l-uvox O(ﬂuvoxumine malecte) Toblets

Brief Summory (For fulf Prescribing Informotion refer 1o pockage insert.)

INDICATIONS AND USAGE
LUVOX. Toblets are indiceted for the reatment of obsessions and compulsions in punems with Obsessive Compulsive Disorder (OCD), as defined in the DSAHIR. The obses-
sions or compulsions tause maf(ed distress, e time-consuming, or mgmﬁ(unﬁy interfere with social or occuparional funcioning. The efficacy of LUVOX Toblets waos estokr
fished in two 10-week fiols with mpish with the di of Obsessive Compulsive Disorder as defined in DS#HIFR. Obsessive Compulsive Disorder
is characterized by recurrent and persistent ideds, lhoughts impulses or imoges (obsessions) that ore egodystonic und,/or repefitive, purposeful, and intentianal behaviors
(compulsions) that ore racognized by the person as excessive o unreasonable. The effectiveness of LUVOX Toblets for longerm use, i, for mare than 10 weeks, has not
been systematically evaluated in plocebo-conolled rioks. Therfore, the physician wheo elects fo use LUVOX Tablets for extended penods should periodically re-evoluate the
Jongserm usefulness of the drug for the individual patient.
CONTRAINDICATIONS
Coodminishation of ferfenadine, cstemizole, or Gsapride with LUVOX Tablets is containdicated (see WARNINGS ond PRECAUTIONS).  LUVOX Tablets ore contraindicated in
patients with a history of hypersensiy fo fvoxamine maleate.
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I Interactions

Other Potentiolly Importont Drug

{50 see PRECAUTIONS - Drug Interactions) Bonmﬁmpms. Benzodiazepines mefabolized by hepatic oxidafion (e.g., clprazolom, miduzolam, iazalam, etc.} should
be used with caufion because the clearcnce of these drugs s ikely to be reduced by fluwvoxamine. The dearance of benzadiazepines metabolized hy glucuronidation (s..,
lotazepam, oxazepom, temazepom) is unlikely to be affected by flwoxamine. Aprazolom - When fluvoxamine moleate (100 mg qd) end alprazalom (1 mg gid) were o
administered fo steady stute, plosma concentrtions and othes pharmacckingsic parameters (AUC, Cpney, T,,) of alprazolom were opproximately twice those observed when
dlprazolom wos administered clane; oral clearance wos reduced by about 50%. The elevoted plasmo alprozalom concenoions resuled in decreased psychomotor perfor
mance and memary. This intesacion, which hos nat been invesfigated using higher doses of fluvoxamine, may be more pronounced i a 300 mg dally dose s coadmiis-
tered, portculory since fuvoxomine extibits nondinear pharmacokinefics over the dosage ronge 100-300 mg. f lprazolom is co-adrministered with LUVOX Tablets, the ini-
tiol olpruzolnm dosage should be ot lecst halved and finaiion to he lowest effective dose is recommended. No dosage adjustment i required for LUVOX Tabkets. Dlmpam:
The coodminisnation of LUVOX Tablets and diazepom is generally not adviscble. Because flvaxomine reduces the clearance of both diozepam ond its acive metabolfe, N-
desmethyldiozepam, here s a shong fikelihood of substanfial accumulation of both species during chranic co-admiristraion.Evidence supparting the condusion thot it is inod
visable fo coadminister fvoxamine and diazepom is derived from a study in which heafthy volunteers toking 150 mg/day of fuvoxamine were admiistered o single oral
dose of 10 g of diozepam. In these subjects (N=8), the clearance of diazepam was reduced by 5% and that of Ndesmettyldiazepom ta o level that wos oo low to
mesure over the course of the 2 week long study. It is fikely that tis experience significantly underesfimotes the degree of accumulotion that might occur with repeated
dinzepom adminisfrotion. Moreover, os nofed with lprozolam, the effect of flovoxamine may even be more pronounced when itis administered ot higher doses. A((ordlngw
dizepom ond flovoxamine should nat ordinorly b coadmiistered. PheaplryEae: The efectof steadysite fovoxamine (50 mg bid) on the pharmocokinetics of  si-
gle dose of theophyline (375 mg as 442 mg aminophyline) wos evalucted in 12 healthy nomsmoking, mole volunteers, The deorance of theophyling was dereased
approximately 34old. Therefore, if theophyline is co-odministered with fluvexamine moleate, s dose shoui be reduced to ane hird of the usual daily maintenance dose and
plosma concentrations of theaphyfine should be manitared. No dosage adjustment is requned for LUVOX Tablets. Weerfrarin: When fluvoxamine meleate (50 mg fd) wes
administered concomitantly with warfurin for two weeks, warfarin plosma concentaions increased by 98% and prothrombin fimes wase prolonged. Thus patients receiving
oral anficoguiants and LUVOX Tablets shauid hove it prothrombin fime moritored and their onticoagulant dose odjusted accordingly. No doscge acjustment i required
for LUVOX Toblets.

PRECAUTIONS

Generol
Activation of Mania,/Hypomarie: During premarksting studies invohing primerlly depressed patients, hypomania of manin otcurred in approximately 1% of patients
regted with flwvoxamine, Actvation of mania,/hypomanic hes also been reported in a small roportion of potients with mojor affective disorder who were freoted with other
marksted anfideprassants. As with all anfidepressants, LUVOX Toblets should be used caufiously in patients with o history of monk. Sefzures: During premarksting stud-
jes, seizures were reported in 0.2% of fluvoxarmine-regted patients. LUVOX Tablets should be used caufiously in patients with o history of seizures. [t shouid be discontin-
ved in ony pafient who develops seizures. Solcde: The possibilty of a suicide attemptis inherent in patients with dpressive symptoms, whether these occur in primery
depression or in essociation with another primary disorder such as OCD. Close supervision of high risk patients should accompany iniil drug therapy. Prescriptons foi LUVOX
Toblets should be written for the smallest quanfity of tobsets consistent with good patient management in order to reduce the risk of overdase. Use iw Pafients with
Concomitant Hiness: Closely monitored cinicc! experience with LUVOX Tablets in patients with concomitant systemic lness i limited. Caution is ndvised in administer-
ing LUVOX Tablets to pofients with diseases or condifions that could offect hemodynarmic respanses of metabolism. LUVOX Tablets have no been evaluated or used to any
apprecioble extent in pofients with o recent history of myocardial inforction or unstable heort disease. Pafients with these diogroses were systematically excluded from many
dinical studies during the product’s premarketing tesfing, Evoluafion of the elechiocardiogroms for patients with depression or OCD who porficpated in premarkefing studies
revealed no differences between fluvoxomine and placebo in the emergance of clinkally important ECG chonges. In patients with fiver dystuncion, fvaxamine clearance
wos deceased by approximately 30%. LUVOX Toblets should be slowly fiated in patients with iver dyshunction during the iififion of freatment.
Information for Patients Physicions ore odvised 1o iscuss he folwing ssues with pafient fo whom they prestrbe LUVOX Toblet: fnferference with Cogaitive
or Motor Performance: Since any psychoociive drug may impair judgement, thinking, or motor skills, pafients shauld be cautioned ohout operoting hozardous mochin-
ery, incuding outomobiles, unti they ore certin that LUVOX Tablets therapy does not adversely offect their abilty o engoga in such acfiiies. 2 Patients should
be advised to nofify thei physmuns if ey become pregnant or infend o become pregnant during therapy with LLIVOX Tabists. Nurshg: Potiens receiving LUVOX Tablefs
should be advised to naty their physicans if they ore breast feeding un infont, (See PRECAUTIONS - Nursing Mothers)  Comcomifumet M : Pafients should be
udvised o nofify their physicians if they are faking, or plan fo toke, any prescription or over-the-countar drugs, since there is o potential for dinicolly |rnpormm »memmnns
with LUVOX Tebets. Aol: & with oher psychotopic medcations, patients shoul be advisad to ovoid lobol i oking LUVOY. Tobles. Allergkc Roaction:
Patients should be advised fo nofify their physicians if they develop o Tash, hives, or 0 1elaed allrgic pheromenon during therapy with LUVOX Tablets.
Loboratory Tests
There are no specic [cboratory tests recommended.

Interactions

mﬂlﬂl Interoctions with that Inhibit or ave Metabokized by Cytodwome P450 Isozymes: Muliple hepatic cytochiome P450 (CYP450)
enzymes are involved in the oxidafive biotransformtion of o large number of s!ru(mmﬂy ifferent drugs and endogenous compounds. The ovailable knowledge concerning
the elationship of flsvoxaomine and the CYP450 enzyme system has been abrained mostly from pharmocokinefic interaction shudiies conducted in hechy volunteers, buf
some praliminary in vito doto e also avoilable. Based on o finding of substantial interactions of fuvoxamine with cortain of these drugs (see lofer parts of this secton and
also WARNINGS for details) and limited i vifo data for the IIA isozyme, it appears thot fluvoxamine intitits the following isazymes that are kniown to be involved in the
metobolism of th lsted drugs: IA2 - Warlario, Theophyine, Propranclol, 1C9 - Warfrio; 1144 - Aprazokam, i vitro datu suggest thet fuvoxarmine is o relatvely weak
inhibitor of the 11D isazyme. None of the drugs studied for drug interactions sigrificanty offected the pharmacokinetics of fluvoxamine. However, the metotolism of fu-
voxcming has not been fully characterized and the effects of potent inhibitors of 1106, such os quinidie, or of 1IA4 such as ketoconazole, on fluvoxemine mefobofism hove
ot been studied. A dinicoly signficant flovoxamine intesoction i possible with drugs having a narrow therapeutic rafio such as terfenodine, astemizole, or dsapride, war-
farin, theophyline, certuin benzodiozepines and phenytoin. If LUVOX Tablets ore fo be odministered togather with o drug that is efiminated via oxidalive metobalism nd
hes o nerrow therapeutic window, plasma levels and /or pharmacodynamic effects of the latter diug shoukd be monitored closely, ot least until steodystate condifions are
reached (See CONTRAINDICATIONS ond WARNINGS). CNS Active Drugs: Monoamine Oxidase Infibitors: See WARNINGS. Ajrazolom: See WARNINGS. Diazepom:
See WARNINGS, Lorazapam: A study of mulfiple doses of fuvoxamine maleate (50 mg bid) in healthy male volunteers (N=12) and a single dose of lorazepem (4 mg
single doss) indicated no sigrificant phormacokinefic interaction. On average, both lorazepam alone and forazepam with flovoxamine produced substantial decrements in
cognitive functioning; however, the co-odminisiofion of fluvoxaming and lorazepam did nat produce korger mean decrements compared to lorazepom dlone. Lithium: As
with other seratonergic drugs, itiom ey enhonce the serotonergic effects o fvoxamine and, therefore, the combinafion should be used with caution. Seizures hove been
reported with the coadminishation of fivwoxaming maleate and lihium. Fyplophan: Tryptophan may aohonce fhe seratonergic effects of fuvoxamine, and the combing-
fion should, therfore, be used with coution. Severe vomiting has been reported with the cc-udministiaion of flovoxcmine maleate and tryprophan. Clozapine: Elevoted
serum levels of clozopine hove been reparted i pafients tuking fluvoxomine moleate and clozapine. Since dozapine refated seizures and arthostatic hypotension appear o
be dose related, the risk of these adverse events may be higher when fvoxomine ond dlozapine ore co-administered. Patients should be clsely monitored when flvvoy-
amine malecte and dozapine ars used concurrantly. Akohol” Studies involving single 40 g doses of ethanal {cral adriristeaion in ane study and inttovenous in the other)
and muliple dosing with fluvoxamine maleate (50 mg bid) revealed no effect of either drug on the pharmacokinefics or pharmacodynamics of the other.  Tiycic
Antidsprassonts (TCAs): Signiiantl increased plosma TCA levels hove been reported with the co-udministration of flovoxamine mleate and amitrptyline, clomiprarmine or
imipramine. - Caution i indiccted with the coodminishation of LUVOX Tablefs and TCAs. Carbamazepine: Elevated corbamazepine fevels and symptoms of toxicty hove
hagn reported with the cc-administition of flwoxomine moleate and corbamazepine. Methadone: Significontly increased methadone (plasm level:dose) ratios have been
teported when fiuwoxaming maleate was administered fo pafients receiving maintenance methadone treaiment, with symptoms of opiaid intoxicafion in one pafient. Gpiaid
withdrawal symptoms were reported folowing flvosomine moleate discontinuation in onother patient. Oer Drugs: Theophylne: See WARNINGS. Propranolof and
Other BetorBlockers: Co-adminishation of Huvoxamine moleate 00 my per doy cad propranolal 160 mg per day in normal volunteers resulted in 6 mean fiveold increase
{tange 2o 17) io minimom propranolol plasma concentrafions. in this shudy, there was a sight patentiation of the propranolokinduced reduction in heart rate and reduc:
tion in the exercise distolic pressure. One case of brodycordia and hypotension and a second case af arthostatic hypetension have been reported with the coadministrotion
of fuvoxamine and mefopioiol. 1 peopianiol or metoprols s co-administerad with LUVOX Toblets, o reducion in the iniio betrblocker dose ond more coufious dose fio-
tion is recommended. No dosage ogjustment isequired for LUVOX Toblets. Coadrministrtion of fovoxamine molegte 100 mg per doy with atenclol 100 mg per day (N=6)

did not affect the plosma concentraions of atenclol, Unlike propronclol and metoprolol which undergo hepatic metobolism, atenolol is eliminated primarlly by renal excre-
fion. Warforin: See WARNINGS. Digoxin: Administofion of fiwoxamine maleate 100 mg doily for 18 doys (N=8) did not signficontly affect the pharmocokinetis of a
1.25 mg single inravenous dose of digoxin. Diiazam: Bradycardia hos been reported with the coodminisharion of flwvoxamine mnleote d dllnuzem Effocts of

the moximum humon daily dose on @ mg/m- busis. Metagenesis: Mo evidence of mutagenic potenfiol was observed in a mouse mictonuleus test, an in viro chro-
masome abenafion test, of e Ames microbiol mutagen test with of without metobolic activation.  Impairment of Fertifity: In fertiity studies of male and female rais,
up o 80 mg/kg/duy orally of fluvoxamine maleate, {approximately 2 fimes the maximum humon dally dose on o mg/m* besis) hod o effect on mafing performance,
duration of estafion, of pregnancy rote.

togenic EHfects - Pr Cangory C:In teratology studies in rots and vabbit, daly orol doses of luvoxamine maleate of up to 80 and 40 mg/kg, respec-
nvelv (upwoxnmutew 2 times the maximum human daily dose on @ mg,/m’ besis) caused no fetol mafformafions. However, in other reproductin studies in which preg-
nant rats were dosed thiough wearing here was (1) on increase in pup moriality ot birth (seen ot 80 mg/kg and above but nat at 20 mg/kg), and (2) decreases in post
natol pup weights (seen at 160 but not ot 80 mg/kg) and survival {seen at all doses; lowest dose tested = 5 mg/kg). (Dases of S, 20, 80, ond 160 mg/kg o & approx-
imotely 0.1, 0.5, 2, and 4 fimes the maximum human doily dose on o mg/m* basis.) While the results of o crossfostering study implied that ot least some of these resuls
fikely accurred secondarly to maternal toxicity, the role of o direct drug effect on the femuses ar pups could not be rled out. There ore no adequate and well<ontrolled stuc-
jes in pregnant women.  Fluvoxamine moleate should be used during pregnancy anly if the potential benefit justies the potential risk fo the fetus

ery
The effect of flovoxamine on labor ond delivery in humans is unknown.
Nursing Mothers
As for many other drugs, fuvoxomine is secreted in humon breast milk. The decision of whether to discontinue nursiig o to discanfinue $he drug should toke into account
the potential for serious adverse effects from exposure fo fluvoxaming in the nursing infant as well o the potential benefis of LUVGX™ Tablets therapy fo the mother.
Pediatvic Use
Safety and effectiveness of LUVOX Tablets in individuals below 18 years of oge have not been estoblished.
Geriatric Use
Approximately 230 patients parficipaing in contralled premarkefing studies with LUVOX Toblets were 65 years of age or over. No overol differences in sofety were observed
befween these pafients and younger pafients. Other reparted cinical experience has notidentiied differences in respanse between the eldery and younger patients. However,
the dlearance of fluvoxamine is decreased by about 50% in eldery compared to younger patients and greater sensifvity of some older individuals ofso cannot be ruled out.
Consequently, LUVOX Toblets should be slowly fiated during inifiation of therapy.
ADVERSE REACTIONS
Associated with Disconfinuation of Treatment — Of the 1087 0CD and depressed patients treated with flovoxomine moleate in contolled cinical frials conduct-
edin North America, 22% discontinued treament due to on cdverse event. The most common events (1%) ossocioted with disconfinuation and considered to be drug relot
ed (i.¢., those events ossaciated with dropout at least twice that of placebo) included headache, asthenia, abdominal pain, nauseo, vomifing, dicrrhea, dyspepsio, anorex:
i, scmnolence,irsomni, ervousnes, iziess, oguion, iy, and dy movt.
Incidence in Controed Triols - Observed Adverso Events in Controlled Clnicol Triols:
LUVOX Toblets have been studied in controlled tials of OCD (N=320) ond depression (N=1350). In generc, udver&e event rates were similar n the two dato sets. The
most commonly observed adverse events ossocioted with the use of LUVOX Tablets ond fikely to be drugelated Gincidence of §% or greater ond at least fwice that for ploce-
bo} derived from Table 2 were: somolence, insomni, nervousness, iremor, naused, dyspepsio, anorexia, vomiting, cbrorma ejoculation, asthenio, and sweoting. In o
poal of two studies involving only patients with OCD, the following ddifional events were identiied using the above rule: dry mouth, decreased ibid, urinary frequency,
onovgasmig, thindts and taste perversion. Adverse Events ot an Incidence of 1%: Toble 2 enumerates adverse events that occurred ot o fequency
of 1% or mare, nd were more frequant than in the plocebo group, among patients trected with LUVOX Tablets in fwo shorkterm ploceba controlled OCD il (10 week)
and depression rials (6 waek) in which pafients were dosed in a range of generaly 100 o 300 mg/day. This toble shows the percentage of pafients in each group who
had ot least one occurrence of an event of some time during their reahment. Reported adverse events were classifed using o standord COSTARhased Dicionary terminok
ogy. The prescriber should be aware that these figures connot be used to predict the incidence of side effects in the course of usual medical practice where potient charoc-
tenstics and other foctors may differ from these thot prevailed in the dinicel Wik Similarl, the cited frequencies cannot be compored with figures abtained from othe clin-
icalinvestigations involving different treatments, uses, and invesfigotors. The dited ﬁlglures Yowever, do provide the prescibing physician with some basis for estimating the
relafive contribution of drug and non-drug focors o the sid-efect incdence rate in the paplation studied. Adverse Events i OCD Plocsbo Controlled Studies
Which are Markedly Different (defined as at least o two-fokd ) in Rate from the Pooled Event Rates in OCD and Depression
Placebo Controlled Studies: The events in 0CD studfes with o twoold decease in rote compared fo svent rafes in OCD and dapression studies were dyspbagia and
amblyopia {mostly blurred vision). Addifionally, there was on apprcximate 25% decrease in nausea. The events in OCD studies with o tweold increase in rofe compared
1o event rfes in U(IJ ond depression studies were: asthenia, abnormal ejoculion (mostly delayed ejoculafion), anvialy, infaction, thinfs, anorgasmia (in males), depres-

bido decreased, phoryngifs, agitaion, impolence, myodanus/rwmh thist, weeight loss, g cromps, myalgia ond winary retention. These evets ore lsted in order
of deuensmg s in he OCD is.

Changes

Comparisons of fluvoxamine moleate and placebo groups in seporate paols of shartderm OCD and depression trials on (1) mediar: change from baseline on variaus vio!signs
variobles and on (2) incidence of pafients meefing cieria for potentially important changes from boseline on veriaus vital signs varicbles revealed no importont differences
between flwvoxamine moleate and placebo.
Laboratory Changes
Comparisons of flwvoxarmine maleate and plocebo groups in separate pools of short4erm OCD and depression s on (1) median changa from boseline on various serum
chemistry, hematology, and urinalysis variables and on (2) incidence of patients meefing citeia for potentiolly impor oot changes from basefine on various serum chemistry,
hematology, and wiinalysis voriables revealed no importont differences between flwvoxamine maleate and placeho.
K6
Comparisons of flovoxomin moleote and placebo graups in seperate pools of shortterm OCD and depression fias on {1) mean change from basaline on various ECG veri
ables ond on (2) incdence of patients meefing critero for potenfilly importont changes from basaline on vorious ECG voriables revealed na importont differences between
uvoxamine meleate ond placebo.
Table 2: TREATMENT-EMERGENT ADVERSE EVENT INCIDENCE RATES BY BODY SYSTEM IN OCD AND DEPRESSION POPULATIONS COM-
BINED' (fluvoxamine vs. plocebo by parienpercentoge): BODY AS WHOLE: Heodoche (22 vs. 20); Asthenia (14 vs. 6); Flu Syndiome (3 vs. 2); Chills (2 vs. 1).
CARDIOVASCULAR: Palpitations (3 vs. 2). DNGESTIVE SYSTEM: Nauses (40 v. 14); Diarrbec {11 vs. 7); Comstipation (10 vs. 8); Dyspepsia (10 . 5);
Anorexia (6 vs. 2); Vomiting (5 vs. 2); Fiaience (4 vs. 3); Tooth Disorder? (3 vs.1); Oysphagia (2 vs. 1). NERVOUS SYSTEM: Somnolence (22 vs.8); Insomaia (21
vs. 10); Dry Mouth (14 vs. 10); Nervousness (12 vs. 5); Dizziness (11 vs. 6); Tremor (S vs. 1); Anxiety (5 vs. 3); Vosodilatotion’ (3 vs. 1); Hypertonia (2 vs. 1);
Agmmon (2 vs.1); Decrecsed Liido {2 vs. 1); Depression (2 vs. 1); CNS Stimulotion {2 vs. 1). RESPIRATORY SYSTEM: Upner Respiatory Infection (9 vs. 5);
Dyspniea (2 vs. l) Yown {2 vs. 0), SKIN: Sweafing (7 vs. 3). SPECIAL SENSES: Toste Perversion (3 vs. 1); Amblyopio* (3 vs. 2). UROGENITAL: Abrormal
Ejaculation® (8 vs. 1); Urinary Frequency (3 vs. 2); Impotence® (2 vs. 1); Anorgosmia {2 vs, 0); Urinary Retention (1 . 0).
" Events for which flovoxamine maleate incidence was squal to or less than placebo are nat fisted in the table cbove, but indlude the following: abdominal pain, abnormel
dreams, oppefite increase, back pain, chest pain, confusion, dysmenorthea, fever, infection, lag cramyps, migraine, myalgio, poin, paresthesia, phoryegits, posturol hypaten-
sion, pruitus, fosh, thiniis, tirst and finnitus; ? Incudes “toothache,” “tooth extacion and abscess,” and “cories”; * Mastly fesling worm, hot, o ﬂusﬁed; * Mostly “bluned
vision”; * Mostly "deloyed ejaculefion”; ¢ Incidence based on number of mole patients.
Other Events Observed During the Premarketiag Evaluation of LUVOX Tablets
During premyarkefing dlinical ks conducted in North America and Europe, muliple doses of fluvoxamine maleate were administered for o combined fotak of 2737 pafient
exposures in pafients suffering OCD or Maior Depressive Disorder. Untoward events associoted with his exposure were recorded by dinical investigators using descripfive ter-
minalogy of their own choosing. Consequently, it is nat passile fo provide o meaningful estimate of the propariian of individuols experiancing odverse events without frst
grouping similr types of untoward evens into o limited .., reduced) number of stundard avent cotegories. I the fobulotions which fallow, o standord COSTARTbased
Dictionary terminolagy hes been used o classfy reported udverse events. f the COSTART term fr an event wes so general as fo be uninformorive, it was reploced with
more informative fem. The frequencies presented, therefore, represant the proportion of the 2737 patient exposures fo muliple dosas of flwvoxaming maleate who expe:
rienced on event of the fype cited on cf least one occasion while receiing fluvoxamine maleate. Al raported events ore included in the lst below, with the following excep-
tions: 1) those events already listed in Table 2, which tobulates incidence rates of common adverse experiences in plocebo-contolled GCD ond depression cinical ik, ore
excluded; 2) those events for which a drug couse wos considered remate (;.e., neoplasio, gashointestinal carcinoma, herpes simplex, hepes zoster, applicafion site reaction,
and unintended pregnancy) are omitted; and 3) events which were reported in only one patient and judged to not be potentially serious are not included. It important to
emphasize tha, olthough the events reported did accur during heatment with flvexomine malsate, a causol relofionship o Auvaxamine malecte has ot been sstobished.
Events are further clossiied within body system categories and enumerated in order af deuiecsing frequency using the following definifions: frequent adverse events ure
defined as those ccurring on ane or more occasions in ot least 1,/100 patients; infraquent adversa events are those occurring between 1 /100 and 1 /1000 patients; and
Tare adverse events ore hose occuriing in less than 1/1000 pefients. Body as o 2 Frequent: accidental injury, maloise; nfrequent. allergic reaction, reck pain,
neck rgidity, overdose, photosensifvity reaction, suicide atfempt, Rare: cyst, pelic pain, sudden death. Cardiovascukor System: Frequent: hypertension, hypotension,
syncope, achycordic; infrequent. anging pectoris, bradycardio, cordiomyopathy, cardiovesculor disease, cold exhemites, conduction delay, beart fulure, myocardiol infarction,
pallor, pulse irregular, ST segment changes; Rare: A block, cerebrovasculor accident, coronary artery disease, embolus, perkordits, phiebits, polmonary infurction, supraveer
iiculor extrosystoles. Digestive System: Frequent: elevated liver transomineses; Infrequent. colfs, sructation, esophagits, gastits, geshrcenterits, gasointestingl hem-
orthoge, gastaintestinc! ulcer, gingivifis, glossifis, hemorhoids, melena, rectal hemorthage, stomafis; Rore: bilary pain, cholecysits, chaleltiasis, facel inconfinence,
hemutemesis, intestinal obstruction, juundice. Emdoerime System: Infrequent: bypathyroidisoy; Rore: goiter. Hemwic and Lymphatic Systems: infquent. one-
mia, ecchymasi, leukocytosi, lymphadenopathy, trombocytopenic; Rove: leukopenic, purpuro. Metubolie ond Notritiomal Systems: Frsquent: edema, weight gain,
weight loss; Infrequent. dehydration, hynercholesterolemic; Rore: diobetes melitus, hyperglycemio, hypedipideria, hypoglycemic, hypokelemic, loctote defiydrogenase
incrensed. Musculosketetal System: infrequent artolgia, ortiis, bursis, generalized musde spasm, myesthenia, fendinous conhiacture, lenasynovits; Rove: arthie-
sis, myapathy, pothalogical facture. Narvows System Fraqusnt. amnesio, apathy, hyperkinesio, bypokinesia, meni reaction, myodonus, psycheti reoction; Infiequent
agorophobia, okathisia, afuxia, CNS depression, cnnvu(smn defiium, defusion, dspefsmnﬁzunon drug dependence, dyskinesia, dystonia, emofional labity, euphorio,
extopyramidal syndrome, goit unsteady, hallucinafions, hemiplegio, hostilty, hypersomnia, h hypotonio, hysteria, dination, incregsed salivafion,
incrensed libido, neuralgio, paralysis, poranoid reaction, phobm psychasis, sleep disorder, stuper, twiching, verfiqo; Rare: okinesio, come, fibillatons, mutisem, obsessions,
relves decrensed, sured speech, turdive dyskinesio, Iom[ullls rismus, wihdrawol syndlome Respiratory System; froquent. mugh incracsad, sinusifs; Infreaoenr
asthmo, bronchifs, epistusis, hoarseness, hyperventiation; Rore: cpnea, congestion of upper uirway, hemaptysis, hiccups, laryngismus, obstuctive pdmonury disease, pnmr
monia. - Skin: Infrsquenr oo, dlopeci, dry sin, eczema, efolnive dermafits, furuncuois, sborthe, skin discolorfion, rficai. Spedal Senses; [nfiequen
accommodation ohrormal, confunctivits, deafness, dsplopm dvy 8y8s, &1 pain, &ye pain, mydricsis, ofiis media, nurosmlu photophobio, tuste loss, visuol fiekd dafecr Rme
comeal ulcer, refinal detochment. Urogensital System: /nfequent anur, breast pain, cysi, deloyed mensiuation' dysuri, fomole lactoion , hematuria, menopause,
mencrihogia', mervormuglu nocturi, pulyuna premenstual syndfome', winary inconfnence, winary ioct inection, winary uigency, urngfion |mpuued vugmol hemor-
thoge', vaginits'; Rare: kidhey s , dliguria.

1 Based on the numbet of females.; 2 Bosed on the number of males.

Non-US Postmarketing Reports

Voluntary reports of adverse events in patients fuking LUVOX Tablets that hove been recaived since market inioduction and are of unknawn cousal relafionship to LUVOX
Tablets use include: toxic epidermal necrolyss, Stevens:lohnson syndrome, HenoctrSchoanlein purpura, bullous eruption, priapism, ogrenulocytosis, neuropathy, aplasfic ane-
mia, anaphylactic reacfion, hyponatremia, ocute renal failue, and severe akinesia with fever when fluvoxamine wos coadministerad with anfipsychotic medication.
CAUTION: Foderol low profibits ispensing without prescription.
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Smkhﬂ:n xoenine Mel 2 Sokers hod 0 25% increase in the mefabolism of flovoxamine compared o nonsmokers. Ef Therapy
{ECT): There ae o diical smdlos osmblshlng lbs;b'eneﬁﬁ an risks of combined use of £CT and fluwoxemine moleate,

Fertilty
sis: Thrs s 1o avidenca of carcinogenicity, mutagenicity or impaitment of ferlty with fluwoxamine maleote.
There was o evidence of carcinoganicity in s freated orally with Huvoxamine maleate for 30 months ar hamsters treated orally with fluvexamine maleate for 20 (Femoles)
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ESTABLISHED THERAPY FOR OCD

EFFECTIVE CONTROL OF OBSESSIONS
AND COMPULSIONS*

LOW INCIDENCE OF AGITATION
(2% vs 1% for placebo)’

LOW INCIDENCE OF SEXUAL DYSFUNCTION'

+% LUVOX® Tablets us placebo” decreased libido 2% vs 1%;
delayed ejaculation 8% s 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 vs placebo’: dizziness 11% vs 6"0
constipation 10% o5 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 e

A SELECTIVE SEROTONIN
REUPTAKE INHIBITOR

*Effectiveness not established beyond 10 weeks in controlled trials.
fParameters occurring 2 1% with fluvoxamine maleate.
#Prescribers should write the smallest tablet quantity consistent
with good patient management tc erdose risk.
Please see brief summary of prescribing
information on adjacent page.
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