luvoxw(ﬂuvoxaminu moleate) Tablets

Brief Summary (For full Prescribing Information refe to packoge insert.)

INDICATIONS AND USAGE

LUVOX Tablets ore indicated for the treatment of obsessions and compulsions in patients with Obsessive Compulsive Disorder (0CD), os defined in the DSAHIFR. The obses-
sions or compulsions couse morked distress, are fime-consuming, or sigriicantly interfese with sociol or occupational functioning. The efficacy of LUVOX Toblets wos estol
fished in two 10week ials with absessive compulsive outparients with the diagnosis of Obsessive Compulsive: Disorde s defined in DSWHIIR. Obsessive Compulsive Disorder
is charoterized by recurrent ond persisent idecs, thoughs, impuises o fmoges (obsessions) that are egodystunic ond /orrepefiive, purpaseful, and intentionc! behaviors
{compulsions) that are recognized by the person os excessive or unreasonoble. The effectiveness of LUVOX Tablets for fongrterm use, i.e., for more than 10 weeks, hes not
been systemafically evotuated in placebocontroled iaks. Therefore, the physician who elects to use LUVOX Tablets for extended periods should periodicoll revaluate the
Jonrterm usefulness of the drug for te individual patient.

CONTRAINDICATIONS

Coodminishation of terfencdine, astemizok, or ciscpride with LUYOX Toblets is conhaindicoted (see WARMINGS and PRECAUTIONS). LUVOX Tablets are contraindicoted in
patients with a history of hypersensitivity to fvoxaming maleate.
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Othor Potentially kmportant Drug lnteractions
{Also ses PRECAUTIONS - Drug interoctions) Bewzodiazepiwes: Benzodiazepines mefabolized by hepatic oxidation (e.g., oprazolam, midozolom, riczolom, etc.) should
be used with coution because the dearonce of these drugs s likely fo be reduced by fluvoxamine. The dearance of benzodinzepines metubolized by glucuronidafion (e.g.,
lovazepam, oxazepam, temazepam) s unlikely fo be affected by fluvaxamine. Alprozolom - When fvaxamine maleate (100 mg qd) and alprozolom (1 mg gid) were o
odministere fo seady stote, plsma concentorions and othes pharmacokingsic parometes (AUC, (g, T, of lprozolom were opproximately twice thase observed when
alprazolom was cdministered olone; oral clearance was reduced by about 50%. The elevated plosma olprazolom concentrafions resufted in decreased psychomotar perfor-
mance and memary. This inferacfion, which hos not been investigated using higher doses of fluvoxamine, may be more pronounced if o 300 mg daiy dose is co-adminis-
tered, pariculaly since fovoxomine exhiits norinear pharmocokinesics ove the dosoge ronge 100-300 mg. f alprazolom is coadministered with LUVOX Toblets, the ini-
ol oprazclom dosoge should be ot ecst halved an fotion o the owest effective dase s recommended. No dosage odjustment is required for LUVOX Teblets. Dmcpm
The codministration of LUVOX Tobdets ond diczepam is generolly not advisable. Becouse fluvoxamine redues the clearance of both diazepam ond its active mefabolie, N-
desmethyldiazepar, these is a stiong ikefihood of substontiol cccumulafion of bath species duiing chrari co-administration. Eviderce supparfing the canclusion that it s inad-
visoble to co-odminister fvoxomine and diazepam is derived from o study in which healthy voluneers toking 150 ma/day of fluvoxamine were odministered  single oral
dose of 10 mg of diczepom. In these subjects (N=8), the dearonce of diazepam was reduced by 45% and that of Ndesmethyldiazepom fo o level that was toa low to
measure over the course of the 2 week kong study. ft s likely that iis experience significontly nderestimates the: degree of accumulation that might occor witt repeaed
diazepam administation. Moreover, os noted with alprazolom, the effect of fvaxcmine mﬂy even be more pronounced when itis administered of higher doses.Accordingly,
diazepam and fluvoxantine should nat ordinarily be co-cdministered. effect of steadystate flovoxamine (50 mg bid) on the phormacokinetics of a sin-
gle dose of Meophylhne 375 rr;g 05 442 mg cminophyline) wes evoluated in 12 henhhy narvsmoking, male volurteers. The clearance of theaphyline was decreased
aporosimenely 34old. Thers theophyline is coadministered with fuvoxaming moleate, it dose should be reduced 1o one third of the usuo! daily maintenonce dose ond
plosma concentiations of 'heophvm should be monitored, No dosoge adjustment is required for LUVOX Tablets. Warfarike: When flovoxoming maleate (50 mg fid) wos
odministered concomitontly with warfarin for two weeks, worfarin plasma concennations increased by 98% ond prthrombin times were prolonged. Thus pafients receiving
?nllméo?umm and LUVOX Tablets shouid have their prothrombin time monitored and their onficoagolant dose adjusted accordingly. No dosage adjustment is required
or {UVOX Tablets.
PRECAUTIONS

Goneral

Activotion of Masie /Hypomanta: Duing premarkefing studies involing primorly depressed patients, hypomonia or marka occusred in appyoximately 1% of potients
eoted with fvoxamine. Acwaian of monia,/hypomania his olso been reported in a smal praporfion of patients with mujor aifective disorder who were freated with other
morketed onfidepressonts. As with all untidepressonts, LUVOX Tablets should be used cautiously in patients with o history of mania. Seézures: During premorkefing stud-
Jes, seizures were roported in 0.2% of flovoxamine rected potients. LUVOX Toblets shouid be used coutiously in patients with a history of seizures. 1t should be discontin-
ved in any potient who develops seizures. Sulcddbe: The possibity of a sukide oftemptis inherent in pofients with depressive symptoms, whethes these occur in primory
degression of in ssocation with another primary disarder such as 0CD. Chase supervision of high rsk pafients shoukd accompany initial drug therapy. Prescriptions for LUVOX
Tablets shouid be writen for the smallst quontty of tatiets consistent with good patient management in arder to reduce the ik of overdose. Use iw Patiowls with
Concomitamt Mimess: (losely monitored chnical experience with LUVOX Toblefs in patients with concomitont systemic ilness is lmited. Coufion is advised in administer-
ing LUVOX Toblets 1o patients with diseases or conditions that could offect hemodynamic respanses or mesobolism. LUVOX Toblets have not been evouated or used to any
appreciable extent in patients with a recent history of myscardicl infarcion or unstoble heart disease. Paients with these diagnoses were systematically excluded from many
linkol studies during the producr’s premarketing Yesting.  Evoluotion of she electocordiogroms for pofients with depression os OCD who parficpated in premarkefing studies
sevealed no fferences between fvoxcrnine and plocebo in the emergence of cinicolly importunt ECG chonges. In pafients with liver dysfunction, flovaxamioe clearance
wos decrensed by approximotely 30%. LUVOX Tablets should be slowly tiroted in patients with liver dysfunction during the iniiation of #reatment.

Information for Patients Physicons ore odvised fo discuss the fokwing issues with patients for whom they prescibe LUVOX Tablets: heterferemce with Cogmitive
o Motor Performamce: Since any psychooctive drug oy impair judgement, thinking, or mofor skills, pafients should be coutioned obout aperafing hazardous mochin-
ery, induding outomobiles, until they are certain that LUVOX Tobdets therapy does not dversely atfect thei cbily to engage in such activites. e Patieats should
be tdvised to notfy their physicions i they become pregrant o infend fo become pregnant during thesapy with LUVOX Tablets, Mursing: Pationts receiving LUVOX Toblets
should be odvised 1o notity their physicians if they are breast feeding on iafont. (See PRECALITIONS - Nursing Mathers) Comcomtant Medication: Pafients should he
odvised 1o noffy their physicians i ey are toking, or plon fo foke, any prestription of over-he-counter drugs, since there is o potential for cinkally importunt inferacfions
with (UVOX Tablets. Aok s with other psychotrapic medkations, patients should be dvised to avaid ckohol whie toking (UVOX Toblets. Alergée Rewctiows:
Patients should be odvised to nofify their physicions i they develop o rash, hives, os a resated alleric phenomenon during therapy with LUVOX Tablets.

Laboratory Tests
These are no speciic laborotory tests recommended.
Interactions

Potential interoctions with Drugs that lakibit or are Metabolized by Cytockrome P450 Isozymes: Muliple hepaic cytochrome P40 ((1P450)
enzymes ore invalved in the oxidative biotranstormatian of o lorge number of stucturally diferent drugs and endogencus compounds. The ovaiable knw/ledge concerning
the relationship of fvexamine and the CYP4S0 enzyme system hes been obtuined mostly from phomacokinefic ineroction studies conductad in healtty volunteers, but
some pielimingry in viro dato ove also gveiloble. Bosed on o finding of substantial inferacions of flsvoxomine with certoin of these drugs seelmerpomohhlssemmmd
dso WARNINGS for detoik) and limited i vt dato for the 11IA4 isozyme, it oppears that flsvexomine infibits the following sozymes thot are known to be involved in the
metaboksm of the fisted drugs: A2 - Warfarin, Theophyline, Propranalol; C9 - Wartario; 1144 - Alyazolam. I vivo dote suggest that fluvaxamine is o relafively weak
inhibitor of the 11Dé isazyme. None of the drugs shudied for drug interactions sigrﬂﬁmnﬁy offected the pharmacokinefics of flovoxamine. However, the mefabolism of fiy-
voxomine has not been fully charocterized ond the effects of potent inhilitors of 1D, such as quinidine, or of A such as ketoconazole, on flovoxamine mefabolism have
ot been studied. A chricoly signficant flvaxomine inferochon is possible with drugs hiving o nanow therapeufic afio such as terfenadine, ustemizole, or cisapride, war-
farn, theophyline, certoin benzodiazepines and phenytin. 1f LUVOX Tablets ore to be adminstered together with a drug that s eliminoted vig oxidative metabolism and
bes o narow therapeutic window, pkisma levels ond/or pharmocodynamic effects of the fatter drug should be menitored chsely, of ledst unl steady-tote conditions ore
teqched (See CONTRAINDICATIONS ond WARNINGS). CMIS Ackive Drogs: Honoamine Oxidase Infiitors: See WARNINGS. Alprazolom: See WARNINGS. Diozepom:
Seq WARNINGS. {orazepam: A shudy of muhiple doses of fiuvoxamine moleate (50 mg bid) in healthry male volunteers (=12} and a single dose of razepom {4 mg
singe dose) indicoted no signficont phormacokinetic inesacon. On ovesage, both lorczepam okone ond lorazepom with flovaxamine produced substontial decrements in
coguitive funchoning; howeser, the coedministration of flovaxamine and lorazepam did not roduce larger meon decrements compored to lorazepom alone. it As
with other serotonergic drugs, ibium may enharxe the serotonergic effects of flwvaxomine ond, therefare, the (0mb1m1l0ﬂ should be used with cation, Seizures e been
eported withthe coadkninshion of fovoxemine molecte and ihium. gt Typtoghan oy enfance the svotonegi efets of vokamie, o he
tion shoukd, herefore, be used with coution. Severe vomiling hios been renorted with fhe coodministafion of fvoxamine maleote and tryptophon. Clozagine: Eievated
serumm levels of dozupme bave been reported in potients taking fiuvoxomine maleate and dozapine. Sénce dozapine related seizures ond orthostufic hypatension appear to
be dose related, the risk of these adverse events may be higher when fvoxomine ond clozopine ore coadrministered. Pofients should be dasely monitored when fluvox-
omine moleate ond clozapine ore vsed concumently, Akohol Studies involing single 40 g doses of ethonal (oral adminisiofion in one sfudy and imrovenous in the other)
ond mutiple dosing with fiovoramine moleate (50 mg bid) reveoled no effect of either drug on the phormacokinefics or pharmacodynarmics of the other.  Ticyclc
Antidgpressants (TCAs): Signficantly increased plosma TCA levels hove been reported with the co-adminishiation of flvoxorming maleote and omitiptyline, domipraming or
imiprormine. Coution is indicoted with the co-odminishation of LUVOX Toblets ond TCks. Carbamazepine: Elevated carbomnzepine levels and symproms of toxicity have
been reported with he co-odminisiration of flwvoxomine maleote ond corbomozepine. Methadone: Significontly increased methodons {plasma level:dose) rafios have been
teported when fuvoramine moleate wes odmnistered to pafients receiving maintenance methadone hegiment, with symptoms of apioid ntoxication in one potient. Opioid
withdrowal symptoms were reparted following flwvoxomine moleate disconfinuation in onother potient. Oher Drags: Theophyilne: See WARNINGS. Propronolol and
Other BetoBlockers: Coudministotion of fuvoxamine malecte 100 mg per doy ond propeanolol 160 mg per day in normal volunteers resulted in @ mean fivefold increase
(nge 210 17) i minkmum peopronokl plasmo concentaions. n this study, these was a slight poteniation of the propranolokinduced reduction in hem itte und redu(

the maximum human daily dose on o mg/m basis. Mutagenesis: No evidence of mutogenic potenfial wos abserved in o mouse mivonudeus fest, an i viro chiro-
mesome aberation fest, of the Ames microbial mufugen test with or without metabolic acfvarion. mpadrment of Fortility: In fertity studies of male and female rafs,
up to 80 mg/kg/doy any of flovoxaming maleote, (spproximately 2 times the maximum human daily dose on o mg/m- bosis} hod no effect on mating performun(e
durgfion of gesmrmn o pregnancy fafe.

Eﬂm: - Cal y C: In teratology studies in rats ond rabbis, daily oval doses of fluvoxamine maleate of up to 80 and 40 mg/k, respec-
twely oppmnmurely 2 fimes the moxumum umon doily dose on @ mg/m? basis) coused o fetol malformations. However, in other lepfodutrmn studies in which preg-
nant rofs were dosed Hhrough weaning there was (1) an increose in pup mortolity of birh (seen af 80 gk and above but ot ot 20 mg/kg), ond (Z) decreases in post-
natal pup weights {seen at 160 but net ot 80 mg/kg} ond survival (seen a all doses; fowest dose tested = 5 mg/kg). (Doses of 5, 20, 80, and 160 mg/kg ore approx-
imately 0.1, 0.5, 2, and 4 fimes the maximum human daily dose on o mg,/m bosis.) While the results of o crossostering study implied that ot least some of these resulfs
likely occurred seconderity to maternal foxicity, the role of o direct drug effect on the fefuses or pups could no be ruled eut. There aré no adequate ond welcontrallsd stud
ies in pregnant wamen. Flvoxamine malsate shauld be used duing pregnancy ool if the potontial benefit justfies the potential isk fo the fets.

Labor ond Delivery

The effect of fluvoxamine on labor and delivery in humans is unknown.

Nursing Mothers

As for mony ther drugs, fuvooming s screted in humon breast k. The decision of whether o dscontinue aursing or o dtsranmlue should take info occount
the patentiol for serinus advrse effects from expasure to fluvoxamine in the nursing infant as well as the potenticl benefits of LUVOX™ Tuhletsuliempy 1o the mother.
Pedictric Use

Safety and effediveness of LUVOX Tablets in individuals below 18 years of age have not been estobished.

Geriatric Use

Aoproximately 230 patients porficpating in contolled premarkefing studies with LUVOX Tablets were 65 years of age or over. No overall differences in safety were observed
between these potients ond younger puients. Other reported dinicel experience hos not dentiied differences in respanse between the eldedy and younger patients. However,
the clearonce of fuvoxamine is decreased by about 50% in elderly compared to younger patients and greater sensiivity of some older individuols also connat be ruled out.
Consequently, LUVOX Tablets shauld be slowsy fitrated during inifiaion of therapy.

ADVERSE REACTI

Associated with Discontinvation of Trectment — Of the 1087 0CD and depressed potients eoted with fuvoxamine meleate in conmalled dinical trias conduct-
ed in North America, 22% disconfinued reatment due fo an odverse event, The mast common events (>1%) assacioted with disconfinuation and considered to be drug rela-
ed (i.e., those events ossocioted with dropout ot least twice that of phacebo) induded headache, astheria, cbdominal pein, nousea, vomiting, diar thea, dyspepsio, anorex-
i, somnalence, insamnia, nervousness, dizziness, agitufion, anxiety, ond dry mouth.

Incidence in Controlled Trials - C Observed Adverse Events in Controlled Climicol Trials:

LUVOX Tablets have been studied in contlled trials of OCD (N=320} and depression (N=1350. In generci, acverss event rates were simik in the two doto sets. The
most commonly observed adverse events ossociated with the use of LUVOX Tablets ond ikely o be dugrelated (incidence af 5% or greater and ot lpest twice that for loce-
bo) derived from Tabl 2 were: somnolence, insomnia, nervousness, emay, nouses, dyspepsic, anorexo, vomitg, abnovmal eiculofon osthenis, and sweating. In o
pacl of two studies invohing only pafients with 00D, the following aciioncl events were eniiied using e above 1Uk: try mouth, decrensed fibido, urinory fequency,
anoegasmis, thinifs and foste perversion. Adverse Events Occwrring ot on Incdence of 1%: Toble 2 enumerates adverse events that occurred ot ¢ fraquency
of 1% or more, and were more frequent than in the placebo group, among patients reated with  LUVOX Teblets in twa shorkerm placebo controied OCD tioks (10 wesk)
and depression rals (6 week) in which patients were dosed in a range of generally 100 to 300 mgy/day. This toble shows the percentoge of patients n each group who
bad ot least ane ocourrence of an event at same fime during their reatment. Reported odverse events were classified using  stundard COSTARTased Dictonory terminok
ogy. The presciber should be aware thor these figures conno be used o predict the incidence of side effects in the course of usual medical pracice where pafient charoc:
tersfics und othes factors may difer from those that prevaled in the clinicol rials. Similerly, the cted frequencies cannot be compared with figures oboined from other cin-
icol invesfigafions invalving diferent reaiments, uses, and investigatars. The cited figures, however, do prowide the prescribing physician with some basis for estimafing the
relatve confrbution of drug and nordrug foctors to the side-effectincdence rate in the popultion studied. Adverse Events in OCD Plocebo Controled Stodies
Whick are Markedly Ditferent (defined us at least o two-fold difference) in Rute from lhoPoodevaathﬂdeDupmsm
Placebo Controlled Stvdies: The events in 0D studies with a twoold decrease i rate compared to event ates in OCD and depression shudies were Gyspnagga ond
omblyopia (mestly blurred visian). Additionally, there wos on approximate 25% dectense in noused. The evants in OCD studies with  twortld increese in rafe compared
mevemravestCDunddewesxmsmdwswe(e astheni, abrormat eincuketion (mesty delayed ejacultion), anxiely, infachian, riinits, anovgasmic (in matks), depres:
sion, fibido decreased, pharyngitis, ogitafion, impotence, myodonus/!wmh thirst, weoghr s, leg cromps, myolgic ond' urinory refenion. These avents ore listed in order
mwyng oes in the 0CD fricls.

Sign Chonges
Comparisons of flovoxamine moleste and placebo groups in seporate poals of shortderm OCD and depession wials on (1) medion change from baseline on various vilsigns
voricbles and on (2) incidence of patients meefing criteria for potentially importont changes from baseline on various vitel signs veriables revealed na important differences
between flovaxaming moleate ond placebo.

Laboratory

Comparisons of fluvexamine moleate and placebo graups in separate pocls of shorttesm OCD and depression tials an (1) median change from buseline an various serum
chemistry, hematalogy, and uinalysis variobles ond on (2) incidence of pofients meefing cctera for potentially |mpumm chonges from besefine on various serum chemistry,
hematology, and uiinalysis variobles revealed no important diferences henween fluvoxamine moleate and placebo.
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Chonges
Comparisons of fiwvoxomine moleate and placebo groups in separate pools of shorttemn OCD and depression rils on (1) meon change from baseline on various £0G vasi-
cbles and on (7) incidence of pafients meefing criteia for pofentially importont changes from beseline on various ECG voricbles revecked no important differences between
fiwvoxomine malegte ond plocebo.
Table 2: TREATMENT-EMERGENT ADVERSE EVENT INCIDENCE RATES BY BODY SYSTEM IN OCD AND DEPRESSKON POPULATIONS COM-
BINED" (fuvoxomine vs. placebo by pafientpescentuge): BODY AS WHOLE: Headuche (22 vs. 20); Asthenia (14 vs. 6); Fiu Syndrome (3 vs. 2); Chilk (2. 1).
CARDIOVASCULAR: Palgitations (3 vs. 2). DIGESTIVE SYSTEM: Nauset (40 v. 14); Diorthea (11 vs. 7); Constipation (10 us. 8); Dyspepsia (10 vs. 5);
Anorexio (6 vs. 2); Vomiting (5 vs. 2); Flatulence (4 vs. 3); Tooth Disordes® (3 vs.1); Dysphogia (2 vs. 1). NERVOUS SYSTEM: Somnalence (22 vs.8); Insomnia (21
vs. 10); Dry Mouth (14 vs. 10); Nervausness (12 vs. 5); Dizziness (11 vs. 6); Tremor (5 vs. 1); Anisty (5 vs. 3); Vosoditotion’ (3 vs. 1); Hypertonia (2 . 1);
Agiation (2 v5.1); Decrecsed Liido (2 vs. 1); Depression (2 vs. 1); (NS Stimulaton (2 vs, 1). RESPIRATORY SYSTEM: Upper Respirtory Infaction (9 vs. 5);
Dyspneo (2 vs. 1); Yown (2 vs, 0. SKIN: Swedting (7 vs. 3). SPECIAL SENSES: Toste Perversion (3 vs. 3); Amblyopio* (3 vs. 2). UROGENITAL: Abnormal
Foculoson® (8 vs. 1); Urinary Frequency (3 vs. 2); Impotence® (2 vs. 1); Anorgasmia (2 vs. 0); Urinary Retention (1 vs. 0).
" Eyents for which flrvaxoming maleate incidence was equal to of less than placebo are no listed in the toble abave, but incude the foklowing: obdominal pain, cbnormal
dheams, appeite incrense, bock puin, chest pain, confusion, dysmenorthea, fever, infecton, leg cramps, migraine, myolgia, pain, paresthesia, phurynm postural hypoten-
sion, pruritus, rash, hinis, thirst ond finnitus; ¢ Includes “toothache,” “tooth extraction ond obscess,” and “cories”’; * Mostly feeling warm, hot, or lushed; * Mostly “blurred
vision”; * Mostly “delayed ejoculaion”; * Incidence hased on number of male potients.
Other Events Observed During the Premarketing Evaluation of LUVOX Toblets
Duing premarketng clicl ks conducted in North Americo ond Europe, mulfple doses of fuvexomine malsae were odinistered for o combined totok of 2737 patiest
expasures in paients suffeing OCD or Mojor Depressive Oisorder. Untoward evnts assodoted with this exposure were recoded by cinica investgotors using destripie et
mmology of the own choosing, Consequently, i is not possible fo provide o meaningfl estimate of the proportion of indiiduols experiencing odversa events without first
gouping similor types of untoward events into a limited (.., reduced) number of stondord event categoris. 1n the fobulations which follow, a stondard COSTARTbesed
Dictionary temminglogy hos been used to clossify reported odverse events.  If the COSTART term for an event was so general cs fo be umnfurmmwe it was reploced with o
more informative feim. The frequencies presented, terefore, represent the proportion of the 2737 pafient exposures fo mulfiple doses of ﬁuwxumlne meleate who expe-
nencedanevenfofmerypemedmmeasfaneo((nsmwmlerece(wng&mmmme . Al teparted events are inckided in the list the following excep
tions: 1) those events already listed in Table 2, which abulates incidence rates of commen advese experiances in ploceba<ontrolled OCD and dapresmn dlinical rigls, ore:
excluded; 2) thase events for which a drug couse was considered remate (i.¢., neoplasia, gostrointestinal carcinoma, herpes simplex, herpes 20s%s, application site reaction,
ond uinerded regnanky) ore omitted; and 3) events which were reported in only one pafient and judged fo not be potentially serious are not induted, It important to
emphasize that, sithough the evens mponed did ocrur during frectment with Sisvoxamine molsate, o cousal selotionship fo fwvexomine molsote hos not been estoblishes.
Events ore further dlossfied witin body system categories ond enumerated in order of deceasing frequency using the following defiitons: frequent odverse events are
defined as those occurring on one or more accosions in at least 1/100 patients; infrequent odverse evends are those accurting betwesn 1,/100 and 1,/1000 patients; and
Toie odverse events are tose accurring in less than 1 /1000 patients. Body as & Whele: frequent: occidental njury, maloise; infiaquent. allergic reaction, neck pain,
eck rgidty, overdose, photosensitity reaction, Suicide attempt; Rore: yst, pebic poin, sudden decth. Cardlovascwor System: Fraquant. hypertension, hypotension,
syncope, fachycardic; Infrequent: angina pectoris, brudycardio, cordiomyapathy, cardiovasculor disease, cold extremities, conduction deloy, heart filure, myocordial nfarction,
palor, puks ireguiar, ST segment changes; Rare: AV block, cerebrovoscular occdent, coronary artery disease, embolus, pericardifs, phlebifl, pulmonary infarction, supraven-
ricular extrasystoles. Digestive System: Frequent. elevated liver ransaminases; infiquent colifs, eructotion, esophogits, gostit, gastroenteits, gastrainfestinol her-
orthage, gashaintestinl uler, gingivis, glossits, hemorhoids, melena, rectol hemorthage, stomati; Rare: biiory pain, cholecystifs, chalelficsi, fecol incontinenxe,
hemofemesis, infestinal obstruction, joundice.  Encloerine System: infrequent: hypothyroidism; Rore: goiter. Hemk and Lymphatic Systems: infequent. ane-
i, ecchymosis, leukocytasis, ymphodenapathy, thrombacytoperio; Rare: leukapenic, purpuro. Metabolic and Nuiritional Systems: Fisquent: edema, weight gain,
weight loss; Infrequent. dehydration, hypercholesterolemio; Rare: diabetes melitus, fyperglycemio, hypedipideria, fvpoglycemia, hypokalemia, lactate dehydrogenase
increcsed. Muscodoskedetal System: Infrequent. antvalgia, arthiiis, bursis, generalized musde spasm, myasthersa, tendinous contvadture, tenosynovits; Rore: arthio-
i, myapathy, pathologicol focturs. Mervoes Systems: Frequent: amesic, npmhu hyperkinasia, hypokinesic, maric reacion, myodlonus, psy(han( reaction; dnequent
ugomphohm ckothisio, otoxia, CNS depfesswn convulsion, deliium, delusion, depsmmhmnon drug dependence, dyskinesia, dystorin, emofional lﬂhlhfy euphoric,
extrapysamidel syndrome, gait unsteady, h ions, hemiplegia, hostiity, driasis, hypotonia, hysterio, incoordinaion, increased salivation,
increased libido, neuralgi, povalysis, poranaid reacion, phobiv, psychos's, sleep disorder, stupar twitthing, vemgo Rove: akinesio, coma, hbulkmons mutism, obsessions,
reflexes deneused, shurred speech, fordive dyskinesio, torficolls, istus, withdrowal syndrome. Respleatory System: Fiequent cough mamssd, sinusits; Infrequent
esthma, bronchifs, epistaxis, hoarseness, bpervenfilarion; Rore: apnea, congesfion of upper airway, hemaptysis, hiccups, laryngismus, obstryctive pulmonory disease, preu-
monic. Skie: Infrequsnt. ome, clopedio, dry kin, eczema, exaliotive dermatits, furunculosis, sebarheg, skin discokoration, uetcori.  Special Seses: Infmquem
accommodafion obnormel, conjuiivis, decness, diplopi, dry eves, ear pain, eye pain, mydross, ofifs medn pmosmm phomphohm toste los, visual fiekd defect, Rare:
comedl ulcer,refinal detochment. System: Infrequent. onuro, breast pain, cystits, deloyed menstruotion” dysuria, female loctarion’, hemeturio, menopause,
menorrhagia', merorhagic’, nocturia, polyuria, premenstiual syndrome', urinary inconfinence, urinary fract infection, winary wrgency, uingtion immivad, vaginel hemor-
thage', vogimits', Rore: kidney culmlus hematospermic’, oliguria.

1 Based onthe rumber of females 2 Based on the number of s,

tion in the exescise: diastoli pressuwe. e cose of brodycordia and hypotension and o second cose of orthastatic hypotension have been reported with
of fluvoxamine ond metoprolol. 1 proprancll or metoprolol is coodministesed with LUVOX Tobles, a reduction in the inifiol betorblocker dese ond more (nuhws dose filro-
fion i recommended. No dosage adsiment s required for LUVOX Tobles. Co-odministrotion of fluvoxamine maleate 100 mg per doy with atenclol 100 g per doy (N=6)
dd nof affect the plasma concentrations of atenolol. Unike proprenolol and metopiolol which undergo hepatic metabalism, atenalol is eliminated primoly by rencl excre-
tion, Wartrin: See WARNINGS. Digowin: Administoton of Ruvoxomine molete 100 mg dally for 18 days (N=8) did not signifcontly offect the phormocokineics of ¢
1.25 mg single innavenous dose of digoxin. iffinzem: Biodycosdio hes been reported with the coodminishation of fuvaxamine muleme and di Imzem Ffects of

Voluntary reports of odverse: eveTt:n patients foking LUVOX. Tablets that hove been received since market introduction and ore of unknown causal relationship to {LVOX
Tablets use include: foxic epidermal necolysis, Stevens-lohnson syndrome, Henach-Schoensein purpura, bullous erupfion, priapism, agronulocytosis, neuopathy, aplesfic one-
i, onophylaic reacfion, hyponatremio, acute renal failure, and severe akinesia with fever when flovoxamine wos co-odministered with anfipsychotic medication.
CAUTION: Federal low praibts dispensing without prescripfion.
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L. Dataon file, bo]u» Phannaceunc,d\ Inc

on Flevoxamine Matabolisme: Smakers hod 0 5% increase in the metoboksm of fivoxamine compered to nonsmokers.  Ele Thetopy
‘(‘Em: e 02 00 dhmicel smd\es esmbhshw the f'enehv; or isks of combined use of £CT and flovoxoming maleate.
(udnpmb. Thete 1 o el of corcinagericy, mufogericly or impairment of ety with fovoxomine malegte,
There was o evidence of corcinogenicty in rots ieated oraly with flovoxomine maleate for 30 months of hamsters fregted arally with fwvoxamine maleate for 20 (females)

or 26 (moles) mant. The dody doses i the high dose qroups in these siudies were inreased over the course of the sudy from o minimum of 160 mg/kg o @ moxi
mum of 240 meg/kg in s, ond from o minwmurn of 135 mg kg fo o masimum of 240 mg/kg in hamsters. The maximum dose of 240 my/k is opproximately 6 fimes
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ESTABLISHED THERAPY FOR OCD

EFFECTIVE CONTROL OF OBSESSIONS
AND COMPULSIONS*

LOW INCIDENCE OF AGITATION
(2% ws 1% for placebo)'

LOW INCIDENCE OF SEXUAL DYSFUNCTION

+% LUVOX® Tablets vs placebo”. decreased libido 2% vs 1%;
delayed ejaculation 8% vs 1%; anorgasmia 2% vs 0%;
impotence 2% vs 1%

FAVORABLE SAFETY PROFILE

+%+ Relatively low incidence of anticholinergic side
effects in controlled trials of OCD and depression,
LUVOX® Tablets s placebo": dizziness 11% vs 6%;
constipation 10% vs 8%; dry mouth 14% vs 10%

+% The most commonly observed adverse events
compared to placebo were somnolence 22% vs 8%,
insomnia 21% vs 10%, nervousness 12% vs 5%,
nausea 40% vs 14%, abnormal ejaculation
8% vs 1%, asthenia 14% vs 6%'

+% Concomitant use of LUVOX® Tablets and mono-
amine oxidase inhibitors is not recommended'

FLEXIBLE DOSING

Initial Dose: 50 mg once a day HS
Dose Range: 100 to 300 mg/day

COMPREHENSIVE SAFETY DATABASE
(Worldwide Exposure for Reporting Overdose*)’

+% Data from 40 countries
+% Over 12 million patients treated
+ More than 37,000 patients studied in clinical trials

LUVOX

fluvoxamine maleate zxzs

A SELECTIVE SEROTONIN
REUPTAKE INHIBITOR

*Effectiveness not established beyond 10 weeks in controlled trials.
TParameters occurring = 1% with fluvoxamine maleate.
+Prescribers should write the smallest tablet quantity consistent
with good patient management to reduce overdose risk.
Please see brief summary of prescribing
information on adjacent page.
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