luvox®(ﬂuvoxnmine maleate) Tablets

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

INDICATIONS AND USAGE
LUVOX Toblefs ore indicated for the freatment of obsessions and compulsions in patients with Obsessive Compulsive Disorder (0CD), as defined in the DSMAIFR. The obses-
sions or compulsions couse morked disfress, are fime-consuming, o significantly interfere with social or occupational functioning.  The efficacy of LUVOX Tables was estab-
lished in two 10week frials with obsessive compulsive outpatients with he diagnosis of Obsessive Compulsive Disorder as defined in DSMAIFR. Obsessive Compulsive Disorder
is choracterized by recurrent and persistent ideas, thoughts, impulses or images (obsessions) fhat are ego-dystonic and/or repefifve, purposeful, and intentional behaviors
(compulsions) that ore recognized by the person as excessive or unreasonable. The effectiveness of LUVOX Tablefs for long-term use, i.¢., for more than 10 weeks, hos not
been systematicolly evaluated in plocebo-controlled tioks. Therefore, the physician who elects to use LUVOX Tablets for extended periods should periodically re-evoluate the
long:term usefulness of the drug for the individuol patient.
CONTRAINDICA
Co-odministration of terfenadine, astemizole, or cisopride with LUVOX Tablefs is contraindicated (see WARNINGS and PRECAUTIONS). LUVOX Tablets are contraindicated in
patients with o history of hypersensitivity to fluoxamine moleate.
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Some cases presented with features resembling newroleptic malignant syndrome. Therefore, it is recommended that LUVOX Tablets
not be used in combination with a MAOI, or within 14 days of discontinuing treatment with a MAOL After stopping LUVOX Tablets, at least
2 weeks shoukd be allowed before starting a MAOL.
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Other Potentially Important Drug Interactions

(Also see PRECAUTIONS - Drug Interactions) Bemzodiazepimes: Benzodiazepines metobolized by hepatic oxidation (e.g., olprozolom, midozolom, friazolam, efc.) should
be used with coution because the clearance of these drugs i fiely to be reduced by fluvoxamine. The dlearance of benzodiazepines metabolized by glucuronidation (e.g.,
lorazepam, oxazepam, temazepam) is unlikely to be affected by fuvoxamine. Alprazolom - When ﬂuvoxnmine maleate (100 mg qd) ond alprazolom (1 mg gid) were co-
odministered 1 steody stote, plosmo concentrofions ond other phormocokinefic porometers (AUC, ey, T,,.) of olprazolom were opproximotely wice those observed when
alprazolam was odministered olone; oral dlearance wos reduced by about 50%. The elevated plusmu ulpruzalnm concentrations resulted in decreased psychomotor perfor-
mance and memory. This interaction, which has not been invesfigoted using higher doses of fluvoxamine, may be more pronounced if @ 300 mg daily dose is coadminis-

tered, particulory since flovoxomine bt noninear pharmacokinetics over the dosage range 100-300 mg. If alprozolam is co-administered with LUVOX Tobles, the ini-

tialolprazolom dosage should be ot least hotved and fitafion to the lowest ffective dose s recommended. No dosage adjustment i required for LUVOX Tablets. Diazepam:
The co-odminisration of LUVOX Toblets and diozeparm is generally not advisable. Because fluvoxamine reduces the clearance of both diazepam and ifs active mefabolite, N-

desmethyldiazepom, there is o stong likelihood of substantial accumulation of both species during chronic co-administration.Evidence supporfing the conlusion that it s inad-

visoble fo coadminister flovoxamine and diozepam is derivéd from o study in which healthy volunteers toking 150 mg,/day of fluoxamine were administered a single oral
dose of 10 mg of diazepom. In these subjects (N=8), the clearance of diazepam was reduced by 65% and that of Ndesmethyldiozepam to  level that was too low to
measure over fhe course of the 2 week long study. It is ikely that this experience significantly underestimates the degree of occumulation that might occur with repeated
diazepam odministration. Moreover, os noted with alprazolom, the effect of fluvoxamine may even be more pronounced when it is odmiristered at higher doses.Accordingly,
diazepam and fluoxomine should not ordinarly be co-odministered. 2 The effect of steady:state flovoxamine (50 mg bid) on the pharmacokinefics of a sin-
gle dose of heophyline (375 mg os 442 mg aminophyline) was evaluated in 12 healthy nonsmoking, male volunteers.  The dearance of theaphyline was decrecsed
approximately 3-fold. Therefor, if theophyline is co-administered with fluvoxamine moleate, ifs dose should be reduced to one third of the usual daily mainfenance dose and
plasma concentrations of theophyline should be monitored. No dosage adjustment is required for LUVOX Tablets. Warfarin: When flovoxamine maleate (50 mg fid) was
administered concomitantl with warforin for two weeks, warforin plesma concentrations increased by 98% and prothrombin fimes were prolonged. Thus pafients receiving
foml nnrkongmm; ond LUVOX Tablets should have their prothrombin fime monitored and their anficoagulant dose adjusted accordingly. No dosage odjustment is required
for LUVOX Toblefs.

PRECAUTIONS

General

Activation of /"ypuﬂu: During premarketing studies involving primariy depressed pafients, hypomania or mania occurred in approximatel 1% of patients
treated with flovoxamine. Activation of mania,/hypomania hos also been reported in o small proportion of patients with major affective disorder who were freated with other
marketed anfidepressants.  As with all anfidepressonts, LUVOX Tablets should be used caufiously in pafients with a history of mania. Sedzures: During premarkefing stud-
ies, seizures were reported in 0.2% of fluvoxamine-treated pafients. LUVOX Tablets should be used coutiously in pafients with a history of seizures. It should be disconfin-
ved in ony patient who develops seizures. Suicide: The possibiity of a suicde atfempt is inherent in pafients with depressive symptoms, whether these occur in primary
depression or in association with another primary disorder such as OCD. Close supervision of high risk patients should accompany inifial drug therapy. Prescriptions fai LUVOX
Toblets should be witten for the smalest quantity of foblets consistent with good pafient management in order to reduce the risk of overdose. Use im Patients with
Concomitant Miwess: Closely monitored dinical experience with LUVOX Tablefs in patients with concomitant systemic illness is imited. Caufion is advised in odminister-
ing LUVOX Tablets to patients with diseases or condifions that could affect hemodynamic responses or metabolism. LUVOX Tablets have not been evaluated or used to any
appreciable extent in pafients with a recent history of myocardial inforction or unstable heart disease. Pafients with hese diagnoses were systematically excuded from many
inicol studies during the product’s premarkefing testing.  Evaluation of the electrocardiogroms for patients with depression or OCD who participated in premarkefing studies
revealed no differences between fluvoxomine and placebo i the emergence of clinically important ECG changes. In patients with liver dysfunction, flovoxamine deorance
was deceased by opproximately 30%. LUVOX Tablets should be slowly firated in patients with liver dysfunction during the inifiation of treatment.

Information for Patients Physicians are advised to discuss the following issues with patients for whom they prescibe LUVOX Toblets: Iterference with Cognitive
or Motor Performance: Since any psychoactive drug may impair judgement, thinking, or moor skills, patients should be coutioned about operating hazardous machin-
ery, induding outomobiles, until they are certain that LUVOX Tablets therapy does not adversely affect thei abily to engage in such activites. 2 Patients should
be odvised to noffy their physicians f they become pregnant or intend to become pregnant during therapy with LUVOX Toblets. Nursing: Pafients receiving LUVOX Tablefs
should be odvised to noify their physicins if they are breast feeding on infunt. (See PRECAUTIONS - Nursing Mothers) Concomitant Medication: Pafients should be
odvised o nofify their physicians if they are toking, or plon to toke, any prescripton or overhe-counter drugs, since there is o potenfial for cinically importunt inferactions
with LUVOX Toblets. Alcolvol: As with other psychotropic medications, patients should be advised to avoid olcohol while foking LUVOX Tablefs. AMergic Reactions:
Patients should be advised to noffy their physicions if they develop a rash, hives, or a related allergic phenomenon during therapy with LUVOX Tablets.

Laboratory Tests
There ore no specific loboratory fests recommended.
Interactions

Potentiol Inferactions with Drugs that Inhibit or are Metabolized by Cytochrome P450 Isozymes: Mutiple hepatic cytochome P450 (CYP450)
enzymes are involved in the oxidative biotransformation of o large number of structurally different drugs and endogenous compounds. The availoble knowledge concerning
the relafionship of flovoxamine and the (YP450 enzyme system has been obtuined mosty from pharmacokinetic inferaction studies conducted in healthy volunteers, but
some preliminary in vifto data are olso available. Bosed on a finding of substontil interactions of fluvoxamine with certain of these drugs (see later parfs of this section ond
olso WARNINGS for detois) and limited in vifro data for the 11IA4 isozyme, it appears that fuvoxamine inhbits the following isozymes that are known o be involved in the
mefobolism of the listed drugs: 1A2 - Warfarin, Theophyline, Propranolol; 11C9 - Warfarin; IlIA4 - Alprazolom. n viro data suggest that fluvoxamine is a relatively weok
inhibitor of the 11D isozyme. None of the drugs studied for drug interactions significanty affected the pharmacokinefics of flovoxamine. However, the mefobolism of fiu-
voxarmine has nof been fully choracterized and the effects of potent infibitors of 11D, such as quinidine, or of HIA4 such as ketoconazole, on fluvoxamine metabolism hove
not been studied. A dinicoll significont fluvoxomine interoction is possible with drugs having o narrow therapeutic rafio such os ferfenadine, astemizole, or cisapride, war-
farin, theaphyline, certain benzodiazepines and phenytoin. If LUVOX Tablefs are to be administered fogether with o drug that is eliminated via oxidaive mefobolism ond
has a narrow therapeutic window, plasma levels and /or pharmacodynamic effects of the latter drug should be monitored closely, at least until steady-state condifions are
reached (See CONTRAINDICATIONS and WARNINGS). CNS Active Drugs: Monoamine Oxidase Inhibitors: See WARNINGS. Aprazolom: See WARNINGS. Diazepam:
See WARNINGS. Lorazepam: A study of muliple doses of fluvoxamine maleate (50 mg bid) in healthy male volunteers (N=12) and a single dose of lorazepom (4 mg
single dose) indicated no significont phormacokinefic interaction. On average, both lorazepam alone and lorazepam with fluvoxamine produced substanfial decrements in
cognitive functioning; however, the co-odministrtion of fluvoxamine and lorazepam did not produce larger mean decrements compared to lorazepom alone. Lithium: As
with other serotonergic drugs, lithium may enhance the serotonergic effects of flovoxamine and, therefore, the combination should be used with caution. Seizures have been
reported with the coodministration of fluvoxamine moleate and lithium.  Typtophan: Tryptophan may enhance the serotonergic effects of fluvoxamine, and the combina-
tion should, therefore, be sed with coution. Severe vomiing has been reported with the cc-odministafion of fluoxamine maleate and tryptophan. Clozapine: Elevated
serum levels of clozapine have been reported in pafients foking fluvoxamine moleate and dozapine. Since clozapine related seizures and orthostafic hypotension appear fo
be dose related, the risk of hese adverse events may be higher when flovoxamine and dozapine are coadministered. Patients should be dosely monitored when fluvox-
amine moleate ond dozapine ore used concurrently. Akcohol: Studies involving single 40 g doses of ethanol (oral admiistration in one study and intravenous in the other)
ond muliple dosing with flovoxamine maleate (S0 mg bid) revealed no effect of either drug on the pharmacokinetics or pharmacodynaics of the other. ~ Tricydlc
Antidepressants (TCAs): Significontly increased plasma TCA levels have been reported with the co-administation of fluvoxamine maleate and amitrptyline, domipramine or
imipromine. Coution s indicated with the co-odministration of LUVOX Toblets and TCAs.  Carbamazepine: Elevated carbamazepine levels and symptoms of toxiciy hove
been reported with the co-administration of fluvoxamine maleate and corbamazepine.  Methadone: Significantly increased methadone (plosma level:dose) rafios have been
reported when fluvoxomine moleate was odministered fo pafients receiving maintenance methadone freatment, with symptoms of opioid intoxicotion in one patient. Opioid
withdrawal symptoms were reported following flovoxamine maleate discontinuafion in another pafient. Other Drugs: Theophyline: See WARNINGS. Propranolol and
Other Beto-Blockers: Co-odministation of fluvoxamine maleate 100 mg per doy and propranolol 160 mg per day in normal volunteers resulted in o mean five-fold increase
(ronge 2 1o 17) in minimum propranolol plasma concentrafions. In this study, there wos o slight potenfiation of the propranolokinduced reduction in heart rate and reduc-
tion in the exercise diastolic pressure. One cose of bradycordia and hypotension and o second cose of orthostatic hypotension have been reported with the co-administofion
of fluvoxamine ond metoprolol. If propranalol or metoprolol is co-odministered with LUVOX Tablets, a reduction in the inifial betarblocker dose and more cautious dose fitro-
tion is recommended. No dosoge odjustment i required for LUVOX Tablets. Co-administrafion of fluvoxamine maleate 100 mg per doy with atenolol 100 mg per doy (N=6)
did not offect e plosma concentrations of atenolol. Uniike propranolol and metoprolol which undergo hepatic metabolism, atenolol s eliminated primarily by renol excre-
tion. Warfarin: See WARNINGS. Digoxin: Adminishafion of fluvoxamine maleate 100 mg daiy for 18 days (N=8) did not significontly affect the pharmacokineics of o

the moximum human daily dose on  mg/m’ bosis. Mutagenesis: No evidence of mutogenic potentiol wos observed in o mouse micronudeus fest, on in vifto chro-
mesome aberrafion fest, or the Ames microbial mutagen fest with or without metobolic activation.  Impairment of Fertility: In fertiity studies of male ond femle ots,
up to 80 my,/kg/day orally of flwvoxaming moleate, (approximately 2 fimes he maximum humon daily dose on o mg/m" basis) hod no effect on mating performance,
duration of gestafion, or pregnancy rafe.

Pr

ic Effects - Pr Category C: In teratology studies i rofs and rabbis, doiy orol doses of flovoxamine maleate of up to 80 ond 40 mg/kg, respec-
tively (approximately 2 fimes the maximum human daily dose on @ mg/m" basis) coused no fetol mafformations.  However, in other reproduction studies in which preg-
nant rafs were dosed through weaning there was (1) an increase in pup mortalty o birth (seen ot 80 mg/kg ond above but not at 20 mg/kg), and (2) decreoses in post-
natol pup weights (seen ot 160 but not at 80 mg/kg) and survival (seen at oll doses; lowest dose fested = 5 mg/kg). (Doses of 5, 20, 80, ond 160 mg/kg ore approx-
imately 0.1, 0.5, 2, and 4 fimes the maximum human daily dose on a mg/m” basis.) While the results of o crossostering study implied that ot least some of these results
likely occurred secondorily fo maternal foxicit, the role of o direct drug effect on the fefuses or pups could not be ruled out. There are no adequote ond welkcontrolled stud-
ies in pregnant women. Flovoxamine maleate should be used during pregnancy only ifthe potential benefit jusifies the potential risk to the fetus.

ery
The effect of flovoxamine on lobor and delivery in humans is unknown.
Nursing Mothers
s for mony other drgs, lovoxamine is secrted in human breast milk. The decision of whether to disconfnue nursig or o discontinue the drug should toke info occount
the potennu! fuv serious odverse effects from exposure fo fluvoxomine in the nursing infont as well as the potentiol benefits of LUVOX™ Tablets therapy to the mother.
Pediatric
Safety ond eﬂemvenesx of LUVOX Tablets in individuals below 18 years of age have not been established.
Geriatric Use
Approximately 230 patients parfcpating in confrolled premarketing studies with LUVOX Toblets were 65 years of age or over. No overall diferences in safety were observed
between these patients ond younger pafients. Other reported clinical experience has not identified differences in response between the elderly and younger pafients. However,
the dlearance of fluvoxamine is decreased by about 50% in elderly compared to younger pafients and greater sensitivity of some older individuals also connot be ruled out
Consequently, LUVOX Tablets should be slowly fitated during iififion of therapy.
ADVERSE REACTIONS
Associated with Discontinuation of Treatment — Of the 1087 0CD and depressed pafients treated with fluvoxaming moleate in controlled clinical frials conduct-
ed in North America, 22% disconfinued treatment due fo an adverse event. The most common events (21%) associated with discontinuation and considered to be drug relot
ed (ie., those evenfs associated with dropout at least twice that of placebo) included headache, asthenia, abdominal pain, nausea, vomiting, diartheo, dyspepsio, anorex-
o, mmnolen(e, insomnia, nervousness, dizziness, ogitation, anxiety, and dry mouth.
Incidence in Controlled Trials - Observed Adverse Events in Controlled Clinical Triols:
LUVOX Tablets have been studied in controlled frials of OCD (N=320) and depression (N=1350). In general, adverse event rafes were similar in the two dato sefs. The
most commonly observed adverse events ssociated with the use of LUVOX Tablefs and fikely to be drug+elated (incidence of 5% or greater and ot least twice that for place-
bo) derived from Table 2 were: somnolence, insomnia, nervousness, fremor, nausea, dyspepsia, anorexia, vomifing, abnorml ejoculation, asthenio, and sweafing. In o
pool of two studies involving only pafients with 0CD, the following odifionol events were idenfied using the above rule: dry mouth, decreased ibido, urinary frequency,
anorgasmi, rhinifs and foste perversion. Adverse Events Occurring at an Incidence of 1%: Toble 2 enumerates odverse events that occurred  a frequency
of 1% or more, and were more frequent than in the placebo group, among pafients freated with LUVOX Tablets in two short4em placebo controlled OCD trials (10 week)
and depression frials (6 week) in which pafients were dosed in o range of generally 100 o 300 mg,/day. This table shows the percentage of patients in each group who
had at least one occurrence of an event af some fime during their freatment. Reported adverse events were dossified using a standard COSTARTbased Dictionory terminok
ogy. The presciiber should be awore that these figures cannot be used fo predict the incdence of side effects in the course of usuol medical practice where pafient chorac-
teristcs and other factors may differ from those that prevailed in the cinical trils. Similorly, the cted frequencies cannot be compared with figures obtained from other cin-
icol invesfigafions involving different reatments, uses, and invesfigators. The cited figures, however, do provide the prescibing physicion with some basis for esfimating the
relfve cnnmbtmon of drug and nondrug factors fo the sideeffect inddence rate in the population studied. Adverse Events in OCD Placebo Controled Studies
Different (defined as af least a difference) in Rate from the Pooled Event Rates in OCD and Depression

Placebo (onlml-d Studies: The events in 0CD studies wwh o twofold decrease in rate compored fo event rates in OCD and depression studies were dysphagia and
omblyopia (mostly blurred vision). Addifinally, there was an approximate 25% decrease in nausea. The events in OCD studies with o twoold increase in rate compared
o event rates in OCD and depression studies were: asthenia, abnormal ejaculafion (mostly deloyed ejaculation), anxiety, infection, thinis, anorgasmia (in males), depres-
sion, libido decreased, pharyngitis, agitation, impotence, myoclonus,/twitch, thirst, weight loss, leg cramps, myalgia and urinary refenfion. These events are listed in order
of decreasing rates in the OCD trioks.

Vital Sign Changes

Comparisons of flovoxomine maleate and placebo groups in separate pools of short4erm OCD and depression trals on (1) median change from baseline on various vital signs
variobles and on (2) incdence of pafients meefing citeria for potenfially imporfant changes from baseline on various vital signs voriabls revealed no importont differences
between fluvoxamine maleate and placebo.
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Comparisons of flovoxamine maleate and placebo groups in seporate pools of short4erm OCD and depression friaks on (1) median change from baseline on various serum
chemistry, hematology, and urinalysis variables and on (2) incidence of patients meefing criteia for potentially impor fant changes from baseline on various serum chemistry,
hematology, and urinalysis variables revealed no importunt differences between fluvoxamine moleate and plocebo.
ECG Changes
Comparisons of flovoxamine maleate and placebo groups in separate pools of shortterm OCD and depression fils on (1) mean change from boseline on various ECG vari
ables and on (2) incidence of patients meefing criteria for potentially importont changes from baseline on various ECG variables revealed no important differences between
fluvoxamine maleate and placebo.
Table 2: TREATMENT-EMERGENT ADVERSE EVENT INCIDENCE RATES BY BODY SYSTEM IN OCD AND DEPRESSION POPULATIONS COM-
BINED' (fluvoxomine vs. plocebo by pafientpercentage): BODY AS WHOLE: Headache (22 vs. 20); Asthenia (14 vs. 6); Flu Syndrome (3 vs. 2); Chills (2 vs. 1).
CARDIOVASCULAR: Palpitatons (3 vs. 2). DIGESTIVE SYSTEM: Nousea (40 vs. 14); Diarrhea (11 vs. 7); Constpation (10 vs. 8); Dyspepsia (10 vs. 5);
Anorexia (6 vs. 2); Vomiting (5 vs. 2); Flatulence (4 vs. 3); Tooth Disorder” (3 vs.1); Dysphagia (: (Zvs.1). NERVOUS SYSTEM: Somnolnce (22 s 8): nsomnia (21
vs. 10); Dry Mouth (14 vs. 10); Nervousness (12 1. 5); Dizziness (11 vs. 6); Temor (5 . 1); ); Anxiety (5 vs. 3); Vesodilatation® (3 vs. 1); Hypertonia (2 vs. 1);
Agimlian (2 vs.1); Decreased Libido (2 vs. 1); Depression (2 vs. 1); CNS Stimulation (2 vs. 1). 'RESPIRATORY SYSTEM: Upper Respiratory Infection (9 . 5);
Dyspnea (2 vs. 1); Yown (2 vs. 0). SKIN: Sweafing (7 vs. 3). SPECIAL SENSES: Taste Perversion (3 vs. 1); Amblyopia* (3 vs. 2). UROGENITAL: Abnorml
Ejaculafion® (8 vs. 1); Urinary Frequency (3 vs. 2); Impotence® (2 vs. 1); Anorgasmia (2 vs. 0); Urinary Retention (1 vs. 0).
" Events for which flovoxamine maleate incidence wos equal fo o less than placebo are not fsted in the toble above, but indude the following: abdominal poin, abnormal
dreoms, appefite increase, back pain, chest pain, confusion, dysmenorrhea, fever, infection, leg cromps, migraine, myolgio, pain, paresthesia, pharyngitis, postural hypoten-
sion, pruritus, rash, hinifs, thist and finnitus; ? Includes “toothache,” “footh extraction ond abscess,” and “caries”; * Mostly feeling warm, hot, orflushed; * Mostly “blurred
vision”; * Mostl “deloyed ejoculafion”; ¢ Inddence based on number of mle pafients.
Other Events Observed During the P Evaluation of LUVOX Tablets
During premarkefing cinical frioks conducted in North America and Europe, muliple doses of fluvoxomine moleate were administered for o combined total of 2737 patient
exposures in patients suffering OCD or Major Depressive Disorder. Untoward events associated with this exposure were recorded by dinical invesfigators using descriptve ter-
minology of their own choosing. Consequently, it is not possible o provide o meaningful estimate of the proportion of individuols experiencing adverse events without first
grouping similor types of unfoward events info a limited (i.., reduced) number of standard event categories. In the tobulations which follow, o stondard COSTARTbased
Dictonary terminolagy has been used fo dlassiy reported adverse events. If the COSTART term for an event was so general as to be uninformativ, it wos replaced with o
more informative term. The frequendies presented, therefore, represent the proportion of the 2737 patient exposures to muliple doses of fiovoxamine maleate who expe-
rienced on event of the type cited on af least one occasion while receiving fluvoxamine moleate. Al reported events ore indluded in the list below, with the following excep-
tions: 1) those events aleady lsted in Toble 2, which fabulates incidence rates of common adverse experiences in placebo-controlled OCD and depression linicol rals, are
excluded; 2) those events for which a drug cause was considered remote (1., neaplasia, gostrointestinal corcinoma, herpes simplex, herpes zoster, applicafion site reaction,
and unintended pregnancy) ore omited; and 3) events which were reported in only one pafient and judged fo not be potentially serious are not incuded. Itis importont to
emphasize tha, lthough the events reported did occur during freatment with flovoxamine moleate, o cousal relafionship to fluvoxamine moleate hos not been estoblished.
Events are further clossified within body system categories and enumerated in order of decreasing frequency using the following definifons: frequent adverse events are
defined as those occurring on one or more occasions in af least 1,/100 patients; infrequent adverse events are those occurring between 1/100 and 1/1000 potients; and
rare adverse events ore those occurring in less than 1/1000 patients. Body as a Wihole: Frequent: occidental inury, molaise; Infrequent. ollergic reaction, neck pain,
neck rigidity, overdose, photosensifivity reaction, suicide attempt, Rare: cyst, pelvic pain, sudden death. Cardiovascular System: Frequent. hypertension, hypotension,
syncope, tochycardia; Infrequent. angina pectoris, brodycardia, cordiomyopathy, cardiovascular disease, cold extremifies, conducton delay, heart failure, myocardial inforction,
pallor, puls irrequlor, ST segment changes; Rare: AV block, cerebrovasculor accident, coronary artery disease, embolus, pericardits, phlebifs, pulmonary inforction, supraven-
iculor extrasystoles. Digestive System: frequent. elevoted liver transominases; Infrequent. colifs, eructation, esophogifs, gastis, gostroenteris, gastointestinal hem-
orthage, gostrointestinal ulcer, gingvits, glossits, hemorthoids, melena, rectol hemorrhage, stomatits; Rare: bilmry pain, cholecystis, cholelithiasis, fecal incontinence,
hematemesis, infestinal obstruction, joundice. ~ Endocrine System: In/reauenr hypothyroidism; Rare: oiter. Hemsic and Lymphatic Systems: Infrequent. ane-
mia, ecchymosis, leukocytosis, lymphadenopathy, thrombocytopenia; Rare: leukopenia, puput. MGMMJMM Systems: frequent:edemo, wetgh! qain,
we;ght loss; Infrequent: dehydration, hypercholesterolemia; Rare: diabetes melitus, hypergl kolemia, loctate dehydr
increosed. Musculoskeletal System: nfrequent. arthvolgio, arthifs, bursi, genemhzed muscle sposm, mvusmenu] endinous contracture, fenosynovitis; Rare: orthro-
sis, myopathy, pathologicol fracture. Mervous System: frequent. amnesia, apathy, hyperkinesio, hypokinesia, manic reaction, myodlonus, psychoic reacton; Infrequent:
agoraphobia, okathisio, otaxia, CNS depression, convulsion, delium, delusion, deoemmhznnon dmg dependence, dyskinesio, dystonc, emofional Inliny euphorio,
extopyromidal syndrome, gait unsteady, hallucinations, hemiplegio, hostifty, hy hypotonia, hysteria, incoordination, increased salivation,
increased libido, neurolgi, poralysis, poranoid reaction, phobia, psychosis, sleep disorder, stupor, twitching, vertio; Rore: okinesio, como, fibllations, mutism, obsessions,
reflexes deceased, slured speech, tordive dyskinesio, toricol, tismus, withdrowal syndrome. Respiratory System: Frequent. (ouw increased, sinusiti; Infrequent
asthma, bronchifs, epistaxis, hoarseness, hyperventilaion; Rare: apnea, congestion of upper airway, hemoptysis, hiccups, laryngismus, obstructive pulmonary disease, preu-
monic. Skin: Infrequent. acne, olopecio, dry skin, eczemo, exfoliafive dermatits, furunculosis, seborthea, skin discoloration, urtcorio. Special Semses: Infrequent:
accommodation obnormal, conjuncivtis, deafness, diplopia, dry eyes, ear pain, eye pain, mydriasis, oftis media, porosmia, photophobia, taste loss, visual field defect; Rare:
comeal ulcer, refinal detochment. Urogenital System: Infrequent. anuia, breast pain, cystifs, deloyed menstruation'- dysurio, female laction', hematuria, menopause',
menorthagia', metrorhagia', nocturi, polyuria, premenstrual syndrome', urinary inconfinence, urinary tract infection, urinary urgency, urinafion impaired, voginal hemor-
thage', vaginiis'; Rare: kidney calculus, hematospermia’, oliguria.

1 Based on the number of females.; 2 Based on the number of moles.

Non-US Postmarketing Reports

Voluntary reports of adverse events in patients foking LUVOX Tablets that have been received since market introduction and are of unknown cousal relationship to LUVOX
Toblets use include: toxic epidermal necrolysis, Stevens-Johnson syndrome, HenochSchoenlein purpura, bullous eruption, priapism, agronulocytosis, neuropathy, aplasfic ane-
mia, onaphylactic reaction, hyponatremia, acute renal failure, and severe okinesia with fever when flovoxamine was (oudminisieveg’ with ontipsychotic medication.
CAUTION: Federal low prohibis dispensing without prescription.
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1. Data on file, Solvay Phdrmdozulmh Inc

1.25 mg single inrovenous dose of digoin. Ditiazem: Brodycordia has been reported with the coodministrafion of flwvoxamine mnleﬂre and di Innzem Effects of
on Fluvoxamine Metabolism: Smokers hod o 25% increase in the metabolism of flovoxamine compared o nonsmokers. Therapy

(ECT): There ore no clinicol studies estoblishing me:'eneﬁts or risks of combined use of ECT and fluvoxamine maleate.

e - i F

g G ertiity
2 There is no evidence of corcinogenicity, mutogenicty or impairment of ferilty with flovoxamine moleae.
There was no evidence of corcinogenicity in rafs reated orally with flovoxamine maleate for 30 months or hamsters freated orall with flovoxamine maleate for 20 (females)
or 26 (moles) months. The dail doses in the high dose groups in these studies were increased over the course of the study from a minimum of 160 mg/kg fo @ maxi-
mum of 240 mg/kg in rats, ond from a minimum of 135 mg/kg to @ maximum of 240 mg/kg in hamsters.  The maximum dose of 240 mg/kg s approximately 6 times
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ESTABLISHED THERAPY FOR OCD

EFFECTIVE CONTROL OF OBSESSIONS
AND COMPULSIONS'*

LOW lNClDENCE OF AGITATION
(2% vs 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 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

fluvoxaming maleate szs

A SELECTIVE SEROTONIN
REUPTAKE INHIBITOR

*Effectiveness not established beyond 10 weeks in controlled trials.
Parameters 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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