety or shyness generally do not require psychetherapy or pharmnacelogic treat-
ment. .
The ellicaey ol puroxetine hydrochloride in 1he treatment of social phobia
has been established in 3 multicenter, placebn-comtrolled stadies in adult oul-
patients who mel DSM-1V criteria for sociul phobia, In 2 studies of |2 wecks”
durition in which paroxetine was given in dosages rnging from 20-50t mg
daily, significant improvement in the Clinical Global Impressions (CGE) Tm-
provemnent score and Liebowitz Social Anxiely Scale (LSAS) were noted. In
these studies, 69 or 77% ol paroxetine-ireated putems were CGT lmprovemem
responders compared wilh 29 or 42% ol placebo-treated paticnts. In the third
study, paroxetine was given in (ixed dosages of 20, 40, or 60 mg daily for 12
weeks. Thene was stgnificant improvement in the CG1 Improvement responder
criterion and LSAS Townl Score in pasients receiving 20 mg ‘daily compared
with placebo. Although there were trends in superiority neled in those receiving
40) or 60 mg daily compared wilh placebo, the results did not reach siatistical
significance and 1here wits no indicotion thal dosages exceeding 20 my daily
provide any additional henefit

Subgroup analysis of these cantrelled studies in adult outpatients with so-
cial anxiety disorder did not reveal any evidence of age- or gerider-related
dilTercnees in tresiment outcome. Safety and efficacy ol paroxetine ler the
treatment of secial phobia in children or adolescents have not been established
1o dale.

M Anxiety Disorders  Paroxetine bydrochloride is used in the manuge-
ment of generstized anxiely disorder. According 1o PSM-1V-TR, gencrulized
anxiety disorder is charucterized by excessive anxicly and worry {appreliensive
expectalion), eccurring more days thin not (or al least 6 months, about a num-
ber of events or aclivities (c.g., work or school performance). Patients with
pencralized angiety disorder flind it dilficult to control the worry. The anxicty
and worry are accompunied by w least 3 of the lollowing somatic symptoms
in adults and at least 1 of these sympiloms in children: restlessness or feeling
keyed up or on edpe. being easily Tmigued. difficully concentradng or mind
going biank, trritabitity, muscle tension, and sleep disrbance (e.g., dilficulty
fulling or sraying aslcep, restless unsatisiying sleep). These symptoms cause
clinically important distress or impairment in social, accupational, or sther
imporlant arcas of functioning and are nol caused by direct physiologic effects
of substanees (e.g., medications, drugs of abusc, loxin exposure) or by a general
medical condition (c.g., hyperthyroidism). Although patients with generalized
anxicly disorder my have another underlying menial disorder {axis I disorder),
lhe Incus of the anxiety and worry is unrclated to the latter disorder and does
nat oceur enly during the course of a mood. psychatic, or pervasive develop-
mental disorder,

Selective seratanin-reuptake inhibitors (SSR1Is) are among several classes
of untidepressants necommended by some clinicians as first-line ireatiment lor
generalized anxiety disordes heeause of their salely. tolerahility (e.g.. lack ol
physical dependence problems commonly assoeiated with benzodiazepines),
and proven efficucy in the treatment of depression and other anxicly disorders
(e.g., obscessive-eempulsive disorder, panic disorder) that [requently present as
comorbid conditions in patients with generalized anxicly disorder. Because an
estimated 80% of patients with generulized anxiety disorder will have a co-
morbid muod disorder (e.p., depression) during their lifetime, an SSRI or
drug thal predeminuntly inhibils serotenin and norepinephirine reuptake (e.g.,
venlalgxine) is preferred by some clinieians for treatment of patients with long-~
standing generalized anxiety diserder and in those with several comorbid mood
or anxicly disorders. However, the ellicacy of antidepressanis, including pa-
roxetine, in the munagement of generalized anxiety disorder in patients with
comorbid conditions such as depression has yct to be established. since such
paticnis have been excluded lrom siudy entry, and therelore Turther research
is needed. Lo

Elficacy ol puroxetine hydrochloride for the munugement of generalized
anxiely disorder has been established in 2 randomized, multicenter, placebo-
controtled siudies of 8 weeks' duralion in ndult outpatients who met DSM-IV
eriteria for generalized anxiety disorder. One study employed hixed paroxetine
dosages. and the other employed u flexible dosing schedule. In the -flexible-
dose study, approximutely 62% ol paticnis reeeiviog paroxctine (20-50 mg
duily; mean dosage of 26.8 mg daily) had a score of 1 (“very much improved™)
or 2 (“much improved”} on the Clinical Global Impressions (CGI) Global Im-
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provement scile. and approximately 365 of these patienis had complele or
nearly complele resolution of anxiety (defined as a Hamilten Rating Scale for
Anxicty [HAM-A]| tomal score of 7 or less), compared with approximately 47
and 23%, respectively, of patiems receiving placebo, These results were similar
1o those seen in the fixed-dose study. in which n score of L ar 2 on the CGI
Global Improvement scale was altained hy 62, 68, or 6%, respeetively, and o
HAM-A tolal score of 10 or less was uiiained by 49, 52, or 33%, respectively,
of paticnts receiving paroxetine 20 or 4(l.mg daily or placebo. However, in a
third study. reductions in HAM-A ol score attained hy patients recciving
flexible dosages of paroxetine (20-50 mg daily; mean desage of 23.8 mg daily)
were not substaniially dilferent than thase attained by patients receiving pli-
cebo. Suhgroup analysis of these controlled studies in adull outpatiems with
peneralized anxiety disorder did nol reveal any evidence ol gender- or ruce-
related differences in treatment oulcome.

Systemutic evaluation of continuing parosetine [or pedods of up to 6
months jn patients with generalized anxiety disorder who-had responded while
tuking paroxetine during an 8-weck ucute wremment phase has demonstrated a
benefil of such maintenance theropy. In u double-blind, 24-weck relupse pre-
vention (rinf that was an extension ol a single-blind, 8-week acule (reatmemnt
study, palicnts who had responded to paroxetine 20~-30 mg daily were random-
ized to receive eilher paroxetine al the sume dosage or plaeebu. Relapse during
the double-blind phase wus delined as an increase of 2 or more potnts on the
CGI-Severity of [lIness scale to a score of 4 or higher or drug discontinuance
due 10 lack of efiicacy. The paroxetine-treated patienis experienced a signifi-
cantly lower relapse rate over the 24-week pericd compared with those receiv-
ing placebo. In addition, 73% ol patienis receiving 2 t1otal of 32 weeks of
paraxetine therapy achieved remission {defined as s HAM-A totul score of 7
or less) compared with ubout 34% of those who reecived B weeks ol \herapy
and then received 24 weeks of placebo. Because generalized snxicly disorder
is a chronic comdition, it is reuasonable o continue therapy in responding pa-
tients. Dosage adjustment may be necessary te maintain patients receiving long-
tentn paroxeline herapy on the lewest eflective dosage, und patients should be
reussessed pefiodically (o determine the néed, for cominued (herapy.

Resulls of a comparative stody indicate that the anxiolylic cffeels ol pa-
roxetine are comparable Lo thase of imipramine, n tricyelie antidepressant. and
shightly superior 1 those of 2'-chlordesmeihyldiazepam, a benzodiazepine (nol
commercially avaifable in the US). In this study, during the Rrst 2 weeks of
therapy, 2'-chlordesmethyldiazepam displayed greater anxiolytic efficacy, as
meusured by HAM-A score, than paroxetine or imiprantine; however, follow-
ing 8 weeks of therapy, a 5056 or greater decrense in HAM-A score was artdined
hy 68, 72, or 35% 0l patients receiving paroxeline, imipramine, or 2'-chlor-
dusrﬁclllyldi:lchum, respeciively. Antidepressints sach as paroxeline appeur
10 alTect predominamly psyeliic sympioms, whereas benzodiazepines sucl as
2'-chlordesmethyldiazepam appear ta affect predominately sematic symptoms
associated willy generalized anxiety disorder.

m Posttraumatic Stress Disorder  Paroxetine hydrochloride is wsed in
the treaiment of posuranmatic stress disorder (PTSD). PTSD is an anxiety
disorder that involves Lhe development of certuin characieristic symplons fol-
lowing personal exposure Lo an extreme lraumalic stressor. According 1o DSM-
IV, PTSD reguires expesure 10 a iraumatic event{s) thal involved actul or
threatened death or serious injury, or threat o the physicat integsity ol sell or
others, and the response (o the event must involve intense fear, helplessness,
or horror (in children the response may he expressed by disorganized or agitued
behavior). PTSD is charactdrized by persistent symploms of reexperiencing the
triuma (e.g.. intrusive, distressing recollections of the evenl; recurrent distress-
ing dreams of the event; acting or [eeling as il ihe event were recurning in-
cluding illusions, hallucinations, or flashbacks: inlense distress al exposure 10
internal or exiemnal cues thit symbolize or resemble an aspect of 1he cvent:
physiologic reactivity on exposure (o intemal or external cues that symbolize
ur resemble an aspect of the event), persistent avoidance of stimuli assoeiated
with the rraumn and numbing of general responsiveness (e.p., elforts W nvoid
thoughus, feelings, or conversalions related Lo the event; efforts 10 avoid activ-
ilkes, places, or people that arouse recollections of the event: inability 10 recall
an imporuint aspect of the event; markedly diminished interest or participation
in significanl activities; lceling ol detachment or estrangement lrom others;
restricled emeotions and/or range of affect not present belore the evens; sense
ol a [oreshortened (uture); and persistent syarpoms ol {ncreased arousal {e.g.,
difficulty sleeping; iritability/outbursts of anger; dilficully concentrating; hy-
pervigilunce; -exiggerated startle response). According to DSM-IY, o PTSD
cliagnosis requires the presence of 1 or more symplems of reexperiencing, 3
or more symploms of aveidance,’and 2 or more symptoms ol increased
aronsal, ol of which musl be present [or at least 1 menth and cause clinically
important distress or impairment:in social. occupational, er other impartant
areas of functioning. PTSD, like other unxiety disorders, rarely oceurs alone,
and patients with FTSD olien present with comorbid disorders {e.g.. major
depressive disnrder, subsianee abuse disorders. panie disorder, peneralized an-
xiety disorders, obsessive-compulsive disorder, seeial phobia); it is unknown
whether these comorbid disorders precede or follow the onsct of PTSD.
Psychatheripy alone or in combination with pharntacotherapy’ generally is
considered the treutment of eheiee [or PTSD. Pharmacologic therupy may be
indicated in addition to psyehotherapy [or inital treatment of PTSD in patients
who huve comorbid disorders (c.p.. major depressive disorder, bipolar disorder,
other anxiety disorders) and also may be indicated in those wbo do not respond
Lo initial treaiment with psychotherapy alone, I phamacotherapy is indicated
in patients with PTSD, selective serotunin-reuptake inhibitors (SSRIs: e.g..
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fluoxetine, paroxetine, seriraline) usually are considered the drugs of choice
{except in patients with bipolur disorder who require treatment with mood-
stubilizing agents). -

Effieacy of paroxetine hydrochloride in the treatment of PTSD has been
established in 2 mullicenter, placebo-controlted studies of 12 weeks™ daralian
in adult autpatients (66—68% women) with o primary diagnosis (DSM-1V} of
PTSD following physical or sexuel assault (98-54¢%), wilnessing injury or
death (17-19%5), serious accident or injury {6-13%}. or exposure to combut
{5-8%). The mean duration of PTSD for these patients was approximately 13
years and 41 or 40% of patients had secondary depressive disorders ar non-
PTSD anxiety disorders, respectively. In these studies, patients reeciving fixed
(20 or 40 mg daily) or flexible (20-50 mg daily; mean: 27.6 mg daily) dosages
of paroxeling had substantialiy preater changes from baseline on the Clinician-
Administered PTSD Scale Part 2 (CAPS-2) seore, a multi-item instrurment that
measures 3 aspeets of PTSD wiih the following symptom clusiers: reexperi-
eacing/imrusion, avoidance/numbing, and hyperarousal, and were more likely
10 huve a score of 1 (very much improved) or 2 (much improved) on the Clinieal
Global Impression-Glabal Improvement Scale (CGI-I) compared with thase
receiving placebo. Treatment response in the fixed-dose study appeared 10 be
unuffected by patient’s gender, type of rauma, duration of PTSD, or severity
af baseline PTSD ar comorbid conditions. A third study, also a fiexible-dose
study comparing paroxetine (20-50 mg daily) with placeha, demonsirated pa-
roxeline to be substansially supedor to placebo as assessed by improvement
from baseline for CAPS-2 towl score, but nat by proportion of responders on
the CGI-1.

Use of paroxetine in the treatment of chronic PTSD did not appear 1o pro-
duce a complete remission in a substantial proportion of patients receiving the
drug in elinical studies. Therefore, some clinicians suggest combined use of
psychotherapy with pharmacotherapy in order to optimize realmenl outcome;
however, further studies are needed.

B Premenstrual Dysphoric Disorder  Like some ather selective se-
rotonin-rcuptake inhibitors (SSRIs; c.g.. fluoxeting, sertraling), paroxetine is
used in the trewtment of premenstruat dysphoric disorder (previously late luteal
phuse dysphoric disorder). In women sufferng from severe peemenstrual dys-
phoric disorder wreated daily for 3 menstrual cyeles with paroxetine, maproti-
line. or placebo, paroxeline was found to be superor 1o maprotiline or placeho
in improving symploms ussociated with this disorder. In women with severe
premensirual dysphoric disorder receiving paroxetine 5-30 mg daily for 10
conscentive menstreal cycles, paroxetine also markedly reduced symptoms
{premenstrual irritability, depressed mood, increase in appetite, anxiely/ten-
sion). The improvement in sympioms continued (hroughout the entire treatment
peried; sedation, dry mouth, and nausea occurred commonty bul declined dur-
ing therapy whereas adverse sexual elfects (reduced libido, anorgasmia) per-
sisled, Additional controlled studies are needed to determine whether the effi-
cacy of the drug is sustained dumng longer-term, maintenance therapy in
wamen with this condition. Far further informatiou on use of SSRIs in the
Iresimens of premenstrual dysphoric disorder, see Uses: Premenstruul Dys-
phoric Disorder, in Fluoxetine Hydrochloride 28:16.04.20.

B Premaiure Ejaculation  Like some other SSRIs, paroxeline hias been
used with some suceess in the (reatment of premuture ejaculationt. In a pla-
cebo-controlled study in men with premature cjaculation, paroxetine (20 mg
daily for the first week followed by 40 mg daily for § additional wecks) pro-
duecd substantially greater clinical improvement {increased intruvaginul ejac-
ulation latency time, increased number of thrusis before gjaculation} than pia-
cebo. Nearly all the patients in this study reporied some improvement in
ejuculatory tatency during the first week of paroxeline therapy. [n an open
study, paroxetine 20 me daily improved premaiure ejaculaion within about 14
days wilh all patients studied reporting a longer interval before ejaculation.
When dosages of 20 or 40 mg daily were compared in patients with pomary
premature ¢jaculation, 20 mg daily was found (o be suflicient; further siudy is
needed 1o determine whether higher dosuges may further increase ejuculation
latency. In a study comparing paroxetine 20 myg daily for 6 months with pa-
roxctine 20 mg daily for 14 days followed by 10 mg daity for a total of 6
months, both regimens were found to be similarty effeetive in improving pre-
maturc ¢jaculation and were well tolerated. There is some cvidenee that pa-
roxetine muy be mare effective than atber SSRIs in terms ol increasing intra-
vuginal ejaculation latency Lime.

Additional smdies have investigmed the use of paroxcrine on an “as
needed” basis for the treaiment of premature cjaculation. In one study, men
wilh premature ejoculation (mean age: 3Y.5 years; mean prelresiment ejueu-
latory lateney time: 0.3 minules) were randomized (o receive 20 mg of parox-
etine or placebe 3— hours before planned intereourse; at 4 weeks, the meon
ejaculatory Inteney time was 3.2-3.5 minutes in those reeciving the drug com-
pared with 0.45-0.6 minutes in those reeciving plucebo. However, mean cjac-
ulatory latency lime was even longer in another group of men (mean age: 40.5
ycars; mean pretreatment ejaculatory lateney rime: 0.5 minutes) who reccived
an initial regimen of paroxetine 10 mg daily for 3 weeks and then received
puroxetine 20 mg on an as needed basis for 4 weeks.

Further controlled siudies are necessary 1o confirm these findings, 1o de-
termine 1he optimal dosage regimen, and to cvaluate the long-1erm effieacy of
paroxeting in pasients with this condition. Some clinicians advise that a wial
with drug therapy may be particularly uselul in patients with premaiure ejac-
ulation who fail or refuse behavioral or psychotherapeutic treatment or when
partners are unwiiling to cooperate with such therupy.
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B Diabetic Neuropathy  Tricyclic antidepressants generally have been
considered o mainsiay of therapy for the 1reaiment of diaberic neuropathy.
However, hecause of potentinlly improved patient 1clerability, therapy with
seleclive serolonin-reupiake inhibitors (SSR1s) or selective serotonin- and nor-
epinephirine-reuptake inhibitors (SNRIs: ¢.p., duloxetine, venlafuxine) has been
attempted as un aliemative, In o controlled study, paroxetine (40} mp daily) was
effective in a limited number of patients in substantially reducing 1he symploms
associated with diabetic neuropathyt and was somewhat less effective but het-
ter tolerated than imipramine. Because patienis who did not respond as well to
paroxeline as to imipramine had lower plusma paraxetine coneentrations, it
wis suggested that dosuge adjustment based on plasma concentration moni-
taring potentially may be useful in the management of this condition. When
compared with carlier resulls obtained with imipramine in the managemeni of
dinbetic neuropathy, SSRIs such as citalopram, fluoxeline, paroxeline, and ser-
iraline generally appear Lo be less effective hut better 10lernted averall. Addi-
tional study and experdence are needed 1o elucidate the relative roles of SSRIs
versus 1ricyclic anlidepressants, SNRIs, anticonvulsants {c.g., pregabalin, ga-
bapentin), and other forms of treatment in the management of this condition.

® Chronic Headache  Puaroxetine hus heen used in u lirnited number of
pitients with ehronic headuchet with some suceess. In an open study, patienis
with chronic daily headache unresponsive to previous therapy were treated with
paroxetine 1(-30 mg daily for 3-9 months: most of the patients showed re-
ductions in the number of hewdache days per month. Fatigue, insormnnia, and
urogenital disturbances were 1he most common adverse effects reported in this
study. In a double-blind, crossover study in nondepressed patients with chronic
tension-1ype headuche comparing paroxetine (20-30 mg daily) and suipiride (1
dopamine antagontst; not commercinlly avuilable in 1he US), hoth drugs im-
proved headache although sulpiride appeared 10 provide greater relief, Addi-
tional conteolled studies are necded to contirm these preliminary findings.

® Bipolar Disorder  Paroxcline has heen uséd Jor the shori-term man-
agement of acule depressive episodes in patienis with bipolar disorder?. While
antidepressants such as selective serutonin-reuptake inlibitors (SS5RIs) have
shown good cfficacy in the treatment of unipolar depression, the drugs gener-
ally bave been studied as adjuncts to mowd s1ahilizing agents such as Jithium
or valproaie in the management of bipolur disorder; antidepressant monother-
apy is sof recomminended, piven the risk of precipilaling a swilch into mania.
The American Psychiatric Associalion (APA) currenily recommends that pa-
roxetine be reserved for patients who bad an inadequate (herapeutic response
1o aptimal therapy with first-line agents (i.e., lithium, lamoirigine} or whe do
nol tolerate these drugs. It paroxetine was cffective for the managenent of an
acute depressive episede, including during the continualion phase, then main-
tenance therapy with the drug should be considered (o prevent recurrcnee of
major depressive episodes. For further information on the management of bi-
poalar disorder, see Uses: Bipolar Disorder, in Lithium Salts 28:28.
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Dosage and Administration

® Adminisiration
are administered orally.

Puroxetine hydrochloride conventional tablets, exiended-release tablets,
and suspension usually are administered once daily in the moming. Since food
does not appear to substantially allect Gl absorption of paroxetine hydrochlo-
ride, the drug generally can be administered without regard to meals; however,
administration with food may minimize adverse GI effecls. The manufacturer
of paroxeting hydrochloride makes no specific recommendartions about admin-
istration of paroxeting with regard io food.

Paroxciine mesylale convenlionul tablets are administered once datly, usu-
ally in the meming, withoul regard 1o meculs.

Paroxerine hydrochleride oral suspension should be shaken well just prior
to administriation of each dose,

Exiended-release 1ablets ol paroxetine hydrochloride should be swullowed
whole und should nor be chewed or crushed.

m Dosage Paroxetine is commercially available in the US as paroxetine
hydrochlerde (c.p., Paxil®, Paxil CR*) and as paroxetine mesylate (i.c., Pex~
eva®). Conventional tablets of Puxil® ind Pexeva® are not bioequivalent. The
US Food and Daug Administration {FDA) considers paroxetine mesylate {Pex-
eva®) conventionnl tablets to be a pharmaeeutica witernative (as deseribed in
section S05|b])[2] of the Federnl Food, Dmg. and Cosmetic Act) and nor a
pharmaceutical {(peneric) equivilent tn paroxetine hydrochloride conventional
tahlets (¢.g., Paxil®), sinee both comain the same aetive moicty (paroxetine)
but hove different salts. . ,

Dosages ol paroxetine hydrochloride and paroxetine mesylate are expressed
in lerms of paraxetine, .

Patients receiving paroxetine should be menitored for possible worsening
of depression, suicidality, or unusual changes in behavior, especiully ul the
beginning of therapy or during periods o dosage adjustment. (See Cautions:
Precautions and Contraindications.)

“The manulucturers recommend thar an infervai of at Jeast 2 weeks etapse
when switching a patient from a monoamine oxidase (MAQ) nhibilor 10 pa-
roxeline or when switching from paroxeline (o an MAQO inhibitor. For addi-
tional information on potentially serious drug interaetions that may oecur be-
tween paroxeline and MAQ inhihitors or other serotonergic apents, see
Cautions: Precautions and Contraindications and see also Drug Inieractions:
Serotonergic’ Drugs.

Paroxeline hydrochloride and paroxetine mesylate

Exhibit D.21, page 6
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Clinieai experience regording the optimal timing of switching from other
antidepressanis o paroxetine therapy is limited. Therefore, care and prudent
medical judgment should be exercised when switching [rom other antidepres-
sanls, particulasly from long-acting agents {e.p., [luoxetine}, to paroxetinc, Be-
tause some adverse reactions resembling serolonin syndrome have developed
when Muoxeline therupy has been abruplly discomtinued and therapy with an-
other serclonin-reuptake inhibitor {sertraline) initiated immediately afterward,
a washout period may be advisable when transferring a patient from fuoxetine
to another SSRI. However, the nppropriate duration of the washout period when
switching from other serotonin-reuptake inhibitors o paroxetine has not been
clearly established. Pending lurther experience in palients being transferred
from therapy with another anlidepressant 1o paroxetine and as the clinical sit-
untion permils, il generally is recommended that the previous antidepressam
be disconinued aecording 10 the reeommended guidelines for the specifie an-
tidepressant prior o initiation of paroxetine therupy.

Because withdrawal effects may occur (see Cautions: Nervous Sysiem Ef-
fects and see Chronic Toxicity), abrupt discontinuance of paroxetine should be
avoided. The manulaciurers and some clinicians recommend that paroxetine
therapy be discontinued gradually {e.g.. over a period of several weeks).and
the patient monilored carcfully when paroxetine therapy is discontinued tn
prevenl the possible development of withdrawal reactions. 1f intolerable symp-
toms occur foifowing dosage reduction or upen discontinuance of treatment,
paroxetine therapy may be reinstituted at the previously prescribed dosage until
such symptoms abate, Clinicians may resume dosage reductions at that time
but at a more pradual rate. .

Muajor Depressive Disorder  For the management of major depressive
digorder in aduls, the recommended inhial dosage of paroxetine is 20 mg daily
as conventional tablets or suspension or 25 mg daily as extended-release 1ablets.
[l no clinical improvement is apparent, dosage may be increased in incremenis
of [0 mg daily for conventional tablets or suspension or 12.5 mg daily tor
extended-relense 1ablets at intervals of not less thun | week up 10 a maximom
ol 50 mg daily for conventional tablets of suspension or 62.3 mg daily for
extended-relense 1ablets, While a relationship between dosapge and antidepres-
sant effect has not been eslablished, cfficacy of the drug was demonstrated in
clinical trinls employing 20-30 mg daily dosages as conventional 1ableis or
suspension and 25-62.5 doily dosages as extended-release tablets. Like with
other antidepressants, the full antidepressant effects may be delayed.

While the oplimum duration of paroxetine therapy has not been established,
many cxpens stve thal acute depressive cpisodes require several months or
longer of suslained antidepressant therapy. In addition, some cliniciansg ree-
ommend that long-tenn antjdepressunt therupy be considered in certain patients
il risk for recurrence ol depressive episodes (such as thosc with highly-recurremt
unipolur depression). Whether the dosage of paroxetine required 10 induce re-
mission is identieal to the dosage needed to mauntain and/or sustain euthymia
is unknown. In a controlled study, u paroxetine dosage of 40 mg daily was
morc effective in preventing recurrenees of depression than 20 mg daily in
paticnis with recurrent, unipolar depression. Systematic evalvation of paroxe-
tine hydrochloride has shown that its sntidepressant effieacy is maintained for
periods of up 1o 1 year in patients receiving a mean dosage of 30 mg daily as
conventional tablels or suspension, which corresponds 10 a 37.5 mg dosage of
puroxetine extended-release tablets. In addision, the drug has been vsed in some
putients for longer periods (e.g.. up 1o 4 years) without apparent loss of clinical
effeet or increased toxicity. If paroxeline is used for extended periods, dosage
should be adjusted so that the patient is maintained on the lowest effective
dosage, and the need lor continued therapy should be reassessed periodically.

Obsessive-Compiilsive Disorder  For the manugement of obsessive-
compulsive disorder jn aduls, the recommended initial dosage of paroxetine
is 20 mg duily as conventional tablets or suspension. H no clinical improvement
is apparent, dosage may be increased tn [0-mg increments at intervals of not
less than | week. The manufuctarers recommend a paroxetine dosage of 40 mg
daily in the treatment of obsessive-eompulsive disorder. Efficucy of the drug

was demonsirated i elinical trinls employing paroxetine dosages of 20-60 mg
daily. The manufacturers sitie that paroxetine dosage should not exceed 60 mg
daily.

Although the optimmum duration of paroxetine thermpy required to prevent
recurrence of obsessive-compulsive symptoms has net been established to date,
the efficacy of paroxetine for lofg-lerm use (i.e., longer than 12 weeks) has
been demonsiraled in i 6-month relapse prevention trial. Pattents who received
paroxetine refapsed substantislly less frequently than those receiving placebo.
The manufacturers und many clinicians stale that chsessive-compulsive dis-
order is ¢hronic and requires several months or longer of sustained therapy.
Therefore, it is reasonshle to contirue therapy in rexponding patients. If pa-
roxctine is used for extended periods, dosage should he adjusted so that the
patient is maintained on the lowest effective dosage, and the need for continued
therapy with the drug should be reassessed perodically.

Panic Disorder  For the manngement of punic disorder in adults, the
recommended initial dosage of paroxetine is 10 mg daily us conventional lab-
lews or suspension or 12.5 mg daily as exiended-release tablets. Dosage should
be increased in 10-mg incremenis for those receiving conventional tablets or
suspensien or in 12.5-mg increments for those receiving extended-relense tab-
lets at intervals of not less than 1 weck. The manufacturers recommend dosages
of 40 mg daiky for puroxctine conventional tablets or suspension in the treat-
ment of panic disorder. Efficacy of the drug was demonstrated in clinical trials
employing 1060 mg duily as conventional 1ablets or suspension or 12.5-75
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mg daily as cxtended-release 1ablets. The manufacturers siate that paroxetine
dosages should not exceed 60 mg daily [or eonventional ablets or suspension
and 75 mg daily for extended-release 1ablets.

Although the optimum duration of paroxetine therapy required to prevent
recurrenee of punic disosder has not been established to dake, the efficacy off
paroxeline for Jong-lerm usc (i.e., longer than 12 weeks) has been demonstrated
in a 3-momb relapse prevention tral. Patients whe were treaied with paroxeline
hydrochleride conventional tablets or suspension (10—40 mg daily) relapsed
substantially less frequently than those receiving placebo. The manufacturers
and some clinicians state that panic disorder is a chrunic condition: therefore,
it is reasonable to conlinue therapy in responding patients, Dosage adjusiment
muy be necessary to maintain the patient on the lowesl effective dosage. nnd
patients receiving the drug fer exiended periods shoald be reassessed periodi-
cally to determine the need for continued therapy.

Social Phobia  For the management of generalized sociul phobia (so-
cial anxiety disorder) in adulis, the recommended dosage of paroxetine {ud-
ministered as pnroxetine hydrochloride) is 20 mg daily as conventional tablets
or suspension or 12,5 mg daily as extended-release tahlets. Dosage of the cx-
tended-relesse 1ablets may be inercused in increments of 12.5 mg daily al in-
tervals of not less than | week. Efficiacy of the drug was demonstrased in clinieal
trials employing dosapes of 20-60 ng daily as convemional tableis or suspen-
sion or 12.5-37.5 mg daily as extendcd-release tablets. The manufaseturer of
paroxetine hydrochloride states that no additional ¢linical benefit was obscrved
at dosapes exceeding 20 mp daily for conventional tablets or suspension and
thin the maximum dosage for extended-release tablets should not exceed 37.5
mg daily.

Although the efficacy of paroxetine for Jeng-term therapy (i.e., longer thin
12 weeks) has not been demonsiraied in controlled studies 10 date, the manu-
facturer of paroxetine Irydroehloride siates that it is reasonable Lo consider
continuation of therupy for a patient who responds 1o the drug. If paroxetine
is used for exiended periods, dosage should be adjusted so that the patient is
maintaincd on the lowcest effective desoge, and the need for continued therapy
should be readsessed periodically.

Anxiety Disorder  For the management of generalized anxiely disorder
in udulis, the recommended initial desage of paroxetine (administered as pa-
roxetine hydrochoride) is 20 mg daily us conventional 1ablets or suspension.
Although dosagex of 20-50 mg datly were effective in clinieal srudies, there
is insufficient evidenee to indieate thas dosages exceeding 20 mg daily provide
additionat elinival benefil. Dosage of paroxetine should be increased in 10-mg
increments at intervals of not less than 1 week.

The optimum duration of puroxeting therapy for the munagemens of gen-
eralized .mxn.ly disorder has not been established 1o date. Because wis disorder
is chronic, i1 is reasonable 10 continue 1herapy in rc:,pundm,x__ paticnis. In gen-
eral, patients with’ generalized anxiety disorder usually require at least 8 weeks
of reatment to achieve u Hamilton Rating Scale for Anxicty (HAM-A) score
of 10 or less, whicl has been shown to he the score at which specific treatment
clfects ean begin 1o be distinguished from nonspecific placebo effects. How-
cver, available dma sugpest that some patients may require nn extended dira-
tion of treaiment in order 10 achieve a HAM-A score of 7-10 or less, In a 32-
week, multicenter, relapse-prevention stady in ouipatients with generulized
anxiety disorder and o mean bascline HAM-A score of 26.5, about 34% of
patients achieved remission (defined as a MAM-A total score of 7 or less)
following 8 weeks of paroxetine therapy compared with 73¢% of p.llu_m'; fal-
lowing 32 weeks of paroxetine theruapy. In addition, pauients receiving long-
term therapy with the drug relapsed substantially less frequently than those
receiving placebo,

Because of the prolonged niature of depressive episudes in patients with
generalized anxiety disorder and comerbid depression. xnme clinictany cur-
rently recommend that such patients be treated for at least 12 months 1o ensure
remission of both anxiety and depression. If puroxetine is used for extended
periods, dosage should be adjusted so than patients sre ouintained on the lowest
effective dosage, and Lhe need for continued therapy with the drug should be
reassessed periodicatly.

Posttraumatic Stress Disorder  For the management of positrmumalic
stress disorder (PTSD) in adulis, the recommended dosuge of paroxetine {ad-
ministered as paroxetine hydrochlonde) is 20 mp daily as conventional 1ablets
or suspension. Although efficicy has been established for dosages ranging from
20-50 mg daily, there is insufficient evidenee to suggest a greater hene i with
40 mg daily compared with 20 mg daily. If a dosage increase above 20 mg
daily is considered necessary, it should be in increments of 10 mg daily at
inlervals of at lcast 1 week.

Some clinicians suggest that an sdequate trial period for determining the
effectiveness of paroxetine in pntienls with PTSD is 8 weeks; patients who
have not achieved at least 2 25% reduction in PTSD symptoms au week 8
generally are unlikely to respond fo continued paroxetine therapy and use of
alternative agents is recommended in such patients, In addition, although the
optimum duration of paroxetine theripy required to prevent recurrence of
PTSD has not heen eslablished to date, some chinicinns recommend up 1o 24
months of drug therapy in patients who achieve good response {i.e., greater
than 75% reduction in PTSD symptoms and respense maintained for at [east 3
moniks). Although the efficacy of paroxetine for long-lerm therapy (i.e., longer
than 12 weeks) has not becn demonstrated in controlled studies to date, PTSD
is a chronie condition for which it is reasonable to vontinue paroxeline therapy
as long as a response is maintained. If puroxetine is ased for extended periods,
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dosage should be adjusted so thoi the patient is maintainced on the lowest pos-
sible effective dosage, and the need for comtinued therapy with the diug should
be reassessed periodically.

Premenstrual Dysphoric Disorder  For ihe ircalment of premen-
sirual dysphoric disorder (previously late [uleal phase dysphoric disorder), the
recommended inivial dosape of paroxetine {adminisiered as paroxetine hydro-
chloride) is 12.3 mg daily as ex(ended-release 1abiets. Dosage should be in-
creascd at intervals of not less than | week. In clinical trials, both the 12.5-mg
and 25-mg daily dosages were shown w be effecrive.

Efficacy of paroxetine for long-term therapy {i.c.. longer than 3 menstrual
cycles) has not been demonstrated in controlled studies to date. However,
women commonly repor that symptoms worsen with age until relieved by the
onset of menopause. Therefore, the manufaeturer of paroxetine hydroechloride
states that il is reasonable to consider continuation of therapy for a patient who
responds to 1he drug. Patienis should be perodically reassessed to determine
the need for continued treaimenl.

Premature Ejaculation  For (he treatment of premalure ejaculationt,
paroxeline has been given in a dosage of [(—0 mg daily 10 increase ejacalatory
latency time, Alternatively, patients have (sken paroxetine on an “as needed”
basis for the treatment of premature ¢jaculation using 20-mg doses of the drup
3—4 hours before planned intercourse. However, one study noted more pro-
tonged ejaculatory latency time if paticnts reccived paroxetine in a dosage of
10 myg daily for 3 weeks prior to using 20-mg doses of the drug on an as needed
basis.

Diabetic Neuropathy  In pntients with diabetic ncuropathy¥, paroxe-
tine has heen given in a dosage of 40 mp daily 10 reduce the symploms asso-
ciated with the disease,

Chronic Headache  1n1he management of chronic headaches, parox-
ctine has been given in a dosage of 10-50 myg daily for 3-9 months to reduce
the number of headaches per month.

® Dosage in Geriatric and Debilitated Patients  In geriatric or de-
bilitated patients, an initial paroxerine dosage of 1) mg daily 45 conventional
tublets or suspension or 12.5 mg daily as extended-release rablets is recom-
mended; if no clinicat improvement is apparent, dosage may be titrated up 1o
a moximum of 40 mg ditily [for conventional l.sblus or suspension) or 30 mg
(for exiended-releuasc 1ablers).

® Dosage in Renal and Hepatic Impairment  In patients wilh severe
renal or hepatic impairment, an initial paroxetine dossge of 10 mg daily as
conventional lablets or suspension or 12.5 mg daily as extended-release tablets
is recornmended. If no clinieal improveinent is apparent, dosage may be titrated
wilh caution up o a maximum of 40 mg daily (for conventional tablets or
suspension} or 50 my {for exiended-relesse 1ablets). (Sce Pharmmacokivetics:
Elimination and see Cautions: Preeautions and Contraindicatinns.)

B Treatment of Pregnant Women during the Third Trimester
Beeause some neonates exposed (0 paroxcline and other S8R1s or seleclive
serolonin- and norepinephrine-reuptake inhihitors (SNRIs) late in the third tri-
mester of pregnaney have developed severe complications, consideration may
be piven to eauliously Lapering paroxeline therapy in the third trimester prior
10 delivery if the drug is administered during pregnancy. (See Cautions; Preg-
nancy, Fedilily, and Lacialion,}

Cautions

The adverse effect profile of paroxctine is similar to that of other selective
serotonin-reuptake inhibitors {SSR1s; e.p., citalopram, escitaloprant, uoxetine,
fluvoxamine, sertraline). Paroxetine is commercially availahle in the US as
paroxetine hydrochioride {c.g., Paxil®, Paxil CR*} and as paroxetinc mesylate
(i.¢., Pexeva®). The main clinicnl studies with parexetine have been conducted
wilh paroxeline hydrochloride, and the incidences of adverse elfects reporicd
in this scetion are from clinical trials using (he hydrochloride salt. Becanse
paroxetine hydrochloride and paroxetine mesy late contain the same active moi-
iy (paroxetine), tolerability is expecied 1o be sitnilar berween the 2 different
salts. However, direct comparison sludies have not been conducted (o dale, and
the possibility that differences in tolerability between paroxetine hydrochloride
amd paroxetine mesylate may exist should be taken into consideration.

Beciuse paroxetine is a highly selective seroionin-reuptake inhibitor with
litle or no effect on other neurolransmitters, the incidence of some adverse
cfiects eormnonly associaled witlh iricyclic amidepressants, such as anticholin-
ergic effects (dry mouth, constipation), cardjovascalar effects, drowsiness, and
weighl gain, is lower in patients receiving paroxetine. However, cenain adverse
Gl (e.p.. nausea, anorexin) and nervous system (e.g., somnolence, unxiety,
nervousness, insomnia) effects appear to occur more frequently with paroxetine
und other SSRIs thant with tricyclic antidepressanis.

QOverull, the adverse cffect profile of paroxetine in patients with depression,
ohsessive-compulsive disorder, panic disorder, social phobia, generatized un-
xiety disorder, or postiraumatic stress disorder {FTSD) appears (o be similar.
In controlled studies, the most common adverse cifects occurring more [re-
quently in patients receiving paroxerine than in those receiving placebo in-
eluded nervous system effects sueh as asthenia, somnolence, dizziness, insom-
nia, tremor, and nervousness; G effecls such us nausen, decreused appetite,
constipation, disrthea, and dry mouth; impotence, ejaculatory dysfunction
(prineipally ejaculatory delay), and other male genital disorders; female genital
disorders (principally anorgasmia or difliculty reaching climax/orgasm); and
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sweating. The incidence of many of these adverse cffects appears to be dose
related in patients with depression; however, there was no cleor evidence of
dose-related adverse events in patiens with obsessive-compulsive disorder or
social phobia. In addition, there was no clear relationship between the incidence
of adverse events and dose except [or asthenia, dry mouth, anxiety, decreased
libido, tremor, and abnormal cjaculation in the treatment of punic disorder ang
asthenia, constipation, ond abnomial ejaculation in the treatment of generalized
anxiety disarder.

Patients receivinp paroxetine may develop tolerance to some adverse effects
{e.g., nuuseq, dizziness) with continued therapy (e.g., after 46 weeks); how-
ever, talerance is less likely o develop 1o other adverse effects such as dry
mouth, somnolence, and asthenia. During shon-term (6 weeks or less) studies,
nauses was the most common edverse effect, whereas during long-lerm swdies,
headache, sweating, weight gain, and conslipation were among the most com-
mon. Discontinuance of paroxetine therapy was required in 20% of patients
with depression, about 16% of patiems with social phobia, about 12% of pa-
lients with obsessive-compulsive disorder or PTSD, about 119 of patients with
generalized anxiety disorder, ond shout Y55 of paticnts with panic disorder in
clinical trials, principully because of adverse psychiatric {¢.p., somnolence,
insomnia, agilation, tremor}), other nervous system (e.g.. dizziness, asthenia),
Gl (c¢.g., nausea, vomiting, diarrhea, constipation, dry mouth), or male urogen-
ital {e.p.. ahnormal ejaculation, impotence} effects or because of sweating.

W Nervous System Effects  Somnolence, which appears to be dose re-
lated, is among the most common adverse effecis of paroxetine, occurring in
approximately 235 of depressed patients receiving the drug in short-lerm con-
trobled clinical trials. Somnolence reguired discontinuance of therapy in obouw
2% of patients.-Headache occurred in aboul 18 or 15% of patients receiving
piroxeline in short- or long-term comrolled clinical trinls, respectively. In ad-
dition, migraine or vascular headache has been reported in up 1o [% or less
than (1% of paroxetine-trealed p.un.m\. respectively. Asthenia, which also
appears 10 be dose related, oceurred in 15% of depressed palients receiving the
drug in shorl-term controlled clinical trials and required: dlsc.onnnuam.c of Lher-
apy in aboul 2% of patients.

Dizziness, which appears lo be dose related. occurred in about [3%% of
patients recciving paroxetine in shori-term controlied clinical 1rials. Insomnia
occurred in about 13 or 8% of patiems receiving the drug in shon- or long-
lerm controlled clinical trials, respectively. Howeber, because insomnia is a
symptom aiso associaied with depression, relief of insemnia ond improvement
in sleep patterns may occur when clinical improvement ih depression becomes
apparenl during antidepressant thernpy. In clinical trals; less than 2% of pa-
tients discontinued paroxctine because of insomoia. .

Tremor occurmed in about 8%, nervousness or anxiety each in about 5%,
parcsthesia in about 4%, and agitation in about 2% of patients receiving pa-
roxetine in short-term controlled clinical trials. The incidence of tremor and
paresthesia may be dose related. Agitation and tremor cach resulred in discon-
tinuance of tbe drug in zbowt 155 of patients receiving the drug in clinical tnas.
Drugged feeling or confusion occurred in about 2 or 1% of patients. respec-
tively.

The incidence of seizures during puroxeune thernpy appears to be similar
1o that ebserved during therapy with most other currently availuble antidepres-
sunts. Seizurcs, inefuding lonic-clonje (grand mal) scizures, occurred in less
than 0,1% of pntients receiving paroxetine in clinical trinls. (Sce Caulions:
Precautions and Conlraindlications.) In addition, myoclonus has.been reported
in about 1% of patients receiving the drug.

Hypomania, mania, manic reaction, and manic-depressive reaction have
been repored in approximately 1% of patients receiving paroxetine in short-
or long-term conwrolled clinicai 1oals. which is similar fo the incidence reported
in patients reeeiving active conltrol agcnls (Le., other antidepressants). The in-
cidenee of these adverse cffeets was 0.3% in unlp()l.\r palicnls receiving pla-
cebo. In a1 subsel of patients elussified us having bipolar disorder, the incidence
of manic episodes was 2.25 in patients receiving paroxetine and 11.6% in
patients receiving other antidepressants. (See Cuutions: Precautions ind Con-
traindications.) Such reactions hove occurred in patients receiving other anti-
depressant agents and may be caused by antidepressam-induced functional in-
ereases in caleeholamine activity within the CNS, resulting in 4 “'switch" from
depressive o manic behavior. There is some evidence that patients with hipolar
disorder may be more likely to experience antidepressant-indueed hypomanic
or maoic reactions than patients withoul cvidence of this disorder. In addition,
limited evidence suggests thal such reaetions may occur more frequently in
bipolar depressed palicals receiving tricyclics and 1etracyclics {c.g., maproti-
line, mianserin [nol commercially available in the UST) than in those receiving
S5RIs (e.g., citalopram, escitalopram, fluoxeline, fluvoxamine, paroxetine, ser-
traline}, However, [urther studies are neceded to confinm 1hese initial findings.

Amncsia, CNS stimulation, impaired concentration; precipitation or wors-
ening of depression, emotional lability, snd vertigo each have been reported in
at least 1% of patients receiving paroxetine; however, a causal relationship 1o
the drug has not been established. Abnommal thinking, lack of emation, neu-
rusis, paralysis, paranoid reaction, alcohol abuse, depersonalization, delirium,
euphoaris, hallucinations, hostility, otexia, dyskinesia, hypcrkinesi.l. hype*:!he-
sia, hypokmesm and incoordlinalion have been reported in up to 15 of polients
reeeiving the drug, although these adverse effects havc not been defimitely
attributed to paroxeline.

Extrapyramidal reactions associated with paroxctine, whiett are yneommon,
uppear to be a class effeel of SSRIs and dose related. Reactions occurring eardy
during therapy with the drug may be secondary to precxisting parkinsonian
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syndrome and/or concomitant therapy. Paroxetine and other SSRIs have been
associated with the development of akathisia, which is characierized by an inner
sense of restlessness and psychomotor agitation such as an inability 1o sit or
stand still wsually associated wilh subjective disiress. Akathisia is maost likely
to occur within the first few weeks of therapy with these drugs, O1her cxiro-
pyramidal symptoms reporied in paticnts receiving parexeting include dystonia,
bradykinesia. copwheel rigidity, hyperionia, oculopyric erisis (associaied with
concomitant use ol piniozide), iremor, and tAsmus; however, a causal relation-
ship to the drug has nat been established.

Adverse nervous syslem effects reported in [ess than O.[% ol patients re-
ceiving paroxcline include akinesia, antisocial reaction, aphusia, choreoathe-
10sis, circumoral paresthesias, delusions. drup dependence, dysarthria, laseic-
ulations, gait abnormalities. hyperalgesin, hypereflexia, decreased reflexes.
hysleria, meningitis. myelitis, neorulgra. neuropathy, nystagmus, psvehotic de-
pression, siupor, and torticollis; these effects have nol heen definitely auributed
to the drup. Fatigue also has been reported. Although a causal relatienship to
the drug has not been cstahlished, serotonin syndromne and neuroleptic malip-
nant syndrome {NMS)-like reactions nlso have been reported rarely in paticnts
recetving paroxeline, other SSR1s, and selective serotonin- und norepinephrine-
reuptake inhibitors, (See Caurions: Precautions and Contraindications, Drup
Interactions: Serotonergic Drugs, and Acule Toxiciy.)

Swawws epilepticus has been reported during postunacketing surveillance in
putients receiving paroxctine, although a causal relationship 1o the drug has nat
heen established. Guillain-Barré syndreme hins been reported rarely in associ-
ulion with parexetine; however, a causal relationship 1o Ihe drug has nol been
clearly established,

Withdrawal Effects  Wilhdrowal syndrome. manifested ns dizziness,
hlurred vision, sweiking. nausca, insommia, tremor, confusion, lethargy, insom-
niu, sensorv disturhances, anxiely or nervousness, headachie, paresthesias, hy-
poranic-like symptoms (ineluding hyperactivity, decreased need for sleep, ir-
ritahility, agitation, nggressivencss, volatility, ¢xplosive vocal and temper
outbursts), und ego-~dysionic impulsive hehavior {including shoplifting. homi-
eidal impulses, suicidal impulses and ELH‘W[’L.‘;) following discontinuance of the
drug, also has been reporied in less than 0,15 of patients receiving pdl’O‘(LllnL
Although manifestations ol withdrmwnl generully have been mild. 1ransient and
sell-limiting. ahrupt discontinainee ¢f the drug should be avoided. Some evi-
dence sugpgesis thar the risk of withdrawal elfects may be somewhat greater
with pacoxetine than sertraline: fluoxetine appears o be associated wilh be
fewest withdrawal effects, possibly because ol its prolonped elimination half-
life. Additional clinical experience is neeessary o confirm these findings, (Sec
Chronic Toxicily.)

Suicidality  The US Food und Drug Administration (FDA} has deter-

mined that antidepressonty inercase e sk ol suicidal thinking and behavior
(ﬂuicid.nlil)] in children, adolescents, and young adults (1824 years of age)
with mujor depressive disordes and other psychiairic disorders. Paticnts, there-
fore, should be appropriately monitercd and closely observed for clinical wors-
ening, suicidality, and unusual chunges in behavior, particularly during initia-
lion of paroxeline therapy (i.e.. the firs) few months) and during periods of
dosape adjusimenms. (See, Cautions: Precaulions and Comraindicutions. Cau-
tions: Pediatric Precautions. and Acule Toxicily.)
B GIEffects Likeother SSRIs (e.g.. citalopram, escitalopram, Muoxetine.
Mluvoxamine, sertraline), paroxetine therapy is assoeiated with a celatively high
incidence of GI disturbances, principally nauseu, dry mouth, and bowel sh-
normalities. The most [requent adverse effect associased with paroxetine ther-
apy is nausen, which occurred in aboul 26% of patients receiving the drug in
controlled clinica? trinds. Nausea generully 15 mild to moderate in severiry md
usually subsides after a few weeks of conlinued therupy with the drup. The
incidence of nousca appears 1o be dose related. In elinicul trials, nausea required
discontinuance of paroxeling in about 3% of patients and was the most [requent
adverse effect requiring discontinuance ol the drug, Overall, ndverse Gl elTects,
principalky nauseq, required discontinnanee of paroxetine therapy in about 6%
of patients receiving the drug in clinical trials. While the mechanisin(s) of
paroxeline-induced GI effects has not been fully elucidated, they appear o arise
at least in pan beeause of increased serotonergic activily in 1he GE tract (which
may result in stimulation of small intessine makility and inhibition of gastric
and large intestine wotilityy and possibly hecause ef the drug™s efTect on central
scrolonerpic 1ype 3 (5-HT,} rc.r:cplnr'i

Dry mouth occurred in about L8S%, constipation in about 4%, diarrhea in
aboul 12%, und decrensed appelite in aboul 6% of putients receiving paroxetine
in shor-termy comralled clinical nals. Oher adverse GI effects associated with
parexeline thernpy include Matulence. which cceurred in 4%. and vomiting,
which oceurred in ubour 29 af patients recejving the drug in short-ferm con-
trolled clinical rrinls. Vomiting generully is inild to moderate in severity and
required discontinuinge of the drug in about 1% of patients receiving the drug
in comrolled tnals. Oruph.lryn;:cnl disorders (principally lump or tightness in
the 1hroat), taste perversion, and dyspepsia were reported in aboul 2% .and
abdominal pain and increased appelite were reported in uf Jeast [% of patients
receiving puroxetine, The incidence ol constipation, anorexia, decreased ap-
petite, azd dry mouth appear o be dose reluted.

Althouph a causal relitionship to purexetine has not been estublished, brux-
ism, colitis, dysphagia, cruetation, gastroenieritis, gingivitis. glossitis. incrensed
salivation, rectal hemorrhage. and uleerative stomatitis hive been seported in
up o 1% of paticnis ru.cwml_ Lhe drug. .n‘\phlhou:a stomatitis, stomatitis, esoph-
agitis, duodenitis, enteritis, peptic or gastric uleer, ileus, peritonitis, hemale-
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mesis, bloady diarrhea, intestinal obstructian, feeal impaction or incontinence,
melena, buliniia. cholclithiasis, 1ongue discaloration, tongue edema, mouth ul-
ceration, loss of tasle, gingival hcmorrlmgc ‘sulivnry gland enlargement. und
dental caries have been reported in less than (1% of patients recciving parox-
cline. In addition. laryngismus has been reporied during postmarkeling sur-
veillance. However, 1hese adverse effects huve nol been definitely attribuied 10
the drug.

Epidemiologiv cuse-control and cohort design studics have suggesied that
SSRIs may rncrease.lhe risk of upper GI bleeding. Although the precise mech-
anism [lor this increased risk remains to be clearly estublished, serotonin release
hy piaiclets is known 1o play un important role in heinostasis, and SSRIs de-
crease scrotonin uplake from the blood by pliatelets therehy decreasing the
amount ol serolonin in platelets. In addilion. concurrent use of aspirin or other
nonslereidal anti-inAammatory drups was found 10 subsiamially increase the
risk af GI bleeding in patients receiving SSRIs in 2 of these studics. Although
these studies locused on upper Gl bleeding. there is evidence sogpesting that
bleeding m other sites may be similarly potentiated, Further clinical studies are
needed 10 determine the clinical importance of these lindings. (See Cautions:
Hemaiologie Eflects and see also Drug Interactions: Drugs Affecting Hemo-
s1asis.)
® Dermatologic and Sensitivity Reactions  Rash. which may be
maculopapulac or vesiculobullous, has been reported in about 2% of puticnts
receiving paroxetine in short-lerm controlled clinieal Inals. Pruritus has been
reported in al least 150 of patients receiving the drug, In addition, ullergic
reacliens have been reported in up to 150 of paients in clinical rials, and
allergie alveolitis and anaphylasis bave been reported during postmuarketing
surveillance. However, these adverse effects have not been definitely atributed
Lo paroxctine,

Adverse dermintologic effects reparted in up to 140 of patienis receiving
paroxetine include acne, alopecia, contact dermaiilis. dry skin, eczema, hemes
simplex, photosensitivily, and urticarta; however, these wdverse eflects have
not been definitely attributed to the drug. Anpinedema, erythema nodosumn,
erythema mwuhiforme, exfoliative dermatitis, fungal dermatitis, furunculosis,
herpes zoster, hirsutism, maculopapular rash. seborrhea, skin discolomtion,
skin hypertrophy. decreased swc.nink and -skin uleer hawve been reported in
less than .1%6 of patients receiving the drug. [n addition. toxic epidermal
necrolysis has been reported rarely.

Swealing occurred in about 11~12% of putieuls receiving purexetine in
short- or long-term controlled elinical trials and required discontinuanee of
therapy in approximaicly 15 ol patients. The incidence of swealing appeurs Lo
be dose relyed.

B Metabolic and Endocrine Effects  Weiglh gain occurred in al Jeast
1% ol patients receiving paroxetine in controtled clinical triats. White clinically
important weight loss may occur in some patients, only minimal weight loss
(averaging 0,45 kg) generally oceurred in up w 7% of patienus receiving
paroxetine in controlled cliniead trials. In addilion, while decreased appetile
was reported in aboul 6% of patients receiving parexetine in short-term elinical
Irials, the drug, unlike ffuoxetine, does not appear lo exhihit clinically impostant
anorcclic effects. ,

Ketosis and increased LDH vonvenirations have also been repaned in less
than 1% ol paraxetine-treated patients, although a eausal l'Cld[iOl'l'x‘h'lp 1o the
drug has not been established. Thirst'has been reported in up o 1% ol palients
receiving paroxetine, although a causal relwionship 1o Lhe drug hios not been
established. Adverse effecls reported in less than 0.10% ol patienls receiving
the drug include goul, hypercholesteroleinia, hyperglycemia. hypoglyeemii.
and increased creating kinase (CK, creatine phosphokinase. CPK). gumma
globulin and nonprotein nitrogen concenirutions; however, these adverse cf-
fects also have not been dehnitely auributed to parosetine.

Diabetes melliws, goiter, hyperthyroidism. hypothyroidism, thyroiditis, and
symploms 'iuj_!,\_.L'itiVL‘ of pro[aclinunia and galactorrhes have been reported in
less than 00156 of patients receiving paroxetine; however, these adverse effects
have not been definitely agtributed to the drug.

m Qcular and Otic Effects  Blurred vision, which appears 10 he dose
relared, occurred in abous 4% ol patients rcceiving paruxcline i controlled
clinical rinis. Adverse oeulur effects reported in up to 156 of patients receiving
paroxetine include sbnonmnality of accomnedation, eonjunctivitis, acular pain,
mydriasis, and keratoconjunctivitis. Although a causal relationship 1o paroxe-
ling has nol been esiablished, ainblyopia, blcpharitis, diplepia, cataracl, con-
junctival edema, comeal ulcer, exophihalmos, ocular hemorrhage, glwcoma.
photophobia, night blindness, prosis, relinal hemosrhage. and visual Geld de-
fect, have been reported in tess than 0.15% of patiems receiving 1the drug. An-
isocoria and optie neuritis also have been reported in ar least ane pacoxerine-
treated patient; these adverse ¢ffects have not been detinitely attributed 1o the
drug. .
Tinniwg oceurred in at lcast 156 of patients receiving paroxetine in con-
trolled elinical trials. Otic pain or otitis medis has been reporied in up 10 1%
ol paticnis recciving paroxetine. Dealness, hyperacusis, olitis exierna, and pur-
os1nin have been reporned in less than (1% of pistients.

® Cardiovascular Effects  Puaruxetine does net exhibit clinically im-
pornant anticholinergie activity, and current evidence suppests that pirgxetine
is less cardiotoxic than mest older antidepressant agents (e.p., wicyelie ani-
depressanls, moneamine oxidase inhibitors),

No clinically important chunges in vital signs (sysiolic and dinsiolic blood
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Paroxetine ELECTIVE
pressure, hesrt rate) were uhserved in paliems receiving paroxetine in con-
trolled iriuls, Unlike tricyclic antidepressants, which may cause characleristic
ECG changes such us profongation of PR, QRS, and QT intervals and ST-
segment and T-wave ahnormalities, clinically imponant ECG changes have not
been reporied during controlled clinicat trials in paroxetine-treated patients,
However, small bul statistically significant QRS widening was reporied with
paroxetine relalive lo placebe in one study, and ECG changes oecasionally
have heen reported in healthy individuals and patients reeeiving the drug. In
addition, the relative safety of paroxetine in patients with underlying cardiac
disease remains to be more fully clucidated,

Palpitation and vasodilation each have been reported in aboul 3% of pa-
lienls receiving paroxeling in shorn-term controlled elinical trials. Unlike tri-
cyclic antidepressants, paroxetine has been associaled with hypotension {e.g.,
orthosiatic) infrequently; in short-lerm controlled clinical trias, orthostatic hy-
potension occurred in at least 1% of patients receiving the drug. Chest pain
also occurred in about 1-2%¢ of patients in such 1rals. Hyperension, syncope,
and tachycardia also have been reported in at lesst 1% of patients receiving
puroxelinu Bradycardia and generalized peripheral and facinl edema have been
repuried in up te 1% of patients receiving the drug, although a definite causal
relationship Lo paroxetine has not heen established. Angina pecioris, myocardial
tschemia, myocardiat infarclion, cerchral ischemia, cerebrovascular accideut,
pallor, congestive heart failure, low cardiac output, arrhyithmia nodal, supra-
ventricular or ventricular extrasysioles, atrial fibrillation, hear block, bundle-
branch hlock, pulmon.lrv embolus, thrombosis, phlebitis, and varicose vcins
have heen reporied in less than 0.1% of palients receiving paroxetine; these
adverse effects have not been definitely attribmed to the drug,

In addition, ventricular fibrillation, veniricular lachycardia {including tor-
sades de pointes), und pulmonary hypertension have been reported during post-
marketing surveillance; however, these adverse elfects have not been delinitely
atiributed (o paroxetine. )

® Musculoskeletal Effects  Myopalthy or.myalgia occurred in abowt 2%
of patlenls receiving paroxeline in short-1erm controlled clinical rials, In ad-
dition, arthralgia has been reporied in at least |5 ol patients reeeiving the drug,
Myasthenia or back pain was reported in about 1% of patients receiving the
drup in such wials. Arthritis or neck pain has been reporied in up (o 15 ol
patients receiving paroxeling, although a causul relationship to the drug has not
heen established. Arthrosis, bursitis, myositis, neck rigidity, oslcoporosis, gen-
cralized spasm, tenosynovilis, and telany have been reported in less than 0.1%
of patiemts receiving paroxeting; these adverse effects have not been definitely
attributed Lo the drup.
m Hematologic Effects  Ancmia, eosinophilia, leukocytosis, leuko-
penin, ecchymasis, and purpura have been reponied in up to 1% of patients
receiving paroxcline, although a causal relationship Lo the drug has not been
established. Altered platelet function and abnommal bleeding also have been
reported. The manufacturers stale thal. there have been several cases of abnor-
mal hleeding tmostly ecchymosis and purpura) and a case of impaired plaelet
agpregation in patienls receiving paroxetine to date. In one woman, widespread
bruising developed on the arms, legs, and hips 15 days after paroxetine therapy
wils begum; the bruising subsided following discontinvance of the drpg. In
ianother female patiens, spontaneous bruising of the arms and legs and excessive
menstrual blood loss developed 2 wecks aller starting paroxetine therapy; ad-
dition of ascorbic acid 500 mg daily improved the bleeding afier 3 weeks but
suhsequent discontinuance of ascorbic acid led to a gradual recurrence of these
symptoms, Similar reactions have been reporied in several patients rocciving
other 58Rls {e.p., lluoxerine, Nuvoxamine, sertraline). Alithough the precise
mechanism [lor these teactions has not been established, it has been, supgpested
that iwpaired platelel aggregmion causcd by platelet serotonin depletion and/
or increased capillary fragility moy contribute to these cases. (See Cautions:
Gl Effects and see also Drug Interactions: Drugs. Affecting Hemostasis.)
Althpugh o causal relationship o the drug has not been established, be-
molytic anemia, impaired hematopoiesis (including aplastic anemia, pancylo-
penia, hone marrow aplasia, and agranulocyiosis), porphyria, and thrombocy-
lopenia have heen reported during postmarketing surveillunce in palients
receiving paroxetine, Abnoennat erythrocytes or'lymphocyles; prolonged bleed-
ing time; hypochromic anemia, iron-deficiency anemia, microcytic anemia, or
normm.ytiu anemia; cosinophilia, leukoeytosis, lvmphmcylosis, und monocy-
tosts cach have heen reported in less than 0.1 % of patienis reeeiving paroxeline;
these adverse effects have nol been definitely aributed 1o the drug.

B Respiratory Effects  Respiratory disorders (principally cold symp-
toms and npper respiratory infections), pharyngilis and other oropharyngeal
disorders (sensution of having a lump or tlightness in the throat), increased
cough, rhinilis, and sinusitis have been reported in al least 1% ol paticnts
reeeiving paroxetine in short-term controlled clinical trials. Yawning oecurred
in about 4% of patients receiving the drug.

Adverse elfects reported in up o 1% ol paticnts reeeiving paroxetine in-
clude asithma, dyspuen, epistaxis, hypervenlilalion, bronehitis, pneumonia, and
respiratory inflluenza; however, a causal relalionship (o (he drug has not been
established. Other adverse respiralory effects reported in less than 0.1% ol
patients receiving paroxeline include émphysema, hemoplysis, hiceups, lung

fibrosis, pulmoenary edema, increased spulum production, stridor, and voice

alicratiou; these adverse effects have nol been definitely aitributed 10 the drug,
Pulmaenary alveolitis has been reported rarely.

B Renal, Electrolyte, and Genitourinary Effects Sexual
Dysfunction  Like olher SSRIs, adverse effeets on sexual funetion have
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been reported in both men and women receiving paroxeting, Although changes
in sexual desire, sexunl perfurmauce, and sexuval satisfaction ofien oceur as
munifestations of a psychiutrde disorder, they also may cccur as the result of
pharmacologic therapy. It is difficult to determine the rue incidence and se-
verity of adverse eflects on sexual function during paroxetine therapy, in pan
because patients and clinicians may be reluctant to discuss these eflects. Therc-
fore, incidence data reported in product labeling and carlier studies are most
likely underesiimates ol the true incidence of adverse sexual effects, Recent
reports indicute that up to 505 ol patients receiving SSRIs describe some [orm
of sexual dysfunction during 1reatment und the actual incidence may be even
higher, Resuits of some {but not all) swudics in men and women suggest shat
paroxeline may be associated with a higher incidence of sexual dysfunction
than some other currently available SSRls.

Ejuculmory disturbances {principally ejaculatory delay), which appear 1o
be dose relaled, are 1he most cemmon adverse uregenital effecis associaled
with parexetine in males, reporied by the manufacturer as occurring in about
13-28% of male patients receiving the drug compared with 0-2% ol patients
receiving placebo in comrolled clinical siudies for the treatinent of depression,
obsessive-compulsive disorder, panic disorder, social phohia, generalized nn-
xiely disorder, or posiraumatic stress disorder. Abnormal ejaculation was a
reason [or drug discontinuance in up o about 5% of patients in thesc controlled
clinical studies, However, the ndverse effect of ejaculatory delay has been vsed
for therapeutic henefit in the tremment of premature ejaculation. (See Uses:
Premature Ejaculation.)

Decreased libido was reported in 6-15% of male patienis receiving parox-
cline in controlled clinical studies for the treatment of depression, obsessive-
compulsive disorder, panic disorder, social phobia, generalized anxiety disor-
der, or PTSD compared with 0-5% of males receiving placebo. In these studics.
impoicnce was reporied in 2-9% of male patients receiving paroxeline com-
pared with 0-3% ol inales receiving plaaho

In female patients receiving paroxetine in controlled clinical studies tor the
treatment of depression, nbsessive-compulsive disorder, panic disorder, social
phobit, generalized .\nxicly disbrder, or PTSD, decrcased libido was reported
in (9% of those receiving paroxcline comparcd with -2 of women receiv-
ing placebo. In these studies, orgasmic distuerbances were reported in 2-9% ol
female patients receiving the drug conpared wuh 0-1% of female palienis
receiving placebo.

Increased libido has been reported in up to 1% of patients receiving parox-
etine, Other reported adverse sexual effects include anorgasmia. erectile diffi-
culties, and delayed orgasm. Priapism also has been reperted in male patienis
receiving the drug.

Results of some {(bul not all} studies in men and women suggesl lhdl pd-
roxetine may be associated ‘with a higher incidence of sexnal dysfunc.lmn (han
some other currently available’ SSRIs, including citalopram dnd sertraline.
Since it is difficult lo know the precise risk of sexual dysfunction .lS\(l;,[‘|l(:d
with serotonin-reupiake inhibitors, clinicians should reutinely inquire ‘about
such possible adverse effects in pitients receiving these’ drugs.

Management of sexual dyt.fum[mn caused by SSRI (herapy ivicludes wait-
ing for tolerance to develop; using & lower dosage of 1he drug; using drup
holidays; delayirig adininistration of the drog unlil after eitus; or changing to
another antidepressant. Although [urther :.ludy i% needed, there is some evi-
dence that adversé sexual-effects of SSREs may be reversed by concomttant
use ol certain drugs, including buspirone, 5-hydroxytryplimine-2 (5-HT.} re-
ceplor antugonists {e.g., nelazodone), 5-HT, recepior inhibitors (e.p., granise-
tron), or a.-adrenergic receplor antagonists (e.g., yohimhine), selective phos-
phadiesterase {PDE) inhibilors (¢.g., sildenafil), or dopamine receplor-agonists
(e.g., ‘amantadine, dextroampletamine. pemeline [no longer commercially
available in the US], methylphenidate). In most patients, sexual dysfunction is
fully reversed 1-3 days afier discontinuance of the anlidepressant.

Othrer Renal, Electrolyte, and Genitourinary Effects  Treatment
with SSRIs, incInding paroxetine, and selective serotonin- and norepinephrine-
reuplake inhibitors (SNRIs) may result in hyponatremin. In many cases, this
hypenatremia uppears to be due lo the syndrome of inappropriate antidiuretic
hormone secretion (STADH) and was reversihle when the SSR1 or SNRIT way
diseontinued. Cases with serum sodinm concentrations lower than 110 mEqg/L
have been reported. Hyponatremia has been reported (oflowing paroxeling
ovérdosage in a periatric paticnt. Hyponatremia and STADH in patients receiv-
ing SSRIs nsually develop an average ol 2 weeks afler initiating therapy (range:
3-120 days). Gerialric individuals and patients receiving dinretics or who are
otherwise volume depleted may be at preater risk af developing hyponatremia
during therapy with SSRls or SNRIs. Discominuance of paroxetine should be
considered in patients with symptomatic hyponatremia and appropriate medieal
intervention should be instituted. Because geriatric parients may be at increased
risk for hyponatremia associated with these drugs. clinicians prescribing pa-
roxetine in such patiems should be aware of the possibility that such reactions
may oecur. In addision, periedic meniloring of serum sodium concentrations
(particularly during the lirst several months) in gerimric patienls receiving
SSRIs has been recommended by some clinicians,

Hyperkalemia; hypercalceinta, hyperphosphatemia, dehydration, increased
BUN, hypocaleemin, and hypokalemia huve been reported in less than (.19
of patients receiving the drug: however, these adverse eflects have no been
definitely auributed 10 paroxetine.

Urinary frequency and urinary disorders {principally difficulty with mie-
Lurition or urinary hesilaney) bave been reported in about 3% of palienis re-
ceiving paroxetine in shori-lerm controlled clinical trials, Although a delinite
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causal relationship to puroxciine has not been established, amenorrhea, breast
pain, menorrhagta, cystitis, urinary Lract infection, dysuria, hemumuria, nocturin,
pelyuriy, pyuriu, uriniary incontinence, urinary relentien, urinary urgency, and
vaginilis have been reported in up 10 155 of patients receiving the drug. In
addition, spontuncous abortion, breast wirophy, vaginal hemorrhage, metror-
rhagin, ulerine spasm, oliguria, urethris, salpingitis, arinary easts, renal cnl-
cufus, renal pain, nephritis, vagiual candidiasis, female faciation, fibrocysiic
breust, mastitis, and epididymitis have been teported in less than 0.1% of pu-
tients receiving paroxetine; however, these adverse eflfects have not been def-
initely attributed to paroxetine. Breast enlargement also hos been reported in
some women receiving chrouic therapy with paroxetine or other selective se-
yolonin-reuptake inhibilors. In one study, spproximately 40% of patients re-
ceiving either selective scrolonin-reuptuke inhibitors or venlafaxine reporied
some degree of breast enlargement: most patienis with breast enlargement also
experienced weight pain, and secum proluctin concentrations were increased in
the paroxetine-treated women in this stady.

In wddition, acate renal failure and cclampsia also huve been reporied during
postmisrketing surveillanee in patients receiving paroxetine; however, these ud-
verse eflects have not been definitely attributed to the drug.

m Hepatic Effects  Abnormal liver [unction test resulls, including cle-
vitions in serum ALT (SGOT) and AST (SGPT) concenimions, have been
reporied in up to 1% of patients receiving paroxetine, and meely have been a
reason for drug discontinuance. Elevated scrum alkaline phosphatase concen-
tralions, bifirubinemia, fiepatitis, ascites. and jaundice have been rcporied in
less than (L16% of patients receiving the drug. In‘addition. death resuliing from
liver necrosis and substanially clevaled serum aminotransferase (Iransaminase)
concentralions associated with severe liver dysfunction huve been reported
rarely.

o Other Adverse Effects  Fever, influenza-like symptoms. infections,
and rauma oceurred in ak leust 26 of paticnts Feceiving paroxetine. In nddition,
chills, influenza, lymphadenopathy. und malaise have been reporied in up io
157 of patients receiving the drug. Adrenergic syndrome, cellulitis, lymph-
cdema, moniliasis, pelvic pain, and sepsis have been reported in less than 0.1%
of patients receiving the drug, but a definite cnusal retationship 10 parexetine
Itz not been established. Pancreatitis alsu has been reponied during posimur-
keting surveillance in association with parosetine; however, a causal relation-
ship to the drug hes net been elearly established.

W Precautions and Contraindications  “Worsening of depression and/
or the emergence ol suicidal ideation and behavior (suicidality) or unusual
clriinges in behavior imay occur in both adult and pediatric (see Cautions; Pe-
diatric Precautions) patients with 1najor depressive disorder or other psychiatric
disorders, wheiher or not they are taking antidepressants. This risk may persist
until clinically important remission occurs. Suicide is a known risk of depres-
sion and certain ather psvehiateic disorders, and these disorders themselves are
the strongest prediclors of suicide, However, there has been a long-standing
concemn that antidepressants may have a role in inducing wossening of depres-
sion and the emerpence of suicidality in certain patients during the carly phases
of freatrnent. Pooled annlyses of shor-term. placeba-controlled studies of un-
tidepressants (i.c., selective serotonin-reuptake inhibitors and other anlidepres-
sunts} have shown an increased risk of suicidality in children. sdolescents, and
young adults (18-24 years of age) with major depressive disorcder and other
psychialric disorders, An increased quiLidaIiiy risk wits not demonstrated with
antidepressants compared with placebe in adulls elder than 24 years ol age and
a reduced risk was observed in adults 65 years of age or okder, It Is currently
unknown whether the suicidality risk extends (o longer-tenm use (i.e., beyond
severul snonths), however, there is substantial evidence from placebo-con-
trotted matnieaance terals in adulls with major depressive disorder that ant-
depressints can delay the recurrence of depression.

The US Food and Drug Administration {(FDA) recommends thar ali patients
heing treated wish amidepressants for uny indication be appropriately moni-
fored and closely observed Tor clinienl worsening, suicilality. and unusual
changes in bebavior, particularly during initintion of therapy (i.e.. the first few
months) and during periods of dosage adjusiments, Families and caregivers ol
patienis being treated with antidepressants for major depressive disorder or
other indications. both psychiatric and nonpsychiatric, also should be advised
o monilor patients on i daily basts for the ernergeuce af agitation, rritability,
or unusual changes in behavior, as well as the emergence ol suicidality, and to
report such symptoms immedistely to o health-care provider.

Although a causal relationship between (he emergence of symptoms such
as anxiety, agilation, panic attacks, insvmnia, irritability, hostilily, apgressive-
ness, ympulsivity, akathisia. hypomania, and/or mania nnd either the worsening
of depression and/for the emergence of suicidal impulses hies not been estab-
lished, there is concemn that such symptoms may represent precursors [o emerp-
ing suicidality. Cansequently, consideration should be given to changing the
therapeutic regimen or discontinuing therapy in patients whose depression is
persistently worse or in patients cxperiencing emergen| suicidility or symploms
that might be precursors to worsening depression or suicidality, particularly il
such nranifestations nre severe, abrupt in onset, or were not parl of the patient's
presenting symptoms, [ a decision is made to discontinue therapy, paroxetine
dosage shauld be wapered as rapidly as is feasible but with recognition of the
risks of abrupt discontinuance. (See Dosape and Administration: Dosage.) FDA
also recommends that the drugs be preseribed in the smallest quuntity consistent
with good pmicm management, in order 1o reduce the risk of overdosape.

Juis generally believed (though nol established in conirolled 1rials) thal
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trealing a niajor depressive cpisede with-an antidepressant alone may increase
the likelihood of precipitating a mixed or manic episode in paticnts at risk lor
bipolar disorder, Thercfore, patients should be adequately screened for bipolar
disorder prior o iniliating treatinent with an antidepressant; such screening
should include a detailed psychintric history {c.g.. fanily history of suicide,
bipolar disorder, und depression).

Polentially iife-ihreatening serolonin syndrome or neuroleptic malignani
syndrome (NMS)-like reactions have been reported with §SRIs. including pa-
roxcline, und sclective serolenin- and norepinephrine-rcuplake inbibitors
(SNRIs):alone, but particularly with coneurrent adntinistration of olher sere-
ionergic drugs (including serolenin |5-hydrexyiryptamine; 5-HT] type 1 recep-
1or agonists [“triptans”]), drugs that impair the metabolism of serolonin {e.g..
monoamine oxidase [MAO] inhibitoss), or antipsychotic agenis or other do-
pumine antagonisss. Manifestmions of serotonin syndronie may include mental
status changes te.p.. agitation, hallucinations, coma). awtonomic instobility
(e, tachycardin, labile blood pressure, hyperthermia), neuromuscular aber-
rutions (e.g., hyperreflexia, incoordinution), und/or Gl symptoms (c.g., nausexd,
vomiling, diarchea}. [n its most severe form, serolonin syndrome may reseinble
NMS, which is charascierized by hyperthermia, musele rigidity, aulonomie in-
stahility with possible rapid Nluctuation in vital signs, and menial s1ais ehanges.
Patients receiving paroxetine should be monitored for the development of se-
rotonin syndrome or NMS-like signs and symptoos,

Concurrent or recent (i.e.. within 2 weeks) therupy with MAO inhibitors
used for reatnent ol depression is coutraindicated in patients receiving purox-
etine. Il concurrent therapy with pasoxetine and n 5-HT, receplor agonist {trip-
tan) is clinically wurranted, the patiesit should be Oh.\l,r\fcd carefully, particu-
larly during iaitialion of therapy, when dosage is increased, or wlhen another
serotonerpic agent is initialed. Concomitant use of paroxcline and serotonin
precursors {e.g., iryptophan) is not recommended. 11 signs and symploms of
seralonin syndrome or NMS develop during chequpy, lreaiment with paroxetine
and any cencarrently administered serotonergic or antidopaminergic agenls,
including antipsychotic agents, should:be discontinued inmediutely nnd sup-
portive and synplomatic treatnent shouid be-initisted. (See Drug Interactions:
Scrotonergic Drugs.)

Becuuse clinical experience with p.mucunu in patients wilh concorrent
systemic disease. including cardiovascular discase, hepatic impairment. or renal
impairment, is fimiied, caution should be excreised when paroxetine is adinin-
istered 1o patienls with sny systemic diseuse or condition that may sher me-
tabolism ol the drug or adversely affect hemodynamic Tunction. (See Dosape
and Administration: Dosage)) .

Because paroxeline may cause mydriasis, the drug should be used with
caution in patients with angle-closure glaucoma.

Paroxctine should be used with cawtion”in patients with severe renal or
Liepatic impaimment. sinve increased plasma concentrations of the drug may
ocewr in such patients. (See Pharmacokinetics: Elimination und see Dosage and
Administration: Dasape in Renal and Hepalic Impairmcnl )

Although current evidence sugpests that paroxetine is less cardiotoxic thun
mosl older aniidepressant agents (sec Cautions: Cardiovasculas Effects), ihe
safely of parosetine in patients with o recent history of myecardial infarciion
or unslable cardiovascular disease has not been adequately evalumed 10 dite.

Because of the potential for adverse drug interactiony, the manufactueers
recommend ehat padicnts receiving paroxeting be advised Lo notily their clini-
cian if they are laking or plan to take nenpréscription {over-the-counter) or
presceiption iedications or alcohol-containing beverages or preparations. Al-
though paroxeting hos not been shown 10 potentiuic the impaicment ol newal
and notor skills caused by aleehol, the manufacturers reconmrend tha patiems
be advised 10 avoid alcohol while receiving the drug.

 Paroxetine generally is Jess sedaling than mast other currently available
antidepressants and does not appesr (o produce substantial impaiment of cog-
nitive or psychamotor function nor to potentiale psychomotor impairment in-
duced by other CNS depressunts. However, patients should he causioned that
pasoxetine may impair their ability o perform aclivities requiring mental al-
ertness or physical coordination (e.p., operating michinery, driving a malor
vehicle), particularly wt dosages of 40 mg or more daily, and to avoid such
aclivities until (hey expericnce how the drup affecis them. In addition. the

possibitity that paroxetine may potentiate other (i.c.. nonpsychometor) adverse
nervous system effects of CNS dcpn_‘.sams should be considered.

The manufacturers recomrmiend that palients receiving paroxetine be ad-
vised tha while they may notice improvement within 1-4 weeks alter sturling
therapy, they should Lnnnnuc tierapy with the drup as direeted by their phy-
sician.

Seizures Iuve heen reported in patients reeeiving therapeutic dosages of
paroxctine. Because of timited expecicnec with paroxetine in patients with a
history of seizures. the drug should be used with caytion in such patients and
should be discontinued if seizures ocear.

Activation ol mania and hypommia has occurred in patients receiving ther-
apeutic dosages of paroxetine, The drug should be used with caution in pulients
with u bistory of mania. (See Cautions: Nervous Svslemn Effecis.)

Puaroxetine and other SSRIs have been associnted with the developmen of
akathisia, which is charucterized by i inner sense of restlessness and psycho-
motor agitatian such ns an inability o sit or stand still usually associated with
subjective distress, Akathisia is most likely 1o occur within the first few weeks
ol therapy with these drugs. I

Treatment with SS5RIs, including paroxetine, and selective scroionin- and
norepinephrine-revplake inhibitors (SNRIs} may resull in hyponatremia. In
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muny cases, this hyponatremia appeurs Lo be due 1o the syadrome of inappro-
priate antidiuretic hormone secretion (STADH) and was reversible when pa-
roxetine was discontinued, Cases with serum sodium concentrations lower than
110 mEq/L. have been repomed. Geriatric individuals and patients receiving
diurctics or who are otherwise volume depleted may be at greater risk of de-
veloping hypanatremia during therapy with SSRIs or SNRIs. Signs und symp-
toms of hyponatremia include headache, difficulty concentrating, memory im-
pairment, confusion, weakness, and unsteadiness, which may lead to falls; more
severe andfor acute cases have been associaled with hullucinations, syncope,
seizures, coma, respiratory arrest, and death. Discontinuance of paroxetine
should be considered in pariemis with symptomatic hyponutremia and appro-
priaic medical imervention should be instituted. (See Caulions: Renal, Eleciro-
Iyte, and Genitourinury Effecis und see also Cautions: Geriatric Precaulions.)

The munufacturers state that there have been several cuses of abnormal
bleeding (mostly ecchymesis and purpura) and a case of impaired platelet ag-
gregation in patieals receiving paroxctine. (See Cautions: Hematologic Ef-
fecrs.)

Because paroxetine is the aclive moiely in both puroxetine mesylale con-
ventional tablets {Pexevo®) and commercially available paroxeting hydrochlo-
ride preparations (e.g.. Paxil®, nonproprietary [generic] preparations), concur-
rent administration of paroxetine hydrochioride and paroxetine mesylate should
be uvoided.

Paroxetine is contraindicated in patients concurrenily receiving pimozide.
(See Drug Interactions: Pimozide.)

Paroxeting is contraindicaled in patients concomitanily receiving thiorido-
zine. (See Drups Metabolized by Cytochrome P-450 [CYP] 1D6 under Drug
Interactions: Drugs Undergoing Hepatic Metabolism or Affecting Hepatic Mi-
crosomal Enzymes.)

Parvxetine hydroehloride is consruindicated in patients concurrently receiv-
ing linczolid. (Sec Monoamine Oxidase Inhibitors under Drug Inteructions:
Serolonergic Drogs.)

-Paroxetine also is contraindicated in patients hypersensitive (o lhc drup or
any ingredient in (he formulation.

B Pediatric Precoufions  Safcty and efficacy of paroxetine in children
younger than |8 years of uge have nol been esiablished.

Paroxeline has not demonstrated efficacy in severil placebo-controlled tri-
als in 752 children und adolescents with major depressive disorder. Adverse
elfects reporied in at least 2% of the puroxetine-treated pediatric patients in
these trials and that'occurred at least iwice us frequently as in pediatric patients
receiving placebo included emotional lability (including sell-harm, suicidal
(houphts, stempied suicide, erying, and mood fluctuations), hostility, decreased
appetite, tremor, sweating, hyperkinesias, and agitation. Upon discontinuance
of paroxeline in these pediateic’trials following a taper phase regimen, adverse
events that occurred in at least 2% of the paroxetine-(reuted pedintric patients
and occurred at least twice as frequently as in pediatric patients receiving pla-
cebo included emotional lability (including suicidal ideation, suicide utempt,
mood changes, and tearfulness), nervousness, dizziness, nausea, and abdominal
pain.

In June 2003, the United Kingdom (UK) regulatory agency wamed clini-
cians w uvoid the off-label use of paroxetine for the treatment of depression
in children younger than 18 years of age. This action wus tuken in response tn
concern ubout a possible association between selective serolonin-reupiake in-
hibitors and suicidal behavior, which includes o broad range of sympioms rang-
ing from episodes of sell-harm 10 atiempied suicide. Proprietury dataexamined
by the UK regulatory agency showed a slight inerease in suicidal behavior
ameng patients who were randomly assigned 10 sclective serotonin-reupiake
inhibilor 1wearment, as compared with subjects who received placebo.

The US Food and Drug Administration (FDA) determined thag the available
data at thal time were not sufficient either to establish or (0 rale oot an asso-
ciation belween the use of these drugs and increased suicidal thouphts or actions
by pedialric patients. However, following the results of independem classifi-
cation and analysis of the suieidal events and hehuviors observed in conirolled
studics, FDA now wams that antidepressants increase the risk of suicidal think-
ing and behavior (suicidality) in children and adotescents with major depressive
disorder und other psychiatric disorders. The risk of suicidality for these drups
was idemiticd in a pooled analysis of duta from a total of 24 shomn-term (4-16
weeks), placebo-contrelled studies of % antidepressants (i.e.. paroxcline, bup-
ropion, citalopram, flugxetine, Nuvoxamine, minazapine, nefuzodone, sertru-
line. venlafaxine) in over 4400 children and adolescents with major depressive
disorder. obsessive-compulsive disorder (OCD), or other psychiatric disorders.
The analysis revealed a greater risk of adverse.cvents representing suicidat
behavior or thinking (suicidality) during the first few months of treatment in
pediatric patients reeciving anlidepressanis than in those receiving placebo.
However, n more yeecnt meta-analysis of 27 placebo-controlled trials of 9 in-
lidepressants (SSRIs and otkers) in patients vounger than 19 years of age with
major depressive disorder, OCD, or non-OCD anxiely disorders suppests (hat
the benefits of untidepressant therapy in treating these conditions mny cutweigh
the risks of suicidal behuvior or suieidal idealion. No suicides eccurred in 1these
pedintric (rials.

The risk of suicidality in thie FDA's pooled analysis differed across the
different psychiatric indications, with the bighest incidence observed in the
major depressive disorder studies. In addition, although there was considerable
variation in risk among the antidepressants, a rendeney toward an increase in
suicidality risk in younger patients was foend for almost all drups studied. It
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is currcmly unknown whether the suicidality risk in pediatric patients extends
10 longer-term use (i.c.. bevond several months).

As a result of this snalysis and public discussion of the issue, FDA has
directcd manufacturers of all antidepressants o add o boxed waming to the
labeling of their products to alert clinicians of this suicidality risk in childrea
and adolescents and to recommend appropriate monitoring and close obser-
vation of putients receiving these agents. (See Cautions: Precautions and Con-
traindications.) The drups that are the focus of the revised labeling are ali drugs
included in the generat class of antidepressants, including those that have not
been studied in controlled clinical trials in pedialric palients. since Lhe available
data are not adequaie 10 cxelude any single antidepressant from an increased
risk. In addition 10 the boxed waruing und other information in professional
labeling on untidepressams, FDA currently recommends thal o paticnt medi-
cation guide explaining (he risks associated with the drugs be provided 1o 1he
patient ench time the drugs are dispensed. Caregivers of pediatric patienls
whose depression is persistently worse or who are experiencing emergent sui-
cidalily or symptoms thar might be precursors (o worsening depression or sui-
cidality during antidepressant therapy should consult their elinician regarding
the best course ol action {e.g., whether the therapeutic reginen should be
chinged or paroxeline discontinued). Paticnts shionld nor discontinne wse of
paroxetine withonr first consulting their clinician: it Is verv importunt that
poroxetine not he abruptly discontied (see Dosage and Administraion: Dos-
ugel, as withdrawal effects may occir.

Anyone considering the use of puroxetine in a child or adolescent for uny
clinical use must balanee the potential risk of thecapy with die clinicul need.

m Geriatric Precautions  While safety and efticacy ol pargsetine in
periatric putients have not been established spcc1ﬁc..llly 1766 of paticnis (ap-
proximately 700} receiving the dmp for depression in clinical trials were 65
yeurs of age or otder. Alshough no averall differences in clficacy or the adverse
eifect prohie ol paroxeline were observed between geriatric and younger pa-
tients and other clinical experience revealed no evidence of age-relued differ-
ences, pharmacokineric siudies have revealed o decreased cleurance of parox-
efine in geriatric patients. {See Pharmacokinetics: Elimination. } For this reason,
the manulacturers and some clinicians recommend initiating paroxerine therapy
in paticnis 65 years of upe or older m a lower dosage thun in younger patients.
(See Dosage und Administration: Dosage in Geriatgic or Debilitated Patients,)

Geriatric paticnts appeur 1o be inore likely thun younger patients 1o develop
paroxeline-induced hyponutremia and 1ransient syndrome of inappropriate se-
cretion of anlidiuretic hormone (STADH). Thcrt.ﬁm. clinicians prescribing pa-
roxeline jn geriutric patients should be aware of the possibilily that such re-
aclions may oceur. Periadic monitoring (especially during the first several
wonihs) of serum sodiuin concentrations in geriolric patiems receiving the drug
has been recommended by some clinicians.

In studies comparing puroxetine und various tricyclic antidepressants, in-
cluding amitriptyline, clomipramine. and doxepin, in geriatric puticnls, parox-
etine was af least as effective and as well wlerated as or better lolerated thun
tricyclic antidepressanis, In addition, serum anticholinergicity of paroxetine
wus found o be substantially lower than that of nortriptyline in geriatric de-
pressed patients; complaints of dry mouth und tachycardia also occurred more
frequently in noctriptyline-treated patients than in those receiving paroxetine.
These findings iodicate that, at therapeutic plusma concemrations, paroseling
has approximately 20% the anticholinergic potential of nortriptyline in older
patients, Overall. paroxeting was Jess Itequently associawed with dry mouth,
somnelence, constpation, lachycardia, or confusion ihan tricvelic antidepres-
sunts, although cenain adverse effects {e.g., nausea. diarrhea, headache) were
morc commen with paroxeting, In geriatric patients with depression, pasoxeting
appeurs o be at leust us effeclive as fluoxeline.

In pooled dara analyses, o reduced risk of suicidality was observed in adulls
65 yeurs of uge or older with antidepressant therapy compared wuh placebo.
(See Caulions: Precautions and Conlraindications.)

As with other psychotropic drugs, periatric patients receiving anlidepres-
sunls appear (o have an increased risk of hip fracture. Despite the fewer car-
diovascular and anticholinergic eifects associated with seleclive serotonin-
reupiake inhibitors (SSRIsy, these drogs did not show any advanlage over
tricyclic antidepressants with regard to lip fracture in a case-control study. In
addition, there was litlle difference in the rates of lalls between nursing home
residents reeeiving SSRIs and those receiving tricvelic antidepressants in a
retrospective study. Therefore, all geriutric individuals teceiving cither type of
antidepressant should be considered to be at increased risk of falls and appro-
priate measures should be wken.

m Mutagenicity and Carcinggenicity  Paroxeline wis not mutagenic
in several in vitru tests inctuding the bacteriul mutation assay. mouse lymphoma
mutation assay, and unscheduled DNA symibesis assuy. The drug also was not
mutagenic in tests for eyrogenctic aberrations in vivo in mouse bone marrow,
in vitro in human lymphocyies. and in a dominant Jethal test in rats.

Studies o determinc the carcinogenic potentinl of paroxcline were per-
formed in mice receiving oral dosapes of 1. §, and 25 me/kg daily and in rats
receiving dosages of 1, 3, and 20 mg/ky duily for 2 years. In mice, the maximum
dosage was up to approximately 2.4 twmes the maximum human dose for de-
pression, social anxicty disorder, peneralized anxiety disorder, and PTSD on n
mg/m? basis, In rats, the maximum dosnge was up to approximately 3.9 times
the maximum human dose for depression on a mg/m? basis. Because the max-
imum recommended human dosage for depression, socinl anxicty disorder,
generalized anxiety disorder, and PTSD is slighly lower than that for obses-
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yive-compulsive disorder (30 versus 60 mg daily, respectively), the dosages
used in these carcinogenicity studies were only about 2 and 3.2 times the mux-
imum recommended humun dosage Tor obsessive-compulsive disorder in mice
and rals, respectively. A substantially greater number of male rats in the hiph-
dose group had reticulum cell sarcomas (1/100, 0/50, 0/30, and 4/50 [or conirol,
low-, middle-, and high-dose groups, respeciively), and a substantially in-
creased linear trend across dase groups was evident [or the uecurrence of lym-
phorcticular tumors in male rats. Female rats were not alTected. Although there
wis a dose-related increase in the nuinber of tumors in mice, there was no
drug-related inerease in the number of mice with tumors. The refationship of
these findings 1o human exposure to paroxetine is nok known.

m Pregnancy, Fertility, and Lactation  Some neonaies exposed 10
paroxetine and other selective serotonin-reupiake inhibiiors {SSRIs) or selec-
tive serotonin- and norepinephrine-reuptake inhibitors (SNRIs) late in the third
teimester of pregnancy have developed complications that occasionally have
been severe and required prolonged hospitalization, respirstory suppori, enteral
nutrition, and other forms of supportive care in special care nurseries. Such
complications can arise immedisicly upon delivery and usually Inst for several
days or up lo 2—4 wecks. Clinical indings reported (o date in lhe neonates have
included respiratory distress, cyanosis, apnen, seizures, lemperature instability
or fever. feeding difficully, delvdration, excessive weight loss, vomiting, hy-
poglycemia, hypotonia, hyperonia, hyperreflexia, tretnor, jitteriness, irritabil-
ity, lethargy, reduced or lack of reaction to pain stimuli, and constant crying.
These clinical fealures appear 1o_be consistent with either a direct toxic elfect
ol the SSRI or SNRI or, possibly, a drug withdrawul syndrome. It should be
noted 1hat, in some cases, Lhe clinicul piclure was consistent with serotonin
syndrome {sce Drug Inicractions: Seroronergic Drugs). When treating a preg-
nant woman with paroxetine during the third irimester ol pregnancy, the cli-
nician should carefully consider the potentiad risks and benefits of sueh therapy.
Consideration may be piven o cautiously tapering paroxetine therapy in the
third trimester prior to delivery if the drug is administered during pregnancy.
(See Dosage: Treatinent of Pregnant Women during the Third Trimester in
Dosage and Adminisiration.)

FDA stales thal decisions aboul management ol depression in. pregnant
women are challenging and that the patient and her ¢linician must carefully
eonsider and discuss the potential benefits and risks of SSRI therapy during
pregnuncy lor the individual woman, Two recent studics provide important
information on risks nssociated with discontinuing or conlinuing antidepressanm
therapy during pregnancy,

The first study, which was prospective, naluralislic, and longiludinal in
design, compared the polential risk of relapsed depression in pregnant wormen
with a history of major depressive disorder who discontinued or atiernpted 10
diseontinue antidepressant (SSRIs, tricyclic antidepressanis. or others) Lherapy
during pregnancy compared with thar in women who continued antidepressant
therapy throughout their pregnancy; all women were euthymic while receiving
antidepressant therapy at the beginning of pregnancy. In this study, women
who disconlinued antidepressant therapy were found Lo be 5 times more likely
1o have a relapse of depression during their pregnancy than were women who
continued 1o receive their anlldt_prc\'i.ml while pregnant, suggesting that prcg-
nancy does not protccl against a relapse of depression.

The second study suggests that infants exposed to SSRIs in [ate pregnancy
may have an increused risk ol persistent pulmonary hypeniension of the new-
bom {PPHN), which i3 ussocialed with substantial neonasal morbidity and mor-
tality. Persistent pulmonury hyperiension of the newbom occuss ut a rate of 1-
2 neonates per 1000 live births in the general population in the US. In this
retrospective case-control study ol 377 women whose infanis were born wish
persistent pulmonary hypertension of the newbomn and B36 women whose in-
fants were bom healthy, the risk [or developing persistent pulmonary hype:-
tension of the newbom was approxinately sixfold higher for infants exposed
to SSRIs after the twentieth week of gestaion compared with inlants who had
nol been exposed to SS8RIs during this period. The study was too small 1o
compare the risk of persistent pulinonary hypertension of the newbomn asso-
ciated with individual SSRIs, and the findings have nol been confirmed. Al-
though the risk of persislent palinonary hypertension of the newbom identified
in this sudy st is dow (6—12 cases per 1000} and further study is needed, the
findings add 10 concemns {rom previous reports that infants exposed to SSRIs
late in pregnancy miay experience adverse serotonergic elfects.

Reproduclmn studies in rals receiving oral paroxetine dosages of 50 mg/
kg daily ind in rubhits receiving 6 me/ke daily during organogenesis have been
conducted. These dosages correspond 1o approximately 9.7 and 2.2 times she
maximum recommended human dose [or depression, social anxicty disorder,
generlized anxiety disorder, and PTSD and approximaiely 8.1 and 1.9 times
the maximum recommended human dose for obsessive-compulsive disorderon
a mg/m? hasis in rats and rabbirs, respectively. Although these studies have not
revealed evidence of lerategenicity, an increase in pup deaths was observed in
rals during the first 4 days ol lactation when dosing occurred during the last
trimester of gestation and continued throughout laciation. This eflect oceurred
at a dose of | mp/kg daily, which comesponds 1o 0.19 times the maximum
recommended human dose for depressien, secial anxicty disorder, generalized
anxiety disorder, and PTSD acd 0.16 times the maximuam recommended human
dosc for obsessive-compulsive disorder on a mg/m® basis. The no-effect dose
lor rat pup morality has not been determined and the cause of these deaths is
nel known,

Preliminary analyses from 2 epidemiologic studies huve shown thal infants
bom lo women exposed (o puaroxeline during the first lrimester of pregaancy
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had an increwsed risk of cardiovascular mulformations, principally ventricular
and atrial septal defects. [n ane of these studies using Swedish national registry
data, infants bon 10 6896 women exposed to anlidepressants during Lhe first
Irimester of pregnancy werce evaluated: 5175 ol the infams bom to 5123 of
these women wcre exposed lo SSRIs, including 822 infants born (o 815 women
reporting first trimester use of puroxetine. An analysis of. these data indicated
that infams exposed to paroxetine during early pregnancy had an increased risk
of cardiovascular malformations {principally ventricular and atrial septul de-
lects) compuared 1o the entire tegistry populution. The rate of cardiovascular
mallormations [ollowing early pregnancy exposure (0 paroxeting wis approx-
imately 29 compared with 1% in the entire regisiry population. An analysis
ol the dala from the same paroxeting-cxposed infants revealed no increase in
the overall risk of congcnital malformalions.

A separale reirospectlive cohon epidemiologic study using U.S. United
Healtheare data evaluated 3956 infants bomn 10 women dispensed paroxctine
(822 inlants bom to 815 woemen) or other antidepressants during (he first eri-
mester of pregnancy showed a trend toward an increased risk for cardiovascular
mallormations for paroxetine compared with other antidepressants. The prev-
alence of cardiovascular malformations following first trimester dispensing was
1.5% lor paroxetine comparcd with 1% [or other antidepressants; most of the
observed cardiovascular mallfermations (in @ oul of 12 paroxetine-exposed in-
funts) were ventricufar sepral deiccts. This study also demonstrated an in-
creased rsk of overall major congenilal malfennitions (inclusive ol eardio-
vascular mulformations} for paroxctine compared witl other antidepressunts;
the prevalence ol all eongenilal malformations Tollowing fisst iimesier expu-
sure wis 47 for paroxetine compuared with 2% [or other atidepressants.

" In addition, a smaller study examining pregnancy oulcomes in pregnant
wonen exposed Lo paroseline or fluoxetine who confacled two ternlogen in-
[ormation services in Israel and Tialy reported a higher overall rate of congenitil
malformations in infants cxposed te paroxetine in the first trimester compared
with infans in the control group with exposures to drugs not known e be
teratogenic (5.1%: and 2.6%, rcspcn.livaly] A higher rate of cardiovascular
anomalies was also observed in the paroxetine group (1.90%) comp..lred wilh
the control group (0.6%) in this study. Similar wrends were reporied in the
fluoxeline group bui these did not achieve siatistical xignificance.

Previous epiderniologic swdies of pregnancy outcome [ollowing first tri-
mester exposure to SSRIs, ineludihg paroxeline, had nol revealed evidence of
an increased risk of major congentlal malformarions. In a prospective, con-
trolled, multiecnter study, matemal use of SSRls (paroxetine, fluvosumine,
sertraline) in u limited number of pregnant women did nal appear Lo inefeise
the risk of congenital mallormation, misearriage, siillbirth, or premature deliv-
ery when used durlng pregnancy ut rceommended dosages, Birth \\ci;bhl and
gestational age in nconates exposed 1o the drups were similar Lo 1hosc in the
control group. In addition, an inereased risk of major congenital malformations
wis not observed in inflants in 2 small, cuse-control studies based on prospec-
tively gathered-epidemiologic dara collected in women exposed to paroxctine
during the first trimester of pregnancy, In another small study based on medical
records review, the incidence of congenital anomalies reported in infuntx born
10 women who were treated with puroxetine and other SSRIs during pregnincy
was comparable to that observed in the general population.

Based on the conflicting preliminary findings reporied 10 date from the
available studics, the manulaciurer of paroxetine hydrochloride states that it is
unclear whether a causal relationship exists between these congenital malfor-
mations and maternal paroxeline exposure. However, the available data indi-
cates Lhal the individusl risk of a muther huving an infant with a cardiovascular
malformalion following first Irimesler paroxeline exposure.is approximuotely 1/
50, compared with an expecied rate for such defecis of upproximutely 1/100
infents in the genera) population. In general, seplal defects range from thosc
that are symptormatic and require surgical intervention to those Lhat are asymp-
tomaltic and may resolve spontaneously. The final results of recent siudies and
additional dasa reloting to 1the use of puroxefine during pregnancy will be vn-
alyzed further once they become available 1o betier charnclerize (he risk for
eongenital mallormations with paroxetine.

The manufaewrers of paroxetine state that il o woman becomes pregnant
while receiving poroxetine, she should be informed of the petential hazard 10
the fetus, Unless the potential benelits to the mother justify continuing treur-
metil, consideration should be given to cither discontinuing paroxetine {herapy
or switching to another antidepressant. For women who inlend (o hecome preg-
nant or are in their first trimester ol pregnancy, the manufacturer of paroxctine
hydracklaride sistes 1hat paroxetine should only be initiated aflter consideration
of the clher avuilable (reatment options.

The elfect of paroxeline on Juber and delivery is nol known. However,
there have been posimarketing reports of premature births ia pregnant women
who huve reeeived paroxetine or other selective serofonin-reuptake inhibitors.

Reproduction studies in rats receiving paroxeline dosapes of 15 mg/kg
datly, which corresponds 1o 2.9 times the highest recommended human daily
dose for depression, social anxiety disorder, generalized anxiety disorder, and
PFTSD and 2.4 umes the highest recommended human daily dose lor obsessive-
compulsive disorder on a mg/m?* hasis, revenled evidence of a reduced preg-
nancy rate. In toxicily studies performed for 2-52 weeks in male rals receiving
paroxetine, irreversible lesions in the repreductive tract were reporled. These
lesions consisted ol vacuolation .of epididymal tubulur epithelium in mule rats
receiving paroxetine dosages ol 50 mp/kg daily (9.8 limes the highest recom-
mended human daily dose in maojor depressive disorder, social anxiety disorder,
und generalized anxiety disorder and 8.2 times.the highest recommended hu-
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man daily dose in obsessive-compulsive disorder und panic disorder on a mg/
m* basis). In male rals receiving paroxetine dosages of 25 mgfkg daily (4.9
limes the highest recommended human daily dose in major depressive disorder,
social anxiety disorder, and generalized anxiely disnrder and 4.1 times the
highest recommended human daily dose in obsessive-compulsive disorder and
panic disorder on a mg/m? basis), alrophic changes in the seminiferous lubules
of the tesies with arrested spermatogenesis were observed.

Puroxeline is distributed inlo human milk. {Sec Pharmacokinelics: Distri-
bution,) Paroxeline should be used with eaution in nursing women, und women
should be advised to notily their clinician if they plan 1o breast-feed.

Drug Interactions

® Scrotonergic Drugs Use of sclective serotonin-reuptake inhibitors
(SSR1s) such as paroxetine concurrently or in close succession with other drugs
that aflect serolenergic neurclransmission may result in serotonin syndrome or
neuroleptic malignant syndrome (NMS)-like reactions. Manifestations of se-
rolonin syndrome may include mental status changes {e.g., agitaton, halluci-
nations, coma), autonomic instability {e.p., rachycardia, labile blood pressure,
hyperthermia), neuromuscular abesrations {e.g., hyperreflexia, incoordination},
and/or QI sympionis (e.g., nausca, vomiting, diarthea). Although the syndrome
appears to be relatively uncommon and usually mild in severity, serious and
potentially life-threatening complications, including seizures. disseminated in-
traviscalar coagularion, respiratory foilure, and severe hyperthermia, as well
as deaih occasionally have been reponed. Tn its most severc form, sefotonin
syndrome may resemble NMS, which is characterized hy hyperhermia, muscle
rigidity, aulonomic instabibity wilh possible rapid fluctuation in vital signs, and
mental status changes, The precise mechanism of 1hese reactions is nol fully
undersiood; however, they appear 10 result from excessive seroloncrgic activity
in the CNS, probably mediated by aclivation of serotenin 5-HT,,, recepiors.
The possible involvement of dopumim. and 5-HT, receptors also has been sug-
gested, although their roles remain unclear,

Serotonin syndrome niost commnnly occurs when 2 or more drugs that
affect serotonerpic neurotransmission are administered either concurrently or
in close succession. Serotonin syndrome also has been reported when parox-
cline was given together with another drug that impairs the hepatie mefabolism
of paroxeline. Serolonergic agents include Lhose that increase serotonin syn-
1hesis (e.g., the serolonin precursor trypiophan}, stimulate synaplic serelonin
rclease (e.g., some amphelamines, dexfenfluramine [no longer commereially
available in the US], fenfluramine [no longer commiercially available in the
US)), inhihil the reuptake of serotonin afier relense {e.g., SSRIs, selective se-
rotonin- and norepinephrine-reuptake inhibitors [SNRIs], tricyclic antidepres-
sants, (razodone, dextromethorphan, meperidine, tramadol), decrease the me-
tabolism of serclonin (e.g., monoamine oxidase [MAQ] inhibitors), have direct
serofonin posisynaptic rcceptor activity {e.g.. buspirone), or nonspecifically
induce inereuses in serotonergic nevranal activity {¢.g.. lithium salts). Selective
agonisis of serolonin (5-hydroxyiryptamine: 5-HT) type | receptors ("triplans™)
and dihvdroergotamine, agerus with serotonergic activity used in the manage-
ment of migraine lieadache, and St. John's wort (Hypericium perferatinn) also
have been implicated in several cases of serolonin syndrome.

The combination of SSR1s and MAOG inhihilors may result in serotonin
syndrome or NMS-like reactions. Such reactions also huve been reported in
patients receiving SSRIs concomitantly with tryptophan, lithium, dextrome-
thorphan, sumalriptan, dihydroergotamine, or antipsychotics or other dopumine
antngonists. In rare cases, serotonin syndrome reportedly has vccurred in pa-
tients receiving the recommended dosapge of a single serotonergic agent (e.g.,
clomipramine) or during accidental overdosage {e.g., sertruline intoxication in
a child). Some other drugs 1hat have been implicated in precipitating symptoms
sugpestive of serotonin syndrome or NMS-like reactions inciude buspirone,
bromacriptine, dextropropoxyphene, [entanyl. linezolid. methylenedioxyme-
thamphetamine (MDMA; “ecstasy™), selegilme (a selective MAQ-B inhibitor),
and sibutramine (un SNRI used lor the manageinent of obesily), Other drugs
Ihat have been associaled with the syndrome bur for which less convincing
datar are available include carbamazepine and pentazocine.

Clinictans should be aware of the potential for serious, possihly fatal re-
aclions associated with serotonin syndrome or NMS-like reactions in patiernts
receiving 2 or more drugs that affect serotonergic neurotransmission, even if
no such interactions with the specific drugs have been reported to dute in the
medical literature. Pending further aceumntation of dara, drugs thar uffeer ser-
olonergic neurotransmission should be used cauticusly in combination and such
combinations should be avoided whenever clinically possible, Serotonin syn-
droine may be more likely 10 occur when initiating therapy with a serotonergic
apent, increasing the dosage, or following the addition of another serotonergic
upent. Some clinicians siatc that paticnts who have experienced serotonin syn-
dreme may be at higher risk for recurrence of the syndrome upon reinitiation
of serolonergic drugs. Pending further experience in such cases, some clinicians
recommend that therapy wilh serotonergic agents be limiled following recov-
ery. In cases in which the potential benefit of the drug is thought 1o outweigh
the risk of serotonin syndrome, lower potency agents and reduced dosages
should be ased, combinatzon serotonergie therapy shonld be avoided. and pa-
tients should be monitored carefully {or manifesiations of serotonin syndrome.
If signs and symptoms of serotonin syndrome or NMS develop during therapy,
trealment with paroxetine and any concurrently adminisiered serolonergic or
anfidepaminergic agents, including antipsychotic agents, should be discontin-
ued immediately and supportive and symplomalic weatment should be iniliated.

For further information on serolenin syndrome, Including manifesta-
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tions and treatment, sece Serofonin Syndrume under Drug Interactions:
Serotonergic Drups, in Fluoxetine Hydrochluride 28:16.04.20.

Monoeamine Oxidase Inhibitors  Polentially scrious, sometimes latal
serolonin syndrome or NMS-like reactions have been reported in patients re-
ceiving SSRIs in combination with an MAQ inhibiler. Such reactions also have
been reported in patients who recently have discontinued an SSRI and have
been started on an MAO inhibitor. While there are no human data to daie
demonstrating such interactions with paroxeline, limiled daga from animal stud-
ies evaluating the effecis of concomitani use of paroxeline and an MAO inhib-
itor suggest that these drugs may act synergistically 1o elevate blood pressure
and produce behavioral exeitation.

Because of the potential risk of serotonin syndrome or NMS-like reactions.
concomitant use of paroxctine and MAO inhibitors is contraindicaied. At Jeast
2 wecks should elapse belween discontinuance of MAO inhibilor therapy and
initiation of parcxeline therapy and viee versa.

Lingzolid. Linezolid, an anti-infective agent that is a nonselective and re-
versible MAO inhibitor, hns been associated with drug interactions resulting
in serotonin syndrome, including some associated with SSRIs, and potentially
may also cause NMS-like reactions. The manufacturer of paroxeiine mesylate
states that the drug should be used with coution in patients receiving linezolid,
and some munufacturers of paroxetine hydrochleride state that concurrent ad-
ministration with linezolid is contraindicated. The manufacturer of linezolid
states that, unless patients are cacefully observed for signs andfor symiptoms of
serotonin syndrome, the drug should not be used in paients receiving SSRIs,
Some eclinicians suggest that linezolid only be used with caution and close
monitoring in patienis concurrently receiving SSRIs, and some suggest (hal
SSRI therapy should be discontinaed before linezolid is inltiated and nol rein-
itinted umid 2 weeks after linezolid therapy is completed.

Muclabemide. Moclobemide (not commercially available in the US), a se-
lective and reversible MAQ-A inhibitor, has been associated with serotonin
syndrome, and such reactions have heen fatal in several cases in which the
drup was given in combinatien.with the SSRI citalopram or with clomipramine.
Pending further experience with such combinatiens, some clinicians recom-
mend that concurrent therapy with moclobemide and SSRIs be wsed only with
extreme caulion and that these drugs should have been discominued for some
time (depending on the elimination half-lives of the drug and its active metab-
olites) before initiating moclobemide therapy.

Sclegiline.  Seclegiline, a selective MAO-B inhibitor used in the manage-
ment of purkinsonian syndrome, has been reported, (0 cause serolonin syndrome
when used concomitantly with SSRIs {e.g., luoxeline, paroxetine, sertraline).
Although selegiline is a selective MAQ-B inhibitor at therspeutic dasages, the
drug appears lo lose its selectivily for the MAO-B enzyme at"higher doqageq
(e.g., those cxcccdmg 10 mg/kg), therehy mt.rca'img the risk of serotonin syn-
drome in patients recciving higher dosages of the drug eidier alone or in com-
bination with other serotonergic agents. The manufacturer of selegiline ree-
ommends avoiding concurrent selegiline and SSRI themapy, In nddition, the
manufaciurer of selegiline recommends thay at least 2 weeks elapse belween
discontinuance of selegiline and initiation of SSRI therapy. ]

Isonjuzid, Isoniazid, an antitubcrculosis agent, appears o have some
MAQ-inhibiting activity. In addition, ipronjazid (not commercially available
in the US}, anotlier antituberculosis ngent structurally related to soniazid that
also possesses MAQ-inhibiting activity, reportedly has resulted in scrotonin
syndrome in at least 2 patients when given in combination with meperidine.
Pending further experience, clinicians should be aware of the potential for
serolonin syndrome when isoniazid is given in conjunction withk SSRI therapy
(such as paroxetine) or other serolonergic agents.

Other Selective Serotonin-renptake Inhibitors and Selective Se-
rotonin- and Norepinephrine-reuptake Inhibiters  Concomilant ad-
ministration of paroxetine with other SSRIs or SNRIs potentially muy result in
serotonin syndrome or NMS-like reactions snd is therefore not recommended.

Antipsychotic Agents and Other Dopamuw Anfagonists  Con-
comitant use of anlipsycholic agents and other dopamine antaponists with pa-
roxetine rarcly may result in potentially serious, sometimes fatal serolonin syn-
drome or NMS-like reactions. If signs and symptoms of scrotenin syndrome
or NMS occur, treatment with paroxetine and any concurrently adntinistered
antidopaminergic or serotonergic agents should be immedimely discontinued
and supportive and symplomatic tresiment initiated. (See Drugs Melabolized
by Cytochrome P-450 [CYP] 2D6 under Drug Inleractions: Drugs Undergoing
Hepalic Mctabolism or Affecling Hepatic Microsomal Enzymes and see Drug
Interactions: Clozapine and see Drug Interactions: Pimozide.)

Tryptophan and Other Serotonin Precursors  As with other se-
rotonin-reuptake inhibitors, an interuction between paroxetine and iryptophan,
4 serotonin precursor, may occur during concurrent use. Adverse réaclions
reported to date during concemitunt therapy reseinbled serolonin syndrome and
have consisted principally of headache, nausea. swealing, and dizziness. Be-
cause of the potential risk of serotonin syndrome or NMS-like reactious, con-
current use of tryptophan or olher serotonin precursors should be avoided in
palienis receiving paroxeline.

Sibutramine  Because of the possibility of developing potentiully se-
rious, sometimes falal serolonin syndrome or NMS-like reactions, sibutrainine
should be used with caution in patients reeciving paroxetine.

5-HT, Receptor Agonists (“"Triptans”}  Weakness, hyperreflexin,
and ineoordination huve been reported rarely during postmarketing surveillance
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in patients receiving surnatriptan concomitantly with an SSRI (e.g.. citalopram,
escitalopram, fluoxetine, lluvoxamine, paroxetine, sertraline). Oral or subcu-
tancous sumatriptun and SSRIs were nsed coneonituntly in sene clinical siud-
ies withouk unusual pdverse effects. However, an increase in the [requency of
migraine nttacks und u decrease in the effectiveness ol sumatriptan in relicving
migraine headoche have been reported in a patient receiving subcutaneous in-
jections af sumaltriptan iuu.rmilu.miy white undergoing fluaxetine therapy.

Clinicians prcxcnbm;_. -HT, receptor agonists, SSRIs, and SNRIs should
consider that (riptans oflen are uscd intermitiently and that cither the 5-HT,
receptor agonisl, SSRI, or SNRI muy be preserihed by a differem l:IiniCi'.m.
Clinicians also shoubd weigh the potential risk of seratonin syndrome nr NMS-
like reactions with the expecled benelit of using a triplan concurrently with
SSRI or SNRJ therapy. IT concomitant tresmiment with paroxetine and a triptan
is clinically warranted, the patient should be observed carelully, panieularly
during treatment initiation, dosage increuses, and following the addition of
other serotonergiv agenls. Patients receiving concomitant triptan and SSRI or
SNRI therapy should be informed of the possibility of serotonin syndrome or
NMS-like reactions and advised to immediately seck medicul atlention if they
experience signs or symploms ol these syndromes.

Fentanyl Because cases of serolonin syndrome liave been reported in
puticnis eoncurrently receiving femanyt and SSRls, including parosetine, cli-
nicians should be aware of this potential interaction and maonitor patients re-
ceiving these drugs in combination for possible signs and symptoms of scro-
tonin syndrome.

Tramadol and Other Serotonergic Drugs  Becuuse of the potential
risk of serotanin syndrome or NMS-like reactions, caution is advised whenever
S3RIs, inclnding paroxetine, and SNRIs are eoncurremly adminisiered with
other drugs that may sffect serolonergic neurctransmilter sysiems, including
tramadal and Si. Jehn™s won (Hypericum perforatim).

® Drugs Undergoing Hepatic Metabolism or Affecting Hepalic
Microsomal Enzymes  The metabolisim and pharmacokinctics of parox-
etine may be alfected by s nuinher of drugs that induce (e.g., phenobarbitaly
or inhibil (e.g., cimelidine, 1icyclic antidepressants), drug-inclabolizing en-
zymes.

Drugs Metabolized by Cytochrome P-450 (CYP) 2D§  Paroxe-
tine, like many other antidepressants {c.g., other SSRIs, many tricyclic anti-
depressints), 15 melabolized hy 1he drug-metabolizing cytochrome P-430
(CYP) 2D6 isoenzyme (debrisoquine hydroxylase). In addition, like many other
drugs memsholized by CYP2D6, paroxetine inhihits the aclivity of CYP2D6
and polentially may increase plasmu concentrations of concomitantly admin-
istered drugs 1hat also are metabolized by this isoenzyme. Although similar
interactions are possible with other SSRIs, there is considerable vanability
among the drugs in the extent o which they inhibit CYP2D6: fluexctine and
paroxeline appear [ be mare potent in this regard than sertraline. In most
paticnls (preater thitn 90%), the CYP2D6 isoenvyine is smarated early during
paroxeline therapy. Al steady state when the CYP2D6 pathway is essentially
saturated, paroxeting is cleured by aliemative cylochrome P-450 isoenzymes
which, unlike CYP2D6, show no cvidence of saluration.

Concomilant asdministration of paroxctine with risperidonc. a CYP2D6 sub-
strate, was evaloued iu one study, In 10 patients with schizophrenia or schi-
zoalfective disorder stabilized on risperidone therapy (4-8 mg daily) who also
received paroxetine (20 mg daily) for 4 weeks, mean plasina concenirations ol
risperidone increased approximalely lourfold, mean plasmi concentrations of
9-hydroxyrisperidane (the active metabolite of risperidone) decreased by ap-
proximately 0%, and concentralions of he aclive moiely {the sum of 1he
plasma concemrations of rsperidone and 9-hydroxyrisperidone) increased by
approximately 1.4 fold. These drugs were penerally well tolerded when ad-
ministered concurrently, with the exception of ore patient'who developed par-
kinsonian symptoms. Although the precise mechanism lor this interuction re-
mains to be fully established, it appears that paroxetine may impair the
climination of risperidone. principally by inbibiting CYP2D6-mediated 9-hy-
droxylalion and. 10 a lesser extent, by simullaneously alfeciing the Tunber me-
1abolism of 9-hydrosyrisperidone or other palhways ol risperidone biofrans-
formation. Pending Tanher accumulatinn of daln, some clinicians recomrend
carelul elinical observation and passible monitoring of plasira risperidone con-
centrations when paroxetine and risperidane are given concurrently. Consid-
crution also should be given 1o using u lower initial dosapge of parvxeling ¢ [(0-
20 mg duily) since the inhibitory effect of paroxetine on CYP2D6 is concen-
trition dependent.

The steady-siate pharmacokinelics of slomoexetine were ahered when the
drug was administered al a dosage o 2) mg twice daily concurrently with
paroxetine 20 mg daily in healty adults who were extensive CYP2D6 niera-
bolizers, Concummeat administration with paroxetine increised maximum
plasma atomoxeline concentrations threefold 1o fourlold and steady-stute aren.
under the plasma concentration curve.was increased siafold 1o eightfold com-
pared with admingstration of atomoxeting alone, The pharmacokinetics of pa-
roxeline were not aliered. The manufeturers of paroxetine and atomoxctine
recommend thal slomoxetine be administered at a reduced dosage when hc
drugs are administered concurrentily.

Concomitant use of puroxctine with other drugs n'lclﬂb0|lzcd bv CYP2D6
has not been systematically studied. The extent to which this potential inter-
wction may become clinically important depends on the extent of inhibition of
CYP2D6 by the antidepressant and ihe therapeutic index of the concomitantly
adminisiered drug. The drugs lor which 1his polentind imeraction ts of grentest
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concern are thase that are melabalized principally by CYP2D6 and have o
narow therapeutic index, such as tricyelic anlidepressams, class IC antiar-
rhythmies (e.g., propafencne, flecainide, encuinide), risperidone, and somc phe-
nothiazines (e.g., perphenazine, thioridazine).

In one study, chroniv dosing ol paroxetine (20 mg once daily) under steady-
stale conditions increased single-dase desipramine (100 me) peak plasma con-
centrations, AUC, and elimination hail-life by an averuge of approximaiely
two-, ltve-, and threefold. respectively. (See Drug [ntecactions: Tricyelic and
Olber Antidepressunts.} '

Adminisiration ol perphenazine in paticnts rccuvmg paroxeline 20 mg
daily for L0 days increased plasma concenirations and 1he adverse CNS cilects
of perphenazine. This ineraction appears 1o resnly principally from paroxetine-
induced inhibition of the CYP2D6 isacnzyme. Pending Turiher experience with
combined therapy, a reduction in perphenizine dosage may he necessary 1o
prevent adverse CNS effects in patients reeeiving parosetine.

For information un a potential interaction between paroxetine and meto-
prolol, see Drug [nteractions: 8-Adrencergic Blocking Agents.

Concurrem use of paroxeline wilh other drugs metaholized by CYP2D6,
including certain antidepressants {e.p., noririptylinc, amitriptyline, imipramine.
desipramine, fluoxetine), phenothiazines {e.g., perphenazine). und class 1C an-
tiarrhythmies, or drugs shat inhihit CYP2D6é should he approached with cau-
lion. Because concomitant use of paruxetine and thioridazine may result in
increased plasma coneentrations of the phenothiazine and increase 1he risk of
serious; potentinlly fatal, adverse eardiac effects (e.g., ventricofar asthythnias,
sndden death), thioridizine should not be used concomilantly with paraxetine
(see Cautions: Precautions and Comraindications). The manulacturer of parox-
etine stales that concurrent use of a drug metabolized by CYP2D6 may neces-
sitite the adminisiration of dosages of the other drugs ihal are lower than those
usually prescribed. Furthermore, whenever paroxetine thempy is discontinucd
(and plasma cancentrations of the drug are decreased) during concurrent dier-
apy with another drug melabolized by CYP2Da, an increased dosage of the
concurrently administered drug may be necessary.

Drugs Metabolized by Cytuchrone P-450 (CYP) 3JA4 Alhough
paroxetine can inhibit the cyinehrome P-450 (CYP) 3Ad isoenzyme. resilis vl
in viiro and in vivn studies indicute that the dru|__ i o much less palen inhibitor
of this enzyme than many othier gruy, In aw in vivo drug interaction study,
coneomitan administriation of paroxetine and the eytochrome P-450 3A4 suh-
strate, terfenadine (ne longer commercialy available in the US). had no efTeet
on the pharmacokinetics ol terfenudine, In another in vivo interaction study,
ketoconazole, which is a palent inhibitor of CYP3A4 netivity, was lound 1o be
at least 100 times more potent than paroxcetine as an inhibitor of (he melabaolism
nf scveral substrulesifor this enzyme, including terfenadine, aslemizole {no
longer commercially available in the US), cisapride, triazolim, and cyclospor-
inc. Based on the assumpiion that the relationship between paroxetine’s inhib-
itory activity in vitro and i1s lack of effeet on lerfenadine’s clearance in vivo
predicls its effect on other CYP3A4 subsirates, the manulacturer stales that
these daty sugpestthat the extent af paroxetine's inhibition of CYPAA4 aclivity
is unlikely to be of clinical imponance.

Drugs Metabolized by Other Cytochrome P-450 Isoenzymes
Unlike Auvoxamine, in vitro data indicate thar peroxetine does not substantiadly
inhibit the CYPLA2 isoenzyme, which is respousible for the metabalism of
calleine and numerous other substances.”

Cimetidine  Cimetidine is known 10 inhihit many eylochrome P-450
oxidative enzymies and cun aftect the pharmacokinetics of paroxetine, In a study
in which oral partxetine (30 my once daily) was given for 4 weeks, stendy-
slule plasma paroxeline concenirations were increased by approximaely 50%
during concomitam use ol oral cimetidine (300 me 3 times daily} Tor 1he final
weck. The possible elfecis of paroxetine on the phurmacokinetics of cimetidine
have nol been studied. I paroxetine and cimetidine are wsed concurrently,
dosage adjusunent ol paroxetine after the initial 30-mg dose should be puided
by clinicul elfeel, !

Plienobarbifal  Phenobirbilal ts known 10 induce inany eytochrome P-
450 oxidative enzymes and can affecr the pharmacokineties of paroxetine. Fol-
lowing administeation of a single 30-mg oral dose of parexcline in jndividuals
who had achieved steady-state serum phenobarbital concentrations (L0 ing of
phenobarbital daily Tor 14 days), the AUC and elimination hinll-life of paros-
etine were reduced by an average ol 25 and-38%. respectively, compared with
adminisiration of paroxetine slone. The influence ol paroxetine on the phar-
macokinctivs of phenobarbital has nnt been studied 1 date. Since paroxetine
exbibits nonlinear pharmacokinetics, the results of this sidy 1nay not apply in
situations in which botb drugs are administered chronically. The manulaclurer
ol parexctine states that initial desage adjusiment of parexetine s nol consid-
ered necessary in patients receiving phenobarbital. and any subsequent dosuge
adjustmen 'slmuld be guided by clinical effecl.

m Tricyclic and Other Antidepressants  The extent 10 which SSRI
nleractions with tricyclic antidepressnants may pose clinical problems depends
on Whe degree of inhibilion and the pharmacokinelics ol the serotenin-teuplake
inhibitor zvolved. In one stedy, duily dosing of paruxetine (20 mg once daily)
under steady-stale conditions increased single-dose desiprnmine (100 mg) peak
plasma concentrations, AUC, and climination hall-life by an average of ap-
proximately 2-, 5-, und 3-Told, respectively. This intericlion appeass 1o resull
from paroxetine-induced inhibition of CYP2D6. Thus, (he manufuclurers rec-
omumend thit cauljon be exercised during concemitant use of iricyelics with
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parpxetine since paroxctine may inhibit the mesabolism of 1he iricyclic anti-
depressant. In addition. plasma tricyelic concentrations may necd 1o be moni-
lored and the dosage of the tricyelic reduced during concomitant use. (Sce
Drugs Mciahaolized by Cytochrome P-450 [CYP] 2D6 uuder Drug luteractions:
Drups Undergoing Hepatic Metabolism or Affecting Hepatic MICI‘DSDm.ll En-
zynies.)

Clinicat expericnce regarding the optimal timing of swuchmg from other

anfidepressants lo paroxetine therapy is limited. Therefore, care and prudent
medical judgment should be cxercised when switching romn other antidepres-
sanis Lo parexeline, (See Dosage and Administzation: Dossge and see atsu Drup
Interactions: Serotonergic Drugs.)
m Lithium In a nultiple-dose study. there was no evidence of a phar-
macokinetic or phirmacodynamic interaction between lithium and parosetine.
Flowever, because there is little clinical experience with combined therapy and
because Jithium may enhance the serotonergic effects of paroxctine, polentially
resulling in serotonin syndrome or NMS-like reaclions. concurrent use of lith-
ium and parexetine should be underiaken with caution. (See Drug Interactions:
Serotonergic Drugs.)

m Protein-bound Drugs  Because paroxetine is highly protein bound,
the drug theoretically eould be displuced from binding sites by, or it could
displace from binding sites, other protein-bound drugs such as oral anticoag-
ulants or digitoxin (no longer commercially available in the US). In vitre studies
10 dute have shown that paroxetine has no effect on the proiein binding of 2
highly protein-bound drugs, phenyloin and warlurin; however, preliminary dala
suggest that there may be a pharmuacodynamie inleraction between paroxetine
and warfarin. Pending further accumulation of duta, patients receiving parox-
eline concomiiantly with any highly protein-bound drug should be observed
for potential wlverse effeets ussociued with combined theragy. (See Warfarin
under Drug Imeriactions: Drugs Affecting Hemoslasis. )

B Drugs Affecting Hemostasis Warfarin  In viro data have
shuwn that paroxetine has no effect on the protein binding of warfarin. How-
ever, preliminacy duta suggest that there may be a pharmacadynamic inlerac-
lien belween Lhese dsugs that causes an increascd bleeding diathesis while the
prothrombin (ime remains unchanged. An increase in mill but clinically im-
portant bleeding was observed in healthy individuals receiving paroxetine and
wararin for several days. Because of limited clinical experience 1o date. the
concurrent use of paroxetine and warfarin should be underiaken with caution.
(Sce Drug Interactions: Pretein-bound Drups.)

Other Drugs that Interfere with Hemostasis  Epidemiologic case-

control and cohort design swdies that have demonstriated an ussociation be-
tween seleetive serotonin-reuptake inhikitor therapy and an increased risk of
upper GI hleeding also have shown that concurrent use of aspirin or other
nonsteroidal anti-inflammatory drups substantially increases the risk of Gl
blecding. Althvugh these studies foeused on upper GI blecding, there is seme
evidence suggesting that bleeding at other siles may be similarly potentisted.
The precise mechunism for Lhis increased risk remains to be clearly established;
however, serotonin release by platelets is known to play an imporant role in
flemostasis, and selective serotonin-reuprake inhibiters decrease seratonin up-
take from the blood by platelets, thereby decreasing the amount of serotonin
uy plateiets. Patients receiving paroxetine should be eautioned about the con-
comitant use of drups hat interfere with hemosiasts, ineluding aspirin and other
nonsteroidal anti-inlimmatory agents,
W Digoxin  The sieady-siute pharmavokinetics of puroxeline were not al-
tered when adinistered coucurrently with digoxin at steady state. The mean
AUC of digoxin ut steady stawe decreased by [5% in the presence of paroxetine,
Becaase there is limited clinical experience to date, the munufaclurers state that
combined therapy with paroxctine and digoxin should be vndertaken with cau-
lion.

® Alcchol  Paroxeline has not been shown to potentiate the impairment
ol mental and moter skills caused by alcohol. However, the dneg’s ubility 10
reduce alcohol consumption in animals and humans suggests deat there may be
i seratonergically mediated. pharmacodynamic interaction between paroxeting
and aleohol within the CNS, The manufacturers recommend that patienis be
advised 10 uvoid alcohol while receiving paroxetine.

B Benzodiazepines  Under steady-siate condilions, diazepam doces not
ippear 1o affeel the pharmacokinetics of paroxetine. The effect of paroxetine
on digzepain phurmacokinetics has noet been evaluaked Lo date. Paroxetine does
nol appear o potentiate the CNS depressant effects of diazepum, lorazepam,
or oxazepam,

B Clozapine Concomitant use of $SRIs such as paruxetine in patients
receiving clozapine can increase plasina eoncentralions of the antipsychotic
apent. In a study in schizophrenic patients receiving clozapine under steady-
state cenditions, initiation of paroxetine lherapy resulted in only minor changes
in plasma concentrations of clozapine and it metabeliles; however, intliation
of Ruvoxamine therapy resulted in inerenses that were threefold compared with
bascline, [n other published reports, concomitant use of clozapine and SSRIs
(fluvoxamine, paroxeline, seriraline) resulied in modest increascs (less than
wofold) in elozupine and melabolile concentrations. The manulacturer of clo-
zapine stales that cawiion should be exercised and patienis closely monitored
il clozupine is used in patients receiving SSRIs, and u reduction in clozapine
dosage should be considered. (See Antipsychotic Agents snd Other Dopamine
Anlagonists under Drug Interactions: Serotonergic Drugs.) :
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m Pimozide in a controlled swdy, concurrent administration ol a single
2-mg dose of pimozide in healiy individuals receiving paroxefine (dosupe
titrated up to &0 mg daily) wis assoeiated with mean increases in the AUC and
peak plasma concentrations of pimozide of 151 and 62%. respectively. com-
pared with pimozide given alone. Because of the narrow therapeutic index of
pimozide and its known ability to prolang the QT intecvul, concurrent admin-
istration of paroxetine wnd pimuzide is contmindicuted. (Sce Antipsychotic
Apenis and Other Dopamine Antugonists under Drug Inteructions: Scrotonergic
Drugs.)
m Electroconvulsive Therapy  The elfects ol paroxetine in conjunc-
tion with electroconvulsive therapy (ECT) have not been systemnatically eval-
ualed to date in clinical studies.
B f-Adrenergic Blocking Agenfs  Inastudy in which propranolol {80
mg twice daily) was given orally for 18 duys, the steady-siate plisina concen-
rrations of propranelol were not affecied when paroactine (30 1ing once daily)
was used concurrently during the last 10 days. The manufucturers state that the
eflfect{s) of propranolol on paroxctine have nol been systematically cvaluated.
Severe hyputension has been reported following the initiation of paroxctine
therapy in a paticnt who had been reeeiving chronic metoprolol therapy. Me-
wprolal is melabolized by the CYP2D6 isoenzyme and paroxetine is knowi Lo
poiently inhibit this enzyme. Pending lurther experience witl this combination,
caution should be cxercised when paroxetine and metoprilol are used concom-
itantly.
® Phenyloin  In vitro swdics 1o date have shown that paroxeline his no
effect on the protein binding of phenytoin. When a single 30-mg oral dose of
parexetine was administered in individuals in whom sieady-stase plasmi phen-
yloin concentrations {3 mg once daily for 14 days) hud been achieved, the
AUC and edimination hall-life of paroxetine were reduced by an average of 50
and 35%, respectively, compared with paroxetine administercd alone, In an-
other study, when a single 300-mg oril dose of phcnymin was pdministered o
individuals in whom sicady-state plasma paroxetine concentrations (30 mg
once datly for 14 duys) had been achieved, the AUC of phenylum was slightly
reduced (by an average of 12%) LUmp.l!'L[l with phicnytain administered alone,
However. because both paroxetine and phenytoin exhibit noolinear pharma-
cokinetics, these studies may not address the casg in whieh both drugs are
given chronically. Elevated plasma phenyloin concentration has been reported
in one paient 4 weeks afier concurrent therapy with paroxetine and phenyitoin.
Pending further experience, the mianuofzcturers state that iniliat dosage ndjust-
ments are not considered necessary during concurrent' use and that any sub-
sequent adjustments in dosape should be guided by clinical eflects.
® Theophylline  Elevaied serum theophylline concenrations wwsoctaed
with paroxetine therapy have heen seponcd. Alhouph this ineraction has no
hecn systematically sdied 1o date, the manufaciurers recommend Lhat serum
concentrations of theophylline be monitored during concomilant paroxeline
therapy.
B Procyclidine  Muliiple oral doses of pacoxeting (30 mg onee duilyy
have increased the sieady-stute AUC, peak concenlrations, and lmugh coreen-
trations ol procyclidine (5 mg once daily) by 35, 37, und 67%, respectively.
compared with procyclidine alone w steady state. [T anticholinergic effects mre
observed n pnlients receiving concurrent therapy with these drugs, the mun-
ufacturers recommend that the procyelidine dosuge be reduced.

B Anlacids Limited dara indicate that antacids do not substaminlly in-
lerfere with the absorption of paroxetine [ollowing oral administration.

m Fosamprenavir and Ritonavir  Concumrent administration of fus-
amprenavir and ritonavir with paroxetine substantiully decreused plasma pa-
roxetine concentrations. The manufacturers recommend 1hat dosage wdjust-
menls in patienis recciving these drugs concurrenily be guided by clinical effect
(tolerability and efTicacy). ‘

Acute Toxicity

Limited information is available on the acute toxicity ol paroxetine.

® Pathogenesis
known.

B Manifestations  Tn gencral, overdosage of paroxctine may be expecied
to produce effects that are exlensions of the drug’s pharmacologic and udverse
eflects. Overdosuges of paroxetine may resull in somnolence, caima, naasea,
tremuor, tachycardia, confusion, vomiting, and dizziness. Other signs and symp-
loms observed in patients who reecived overdosages ol paroxetine alone or in
combinntion with other subsiances include mydriasis, eonvulsions (including
status epilepticus}, ventricular wrrhythmias (including 1orsades de puintes), hy-
pertension, bpgressive resctions, syncepe, hypotension, stupor, bradycardia,
dystonia, rhabdomyolysis, symploms ol hepatic dvsfunction (including hepalic
fuilure, hepatic necrosis, jaundice, hepatitis,.und hepatie sieatosis), serotonin
syndrome, manie reactions. myoclonus, acute renul faiture. and urinury reten-
tion.

The manulacwrers state that, sinee intreduction of paroxetine in the US,
48 latalivies involving overdosapes of paroxetine alone or in combination with
ather subsiances bave been reporied worldwide. In 145 nonfmul overdosages,
most putients recovered withoul sequelue. One patient recovered alter ingesting
2 g of paroxetine (33 times the maximum rccemmended daily dosage),

In a geriatric woman who ingested 360 mg of paroxetine, the initial sign

Exhibit D.21, page 16
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ol overdosuge was excessive vomiting: hyponatremia developed 5 days later
and way associasted with semnolence. confusion, muscle spasms, dehydration,
and slow reflexes. Ecchymoses and myxedema also were observed in This pa-
tient.

In 28 children aged 10.5 months to 17 years of age who ingested an over-
dosage of paroxeline alone, less scdalion and fewer adverse cardiovascular
effects were observed when compared with tricyclic nntidepressant overdosage,
In children 5 years of age and younger, ingestions ol 120 meg or less of parox-
erine were trealed with Gl evacuation and minimal supportive care with fu-
vorable outcomes. [n ehildren 12 years of age and younger who ingested (K-
800 mg ol the drug alone, most of the patients remained asymptomaltic.

W Treatment Because latalitics and severe toxicity have been reported
followinp pardxetine overdosage, particularly in Jarpe overdosage and when
laken with other drups or aleohel, some clinicians reeommend thal apy over-
dosage involving the drup be managed aggressively. Because suicidal ingestion
often involves more than one drug, clinicians treating paroxetine overdosage
shoutd be alert. (o possible manifestations caused by drups other than paroxe-
tine. The munufacturers specifically caution about patients who are currently
receiving or recently have 1aken paroxctine who might ingest either ncciden-
lafly or intentionally excessive guantities of a tricycfic antidepressant. In such
cases, accumulation of both the tricyctic and its nctive metabelite may increase
the possibility of ¢linically importunt sequelae and lengthen the time needed
for close medicad supervision, {See Drug Interactions: Tricyelic and Other An-
tidepressunis,)

Clinicians also should consider the possibility of serolenin syndrome or
NMS-like reactions in patients preseating with similar clinical leateres and a
receent history of paroxetine ingestion and/for ingestion of other serotenergic
and/for antipsychatic ngents or olher depamine anlugonists. {See Cauntions: Pre-
coutions and Comraindientions snd see also Drug Interactions: Serotoncrpic
Drugs.)

Maunagement of puroxeting overdosage generally involves cymplnmalic and
supportive cure. A patent airway should be established and muwintained, and
adequate oxypenution and ventilation should be ensured, An ECG should he
taken and monitoring of cardiac [unction should he institned & there is any
evidenee of abnormality. Frequent vital sign monitoring and close observation
of the patient is necessary. There is 1o specific antidote [or paroxeline imtoxi-
cation.

Following recent (i.e., within 4 hours} ingestion of a potentially toxic
amount of paroxefine snd in the absence ol signs and symproms of cardiac
lexicily, the stomach should be emptied immediately by inducing emesis or by
gasiric Javapge, 10 1he palient 1s comatose. having seizures, or lacks the gug
reflex, gastric lavage may be performed il an endotracheal whe with cull in-
Mated is in place to prevent agpirution of gastric contents. Since administration
ol activaled charcoal (which may be used in conjunction with sorbitel) mnay he
as or more effective than induction of emesis or gastric lavape, its use has been
recommended either in the initial management of paroxetine overdosage or
lollowing induction of ewnesis or gastric lavage in palients who have ingested
a potentiully toxic quantity of the drug. In the past, the manulacturer of parox-
etine hydrochloride suppested that 20-30 g of activaied charcoal be adminis-
tered lollowing gastric evacuation every 4—6 hours during the tirst 24—18§ hours
lollowing ingestion.

Because of the large volume of distribution of paroxetine and ils principal
inctiabolite, peritoneat diaiysis, forced diuresis. hemoperiuston, andfor ex-
change transfusion are unlikely Lo be cllective in removing substuntial amounts
of paroxetine from 1he bady.

Clinicians should consutl a poison control eenter [or additional information
on the managemem of paroxetine overdosage.

Chronic Toxicity

Paroxetine has nol been studied systematically in animals or humans to
delermine whether therupy with the drug is associnted with abuse, 1olerance,
or physicul dependence.

The clinical wrials conducted with paroxetine did not reveal any 1endency
[or drug-secking hehavior, However, withdrawal syndrome, manifested as diz-
ziness, sensory disturbances, blurred vision, swealing, nauscn, insomnia,
remor, confusion, lethargy, insomnii, nervousness or anxeety, headache, par-
esthesius, hypermanie-Bke symptoms (including hyperactivity, decreased need
for sleep, irritubility. agitation, agpressiveness, volulilily, explosive vocal and
teniper outbursts), and egodystonic impulsive behavior (including shoplifting.
homicidal impulses, suicidal impulses snd gestures), bas-been reported follow-
ing discontinuance ol paroxcline thernpy. Such reactions may emerge aller
abrupl discontinuance or inennittent noncompliance with thernpy and, lcss
Trequenty, when the dosage is redueed. Allhough maniflestations of withdrowal
generally have been mild, transiem, and sell-limiting, patienis should be care-
[ully monitored when parexetine therapy is discontinued and abrupt discontin-
uance of the drug should be avoided. (See Dosage und Administration: Dos-
age;)

Some evidence suggests thal the risk of withdrawal effects muy be some-
whal greater with puroxetine than with sertraline; fluoxeline appears Lo asso-
ciated with the fewest withdrawal effects, possibly due at least in part (o its
prolonged climination hali-life. Additional clinical experienec is necessary lo
conlirm shese findings.

Experience with piroxcline and with other serolonin-reuptake inhibitors
suggests that a withdrawal syndrome may occur within several days following
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ahrupt discontinuance of these drugs. The mosi commonly observed munilus-
lations are 1hose that resemble influenza, such as [atgue, Gl complainis (e.p..
nausea), dizziness or lightheadedness, iremor, anxiety, insomnia, chills, sweat-
ing, and incoordination. Other reponied manifestalions include memary im-
pairment, paresthesia. shock-like sensations, headache. palpitations. agitation,
and aggression. Although the mechanisings) for such withdrawal reactions is
not [ully understood, it has been suggesied thal they may be caused by n sudden
decresse in serolonin availability at the synapse or cholinergic rebound; other
neuroiransmilters {e.g., dopamine, norepinephrine, GABA) also may be in-
volved. These manifestations may in some cases be mistaken for physical ill-
ness or relapse into depression. but gencrally appear lo be sell-limitng and
improve over one 1o several weeks. Manilestations ol withdrawal also may be
improved by resianing therapy with paroxetine or another antidepressant with
u similar phasmacologic profle. Paroxetine therupy should be discontinued
gradually (e.p., over a period of several weeks) o prevent the possible devel-
opment of withdrawal reactions.

As with other, CNS-active drugs. clinicians should carefully evalunte pa-
tients for a histery of subsiance abuse prior to initiating paroxetine iherapy. 10
puroxcllnc therapy is initiated in patients with a history of subsiance abuse.
such paticnis should be menitored closely for signs of misuse or ahuse of 1he
drug {c.g.. development of tolerance, bse of increasing doses, drug-seeking
behavior),

Pharmacology

The phuninacology ul paroxeline is complex and in many wiys resembles
that of other antidepressant agents, purticularly those agents (e.g., citalopram,
escitalopram, luoxetine; Muvexamine, sertraline, clomiprimine, Irazodone)
thut predominantly poremiaie the pharmacologic effects of serofonin (5-HT).
Like other seleetive serotonin-rcuptake inhibitors (SSR1x), paroxeline is a po-
tent and highly selective reuploke inhibitor of serotonin and has little or no
eflfect on other neurotransnvitters,

m Nervous System Effects  The precise mechunism of antidepressant
uction of puroxeline is unclear, but the drug has been shown to selectively
inhibii the reupsake of serolonin at the presynaptic neuronal membrane. Parox-
etinc-induced inhibition of serotenin reupluke causes increased synaptic con-
centrations of serotonin in the CNS, resulting in nuinerous funclional changes
assoclated with enhanced serotonergic neurotransmission. Like other SSRITs
(e.g.. cilalopram, fluoxetine, Auvoxuamine, serwraline), paroxetine appears 1o
have only very weak effecis o the reupiake ol norepinephrine or dopatine
and does not exbibit clinically impertant anticholinergic, antihistaminic, or ad-
renergic {a,). o5 ) blocking aciivity al usual therapeulic dosages.

Although the mechanisin of antidepressant action of antidepressunt agents
miy invelve inhihition of the reuptake of various neurotransmivers (i.c.. se-
rotonin, norepinephrine) ur the presynaptic neuronal membrane, it has heen
sugpesied that postsynaplic receptor modification is muinly responsihle for the
antidepressant action observed during Jong-lermn administration of antidepres-
sant agents. During long-term therapy with most antidepressants (e.g.. tricyelic
antidepredsants, monoamine oxidase [MAQ] inhibitors), 1these adaptive
changes mainly consist of subsensitivity of the noradrenergic adenylate cyclose
system in association with a decrease in the number of B-udrenergic receplors;
such cffeets on noradrenerpic receplor function are commonly refermed 1o as
“down regulition”. However, in an animal study, long-term administration of
paroxetine was not shown Lo dowuregulate noradrenergic receplors in the CNS
as has been observed with many other clinically effective antidepressamts, In
addition, some antidepressants (c.g., smitriptyline) reportedly decrease the
numbher of serotanergic (5-HT) binding siles lollowing chronic administrution.

The precise mecbuanisin of aetion thal is respensible for the elficacy of
paroxetine in the treatment of obsessive:compulsive disorder is unclear, How-
ever, because of the pateney ol elomipramine and SSRls (e.g.. citalopram,
fuoxetine, fluvoxamine, sertcaling) in inhibiting serotonin reuptake and their
elficacy in the treatment of obsessive-compulsive disarder, a serotonin hyposh-
esis has been developed 1o explain the pathogenesis of the condition. The hy-
pothesis postulades thara dysregelation of serolonin is responsible Tor ohses-
sive-compulsive disorder and fhat paroxctine and these other agents are
elfective because they correct this imbalance: Although the uvailable evidence
supports the serolonergic hypothesis ol obsessive-compulsive diserder. nddi-
tional stndies are necessary 10 cenfimm this hypothesis.

The exuel mechanism of action of parexeline in panic disorder, xncml pho-
bia, or geavralized anxjety disorder has not been [ully elucidated bul appeirs
o involve inhibition ol reuptake of serotonin al the presynaptic membhbrane.

Animal data indicae 1lad serotonergic mechuanisms also appear o he in-
volved al Jeast in part in a number of other phartnacologic elfecls assoctated.
wilh SSRIs, such as decreased lood intake and altefed lood selectivn as well
s decreased aleohal intake.

Seratonergic Effects  Paroxeline is a highly selective inhibitor of se-
rolonin reuplake al the presynaptie neuronal membrane, Paroxetine-induced
inhibition of serotonin reuptake causes increased synaptic concentrations of the
neurolransmiticr, resulling in numerous (unctional chunpes associated wilh en-
hanced serctonergic neurotransmiission.

Daa [rom in vitro studies sugpest that paroxetine is more potenl than ci-
Lalepram, clomipramine, Nuoxetine, fluvoxamine, and sertriline as a serotonin-
reuplake inhibiter. Unlike some other serotonin-reuplake inhibitors, the metab-
oliles of paroxetine have been shown 1o possess no more than 26¢ ol the pulency
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of 1he parent compound as inhibitors of serotonin reuptake; therelore, they are
unlikely to contribute 1o 1he clinical activity of the drug.

At therapeutic dosages in humans, paroxctine has been shown to inhibit the
reuplake of scrotonin into platelets.

Effects on Other Neurotransmitters  Like other scrotonin-reuptake
inhibitors, paroxetine kas been shown to have little or no activity in inhibiting
ihe reuptake of norepinephrine. Paroxeline appears o have only very weak
aclivity on neuronal reuplake of dopamine. In addition, paroxetine does not
inhibit monoaminc oxidase (MAQ),

Unlike Iricyclie and some other antidepreséants, paroxetine does not exhibit
elinieally important anticholinergic, ¢- or $-adrenergic blocking, or untihista-
minic activity at usual therapeutic dosages, As a result, the incidence of adverse
effecls commonly associated with blockade of inuscarinic cholinergic recepiors
{c.g., dry mouth, blurred vision, urinary reteniion, constipation, confusion), a-
adrenergic receptors (e.£., ornthosttic hypotension), and histamine H,- and H,-
receplors (e.g., sedation) is [ower in paroxetine-treated patients than tricyelic-
treated patients. In vitro studics have demonstraled that paroxetine does not
possess clinically impornant affinity for a;,- or a.-adrenergic, B- adrenergic,
histaminergic (H,-, GABA, benzodiazepine, or dopamine D,-receplors.

Although paroxetine has demanstrated weak aftinity for muscarinic cholin-
ergic receptors in vitro and has cuused mydriasis in vivo, these effects generally
occurred only a1 dosages greatly exceeding those reguired for increasing ser-
otonergic activily in the CNS. Limited data indicate that mydriasis may also
be serotoncrpically mediaed. In addition, sefum anticholinergieity ol paroxe-
Line was found 19 be substantially fewer than that nf nonriptyline in depressed
gerialric putients in one study; complaimts of dry mouth and lachycardia also
occurred more frequently in the nonriptylice-treated patients than in those
treated with paroxetine. These findings indicaze thal, at therapeutic plasma con-
centrations, paroxetine has approximalely 20% the anticholinergic potential of
noririptyline in older patients. Therefore, it appears unlikely thut paroxetine
will produce adverse anticholinergic evenis when given in the usual recomn-
mended dosage,

Effects on Sleep  Like tricyclic and most other antidepressants, purox-
etine suppresses rapid eve movement (REM) sleep. Some evidence supgests
that the drug may suppress REM sleep in a dose-dependent manner. Although
not clearly csiablished, there is some evidence that the REM-suppressing ef-
fects of anlidepressant agents may coniribute 1o the antidepressant activity of
these drugs, While the precise mechanisin has not been fully elueidated, results
of animal studies indicale that paroxeline's eflecls on REM slecp may be ser-
otonergically mediated.

In some studies, paroxetine prolanged REM latency, increased awakenings,
increased stage | sleep, andfor reduced actual skeep time and slecp cfficiency.
In one study, administration of single, 4(-mg doses of parexeline in the mom-
ing inercased sleep latency: however. the drug did not affeel sleep latency when
given at bedtime, In addition, sleep maintenance parameters (such as nocurmal
wake lime, total sleep time, and sleep efficiency) delerioruted in o dose-depen-~
dent manner both when a single dose of the drug was given in the moming
aned when given us a single 30-mp dose ai hedtime. Overall, the changes in
sleep observed wilh paroxetine are relutively small and are unlikely to be ol
clinical imponance during prolorged administeasion. [n addition, the changes
noted with paroxetine are similar to those reporied with other S5RIs and sug-
gest an alenting effect on sleep that has not been shown to adversely affect
sleep guality.

Effects on EEG  Limited dan currently are available regarding the
effects of paroxetine on the EEG. In animals, EEG studics have reveuled un
activating effect associated with slight behaviora] arousal and weak focomator
stimulution at dosages higher than those required to inhihil serotonin reuptike
in the CNS, EEG changes in healthy individuals receiving single, 70-mg oral
doses of paroxetine revealed a decreuse in delta und thefa aclivity and an in-
crease in beta activily; these changes were still evident after 72 hours. Overall,
available data in humans suggest that piroxetine generully does nol produce
clinically relevant chunges on the EEG.

Effects on Psychomotor Function  Paroxetine generally does not
appedr to cause clinically imporant sedation and penerally does not interfere
with psychomotor performance. Consrolled studies in heulthy young individ-
uals und in patients with major depression did nol demonsirale any adverse
effects on psychomotor performance in those receiving 20-mp doses of the
drug. No adverse elfects on psychomotor performance or cognilive lunclion
were ohserved in healthy men older than 60 years of uge who received single
anl repeated doses of puroxetine 20 mg in a controlled study: in some fests
{e.g., critical flicker fusion thresholds), paroxetine improved information pra-
cessing ability. In a conirolled study evaluating the effects of paroxetine (20
or 40 mg adninistered daily for 8 days) on psychomolor performance and car
driving in healthy males. the 20-mp dosage was found to have no elfect while
the 40-mp dosage was not found 10 alfect road tracking hut slightly impaired
performance in some psychownotor tests in a persistent manner. Further study
1s needed to clarily whether parexetine may adversely uftect psychomotor per-
formance a1 dosages of 40 mg daily or niore.

m Cardiovascular Effects No clinically imporam changes in vital
signs {systolic and diastolic blood pressure, heart rale, emperulure) were ob-
served in patients receiving paroxetine in controlled trials, Paroxetine also ap-
pears to have liule effect on the ECG. In controlled studics. puroxetine did not
praduce clinically imponiant changes in heant raie, cardiac conduction, or other
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ECG poramelers in patienis receiving the drug, In depressed patients with stable
ischemic heart disease. paroxetine did not substantially wlTect blood pressure
or conduction inicrvals and did not produce susiained effects on heart rate,
heart rhylhm, or indexes ol heart rate variability, Flowever, a small but statis-
tically significant QRS widening relutive to placebe wus reported in one study,
and ECG changes occasionally have been reporied in healthy individuals and
patients receiving the drug. In addition, the relaiive safety of puroxetine in
patients with underlving cardiac disease, particularly those with severe cardio-
vascular diseuse and immediately following a myocardial infarction, remains
to be moere [ully eluciduted.

Paroxetine did not demonstrute any substantial change in cardiovascular
autonemic funclion tests (such as heart rate variability) in a limited number of
depressed patients receiving the drug for 1: days, On the other hand, paroxetine
has been shown to increase hean rate varability in 4 limited number of patients
wilh panic disorder, u condilion associaled with decreased hean rate variability
und conscquently un increasced risk of serious cardiovascular problems inchud-
ing sudden cardiac death,

m Effects on Appetite and Body Weight  Puaroxciine appears 10 pos-
sess some anorexigenic activity, although to a lesser degree than certiain other
serotonergic agents (e.g.. fenlluramine [no lonper commereially available in
the US], fluoxctine, sertraline, zimelidine). Limited data from animal sludies
suggest that fenflursmine is the most effective inhibitor of food intake followed
hy fluoxetine. then sertradine, and then paroxetine, Ahhough the precise meeh-
anism has rot heen clearly eslahlished, resulls from animal studies indicate that
the appetite-inhibiting action of these antidepressunts muy result at least in part
from serotonin-reuptake blockide and enhancement of scrotonin release
lhereby increasing serotonin availability at the neuronal synapse.

While clintcally imponant weight loss may occur in some patients receiving
paroxeline, only minimal weight loss (averaging (.45 kp) gencrally occurred
in putients receiving the drug in controlled clinical Irials. In addition, while
decreascd uppetile was reporled in shout 6% of palients receiving paroxetine
in short-term clinical trials, the drug, unlike fluoxeline, does nol appear to
exhibit clinically imporiant anorectic effecls. {Sec Cautions: Metahalic and
Entdocrine Effects.)

B Neurcendocrine Effects  Limited duta curyently are available regard-
ing the ciTects of paroxetine on the endocrine system. Elevased serum prolaetin
concentrutions have been reported in some woinen receiving chronic paroxeline
lherapy.
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Pharmacokinetics

Paroxciine is commercially avaitable in the US as paroxeting hydrochloride
(e.g.. Paxit™, Puxil CR*} and as paroxetine mesyfaie (i.c.. Pexeva®). Conven-
tional tablets of Puxil* and Pexeva® are nor bigeguivalent. The U.S. Food und
Drug Administration (FDA) considers puroxetine mesylale {Pexeva®) conven-
tional tabtets 1o be a pharmuceutical afrernutive (as described in section
505{b][2] ol the Federal Food, Drug, and Cosmetic Act) and not a pharmaceu-
tical {generic) equivulent 10 paroxetine hydrochlonide conventional tablets (¢.g..
Paxil®), since both conlain the same nctive moiely {(piroxetine) but have dif-
ferent salts,

In all human studies deseribed in the Pharmacokinelics section, paroxetine
was administered as either the hydrochloride or the mesylate sall; dosapes and
concentralions ore expressed in terms of paroxeline.

m Absorption  Paroxeling hydrochloride appears 10 be slowly but welt
absorbed from the GI tract following oral administration. Although the oral
bicavailability of paroxetine iydrochloride in humans bas not been lully elu-
cidated to date, the manulacturer states that parexetine is completely ubsorhed
afier oral dosing of a solution of the hvdrochloride sall. However, the relative
proportion of un oral dose thut reaches systemic circulation unchanped appears
to be relatively small because paroxeline undergoes exlensive first-pass metab-
olism. The oral tablets and suspension of paruxetine hydrochloride reporiedly
are bioequivalent.

Paroxetine mesylate is completety absorbed following oral administration
of the tablets.

Food does not subsiantially alfect the absorption of paroxetine. In onc
study, no substamiat differences in phurmaeokinetic parameters were neted
when paroxctine hydrochloride wos administered under lasting and nonflasting
conditions or with a low- or high-fat diet, milk, water, or amacids, In another
study, administration of a single duse of paroxerine hydrochloride with food
resulted in a 655 incrense in the arca under the concentration-lime curve (AUC),
a 29% increase in peak plasma concentrations of the drug, and a decrease in
the time 1o peak plasma concentrations from 6.4 10 4.9 hours.

In healihy males receiving one 30-mg tablet of purexetine (sdminisiered as
paroxeline hydrochloride) once daily or 30 days, sieady-slate plasma parox-
eline concentrations were achieved afier approximately 19 days in most pa-
lients, although achievement ol sieady-state concentrations may take suhstan-
tially longer in some patienis. Al sleady-state, mean peak plasma paroxcline
concentrutions of 61.7 ng/mL occurred afier an average of 5.2 hours following
oral administration; corresponding mean trough concentrasions of 30,7 ng/mL
were reporterl, However, wide imerindividual varintion in peak plasma con-
cenirations of paroxetine has been observed in both single- and multiple-dose
studies. In geralric individuals receiving multiple daily doses of 2040 mg
daily of paroxetine (administered as paroxetine hydrochloride). rough plasmu
concentrations were 7(-80% higher thun trough concentrations in nongeniatric
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individuals. In another multiple-dose stndy, mean stendy-state trough concen-
trations were approxtmately 3 times higher in peratrie individuals than in
younger adults receiving paroxetine (administered as paroxeline hydrochloride)
20 mg daily. ulthough there was considerable overlap between the 2 groups.
Therefore, the manulacturers and some clinicians recommend that paroxetine
be administered 3n a reduced dosage (i.c., 10 mg daily) initially in gerinirie
patients. (Sec Cautions: Geriatric Precautions and see Dosage and Adminisira-
tion: Dosage in Geriatric and Debilitated Paticnts.)

In healthy males receiving one 30-mg tablet of paroxetine (administercd ns
paroxctine mesyliate) once daily for 24 days, steady-state plasma paroxetine
cancentsations were achieved alier approximately 13 days in most patients,
although achicvement of sieady-siale coneentrutions may lake subssantially
longec in some patients. At steady-state, mean peak plasma paroxetine cancen-
trotions of 81.3 ng/mL occusted afier un average of 8.1 hours following oral
administration of paroxetine mesylate table(s; cosresponding mean trough con-
centrations of 43.2 ng/mL were reponcd.

When compared with administration of a single dose of paroxetine hydro-
chloride, sicady-state peak and 1rough paroxetine concentrations lolfowing
multiple dosing were spproximately 6 and 14 tlimes higher than would be ex-
pected from single-dose values. In addilion, steady-state drug exposure based
on AUC (0-24 hour) was about B times greater than would have been predicied
based on the single-dose dina in these individuals. When compared with ad-
ministration ol a single dose of paroxetine mesyliate, steady-state peak and
trough paroxeline concentrations following multiple dosing were approxi-
mately 7 and 10 times higher thun would be expected from single-dose values.
In addition, steady-siate drug exposure based on AUC {0-24 hour) was about
8 and §0 times grealer than would have been predicted based on the single-
dose dita in 1hese individuals receiving the hydrochloride and mesylate salls
ol puruxetine, respectively, The manufacturers attcibuted this excess accumu-
lation to the fact thal one of the enzymes that metabolizes paroxetine, the
cylochrome P-450 isoenzyme CYP2DG, is saturable.

“In steady-stale, dosc-proportionolity studies involving periatric and non-
periatric patients receiving 2040 and 20~-30 mg daily of paroxetine (admin-
istercd us paroxetine hydrochloride), respectively, some nonlinearity was ob-
served in both groups, which also suggesis a saturable metabolic pathway.
When compared withs trough paroxeline concentrations after 20 mg ol the drug
daily, trough concentrutions afer 40 mg daity were approximately 2-3 times
higher than doubled.

As with other serotonin-reuplake inbibitors, the relationship between
plasma paroxeting concentrations and the therapeutic andfor toxic effects of
the drug has noi been clearly established.

® Distribution  Distribution of paroxetive and its metabelites into human
body tissucs and fluids has not been fully churacterized. However, fimited phar-
macokinetic data supgest that the parent drug, which is highly lipophilic, and
some of its metabolites are widcly distrihuted throughout bady tissues, includ-
ing the CNS. Only 1% of paroxeline remaing in plasmi

Although the apparent volume of distribution of paroxetine hns not been
determined in humans, vilues ranging from 3.1-28 Lfkg have been reporied in
animal studies. The drug crosses the blood-brain barrier in humans and animals.

In vitro, approximarely 95 and 935 of paroxetine is bound to plasma pro-
leins at plasma coneentrations of 100 and 400 ng/mL, respectively. Under usual
clinical conditions, plasma paroxeting concentrations would be less than 400
ng/mL. In vitro, paroxctine does not alter the plasma protein binding of 2 other
highly protein-bound drugs, phenytoin and warfarin.

Paroxeline is distribuled inte human milk. In one laetating womnn receiving
paroxetine (adminisiercd os paroxetine hydrochloride) 20 mg daily for 1 week,
the concentration of paroxetine in breast milk was 7.6 ng/mL 4 hours after the
duily dose; no adverse effeels were observed in the infant during lacralion,
Bused on an estimated weight-adjusted dose to the infant of 0.34% of (he
matemal dose, the exposure of infants during breasi{eeding nppears to be lower
for paroxetine and fluvoxamine than lor fluoxetine; however, funther study is
needed to clarify the clinical imporiance of Lhese findings, '

m Elimination  The climination half-life of paroxetine when' adminis-
tcred as paroxetine hydrochloride averages approximately 21-24 hours, ai-
though therc is wide interpatient variation with halt-lives (ranging from 7-65
hours in one study), En healthy, mates receiving one 30-mg tablet of paroxeting
(administercd as paroxetine mesylate) once daily for 24 days, the mean parox-
ctine half-life was 33.2 hours. In L.Ln.nnc individuals, elimination half-life of
paroxetine (administered as paroxetine hydrochloride) may be increased (e.g.,
10 ubout 36 hours),

The exact metabolic fate of paroxetine has not been folly elucidaied; how-
cver, paroxeline is exlensively metabolized, probably in the liver. The principal
inetabolires are polar und conjugated products of oxidation and methylation,
which are readily cleared by the body. Conjugaics with glucuronic acid and
sulfatc predominate, and the principal metabolites have heen isolated and iden-
tilicd. The metabolites of paroxetine have been shown 10 possess no more than
2% of 1he potency of the parent compound as inhibitors of serotonin reuplake;
therefore, they are essentially inaclive.

Like some other serotonin-reuptike inhibifors, paroxeting is partially me-
labolized by the drug metabolizing 1soenzyme CYP2D6 (o cylochrome P-450
isocnzyme implicated in sparieine/debrisoquine polymorphism), Sawration of
this cnzyine at dosages used clinically appears to account for the nonlinearity
of paroxetine kinclics ohscrved with increasing <osage and duration of 1reat-
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ment, The role of the CYP2D5 enzyme in paroxetine metabolism ulso suggests
porenrial drug-drug interactions. {Sec Drug Interactions: Drugs Undergoing
Hepatic Melnbolism or Alfecting Hepatic Microsomal Enzymes.)

Following ora) administration, paroxetine and its metaholites are excreted
in both urine and feces. Following oral administration of a single, 30-mp dose
of paroxeline {administered as parexetine hydrochloride) as an oral solution
{not commercialty avatlable), approximnately $4% of the dose was cxereted jn
the urine within [@ days; unchanged paroxeune accounted for 2% of the dose
and metabolites accounted for the remaining 62% of the dose, During the same
period, approximately 36% of the dose was eliminated in feces (probably via
the bile), mostly as mc!abnlucs and less than 15 as the parent drug.

The ecffect of age on the elimination of piroxetine has not been fully clu-
cidated. In healthy geriaric adults, hepatic clearanee of paroxeline wus mildly
impaired Jeading 10 stower climinalion and increased plasma concentrations of
the drug. (See Pharmacokinetics: Absorption.) Swudies in depressed, geriatric
patients confinm these findings with higher stcady-stute concentrations and
longer elimination hall-lives reported compared with younger individuals.
These resulls suggest that older paticnus may be more susceplihle Lo sawuration
of hepatic metabolic activity resulting in nontinear kinetics and higher plasma
concentrations occurring at lower dosages of paroxenne. Thercfore, the man-
ufacturers and some clinicians recommend that paroxetine initially be admin-
istered in a reduced dosage in periatric patients. (See Cautions: Geriatric Pre-
cautions and sce Dosage and Adminiswation: Desage in Geriawdc and
Debilitated Palients.)

Because paroxetine is cxiensively metabolized hy the liver. hepatic im-
pairment can alfTect the elimination of the drug. In cirhotic patients with nad-
crale hepalic impairment-who received 1 single 20-mg dose of paroxetine (ad-
minisiered as paroxetine hydrochleride), no significant difference in plasma
paroxeting concentrations and pharmacokinetic paramelers was observed when
compared with corresponding data in healthy individuals, However, accumu-
lation potentially may occur in patienis receiving multiple daily doses ol pa-
roxetine, The manufaclurers state thay patients with impaired hepaiic function
have approximaiely twolold higher peak plasma concenirations and AUC val-
ues, Therefore, e manufacturers recomrmend that paroxetine be administered
in a reduced dosage initially in patients with severe hepatic iinpaimment; caution
also should be exercised when increasing the dosage of paruxetine in such
patients. (See Cautions: Precautions and Contraindicalions and see Dosage and
Administeation: Dosage in Renal and Hepatic Impainment.)

The effcet of renal impairment on the pharmacokinetics of paroxcetine b
not been [ully evaluated 1o date. Following oral administration of multiple duify
doses of paroxeline ns paroxetine hydrochloride in patients with crealinine
clearances less than 30 mL/minute, meap plasma concentrations of paroxetine
were approximately 4 times greater than those seen in heaithy individuals. in
patients with creatinine elcarances of 30-60 mL/minure, peak plasma concen-
trations and AUC values were approximately twolold higher when compared
with healthy individuals. The inftuence of renal impairment in patients receiv-
ing muliiple daily doses of paroxetine hus nol been evaluated 1o date, Pending
further accumulation of data, the manulacturers and some clinicians recom-
mend that paroxetine be administered in a reduced dosage inhially in pmients
with severe renal impairment. {See Cautions: Precautions and Contraindica-
tions and see Dosage and Administration: Dosage in Renal and Hepatic Im-
pairment.) 1

Becenuse of 1he large volume of distribution of paroxetine and its prineipal
melabolite, peritoncal dialysis, forced diuresis, hemoperfusion, andfor cx-
change transfusion are unlikely 1o be cllective in reinoving substantial amounts
ol paroxetine from the body.

Chemistry and Stability

m Chemistry  Paroxctine, a sclective serotonin-reuptake inhibitor (SSRT)
antidepressanl agent, is 4 phenylpiperidine-derivative, Paroxetine differs strug-
wrally from other SSRIs (e.g., citalopram, Auoxctine, sertraline) and also dil-
fers structurally and pharmacologically from other currenily available antide-
pressants {e.g., tricyclic amidepressants, monoamine oxidase inhibilors).

Paroxctine is commerciully available in the US as the hydrochloride and
mesylate salts. Puroxctine hydrochtoride occurs as an odorless, of T-white pow-
der and has a solubility of 5.4 mg/mL in water. The drug has a pK, ol approx-
imately 9.9. Paroxeting mesylate also occurs as an odorless, off-while powder
but has 1 solubility of more thwt 1 g/inL in water,

The commereially available exiended-release 1ablets of paroxetine hydro-
chloride contnin the drug in a biodegradable polymeric delivery system, con-
sisting of a hiydrophilic core surrounded by a biodegrudable bacrier layer. This
delivery system is designed 1o release the drug gradually over o period of 4-5
hours after ingestion; in addition, an cnieric coating delays the release of drug
uutil after the extendedsrelease 1ablet has left the siomach.

B Stability Paroxetine hydrochjoride conventional lablels should he
stored at 15-30°C. The oral suspension and exicnded-relcase lablets of parox-
ctine hydrochloride should be stored at or below 23°C. When slored as dirceied,
paroxetine hydrochloride conventional tablets and oral suspension have an ex-
piration date of 3 and 2 ycars following the dare of manuficture, respectively.

Puroxetine mesylate conventional tablets should he stored at o temperature
ol 257C but may be cxposed 1o temiperatures ranging from 15-30°C; the tablets
should be protecter] from humidity,
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Preparations

Excipients in commercially availabje drug: preparations may have ctinically
nnporanteffects in seme individuals; consult specific product labeling for details,

Paroxetine Hydrochloride

Oral

Suspension 10 mg (ol paroxetine) per 5 Paxil?, GlakoSmilhKline
mL

Tablets, 12.5 mg (of paroxeline) Paxil CR", GlaxoSmithKline

extended-

release, flm-

coated

Paxi| CR>, GlaxoSmithKline
Paxll CR=, GlaxoSmithKling
Paroxeline Hydrochlorlde Fiim-
coated Tehlets

Paxil* (scored), GlaxoSmithKline

Paroxetine Hydrochloride Fllm-
coated Tablets

Paxil® (scored). GlaxoSmithKing

Paroxeting Hydrochlerlde Film-
coated Tableta

Paxfl", GlaxoSmilhKline

Paroxetine Hydrochloride Film-
coated Tablets

Paxll*, GlaxoSmithtdine

25 mg {of paroxeline)
37.5 mg [of paroxeline)

Tahlets, {lim- 10 mg (of pam){eline)'

coated
20 mg {of paroxetine)

30 mg {ol paroxetine)*

40 mg (ol paroxeline)”

“avuilable Inm ane or more manufacturer. distrilulor, amy/or repickager by generic (nonpropriclary) name

Paroxetine Mesylate

Oral

Tablets, film-
coated

10 mg (ol paroxetine) Pexeva*, JDS Pharmmaceuticals

Pexeva® {scored), JDS
Phamaceuticals

Pexeva*, JDS Pharmaceuticals
Pexava®, JDS Pharmaceuticals

20 mg (ol paroxeling)

30 mg {ol paroxetne)
40 mg (of paroxeting)

e i nol cumrenily included in the laheling ppproved by te US Food und Drug Adminisiracion

Selected Kevisions Devember JER, £ Capyrigha, June W3, Awrerican Socien of Healih-Sysiem
Plannacisey. o,

Sertraline Hydrochloride

W Seriraline, a sclective serotonin-reuplake inhibitor (SSRI), is an antide-
pressant agent,

Uses

B Major Depressive Disorder  Senmline is used in the treatment of
major depressive disorder. A major depressive episede implies a prominent and
relatively persistent depressed or dysphoric mood that usually interferes with
daily functioning (nearly every day for ut least 2 weeks). According 1o DSM-
1V criteria, a major depressive episode includes at least 5 of the following 9
symploms {with at least one of the symptoms being cither depressed mood or
loss of interest or pleasure): depressed mood most of the day as indicaled by
subjective report {e.p., feels sad or empty) or observation made by others;
markedly diminishet interest or pleasure in all, or almest all, activities most
ol the day; significant weight loss (when not dieting) or weight pain (e.g.. a
Lh..mge of more than 5% of body weight in a month), or decrease or increasc
in appetite: insomnia or hypersomnia; psychomotor agilation or relardation
(observable by others, nol merely subjective fcelings of resilessness or being
stowed down): fatigue or loss of enerpy; feelings of worthlessness or excessive
or inappropriate puilt {(nel merely self-reproachor guill aboul being sick); di-
minished ability to think or concentrate or indecisiveness (either by subjective
account or as obscrved by others); and recurrent thoughts of death, recurrent
suicidal ideation withoul a specific plan, or a suicide atiempt or specific plan
for committing suicide.

Treatment of major depressive disorder generally consists of an acute phase
(10 induce remission), a continuation phase (1o prescrve remission), and a moin-
tenance phase (10 prevent recurrence). Various interventions (e.g., psychother-
apy, antidepressant drug therapy, electroconvulsive therapy [ECT)) are used
alone or in combination to treal major depressive episodes. Treatmenl should
be individualized and (he most appropriate stralegy for a particular paticnt is
determined by clinical factors such as severity of depression (e.g.. mild. mod-
erale, severe), presence or absence of certain psychiatric fentures (e.g., suicide
risk. calatonia, psycholic or atypical fealres, alcohiol or substance abusc or
dependence, panic or other anxiety disorder, cognitive dysfunction, dysthymia,
personality disorder, seasonal affective disorder), and concurrent illness (e.g..
asthma, cardinc discase, dementia, seizure disorder, glavcoma, hypericnsion).
Demographic and psychosocial fuctors as well as paticnt preference also are
used 1o detemiine the most effective treatnent sirategy.

2384 AHFS DrUG INFORMATIONS 2010

Document 78- 12

SELECTIVE SERGTONIN-REUPTAKE INHIBITORS

Filed 03/24/2010 Page 20 of 20
8:16.04.20

While use of psychotherapy alone may be considered as an initial ireatment
stratepy for patients with mild o moderate major depressive disorder (based
on patient preference and presenee of clinical features such as psychosocial
stressors}, combined use of antidepressant drug (herapy and psychotherapy may
be useful for initinl treatment of patients with moderale to severe major de-
pressive disorder with psychosocial issues, interpersenal problems, or a co-
mosbid axis IT disorder, In addition, combined use of antidepressant drug ther-
apy and psychotherapy may be beneficial in parrenis who have a history of
poor compliance or enly panial response lo adequate irials of either antide-
pressani drug iherapy-or psychotherapy alone.

Antidepressant dreg therapy ean be used alone for initiel ireatment of pa-
tients with mild major depressive disorder (if preferred by the patient) and
usually is indicated alone or in combination with psychotherapy for initial
treatment of patients with moderaie to severe major depressive disorder (unless
ECT is planned). ECT is not generally used for inilial reaument of uncompli-
caled major depression, but is recommended as first-line treatment for severe
major depressive disorder when it is coupled with psycholie features, catntonic
stupor, severe suicidality, food refusal leading to nutritional compromise, or
other situations when a rapid antidepressant response iy required, ECT also is
recommended for patients who have previously shown u.posilive response or
a preference for this treatment modality and can be considered for paticnts with
moderate or severe depression whe have not responded 10 or cannol receive
antidepressant drug therapy. In certain situnations jnvolving depressed patients
unresponsive to ndequate irials of several individual antidepressant agents, ad-
junctive therapy with another agent (e.g., buspirone, lithium) or concomitanl
use of a second antidepressant agent (e.g., bupropion) has been used; however,
such combinalion therapy is ussociated with.an increased risk of adverse re-
actions. may require dosage adjustments, and (if nol contraindicated} should
be undertaken only afier careful consideraiion of the redative risks and benefits,
(See Drug Inleractions: Serolonergic Drugs, Drug Interactiens: Tricyclic and
Other Antidepressants, and Drug Interactions; Lithium.)

The efficacy of senraline for the acute treaiment of major depression has
been established by 2 placebo- -controlled studies in adult oulpalients who met
DSM-IIT criteria for major depression. In the first study of 8 weeks' duration,
sertraline was adminisicred with flexible dosing in a range of 50-200 mg daily;
the mean daily dosage for patienis completing the fludy was 145 mg d.nly In
the second siudy of & weeks' duralion, seru'a]mc was administered in lixed
doses of 50, 100, and 200 mg daily. Overall, these 2 studies detnonstrated that
sertraline was superior to placeho in iinproving scores on the Hamilion De-
pression Rating Scale and the Clinical Global Impression Severity and im-
provement Scales. However, the sccond study was not readily interpretable
regarding whether there was o dose-response relationship for the drug’s effi-
cacy.

In a third stody, depressed outpaticnis who had responded by the end of an
initial 8-week open treaiment phase to senraline 50-200 mg daily were ran-
domized to continue senraline in the same dosage ranpe or plicebo for 44
weeks in a double-blind manner, The mean daily dosage of sertraline in (ltose
who completed this long-lerm study was 70 mg daily, und the relapse rate in
the scriraline-treated patients was substantinlly lower than in those who re-
ceived placebo.

An analysts of these 3 controlled studies for possible gender-related effecis
on treatment outeomne did not suggest any difference in efficacy based on the
gerider of the putient, . '

While the optimum duration of sertraline therapy has no1 been established,
many experis stale thal acute depressive episodes require several months or
longer of sustained antidepressant therapy. In addition, some clinicians ree-
ommend that long-term antidepressant therapy be considered in certain patienis
at risk for recurrence of depressive episodes {such as those with highly recurrent
umpolar depression). The efficacy of senraline in mointaining an antidepressant
response for up 10 1 year without increased foxicity has been demonstrated in
a controlled setting. The manufacturers stste thit the usefulness of the drug in
patients receiving prolonged therapy should be reevalvaled periodically. (See
Dosage and Administration: Doswsge.)

The manufaciurers state that the drug’s antidepressant efficacy in hospital
settings has not been adequalely siudied to date.

As with cenain other antidepressants, the possibility that sertratine may
precipitate hypormanic or manic auracks in patienis with bipolar or other major
affective disorder should be considered. Sertraline is not approved for use’in
ireating bipolar depression in adults.

Cunsiderations in Choosing an Antidepressant A variety of an-
tidepressant drugs is available for the treatment of major depressive disorder,
including sclective serotonin-reuptake inhibitors {SSRIs; e.g.. citalopram, es-
citalopram, fluoxetine, paroxetine, sertraline), seleclive serolonin- and norepi-
nephrine-reuptake inhibiters (SNRIs; e.g., desvenlafaxine, duloxetine; venla-
faxine) , lncychc anudepreswnls (e.p., amitriptyline, amoxapme. dcq|prsmme.
doxepin, imipramine, noririptyline, protriptyline, (nm[pmmlne) inonoamine
oxidase (MAO) inhibitors {e.p., phettelzinc, Lranyleypromine), and other anti-
depressants {e.g.. bupropion, maprotiline, nefazodone, trazodone). Most clini-
cal studies have shown that the untidepressant ‘effect of usual dosages of ser-
traling in patients with depression is grenter than that of placebo and
compurable 10 that of usual dosages of ricyclic antidepressants (e.g., amitrip-
tyline), othcr SSRIs (e.p., uoxeuine), and other antidepressants (e.g..-nefazo-
done). In geriatric patients with major depression, seriraline appears to be s
effective-us amilriptyline. The onsct of sction of seniraline appears 1o be com-
parable to that of tricyclic antidepressants.
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