luvox®(ﬁuvoxumine maleate) Tablets

Brief Summary (For full Prescibing Information refer to package insert.)

INDICATIONS AND USAGE
LUVOX Tablets are indicated for the reatment of obsessions ond compulsions in pafients with Obsessive Compulsive Disorder (OCD), a5 defined in the DSMHIR. The obses-
sians or compukions cause marked disiess, are fime-consuming, or significantly inerfere with social or occupational functioning, The efficacy of LUVOX Toblets was estab-
Yished in tw 1Gweek tios with obsessive compuisive outparients with the diagnosis of Obssssive Compulsive Disorder os defined in DSMHIIR. Obsessive Compulsive Disorder
is choracterized by recurrent ond persistent ideas, thoughts, impulses of images {obsessions) that ore egodystonic and)/or repefiive, purposefu, and infentianal behaviors
{compulsions) that re recagnized by the person s excessive or unreasonable. The effectiveness of LUVOX Tablets for longerm use, i.., for miare than 10 wesks, has ot
been systematically evoluated in plocebocontrolled fials. Therefore, the physician who elects to use LUVOX Tablets for extended periods should periodically re-evalucte the
longterm usefulness of the drug for the individuol pafient.
CONTRAINDICATIONS
Coodministraion of terfenadine, ostemizole, or cisopride with LUNOX Toblets is conraindicated (see WARNINGS and PRECAUTIONS). LUVOX Tobles are contraindicated in
patients with 0 history of hypersensitivity to fluvoxarmine moleate.
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(Mso see PRE(ﬂWIUMm lmemz:f’;s) Benzodiazepines: Benzodinzepines metobolized by hepotic axidation (g, olprozolom, midozalom, tiazolom, efc ) shoukd
be used with caution becouse the dlearance of these drugs is likely to be reduced by fluvoxamine. The dearonce of benzodiazepines metabolized by glururonidaion (e.g,
lovazepam, oxazepom, femazepam) is unlikely to be offected by fuvoxamine. Alprazolam - When fluvexomine maleate (100 mg od) and alprazelom (1 mg gid) were co-
administeted to steady stote, plosmo concentrations ond other pharmocakinesc parometers (AUC, Cy, T,) of cprozolom were approximately twice those observed when
dlprozokm wos abministeed alane; orol cleorance wos reduced by about 50%. The elevated plasma alprazolam concentrations resuled in decreased psychomator perfor-
mance ond memory. This inferactian, which has not been investigated using higher doses of fluvoxamine, may be more pronounced i o 300 myg daily dese is co-odminis-
tered, particularly since fluvoxomine b narlinear phormacokinetics over the dosage ronge 100-300 mg. K alprazolar is co-odministered with LIVOX Teblets, the ini
fiol alprozolam dosage should be ot least halved and firfion fo the lowest effective dose is recommended. No dosoge adjustment isedired for LUVOX Tablets. Diaze

The coadministration of LUVOX Toblets ond diozepam s generclly not advischle. Because flovoxamine reduces the dearance of bath diozepam and its acive metabalie, M
desmethyldiazepom, there is a siong likelibood of substanfial accumulation of both species during chionic coadministration.Evidence supporfing the cancusion that it is ind
isable to co-administer flovoxomine an diozepam is derivéd fram a study in which healty volunteers toking 150 mg/doy of flvoxamine were odministered o single orol
dose of 10 mg of diozepam. In these subjects (N=8), the dearance of diazepam was reduced by 65% and that of Ndesmethyldiozepam 1o o level that was too low o
measure over the course of the 2 week long study. I is ikely that this experience significantly underesfimates the d:gree of accumulation that might occur with repeated
diezepom adrminishation. Moreover, as noted with clprazolam, the effect of flovaxaming may even be more pronounced when it s administered of higher doses. Accordingly,
diazepom and flwvoxomine should net ordinarly be co-administered. : The effect of steodystate flvoxamine (50 mg bid) on the pharmocokinefics of o sin-
gle dose of theophytine (375 mg as 442 mg aminaphyline) was evaluated in 12 healthy norvsmoking, male volunteers. The dearance of theaphyline was decreased
opproximately 34old, Therefore, i theophyling is coadministered with fluvoxamine moleate, is dose should be reduced to one hird of the usual daily maintenance dose and
phasma concentraians of theophylline shauld be monitored. No desage adiustment is requited for LUVOX Tobles. Warfarie: When flovoxamine maleate (50 mg id) was
administered concomitontly with warfarin for two weeks, warfarin plasma cancentrafions increased by 98% and prothrombin fimes wete prolonged. Thus patients receiving
?lnl nrmmngtéllnms and LUVOX Toblets should have their prothvombin fime monitored and their anticoagulant dose cdjusted occordingly. No dosage adiustment is required
or LUVOX Tablefs.

PRECAUTIONS

General

Activation of Mania/} da Quring premarkefing studies involving primorily depressed patients, bypamania o mania occurred in approximately 1% of pafients
eated with ?mnxnmlne Achvotion of mania,/hypomonia hs olso been reported in a small propartion of patients with major affective disorder who were treated with other
marketed onfidepressants.  As with al antidspressonts, LUVOX Tablets should be sed cautiously in patients with a history of mania. Seizures: During premarkefing stud-
ies, sefzures ware reparted in 0.2% of flvoxamine-treated potients. LUVOX Toblets should be used caufiously in patients with o history of seizures. It should be disconfin-
wedin ony pafient who develops seizures. Suledde: The passibility of o suicide attempt is inherent in petients with depressive symptoms, whether these accur in primary
depression of in assaciafion with anothes primory disorder such os OCD. Ghose supervision of high isk pafients shoukd accompany initol drug therapy. Presmpnon: for LUVOX
Tobiefs should be written for the smoflest quantity of tohlets consistent with good patient monagement in order to reduce the risk of overdose. Use in Patient

ts with
Concomitont Hiness: Closely monitored dlinicol experience with LUVOX Tablets in patients with concomitont systenic iliness is limited. Caufion is advised in administer-
ing LUVOX Tablefs to patients with diseases or condifions tha coukd affect hemodynamic responses or metobolism. LUVOX Toblets have nof been evaluated or used fo any
appeeciable extent in pafients with a recent history of myocordial inforcion of unstable hieart disease. Patients with these diagnoses were systematically excluded from many
cinical studies duing the product’s premarketing tesfing.  Evaluation of the electrocordiogroms for potients with depression or OCD wha puriicipated in premarkefing studies
reveoled no differences benween fluvoxomine and ploceba in the emergence of dnically important ECG changes. In patients with fver dysfunction, fwvoxamine dearance
wos decreased by approximately 30%. LUVOX Toblets should be slowly tinated in patients with liver dysfuncton during th irifation of irentment.
Information for Patiets Physicians are odvised o discus the following issues it patients for whom they prescribe LUVOX Tobets: haterfarence with C
or Molor Performance: Since any psychaacive drug may impair judgement, thirking, or motor skills, pabents shouid be coutioned about operating hazardous machin-
ery, m(Iudmg automobiles, unfil Ihey ove certin that LUVOX Toblets therapy does not odversely affect their abily fo engoge in such activies. Prognoncy: Pufients should
be advised to nofty their physicions if they become pregnant orintend to become pregnant during theropy with LUVOX Toblets. Nersig: Pafients receiving LUVOX Teblets
shoukd be advised to nofify their physicions i they ore breast feeding an infant.  (Ses PRECAUTIONS - Nursing Mothers) Comcomsitont Medication: Patients should be
advised fo nofify their physicians f they are faking, or plan fo toke, any prescription or overthe-counter drugs, since there is  potential for cinically |mpommr interactions
with LUVOX Tabiets. Adeobok: As with other psychatropic medlmnons patients should be advised to ovoid okahol whill toking LUVOX Tablets. ARergie Reactions:
Patients should be advised 1o nofify their physicians if they develop a rash, hives, or o related allergic phenomenon during therapy with LUVOX Tablets.

Tests

Loboratory

There are no specific kaboratory tests recommended.

Drug Interactions

Potential Interactions with Drugs that inkibit or are Metabokized by Cytodirome P450 Isozymes: Multiple hepatic cytochiome P4S0 (CYP450)
enzymes ore involved in the oxidative biotransformotion of  large number of srvutmruby different drugs and endogenous compounds. The ovailoble knowledge concerning
the relofionship of fluvoxoming ond the (YP4S0 enzyme system has been obtuined mostly from phormocokinefic interacion studies conducted in healthy volunteers, but
some prefiminary in vito dafo ore olso ovailable. Bosed on a finding of substontial nteractions of flovoxamine with certuin of these drugs (see later part of this seciion and
also WARNINGS for details) and limited in viro dota for the I11A4 isozyme, it appears thot fluvgxoming inhibits the following isozymes tha are known to be invalved in the
metaboksm of the listed drugs: 142 - Worfuri, Theaphyline, Propranclol; 11C9 - Wartarin; 1144 - Alprazolom. /i vifro data suggest that flovoxamine is o relatively weak
inhibitor of the 11D isozyme. Nane of the drugs studied for drug interactions significontly offected the pharmacakinetics of flvoxomine. However, the metabolism of fl-
voxamine hes nat been fuly chovacterized and the effects of potent inhibitors of 1106, such os quinidine, or of 1A such os kefoconazole, on fiovoxaming metobolism hove
oot been studied. A dinically significant flovoxarmine ineraction is possible with drugs having a norrow therapeutic rafio such as terfenadine, astemizole, or cisapride, war-
forin, theophyllne, certoin benzodiazepines and phenytoin. If LUVOX Tablets are to be odministered together with a drug that is eliminated vio oxidotive metabolism and
has o norrow therapeutic window, plasma levels and /or pharmacodynamic effects of the kotter drug should be monitored closely, of least until steadystate condifions are
renched (See CONTRAINDICATIONS and WARNINGS). CNS Active Drugs: Monoamine Osidose nfibitors: Sec WARNINGS, Aprazolom: See WARNINGS. Diazeparm:
See WARMINGS. {orzepom: A study of multple doses of flvoxomine maleate (50 mg bid) in healthy male volunteers (N=12) ond o single dose of lorazepam {4 mg
single dose) indicated no significent pharmocokineic inferaction. On average, both lorozspam kane and lorazepom with fiuvoxamine produced substantial decrements in
cognitive functioning; however, the coadministration of fuvoxamine and lorazepom did not produce lorger mean decrements compared to lorazepam olone.  Lithivm: As
wih ofher seratonergic drugs, ithium moy enhance the serotonergic effecs of fuvoxamine and, therefore, the combination shouid be used with caufion. Seizures have been
reported with the co-administration of fuvoxamine moleate and litium.  Fyptophan: Tryptophan may enbance the serotonergic effects of fluvaxoming, ond the combing-
tion shoukd, therefore, be usad with caution. Severe vomifing hos been reported with the co-odministration of flovexamine moleme and yptophan. Clozapine: Elevated
serum levels of clozopine hove been reported in patients taking flovoxaming maleate ond clazapine. Since dlozapine related seizures and orthostafic hypotension appear fo
be dose related, the risk of these adverse events may be higher when flvoxamine and clozopine are co-administered. Pfients should be closely monitored when fluvox-
omine moleate and clozapine are used concuriently. Akcohol Studies involving single 40 g doses of ethonl (oral admirdshafion in one study and infravenous in the other)
ond muliple dosing with flovoxamine moleate (50 mg bid) revealed no effect af either drug on the pharmacakineics or phormacodynomics of the other. - Ticycfic
Anidapressonts (TCAs): Signficantly increased plasma TCA levels have been reported with the co-cdminishation of fluvoxaming malete and omitiptyiine, domipromine or
imipramine. Caution is indicated with the co-administratian of LUVOX Tablets ond TCAs. (arbomozepine: Elevoted carbomazepine Jevels and symptoms of toxicity have
been reported with the co-administation of flovoxamine maleate and corbomazepine. Methadane: Signifiontly increased methadone (plasmo level:dose) rafios have been
reparted when fluvaxamine moleate wos adinistered fo patisnts receiving maintenance methodone freciment, with symptoms of apioid infoxication in one pafient. Opioid
withdrowal symptoms were reporied following fuvoxamine maleote disconfinuation in another pafient. Otter Drugs: Theophyline: See WARNINGS. Propranalol and
Other Beto-Blockers: (o-administation of flovoxamine maleate 100 mg per day and propranciol 160 mg per doy in normal volunteers resulted in o mean fivefold increase
Gonge 2 to 17 in minimum propronolol plasmo concentrotions. In thi study, there was a slight potenfiation of the propronclokinduced reduction in heert ate and redU(

the moximem human dally dose an a mg/m’ basis. Muragemesis: No evidence of mutagenic patential wos observed in a mouse mictonudes test, an i wio chro-
mesome oberrofion test, or the Ames microbiol mutagen test with or without metabolic uctivation. of Fertility: In ety studies of male and female ror,
up to 80 mg/kg/day ol of flevoxamine maleate, (approximately 2 fimes the maximum human daily dose on a mg/m- basis) had no effect on mating performance,
doration of gestation, or pregnancy rafe.

Pregnancy

Teratogenic Effects - Pr mgwy C:In teratolagy studies in rofs ond rabbits, daly oral doses of flwvoxamine maleate of up to 80 and 40 mg/kg, respec-
fively (opproximatey 2 nrnes e maximum human daily dose on @ mg/m* basis) caused no fetol maKormations.  However, in ather reproduction shudies in which preg:
nont rats were dosed through weoning there was (1) an increase in pup mortality at birth {seen ot 80 mg,/kg and above but nat ot 20 mg/kg), and (2) decreoses in post-
natel pup weights (seen ot 160 but not at 80 mg,/kg) and survival (seen a oll doses; lowest dose tested = S mg/kg). (Doses of 5, 20, 80, ond 160 mg/kg are approx-
imately 0.1, 0.5, 2, and 4 fimes the maximum human daily dose on o mg,/m’ basis.) While the resuls of a crossostering study implied that at least some of these results
likely occurred secondarily to maternal toxiciy, the role of  direct drug effect on the fetuses or pups could not be ruled out. There are no adequate ond wellontrolled stud-
ies in pregnont women. Fluvoxomine maleote should be used duiing pregnancy only if the potentiol beneft justfies the potenfiol ik o the fetus.

Labor and Delivery

The sffect of flsvoxomine on lobor and delivery in humans is unknown.

Nursing Mothers

As for mony other drugs, fluvoxaming is secreted in human breast milk. The decision of whether to discontinug nursirg o to discontinue the drug should fuke into account
he potential or serious adverse effects from exposure to flovoxamine in the Aursing infant as well as the potential benefits of LUVOX™ Tablefs terapy o the mother.
Pediatric Use

Scfety and effectiveness of LUVOX Tablets n individuals below 18 years of age have not been established.

Geriotric Use

Approximately 230 patients porticipating in conrolled premarkefing studies with LUVOX Tablets were 65 years of age or over. No overal differences in sofety were observed
between these potients ond younger putients. Other reported dlinical experience hos not identified differences in response between the eldery ond younger patients. However,
he cleorance of fluvaxomine i decreased by about S0% in elderly compored to younger patients and qreater sensitivity of some older indiiduals also cannot be ruled out.
Consaquently, LUVOX Toblefs should be slowly fittated during infiation of therapy.

ADVERSE REACTIO!

Assodated with Discontinuation of Treatment — 0f the 1087 OCD ond depressed pafients treated with fwvoxamine malsate in controlled cinical ials conduct-
ed in North America, 22% disconfinued retment due 1o an adverse event. The mast common events (1°%) ossociated with disconfinuofion and considered fo be drug relot-
ed (ie., those events associated with dropout at least twice that of placebo} included heodache, asthenia, abdominal pain, nausea, vomiting, diarrhea, dyspepsia, anorex-
it, somnolen(el insomio, nervousness, dizziness, agitotion, aniety, and dry mouth.

Incidence in Controlled Triaks - G Observed Adverse Events in Controlled Chinicol Tricls:

LUVOX Tablets heve been studied in conralled tils of 0CD (N=320) and depression (N=1350). In genercl, adverse event rotes were similar in the two dofu sers. The
most commonly observed adverse events associated with the use of LUVOX Toblets and likely to be drugreloted (incidence of 5% or greater and ct least twice thot for ploce-
bo} derived from Toble 2 were: sommolence, insomnin, nervousness, emox, nousea, dyspepsio, anorexia, vomiting, abnormol efaculaton, asthenio, and sweatng. n o
pool af two studes invalving only patients with OCD, the following additional events were identified using the above rule: dry mouth, decreased Abide, urinary frequency,
anorgasmia, rhinits and fuste perversion. Adverse Evets Octurring at on Incidence of 1%: Toble 2 enumerates odverse events thot occurred ot o frequency
of 1% or more, and were more frequent han in the placebo group, among pafients reated with LUVOX Tablets in two shartterm placebo conrolled OCD tils (10 week
and depression tials (6 week) in which patients were dosed in a range af generolly 100 to 300 mg/day. This toble shows the percentage of pofients in each group who
bod a least one occurrence of an event ot some fime duiing their freament. Reported adverse events were clossiied using a stondard COSTARTbased Dictionary terminek
ogy. The prescrber should be aware that hese figures cannot be used to predict the incidence of side effects in the coursa of usual medical practice where patient charac:
teristcs and other foctors may ditfer from thase thet prevailed in the diicol wials. Similary, the cited fraquancies cannot be compared with figures obtained from other cin-
ical investigations invohing different reatments, uses, and investigators. The dted figures, however, do provide the prescibing piysician with some basis for estimoting the
reitve confibuton ofdrug and nonrg fucs Yo the sideeffet ncdence ot n the populotion studied. Adverse Events in OCD Placebo Controlled Studies
Whidh are Morkedly Different (dsfised as at lsast a two-fold diflerence] in Rate from the Pooled Event Rates in OCD and Depression
Placebo Coirolled Studies: The events in 0CD studies with o twoold decrease in rote compared to event rates in OCD and depression sfudies were dysphogia and
omblyapia (mostly blurred vision). Addiionally, there was an opproximate 25% deceose in nausea. The events in OCD studies with o tworfold increase in rote compared
o event rates in OCD ond depression studies were: asthenia, abnormel ejoculafion (mostly deloyed ejaculofon), anxisty, infection, shinifs, anorgasmia (in males), depres-
sion, fbido decreased, pharyngifs, agitation, impotence, myadlonus,/witch, Mhist, weight foss, feg cromps, myalgia and wincry refenfion. Thess events are isted in order
of decseasing rates in the OCD tials.

Comparisons of fluvoxaming maleate ond placebo groups in seporate paos of shorterm OCD and depression ok on (1) medion change from baseline on verious vio! signs
variables and on (2) incdence of pafients mesfing crterio for potentially impor tant changes from baseline on various vitl signs variobles revecled no importunt dfferences
between fluvoxamine moleate and placebo.

s
Comporisons of flovoxamine moleate ond plocebe groups in separate pools of shortterm OCD and depression friaks on (1) median change from baseline on vorious serum
cheristry, hematology, and urinalysis voriables and on (2) incidence of pafients meefing cieri for potenfially impor fant changes from baseling on vorious serum chemistry,
hematolagy, and urinalysis voriables revealed no importont differances between fluvoxamine maleate and plocebo.

£CG Changes

Comparisons of fluvoxomine maleate and plecebo groups in seporate pols of shortterm OCD and depression fils on (1) mean change from bessline on various ECG vari
ables ond on (2) incidence of patients meefing crierio for patentally important changes from basefine on various ECG voriables revealed no importont diferences between
fuvoxamine malate and plocebo.

Table 2: TREATMENT-EMERGENT ADVERSE EVENT INCIDENCE RATES BY BODY SYSTEM IN OCD AND DEPRESSION POPULATIONS (OM-
BINED' (fluvoxamine vs. placebo by potientpercentuge): BODY AS WHOLE: Headache (22 vs. 20); Asthenia {14 vs. 8); Flu Syndrome (3 . 2); Chils (2. 1).
CARDIOVASCULAR: Palpitations (3 vs. 2). DAGESTIVE SYSTEM: Nousea (40 vs. 14); Diarthea {11 vs. 7); Constipation (10 vs. 8); Dyspepsia (30 vs. S);
Anorexia (6 vs. 2); Vomifing (5 vs. 2); Flatulence (4 vs. 3); Tooth Disorder? (3 vs.1); Dysphagic (2 vs. 1). NERVIOUS SYSTEM: Somnolerxe (22 vs.8); Insomeia (21
vs. 10); Dry Mouth (14 vs. 10); Nervousness (12 vs. 5); Dizziness {11 vs. 8); Tremor (5 vs. 1); Anxiety (5 vs. 3); Vosodiatation® (3 vs. 1); Hypertonia (2 vs. 1);
Agitfion (2 vs.1); Decreased Lido (2 vs. 1); Depression (2 vs. 1); (NS Stimulafion (2 vs. 1). RESPIRATORY SYSTEM: Upper Respirtory Infection (9 vs. S);
Dyspnea (2 vs. 1); Yown (2 vs. 0). SKIN: Sweating (7 vs. 3). SPECIAL SENSES: Toste Perversion (3 vs. 1); Amblyapic* (3 vs. 2). UROGENITAL: Abnormal
Ejoculation {8 vs. 1); Urinary Frequency (3 vs. 2); Impotence® (2 vs. 1); Anorgasmia (2 vs. 0); Urinory Retenfion (1 . 0).

" Exents for which flvoxamine maleate incidence was equal to or ess thon plocebo are not fisted in the tcble above, but include the following: abdominal pain, abnormat
dreams, oppefite increose, bock pain, chest pain, confusion, dysmenonhen fever, infection, leg cromps, m»gmme myalgia, pain, paresthesic, phoryngifis, postural hypoten-
sion, prurits, rash, rhinii, thirst and finnitus;  Includes “inothache,” oo exacion on obsess,* i "' * Mostly feeling worm, hat, o i ﬂed * Mostly “blurred
vision”; * Mostly ”delwed ejaculation”; ¢ Incdence based on number of male pafients.

Other Events Observed During the Premarketing Evaluation of LUVOX Toblets

During premarketing cinical rils conducted in North America and Europe, muiple doses of flwvexeming malaate were odministerad for  combined torel of 2737 patient
exposures in pafients suffering OC or Major Depressive Disorder. Untoward events assacioted with this exposure ware recorded by clinical investigotors using descriptive fer-
minology of their own chaosing. Cansequently, it is not possible to provide ¢ meoningful estimate of the proportion of individuals experiencing odverse events without first
grouping similar types of untoward events info o limited (.., reduced) number of stondard event cotegoris. I the tobulations which folow, o stundard COSTAR based
Dictonary terminalagy hos been used to clssify reported adverse evenfs. I the COSTART term for an event was so general s to be uninformative, it wes replaced with
more informeive ferm. The frequencies presented, therefore, represant the proportion of the 2737 paient exposures to multple doses of fiuvoxamine maleate who expe-
rienced an event of the type cited on o least one accosion while receiving fluvoxoming maleate, Al reported events are include in the st below, with the following excep-
tians: 1) those events ciready listed in Table 2, which tabulates incidence rates of common adverse experierxes in plocebe-controlled OCD and depression clinical frials, are
excluded; 2) those events for which  drug cause wos considered remote (.., neoplasic, gastrointestinal corcinoma, herpes simple, herpes zaster, application ste reaction,
ond unintended pregnency) are omitted; and 3) events which were reported in only one pafient and judged to not be potenfialy serious are nat included. It is impartant fo
emphasize thal, ofthough the events reported did occur during treatment with fluvoxamine maleate, o cousol reltionship to fiuvoxaming maleate has not been estoblished.
Events are further dassfied within bady system cotegories and enumerated in order of decrensing frequency using the following definifions: frequent adverse evenls are
defined a5 those occurring on one o more occasians in at least /100 patients; infrequent adverse events ars those occuring betwaen 1,/100 and 1,/1000 patients; ond
ore adverse evens ore those occurring in less han 1,/1000 patieats. Body as @ Whole: Frequent. occidentol injury, maloise; infaguent. allergic rsaction, neck pain,
neck tigidiy, overdose, photosensitivity reacton, suiide ottempt; Rare: cyst, pelvic pain, sudden death, Cordio System: Froquent: hypertension, hypotension,
syncope, tachycerdio; Infrequent. angina pectoris, brodycardio, cardiomyopathy, cardiovascular disease, cold extvemities, conduction delay, heort failur, myocardialinforction,
polor, pulse itegular, ST segment changes; Rare: AV block, cersbrovasculer accident, coronary ortery disease, embolus, pericordit, phlsbiis, pulmanory inforciion, supraver-
ricukar exfrasystoles. Digestive System: Frequent. elevated liver ronsamineses, Infragusnt. colfs, eructotion, esophagifs, gustis, goshoenterts, gashointestinol hem-
orthoge, gostrointestinal ulcer, gingivfs, glossis, hemorrhids, melena, rectal hemotthage, stomafis; Rore: blory poin, cholecystis, cholalithiass, fecal incontinence,
hematemess, intestinel obstruction, joundice. Systom: inhrequent: hypothyroidism; Rore: goiter. Hemic amd Lymphatic Systems: Infiequent. ane-
i, ecchymosis, leukocytosis, ymphadenopathy, thiombacytopenia; Rare: leukopenic, purpur. Metabolic and Nutritional Systems: Fraquent: edemo, weight goin,
welght loss; infrequent. dehydration, hypercholesterolemio; Rore: diobetes melitus, hyperglycemia, hyperipidemic, hvpogMemlu hypokalemia, lactute dehydrogencse
increased. Muscwloskedetal System: Infiequent onfralgi, arthits, bursifs, generalized muscle spasm, myasthenia, tendinous conhiacture, tenosynovits, Rare. arthio-
sis, myopethy, pathological facture. Nervows System: Frequent. amnesia, opathy, hyperkinesic, hypokinesio, manic reaction, myoclonus, psychoti recchion; infrequeat.
ugamphobm okathisio, otoxia, (NS depression, convulsion, defirum, delusmn depemnullzunon drug dsuendente dyskmesm dvsmnm emotional Iubqlw euphoria,
extapyramiol syndiome, goit unsteody, hallucinations, hemilegic, hostiity, hypersamia, h hypotonia, bysteria, incoordi increased salivofion,
increased libida, neurolia, parolyss, parancid reaction, phobia, psychosi, sleep disorder, stupor, hwitching, verfigo; Rare: okinesia, coma, billaions, mufism, obsessions,
teflexes decrensed slutted speech, tordive dyskinesio, toticolls, tismus, withdiawal syndcome. Respiratory System: Frsquent. cough meased sinusits; infreguent:
asthma, bronchits, epistaxis, hourseness, hyperventiation; Rore: apnea, congestion of pper airway, hemoptysi, hiccups, loryngismus, obsfructive pulmonary disease, prev-
monia. - Skin: lnlreqoenr acre, alopeci, dry skin, eczema, exfolitive dermotif, furunculas's, seborche, skin discoloration, urtiorio, Special Senses: nfrequenr
accommodation abnormal, conjunctivis, deafness, diplopia, dry eyes, ear pain, eye pain, mydriosis, oftis media, parasmia, phumphobm toste loss, visul feld defect; Rore:
comeal ukcer,refinal detachment. Uragenétol ysnm:lnfrequenr onura, breast poi, cysffs, deoyed menshuction's dvsuno female lactation’, hemoturia, menopause’,
menommgm menorhagia', necturia, polyuria, premenstrual syndrome', urinary inconfinence, wrinary trct infection, rinary wigency, urination |mpuued vugmol hemor-
rhage!, voginit'; Rore: kidney colculus, hematospermia’, oiguria.

1 Based on the numhef oi females.; 2 Bosed an the number of males.
Nou-US P R

tion in the exercise diostolic pressure. One case of brodycardia and hypotension and o second cose of orthastatic hypotension hove been reparted with the co-admini

of flwvaxamine ond metoprolol. 1f propronoll or metoprololis co-odministered with LUVDX Tablets, o reduction in the inifal betcrblocker dose and more coufious dose fiti-

tion is recommended. No dosage odjustment is reqired for LUVOX Tablets. Co-odminishration of fwoxcming meote 100 my per day with atenolcl 100 mg per day (N=6)

did not offect the plasma concentrations of atenolol. Uniike propeanolol and metaprolol which undergo hepatic metabolism, atenolol s efiminated primorily by renal excre-

tion, Worfarin: See WARNINGS. Digoxin: Adminisfration of fluvoxomine moleate 100 my daily for 18 days (N=6) did rot signficantly offect the phormacokineics of o

1.25 mg single intravenous dose of digoxin. Diiazem: Bradycordio has been reported with the coadministraion of fiwoxamine muleme ond dllmzem Effects of
on Fluvoxamine Metabolisa: Smokers hod o 25% increase in the metabolism of flovaxomine compared fo nonsmokers. £k ive Therapy

g Reports
Voluntary reports of adverse events in pafients toking LUVOX Tablets that have been received since market infroduction and re of unknown cousal relafionship to LUVOX
“Toblets use include: toxic epidermal necrolysis, Stevens-Johnson syndrome, Henoch-Schagnlein purputa, bullous eruption, priapism, agranulacytosis, neuropathy, oplastic ane-
mia, anaphyloctic reaction, hyponatremia, ocute renal failure, and severe akinesia with fever when flwvoxoming wos toodmimstevsg with anfipsychofic medication,
CAUTION: Federal law prohibits dispensing without prescription.
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1. Data on file, Solvay Pharmagetticals, Inc.

(E(T) There we dinicol srudlex esmbhshmg the benefits or risks of combined use of ECT ond fluvoxamine maleate.
of F

(uﬁlogmds Thee 1 no eidence o carcinogeict, mutogeriay o impairmen offrtily with fuvexaming malecte.

There was no evidence of corcinogenicity in rats heated ool with flovoxamine molecte for 30 manths or hamsters iraated orclly with fluvoxomine maleate for 20 (females)
or 26 (males) months. The dady doses in the high dose qroups in these studiis were increased over the course of the study from a minimurn of 160 mg/&g to o maxi-
mum of 240 mg,/kg in rats, ond from @ minimurm of 135 mg/kg to @ maximum of 240 mg/kg in hamsters. The maximum dose of 240 mg,/kg is opproximately 6 times
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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% s 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 25 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% s 10%, nervousness 12% vs 5%,
nausea 40% vs 14%, abnormal ejaculation
8% s 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 zzee

A SELECTIVE SEROTONIN
REUPTAKE INHIBITOR

*Effectiveness not established huond 10 week\' in u)ntm]lul trials.
T Parameters occurrin )
“Prescribers should write the s consistent
with good
Please see br: 1(/ summary of | /m scribing
information on adjacent page.
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