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SCRIPTION:

voxamine maleate is a selective serolonin {5-HT} reuptake inhibitor {SSRI) belonging 10 a new chemical sesies. the
minoethy! oxime ethers of aralkytketones. &t is chemu:allz unlelaled 1o othes 5SRis and clomipramine. 11 is chemucaily
dgnated as $-methoxy-4 i) maleate (1:1) and has ihe molecular
Ta CysHyy O 3 - CHoOs. Its molecudar we.grn IS 4344,

he structural formuta is:
FaC- @ f—cn,—cnrcu,-curq-cn, uzcoon
N HCCOOH R
O-CHy-CH,NH, .

luvozamine maleate is 2 white or off white, odorless, crystalline powder which is spanngly soluble in waker, freely sotuble in
\anol and chloroform and practicalty insotuble in diemz ethes.
‘luvauamine Maleate Tablets are available in 25 mg, 50 mg and 100 mg stengths for oral adminisiration. In addition to the
ive ingredient, l'hmnmne maleate. each tablet contains he foliowng inactive ingredients: carnauba wax. crospovidone,
wroxypropyt giycol, p starch, sodium stearyt fumarate,
nium doxide, maceun Ihe 25 rr? lablet aso comams D&C Yellow no alumnum Iake, FDAC Blue #1 aluminum lake,
&C Blue #2 aluminum take and FO&C Red 240 aluminum take. The 50 mg lablet atso contains FD&C Blue #2 alumenum lake.

JNICAI. PHARMACOLOGY:
: The mechanism of action of N maleate in O Disorder is p to

/

Exploratory anatyses for age and gendes effects on ouicomes did not suggest any diferential esponsiveness on the basis of
age of sex.
Pediatric OCD Study: The effectiveness of luvoxaminz maleate tablets for the lieatrment of OCD was also demonstrated in a
10-week mulitcenter, paraitel group study in 3 pediatric outpatiens population {chitdren and dolescents. ages 8.11). Patients
n thws study were traled 1o a lotat dady fluvoxamene dose of approximalety 100 mg/day oves the first two weeks of the tnal,
following which the dose was adjusted within a range of 50-200 mg/day (on a bid schedule) on the basis of response and
1olerance. All patients had moderate to severe OCD (OSM-11-R) with mean baseline ralings on the Children’s Yate-Biown
Obsessive Compulsive Scale {CY-80CS). 1042 score of 24. Patients receiving luvoaarmne malteale experienced mean 1eductions
of appsoximately six umits on the CY-BOCS tolal score, compared Lo a three umit reduction for placebo patients,

The loilowing table provides the outcome classificalion by tsealment group on the Global improvement item of the Clinical
Global Impression (CGI) scale for the pedialric Sludy.

OUTCOME CLASSIFICATION (%) ON CGILGLOBAL IMPROVEMENT ITEM
FOR COMPLETERS IN PEDIATRIC STUDY

Outcome Classification Fhavozamine (M = 38) Placeba (N = 36)
_Very Much tmpi oved 0% Nn%

Much improved 18% 1%

Mmnimaity tmproved 3% 2%

No Change 16% 4%

Worse 8% 6%

Post hoc exploratory analyses for gender effects on outcomes did not suggest any differential responsiveness on the basis of
gender. Furthes explofalory analyses revealed 2 prominent treaiment effect in the 8- 11 age group and essentially no effect in Ihe
12-17 age group. While the signiticance of these results is not clear, the 23 fold higher sieady state plasma fluvoxamine
concentrattons in children compared to adolescems {see Pharmacokinetics) is suggestive that decreased exposure in
adolescents have been a lactor, and dose adjusiment in adolescents (up to the adult maximum dose of 300 mg) may be
indicated to achieve (herapeutic benefR.

INDICATIONS AND USAGE:

fluvoxamune maleate tablets are indicated fos the treatment of obsessions and compuisions in patients with Obsessive
Corrwlsrve Dlsocdev (OCD), as defined in the DSM-IIL-R. The obsessions of compulsions cause marked distress, are time-

Imled to its speuﬁc serolonin reuptake inhibition in bram neurons. tn predinical sludl5 A was found that fluvoxamine
1ibited neuronal uptake of serotonin.

tn in witro Studies fluvoxamine maleate had no signdicant alfinity for histaminergic. alpha of beta adrenergic. muscarinic, or

gic receptors. Antagonism of some of these receptors is thought to be associated with various sedative,

vd-mscular anticholinergic, and extrapyramidat effects of some psychotropic drugs.

rarmacokinetics: Bioavailability: The absolute bicavadability of luvoxamine maleate is $3%. Oral btoavalabtllly is not
rwﬁcaury dflected by food.
In a dose propx y study i i ine maleate a 100, 200 and 300 mg/day for 10 consecutive days in 30
wmal volunieess, steady slale was achieved after about 3 week of dosing. Maximum concentrations & steady state
Lurted within 3-8 hours of dosing and reached concentrations averaging 88, 283 and 546 ng/mi, respectively. Thus.
voxamine had nonlinear pharmacokinetics over this dose range. i e.. higher doses of Nuvoxamine maleate produced
sproportionatety highes concentrations than predicted (rom the lower dose.
sstribution/Protein Binding: The mean apparent volume of distribution for fluvoxamine is approximately 25 kg, suggesting
lensive tissue distribution.

A i 0% of ine is bound to plasma protein, moslly afburmin, over a concentration range of 20 to

P

00 ngml.

fetabolism: Fluvoramine maleale is extensively me(abolued by the llver the main metabofic routes are oxidative

. Nine rn% dose of te.

Jnsmu\mg approximalety 85% of the urinar'y exgretion products of nwowrlne he main human metabolde was Muvoxamine

<id which, together with its N-acetylated analog, accounted for about 60% of the urinary excretion pmducls A third
Iofmed by ion, accounted for about 10%. F acid and

ere tested in an m vitro assaf and reuptake inhibition in rats; they were inactive except for a weak
ffect of the former metabolite on inhibition of sesotonin uptake (1-2 orders ol";mmde less potent than the parent
App( was excreted in urine unchanged. 8:’\9 Y
Giminatiore Following a $4C.1abefled oral dose of fuvoxamine mafeate (5 mg) an average of 94% of diug-related products was
xovered in the urine within 71 hours.
The mean plasma haif-life of luvoxamine a steady siate aller muitiple oraf doses of 100 Mg/day in healihy. young volunieers
ras 15.6 hours.
Subjects: In 3 study of Muvoxamine maleale tablets at 50 and 100 mg comparing elderty (ages 66-73) and young
EGS (a'?es 19-35), mean maximum plasma concentrations in the elderfy were 40% highes. The multiple dose efimination
"Iife of fluvoxamine was 17.4 and 25.9 hours in the elderty compared to 13.6 and 15.6 hours in the young subjects ai steady
tate for 50 and 100 My doses, respectively.
In eiderty patients the clearance of fluvoxamine was reduced by about 50% and, thesefore. fluvoxamine maleate tablets
hould be slowdy titrated during initiation of ther apy.
‘ediatric Subjects: The multiple-dose pharmacokinetics of Nuvoxamine were determined in male and fernale children {ages
11} and adolescents {ages 12-17). Steady-state plasma Muvoxamne concentrations wese 2-3 lold higher in children than in
dolescents. AUC and Cmax in chuldren were 1.5- to 2.7-fold higher than Lhat in adolescents (see table below). As in aduts,
0th children and adolescents exhibited nonfinear multiple-dose pharmacokinetics. female chitdren showed significantty higher
WC {0-12) and Cmax compared to male children and. therefore, lower doses of Muvoxamine maleate 12blets may produce ther-
ipeutic benefit {see table below). No gendes diflerences wese observed in adolescents. Steady-state plasma fuvoxamine con-
enurations were simitar in adulls and adolescents at a dose of 300 mg/day. indicating that fluvoxamine exposure was simslar
n these 1wo populations (see Lable betow). Dose adjustment in adolescents {up to the adull maximum dose of 300 mg) may be
ndicated 10 achieve therapestic benefit.
Comparison of Mean (SD) i kinetic p
hildren, adolescents and adults

ficantly interfese with social or occupatronal functioning.

The dTncacy ol uvoxamne maleate tablets was established in three 10-week trials wath obsessive compulsive outpatients with
the diagnosts ol Obsessive Compuisive Disorder as defined in DSM-IHI-R. (See Clinicat Trials undesr CLINICAL
PHARM%COLOG

Qbsessive Compulsive Disorder is characterized by recurrent and petsistem |deas lhougnls impulses or images
{obsessions) that are ego-dysionic and/or rep purpx and i behaviors P 1hat ate recognued
by the person as excessive of unweasonable.

The effectiveness of fluvoxamine maleate tablets for long-term use. i.e., for more than 10 weeks, has nol been srxernaticany
evaluated in placebo-controtied trials. Therefore. the physician who elects to use fluvoxamine maleate tablets for extended
periods shoutd periodically re-evatuale the long-tesm usefulness of the drug for the individual patient. (See DOSAGE AND
ADMINISTRATION).

CONTRAINDICATIONS:
Co-administralion of thioridazine. terfenadine, astemnizole. cisapride, or pimozide with fluvoxamine mateate tablets is
contraindicated (see WARNINGS and PRECAUTIONS).

Fluvoxamine maleate tablets are contraindicated in patrerts with a history of hypersensitivity to fluvoxamne maleate.

WARN!NGS;
i for |

ton with W
mhtbm drug in ination with ine oxidase
fatal, igidi

Oxjdase Inhibitors: In patients iving anothes
ibitors (MAOH). Mhmbeenmmdm sometimes
rigidity, with p of vital
mmmmwmmemmm smghtzllmmwdmu These reattions have
also been reported in patients who have discontinued that drug and E beensunedmaum Some cases presented
with features bl 4 d that fiu ine maleate ablets
not be used in combination with a MAOL, o within 14 daysddiscnmnuing Ueatment with a MAOI. After stopping
Nuvoramine maleate tablets, at least 2 weeks shoukd be allowed before starting a MADE.

Potential Inleracﬂon with Thiori The eftect of @ mg bid for one -eet) on ltaondwne suady-
state m 10 male inpati with P

of
red adoserelnedwvlmgamdmokm which is associated with serious
ve«ﬂcul:umﬁlnizs swhaslmde mestza amrhythmias, and sudden death. R is likely that this experience
mdevzslundesmedeweednsl\hamm_ocul hpudosesdmcﬂdanna Moreover, the effect of favozamine

be even more px @ haghet doses.

e should not be i d {see Ctm. BYIONS and PR[CAU'“OMS).

F Tort A i Cigapride, and Pi ide 1 Test

and p ide are afl d PASOTIAL isoryme, mnmwmammm a

pmeumMudlIIAl blod.smenwbohsmdumtugs g in i of parent

drug. d plasma s 2prt [ ide cause Q jon and

have been associated with lutsadesde pomles-r"n i hycandi ti fatal. As nderelow, a
for ine in bination with aip a drug that is

lrmnlobemeubomedbymellesoryru Amlmmm itively that isa

potent NIA4 inhibitar, it is likety to be, given the of ine with alp Consequently, t is

recommended that fluvozamine not be used in combination with either isapride, of pimozh

(see CONTRAINDICATIONS and PRECAUTIONS).
Other Polenhal)y |mpodam Orug Inhru:uons (Also see PRECAU'(IONS Drug htencnms)

atc (e.9. etc.) should be
used wilh caution because the clearance of these drugs is likely to be reduced by fluvoxamine. The clearance of benzodi-
azepines metabolized by glucuronidation (e.g., lorazepam. oxazepam, lemazepam) is undikedy to be affected by Nuvoxamine.

Pharmacokinetic Parameter Dose = 200 mg/day {100 mg bid) Dose « 300 mg/day (150 mg bid) Alprazolam: When fiuvoxamine maleate (100 mg qd) and alprazolam (1 mg qid) were co-administesed 10 steady state. plasma
; orrect i - ‘Adolescent concentrations and other pharmacokinetic parameters (AUC, Crmes. T117) of alprazotam were oximately twice those obsesved
{body weight ¢ ed) Chiksen (n-10) Adolescent (n-17) s (ne13) Adults (n216) when alprazolam was administered alone: oral clearance was reduced by about 50%. The elevated plasma alprazolam
AUC 0-12 (ng hvmikg) 1551 (160.9) 43.9(21.9) 69.6 (46.6) 59.4 (40.9) ¢ resulted in psychomotor performance and mermory. This inter action, which has not been investigated
1 Cmax (ng/mi/kg) 14.8 (14.9) 4.2 (2.6) 6.7 (4.2) 5.7(3.9) H using highes doses of ﬂuv:oxamme mayDb: more pvonomcde: if 2 300 mgcgau ly dose i v‘s' ;o administered. pasticudasly since
- uvoxamine exhibdts non-linear rmacokinetics over Lhe dosage ra 100-300 mg. prazolam is co-admenisiesed with
[ Cimin (ng/mikg) noms) 2920 4808 6062 ine maleate tablets. . the inital alpraxolam'm?!age shoutd “be o feast hatved and litrztion to the lowest effective dose 15
T N o No dosage adj |s required for fluvoxamine maleate tablets.
Comparison of Mean (SD) I i

yoars pam: The co maleate tablets and (ﬁazq)am is generally not advisable. Because fuvoxamine
male and femsle chitdron en ) reduces Lhe clearance of both diaxepam and ils active Y pam, there is 3 strong tiketihood of

Pharmacokinetic Parameter Dose = 200 mg/day (100 mg bid) substantial accumulation of both species during chroric co-administration.
( gt corrected) Evidence supporting the conclusion that 1 is 1o o and di is derived iom a study
body weight - in which healthy volunteers taking 150 mg/day of fuvoxamine were adminisiered a single oral dose of 10 mg of diazepam. In
Male Children (n=7) Female chuidren (n=3) these subjects (N=8), the clearance of diazepam was reduced by 65% and that of N-desmettiyidiazepam (0 a level that was too
AUC 0:12 (ng i) 258839 2935 (233.0) lov:ltq Wffmn!m ' o‘"s‘g z'ml:mg doroui the degree of accumdation that might with 3ted

s b IS e signdicanily ee of acc af occur Tepe:
Crmax (ng/mi/kg) 9.1 (1.6} 281211 iazep Jrinisusation. N 2 noted with p the effect of Ruvoxamine may even be Mmore pronounced when it
Crman (ng/mikg) 66(6.1) 21.2{116) is administered a higher doses.
Accordingty, diazepam and fluvoxamine shautd not ordinarily be co-administered.

Hepatic and Renal Disease: A cross study comparison (healihy subjects vs. patients with hepatu: dysfunction) suggesied 2
30% decrease in Muvoxamine clearance in association with hepatic dysfunction. The mean minimum plasma concents slions &
renaily impaired patients (creatinine clearance of 5 to 45 mi/min) alter 4 and 6 weeks of Ueatment (50 mg bid, N=13) wese
comparable to each othes, suggesting no accumustation of Muvoxamine in these patiems. (See PRECAUTIONS - Use in Patients
with Concomitart Iiiness).

Theophyllina: The effect of steady-state fluvoxamine (SO mg bid) on the pharmacokinetics of a singte dose of theophyitine
(375 mg as 442 mg aminophylline} was evaluated in 12 healthy non- smolung male vo(unteers The dearance of theophylline
was decreased appioximatety tree-fold. Therefore, if P with ine maleate. its dose
should be reduced to one third of the usual daily maintenance Oose and plasma concemrarons of heophytiine should be
No dosage adj is required for ine mateate tablets.
When {l maleate (S0 mg lid) was admimisiered concomitantly with warfarin for two weeks, warfarin

Clinical Trials: AduR OCD Studies: The effectiveness of Nuvoxamine malesie tablets for the treatment of Ob
Computsive Disordes {OCD) was demonstrated in two 10-week mudlicentes, paralied studies of adult oulpatients. Patients
in these lrials were litrated 10 a totd daily fuvoxamine maleate dose of 150 mg/day over the first two weeks of the tnal,
following which the dose was adjusted within 2 1ange of 100-300 dar (on a bid schedule), on the basis of response and
tolerance. Patients in these studies had moderate (0 severe OCD (OSM-1fi-R), with mean baseline satings on the Yale-Brown
Obsessive Compuisive Scale (Y-BOCS). total score of 23. Patients receiving fluvoxamine maleaie experienced mean reductions
of approximately 4 10 5 units on the Y-BOCS total score. compared 10 a 2 unit reduction for placebo patients.

The foflowing table provides the outcome classdication by trealmen group on the Global tmprovement item of the Clinical
Global Impressions {CGI) scate for both stuches combined.

plasma concentrations increased by 98% and prothrombin times were prolonged. Ihus pauems recumg oral amcnaguiar!s
and fluvoxamine maleate tableis should have their prottwombin time d their dose adj
accordingly. No dosage adj is required for ine maleate tablets,
PRECAUTVONS‘ .
of M. During px sludies i g primarity depressad palients, hypormania of
mania occurred in apwonma(ety 1% of patients treated with ﬁuvoxamne In a ten week pediatric OCD study 2 out of 57
pallerls (4% treated with fluvoxamine expesienced manic reactions, compared (o none of 63 placebo patients. Activation of
ahypomania has aiso been reported in a small proportion of patients. with major affective disordes who wese treated with
ld

OUTCOME CLASSIFICATION (%) ON CGI-GLOBAL IMPROVEMENT TEM ?w"l\:a%':‘;ﬂl pliely - AS i all antidep maleale tablets should be used cautiously in patients

FOR COMPLETERS iN POOL OF TWO ADULT OCO STUDIES Sei. During premarketing studies. seizures weve reported in 0.2% of f ine-Ureated patems. F! ing maleale

Outcome Classification Frovoxamine (N = 120) Placebo (N = 134) tablets should be used cautiously in patients with a history of seizures. & should be discontinued in any patient who develops.

seizures.

Very Much improved 1% 2% Suicide: The possibility of a suicide attenpt is inherent in patients with depressive symploms, whether these occur in primary

Much improved 0% 10% of in association with another primary disorder such as OCD Close supervision of high nsk patients should

Minimally improved 2% 32% accompany indial drug therapy, Prescriptions for xamine maleate tablets should be written for the smatlest quantity of
No Chan 31% T 51% lab!ets consistent with good paltent management m order to reduce the risk of overdose.

. ad 5% ia Several cases of hyponatremia have been reported. In cases where the outcome was known. the hyponatreni
Worse 4% appeared 10 be reversible when fluvoxamne was discontinued. The majority of these occurences have been in eiderly



individuats, some in patients taking dretics or with concomitant conditions that might cause hyponatsemia. In patients
receiving Nuvoxamine maleate tablets and suffering irom Syndrome of Inappropriate Secienon of Antidiuretic Hormone
{SIADH), displacerment synaromes, edematous states. adrenat disease g1 conditions of fuid loss. it 15 recommended that
serum electiolytes, especially soaqiun 'as well as BUN andhlasma creatinine. be monitored regulasty.
Use in Patients with Concomitant Itness: Closely mor chnical exp e with ine maleate lablets in patients
with concomitant sys:anc ifiness s limited. Caum is advised m ad‘nmslenng fMuvoxamine maleate tablels to patients with
diseases of condilions that could affect o

fluvoxamsne mafeate tabiets have not been evaluated or used to any appreciable extend in patients with a racent istory of
myocardial infarction of unstable heart disease. Patients with (hese Gagnoses were systematically excluded ffom marry chnicdl
siudies dunng the product’s premarketing testing. Evaluation of the efectrocardiograms for patients wilh depression of 0CD
who participated n premarketing siudies reveated no differences between fluvoxamine and placebo in the emergence of
chnicaly imgortan ECG ¢!

In patiesis with lives aysluncnon Muvoxamine clearance was decreased by approximately 30%. Fluvoxamine mafeate lablets
should be stowty titrated in patients with liver dysfunction during the miiation of treatrment.
Information for Patlents: Physicians are advised 10 discuss the following :ssues with patients for whom they prescribe
Ruvoxamine maleate Lablets:
Interference with Cognitive or Motor Performance: Since any psychoactive drug may impair judgement. thinking. of motos
shills, patients should be cautioned about operating hazardous machinery. including aulomobeles. untit they are certain that
fluvoxamine maleate tablets therapy does not adversely affect their abitity 10 engage in such activities.
Pregnancy: Patients should be advised to notify their physicians i they become pregnant of intend o become pregnant during
lhelauy with luvoxamine maleate iadiets.

Patients receiving fluvoxamme maleate tablets should be advised to notify their physicians if they are breast feeding

an infant. (See PRE ing
Concomitant Medication: Patients shoutd be adWsed to notify their physicians i they are iaking, of plan 10 take, any prescrip-
tion or over-the-counter drugs. since there is a poterttial for cimically important intesactions with fluvoxamine maleate tablets.
Alcohol: As with other psychotropic medications, patients should be advised to avoid alcohol while [aking fluvoxamine maleate
tablets.
Allergic Reactions: Patients should be advised to notify their physicians o they develop a rash, hives, or a related allergic
phenomenon during thefapy with fluvoxamine maleate tablets,

Laboratory Tests: These are no specific laboratory lests recommended.

Drug Poternial Int with Drugs that Inhibit or are M Cytoch Paso @
Mulllp’e hegatic oyt ocnmrm P450 (CYP‘SO) enzymes are involved in the oxidative biotran: otmalion of ala nurrbev of
slrucunﬂz mrruent The available concerning o?e
ang the CYP4SO enzyme syslem has been ob(alned mostly from pharmacohnmc interaction s(udles conducted in heaithy
votunteers. but some preli 0 vitro dala are atso avaflable. Based on a finding of substantial interactions of luvoxamine
with certain of these dmgs ef pam of this section and also WARNINGS for details) and limited in vitro data for the (1A4
isozyme, it appears that M bits the ing isozymes that are known to be involved in the metabolism of the
listed drugs.
W2 nes HIAY
Wartarin - Warfarin Alprazolam
¥ .
Propranolot
In wtro daa est that fluvoxamine is a relatively weak inhibitor of the 11D6 isozyme.

Approximately % of the normal population has a genetic defect that leads o reduced levels of activily of cytochrome
PISOIIDG lsolyme Such individuals have been referred to as “poor metabolizers” (PM) of drugs such as debrisoguin,

dextromet , and tricyclic amidepressants. While none of the drugs studied for drug interactions sigmficant alfected the
pharmacokmellcs of fluvoxamine, an in vivo study of fluvoxamine single-dose pna:macokmeucs in 13 PM subjects
aftered phar; to 16 ° (EM): mean Cmax, AUC. and

p
half-life were increased by 52%, 200%, "and 62%. resper.uvety in the PM compared to me €M group. This suggests that
fluvoxamine is metabolized, at least in pant, by 1106 150 . Caution is indicated in patients known to have reduced levels of
P4501106 activity and those recerving concomitant drugs fo inhibit this isozyme (e.g. quimdine).

The metabolism of fuvozamine has not been fully characterized and the effects of potent P50 isozyme inhibdion, such as the
ketoconazole inhibition of [1Ad. on have not been studied.

A clinicaly significant fuvoxamine interaction is possible with dmgs having a narfow lherapeuuc ratio such as lerfenad

astemizole, cisapride, of warfarin, certain iazepines and pl .1 maleate-

tablets are to be adménistered together with 2 dmg that is el via oxid: “and has a narrow therapeutic
window, plasma levels and/or pharmac amic effects of the lalter drug should be monitored closely, at least untit
steady-state conditions are reached (See INDICATIONS and WARNINGS)

CNS Active Drogs: Monoamene Oxidase Infubitors: See WARNINGS.

Alprazolam: See WARNINGS.

Diarepam: See WARNINGS.

Alcohol: Sudies invoiving single 40 g doses of ethanol (oral administzation in one study and intravenous in the other) and
mulliple dosing with fluvoxamine maleate (50 mg bid) revealed no effect of either drug on the pharmacokinetics of
pharmacodynamics of the other.

" .

Elevated car pine levels and symp of toxicity have been reported with the co-administration of

fh N rndealﬂ and car
Clozapire: Elevated serum levels of cl have been reported in patients taking fuvoxamine maieate and clozapine. Since
chozapine retated seizures and onthgstatic ension appear to e dose redated, the risk of Ihese adverse events may be higher
when fluvoxamine and clozapine afe co-administered. Patients should be closety monilored when Ruvoxamine maeate and
clozapine are used concurrently.
Lithium: As with other serotonergic drugs, lithium may enhance the ic effects of and, fore, the
combination should be wsed with caution. Seizures have been reported wilh the - adrrmslraﬂun of fluvoxamine ma!ea(e and
lithium.
Lorarepam: A study ofrmtnp'edoses of Muvoxanine maleate (50 mg bid) in healihy male volunteers (N=12) and a single dose
of lorazepam (4 mg single dose) indicated no sagnﬁcam inetic intefaction. On average, both lorazepam alone and
forazepam with fh produced i decrements in cognitive functioning: however the co-administration of
fluvoxamine and lorazepam did not produce larger mean decrements convared to lorazepam alone,
Methadone: Significanity increased rhethadone (plasma level:dose) ratios have been reported when fluvoxamine
maleate was adminisiered o patients receiving mai 3 with symp of opioid intoxication in one
pauenl Oplmd ymp were reported i ine makeate discontinuation in ano(he patient.
urnatriptan: There have been rare postmarketing reports dacnhung patients with , and inc

touovnng the use of (2 selective serotonin reuplake inhibvtor (SSRI) and iptan. 1f concomitani with sumatriptan

SRI (e.g. M p ine, sertrdine) is clinically warranted, appropriate cbservation of the patient

Txnne_ In a study of 13 healtlry, male volunteers. a single 40 mg dose of 1acrine added to fluvoxamine 100 mg/day adminis-
tered a steady.-state was associated with five- and eight-lold increases in tacringe Cmax and AUC respecdvely compared 1o the
admenistration of tacrine alone. five si s expesienced nausea, vormiting, g, and diar g CO

consistert with the chofinergic effects of tacrine.

Thioridazine: See COMTRAMDICATIONS and WARNINGS.

Tricyciic Antidepressants (TCAs): Significantly increased plasma TCA levels have been reported with the co-adnnistration of
fluvoxamine maleate and amitriptytine, clomipramine or imipramine. Caution is indicated with the co-administration of
Nuvoxamine maleate tablets and TCAs; plasma TCA concentrations may need 1o be moniored, and the dose of TCA may need
10 be reduced.

Tryptophan: Tryptophan may enhance the gic effects of ine, and the ¢ ination shoutd, therefore, be used
with caution. Severe vomung has been reported with the co-admisstration of fluvoxamine maleate and tryptophan.

Other Drugs: Theoptyfline: See WARNINGS.

Warlanm See WARNSNGS,

Digoxin: Administration of fluvoxarmine maleate 100 mg daily for 18 days (N«8) did not sigmificantly affect the pharmacokinetics
of 2 1.25 mg singte intravenous dose of digoxin.

Dinjarern: Bradycardia has been reported with the c. inistration of ine maleate and dilti
Propranciol and Other Beta-Blockers: Co-administration of fluvoxamine maleate 100 mg per day and propranolol 160 mg per
day in normal volunieers resulted in a mean five-foid increase (r: 2 1o 17) in minimum propranciol plasma concentrations.

In this study, there was a slight potentiation of the proptanotol-induced reduction in heart rate and reduction in the exescise
diastolic pressure.

One case of brad‘cudaa and hypotension and 3 second case of orthostatic hypolension have been reported with the
ca-administration of luvoxamine mateate and metoprolol.

tf propranoiol or metoprolol is co-administered wilh Nuvoxamine maleate tablels, 2 reduction in the initial beta-blocker dose
and more cautious dosa liration is rec No dosage is required for maleate lablets.

Co-adminisiration of Nluvoxamine maleate 100 mg pef day with atenolol 100 g pef day (N-s) d:d l-x aﬂm the plasma
concentrations of atenclol. Unlike propranotol and metoprolol which undergo hepatic

primarily by renal exceetion,

£fects of Smoking on f Smokers had a 25% increase in the metabolism of fuvoxamine compared 10
nonsimokers.

Electrocomvutsive Therapy (ECT): There are no clinical studies establishing the benefits or risks of combined use of ECT and
fluvoxamine maleate

Carcl js, impairment of Fertility: Carcinogenesis: There is no evidence of carcinogenicily,

magenucrly of urpaumem 1 of ferwlity with Mluvox amne maleate.

e e e
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There was no evidence of carcinogenicity i 1als treated orally with fuvoxamine maleate for 30 months or hamsiess treated
orally with fluvorarmne maleate for 20 {females) o 26 {males) months. The daily doses in the tigh dose groups in these
studies were inciezsed over the course of the stud,=iom a merimum of 160 mg/kg lo 3 maximum of 240 mgfg n rals. and
from a merroum of 135 mg/kg to 3 maximum of 240 mgykg in hamsiers. The maximum dose of 240 Mk is approximalely 6
times the maximum human daily dose on a mg/m? basis. -

Mutagenesis: No'evidence of mutagenic polential was obsesved in 3 mouse micronucteus lest. an in viro chromasome
abetration test. of the Ames microbial mutagen test with of without metabolic activation.
Impairment of Fertility: In lestlity siudies of mate and lemate sats. up to 80 mg/kg/day oralty of Nuvoxamene maleate,

PPl OXi y 2 imes the human daity dose on 3 mg/m? basis) had no effect on mating performance. duration of
qgestation, of pregnancy rafe.
Pregnancy: Teratogenic Effects: Pregnancy Category C: In teratotogy studies in rals and rabbits, daily oral doses of
fluvoxamine mateate of up 1o 80 and 40 mg/kg. respectively (approximaiely 2 imes the maximum human daity dose on 2
mg/md basis) caused no fetal malformalions. However, in other feproduction studies in which pregnant fats wese dosed
through weaning (here was (1) an increase n pup mortalily at binh (seen at 80 g and above but not at 20 mg/kg). and (2)
decreases in posinatal pup weights {seen 3l 160 but not at 80 my/kg) and survival (seen at all doses; lowest dose tesied
= 5 mg/kg). (Doses of 5. 20. 80. and 160 mg/kg are approximately 0.1,°0.5, 2, and 4 limes the maximum human daity dose on
a mg/m? baws.) While the results of a cross-lostering study implied that a1 feast some of these resylls likely occurred
secondarity to maternal toxicity. the tol2 of 3 direct drug effect on the letuses or pups could not be ruled owr. There are o
adequate and well-controlled stuches in pregnant wormen. Fluvoxamune maeale should be used during pregnancy onty o Lhe
potential benefil justifies the potential risk to the fetus.

Labor and Delivery: The effect of iuvoxamine on fabor and delivery in humans is unknown,

Nursing Mothera: As for many othes drugs, fluvoxamine is secreted in human breast milk. The decision of whether to
disconunue nuTsing of to discontinue the drug should lake into account the potential for serious adverse effects from exposuwre
10 Mluvoxamine in the nursing infant as well as the potential benefits of fluvoxamine maleate tablets therapy to the mother.

Pediatric Use: The dlicacy of fluveaamine maleate for the of Of ive Computsive Disorder was in
2 10-week musticenter placebo controlled study with 120 outpatients ages B-17. In addition, 99 of Ihese outpalients continued
open-label luvoxamine maleale treatment for up to another one lo hree years. equivalent (0 94 patient years. The adverse
evem roﬁ!e observed in that study was generally similar 10 that observed in aduRt sludies with flvoxamine (See ADVERSE
REACTIONS and DOSAGE AND ADMINISTRATION.)

Decreased appette and weight loss have been obsérved in association wilh the use of Muvoxamine as well as othes SSRIs.
Consequently, regular monitoring of wesght and growth is recommended if treatment of a chufd with an SSRY is 1o be conunued
] term.

The risks. i any, that may be iated with 'S use in children and adofescents with OCD have not been

systematically assessed. The prescrbes shoutd be mindful (hat the evidence retied upon to conclude thal fluvoxamene is safe for
use in children and adolescenls denives from relatively short term clinicat studies and {rom extrapolation of experience gained
with acift patients. In particuar, there are no studies that direcily evaluate the effects of long term fluvoxamine use on the
growth, development. and smaturation of children and adolescents Although there is no affirmalive finding to suggest that flu-
Voxamine possesses a Capacity to adversely alfect growth, de o matuation, the absence of such findings 5 not
competling evidence of the absence of the potential of fluvoxamine to have adverse effects in chionic use.
Geriatric Use: Approximately 230 palients participating in pr ing studies with maleate tablets
wefe 65 years of age or over. No overall diffesences in safety were observed between these patiems and younger patients. Othes
reporied cimical experience has not identified differences in response between the efderly and younges patients. However,
fluvoxamine has been associated with several cases of clinically signilicant hyponalremia in elderly palients {see
PRECAUTIONS, General}. Furthermore, the cleasance of fluvoxamine is decreased by about $0% in efderly compared fo
younges pairents {see Pharmacokinetics under CLINICAL PHARMACOLOGY), weaﬁ sensitivity of some older individuals
also cannot be fuled out, Consequentfy, fluvoxamine mafeate tablets shoufd be siowfy Uirated during instiation of therapy.

ADVERSE REACTIONS:
Associated with Di

o don of

Of the 1087 OCD and depressed patients treated with fluvoxamine
maleate in conirofied chinical trials conducied in North America, 22% discontinued treatment due to an adverse event. The most
common events (21%) associaled with discontinuation and considered 1o be drug related (i.e., those events associated wilh
dropout at a rate A least twice that of placebo) included: «
Table 1
ADVERSE EVENTS ASSOCIATED WITH DISCONTINUATION OF
TREATMENT IN OCD AND DEPRESSION POPULATIONS

BODY SYSTEMY PERCENTAGE OF PATIENTS
ADVERSE EVENT FLUVOXAMINE PLACEBO
BOOY AS A WHOLE
Headache 1% 1%
Asthenia 2% <1%
Abdominal Pain 1% 0%
DIGESTIVE
Nausea 9% 1%
Diarrhea 1% <1%
Vomting 2% <1%
Anorena 1% <1%
Dyspepsia 1% <1%
NERVOUS SYSTEM
Insommia % 1%
Somnotence A% <1%
Nervousness. 2% <1%
Agitation % <1%
Duzziness 2% <1%
Anxiely 1% <1%
Dry Mouth 1% <%
in C. l1ed Trials: C Adverse Everts in C Clinicat Trials: £ ine maleate

lablets have been studted 1n contiolled trials of OCD (N=320) and depfession {N=1350). In general, adverse event rates wese
sirmlas in the two data sels as wefl as in the pediatnc OCD study. The mast conmymonly cbserved adverse events associated with
the use of fluvoxamine maleate tablets and likely to be drug-related (incidence of 5% or greater and at least twice that for
placebo) dernived (rom Table 2 were: e, ia. nes remor, nausea, dyspepsia, anorexia, vomiting,

NERVOUS SYSTEM
Sormnoler.e 22
Insomma k4l
Dry Mouth
Nervousness 12
Duzzness n
Tremor 5
Anxiet 5
Vasoddalation® 3
Hypertoma 2
Aguation 2
2
2
2

e — W —rZ @

Oecreased Libido
ession
CNS Sumuiation

RESPIRATORY SYSTEM
Upper Respiralory infection
Dyspnea

Yawn

SKIN
Swealing 1 3
SPECIAL SENSES
Tasle Perversion
Amblyopiat
UROGENITAL
Abnorma! Ejacutation’ &
Urinary frequency
Impotence®
Ariorgasma
Uninary Retention 4]

1 Events for which fluvoxamine maleate incidence was equal 10 or less than placebo are nol listed in the table above, but include
the ing: inal pain, dreams, appetite increase, back pam, chest pain, confusion. dysmenotihea, fever.
;r;zdecl!iot\l leg cramps, migrane, myalgia, pain, paresthesia, pharyngilis, postusa hypotension, pruritus, sash, rhininis, thicst

innius.

2 Inctudes "“toothache,” “tooth extraction and abrscess,” and “caries”.

3 Mostly feeting warm, hot, or flushed.

* Mostly "blurred vision™.

S Mostly “delayed ejaculation”.

© Incidence based on number of male patients,

Adverse Everts in OCD Ptacebo Controlled Studies Which are Markedly Differcet (defined 25 at least 2 two-fold difference)
in Rate from the Pooled Event Rates in OCD and sion Placebo Controfled Studles: The events in OCD studies with a
two-fold decrease in rate compared 10 event rates in OCD and dep studies were dysphagia and yopia (mosity
blurred wision). Additionally, there was an approxi 25% decrease in nausea.

The events in OCD studies with a wo-fold increase in rate compared 1o event rates in OCD and depression studies were:
asthenia. abnormal eacuiation (mostly delayed egiacutation), anxiety. infection, rhinstis, rgasmia (in males). dep 2
hbido decreased, pharyngilis, agitation. impotence, myodlonus/twilch, thirsL weight loss. leg cramps. myalgis and urinary
retention. These events are listed in order of decreasing rates in the OCD tnals.

Other Adverse Events In OCD Pedlatric Population: In pediatric patierts (N=57) treated wath fifioxamine maleate
tablets, the ovesall profile of adverse events was 3y similar 10 that seen in adult studies, as shown in Fable 2. However.
the following advesse events, not appearing in Table 2, were reported in two or more of the pediatric patients and were more
frequent wath Muvoxamine maleate lablets than with placebo: abnommal nking. cough increase, hea. ecchymosis,
emotional lability, epistaxis. tryperkinesia, infection, manic reaction, rash, sinusitis. and weight decrease.

Male and Female Sexual Dysfunction with SSRis: Although changes in sexual desire, sexual petformance and sexual
salisfaction often occus as manifestations of a psychiatric disorder with aging. they may 2iso be a consequence of
pharmacologic lreatment. In particular, some evidence suggests thal sefective serolonin reuptake intators (SSRI's} can cause
such untaward sexual experiences.

Retiable estimates of the incidence and severily of untoward experiences involving sexual desire. performance and
salisfaction are dilficult to obtain, howevey, In pan because patients and physicians May be retuctant to discuss them
Accordingly. estimates of the ncidence of untoward sexual expefience and performance cited in produci labehng are kikely to
underestimate thewr actual incidence.

The table bedow displays the incidence of sexual side effects reported by al least 2% of patients taking Mluvoaamene in placebo
controlied tnas in depression and OCD. n

able 3

Percentage of Patients Reporting Sexual Adverse Events in Adut
Placebo~Controlled Trlals in OCD and Depression

w

1
2
i
9

- ®

fluvoxamine Placebo
N=892 N=778

Abnormal £jacuiation® 8% 1%

Impotence® % 1%

Decreased Libido 2% 1%

Anofgasimia 2% 0%

* Based on the number of male patients.
These are no and well- studies ining sexual dysfunction with fuvoxarmne treatment.

Fluvoxarmine Ueatment has been associated with several cases of pniapism. In thase cases with a known outcome, patients
recovered without sequelae and upon discontinuation of Ruvoxarmine,

While it 15 difficult to know the precise risk of sexual dysfunclion assaciated with the use of SSRI's, physicians should
Toutinely inquire about such possible side effects.

Vital Sign Chang of B ine Maleate and placebo groups in separate pools of ‘short-term OCD and

abnovrmal ejaculation, asthenia, and sweating. In a poot of two studies involving only patients with OCD. the g
evenls were 1dentified using the abave rufe: drg mouth, decreased libido. urinary frequency, anorgasmva, rhinttis and taste
perversion. In 3 study of pediatric patients with OCD, the following additional events were identified using the above rule:
agutation, i . atulence, hyperkinesia, and rash.

Adverse Events Occurming 3t an Incidence of 1%: Table 2 enumesates adverse events that occurred in adufts at a frequency of
1% or mose. and were more {requent han in the placebo group, among patients treated with fNuvoxamine maleate lablets in two
shorl-term placebo controiled OCD trials (10 week) and depression trials {6 week) in which patients were dosed in a range of
generaily 100 to 300 mg/day. This lable shows the percertage of patients in each group who had a least one occutrence of an
event al some lime during their reatment. Reported adverse events were classified using a standard COSTART-based
Dictionary 1erminology.

The prescriber should be aware that these figures cannot be used to predict the incidence of side effects in the course of
usua! medical practice where patient characterishics and ather factors may differ from those that prevailed in the chinical trials.
Sinularly. the cited frequencies cannol be compared wih figures oblained from other clinical invesugations involving diffesent
u . uses, and igators The cited figures, howeves, do provide the prescribing physician with some basis for
estimating the relative contnibution of drug and non-drug factors 1o the side-effect uicidence rate in the population studied.

Table 2
TREATMENT-EMERGENT ADVERSE EVENT INCIDENCE RATES BY BODY SYSTEM
IN ADULT OCD AND DEPRESSION POPULATIONS COMBINED!

Percentage of Patients Reporting fvent
BODY SYSTEW FLUVOXAMINE PLACEBO
ADVERSE EVENT N=892 N=778
BODY AS WHOLE
Headache 22 20
Asthenia 1 6
Flu Syndromme 3 2
Chans 2 1
CARDIOVASCULAR
Palpitatiofts 3 z
DIGESTIVE SYSTEM
Nausea 40 "
Diaithea 1" 1
Constipation 10 8
Dyspepsia 10 5
Anprexia 6 2
Vormting 5 2
flaiutence 4 3
Tooth Disordes? 3 1
Dysphagia 2 1

. .
epression trials on (1) median change (rom baseline on various vital signs variables and on (2} incidence of patients meeting
critesia for potentially important changes rom baseline on various vital signs variables revealed no importam differences
between fhuvoxamine maleate and placebo.
Laboratory Changes: Compark maleate and placebo groups in separate pools of short-term OCO and
depression trials on (1) median change Irom baseline on various semmchemslr{. gy. and utinalysk i and on
(2} incidence of patients meeting critesia for potentially important changes from basefine on various serum chemistry,
hematology, and uinalysis vanables revealed no important differences between fluvoxamine maleate and placebo.
ECG Changes: Comparisons of fuvoxamine maleate and placebo groups in separate pools of short-term 0CD and
depression trials on {1) mean from baseline on various ECG variables and on (2) incidence of paients meeting criteria
for potentially important changes from baseline on various ECG variables revealed no imposiant differences between
Muvoxamine maleate 2nd piacebo.
Other Events Observed During the Premarketing E ion of Fl 1 b Tablets: During
rremavleting chnécal tridls conducted in Norsth America and Europe, muttiple doses of fluvoxamine maleate were administesed
of a combined tolal of 2737 patient exposures in patients suffering OCD or Major Depressive Disotder. Untoward events
associated with this exposure were recorded by clinical investigators using descriptive lerminology of their own ¢hoosing.
Consequently, it is not possible to provide » meaningful estimate of the proportion of individuals experiencing advesse events
without first grouping simita of untowatd events into a imted {i.e.. reduced) number of standard eveni categories.

In the tabulations which [ollow, a standard COSTART-based Dictionary terminology has been used to classily reported
adverse events. If the COSTART term for an event was so general 25 to be uninformative, il was replaced with a more informa-
tive term. The {requencies x { the propostion of the 2737 patient exposuses 1o mullipte doses of
fluvoramine maleate who experi mmd&quedledmaieaﬂwoccas&onvm‘le'ec” fluvoramine maleate.
Al reported events are inctuded in the fist below, with the lollowing exceplions: 1) those events already fisted in Table 2, which
tabulates incidence rales of common adverse exp €S in placebo- OCD andt depression clinicad triats, are exclud-
et 2) those everts for which a drug cause was considered rethote (1.e.. neo;ias:dgasuoimesmal carcinoma, herpes simplex.
hespes zoster. apphication site reaction, and unimended pregnancy) are omulted; 3) events which were reported in one
patient and judged to not be potentially sefious are not included. It is important to emphasize that. although the event’s feponed
Grd occur gusing treztment with Muvoxamine mialeae. a causal refationship to Nuvoxamine maleate has not been established.

Events are further classified within body system categories and enumerated in ordes of decseasing (requency using the
following definilions: frequent adverse events are defined as those occmin%o%n one of More occasions in at least 1/100
patients; infrequent adverse events are those occurring between 1/100 and 171000 patients: and rase adverse evenls are (hose
oceurting in less than 3/1000 patients.

Body as a Whole: frequent: accidentat injury, malarse: Infrequent: allergic reaction. neck pain. neck ngidity. overgose, photo-

sensilivity reaction, suicide attempt: Rare: Cyst, pedwic pain, sudden death.

Cardiovasculas System: Frequent: hypertension, hypotension. syncope. tachycaidia: infrequent: angina pectonis, bradycardia,

cardionmyopathy, cardiovascular disease. cold extremities, conduction delay, heant [ailure, rryocardial infarclion. pailor. pulse

itrequtat, ST segment changes; Rare: AV block. cefebravascutar accidend, coronary arlery disease. embotus, pericardulis.

phiebitis. p Y infarction, sup culas extr

Digestive System: Frequert: elevated fiver transaminases; Infrequent: colitis. eructation esophagutis, gastrins, g2 LG
astr I 1age. gasisoimestingl ulcer. gingivais. glossitis. ids, melena, rectat hemosrhage, stiomatins;

%ae, tuliary pain. cholecyslitis, ¢ ithiasis, fecal i inence, obstruction, jaundice,




Endocrine System: infrequent. hypothyroidism: Rare: goster.
Hemic and Lymphatic Systems: inffequent® anemia, ecchyrnosis. leukocytoss, lymphadenopathy. thicmbocylopema, Rare:
leukopenia purpura. ; . .

Metabolic and Nutrmionad Systems: frequent- edema, wesght gain, weight loss; infrequen: debry , hyperchol

Rare: diabetes mellitus. hypetglycernia. hyperlipidenma. hypogiycemia, hypokalema. laciale dehydrogenase increased.
Musculoskeletal System: infrequent: anhralgia. arihritis, bursitis, generalized muscle spasm. myasihenia. lendinous
contracture. lenosynovitis. Rase: anthiosis. myopathy, pathologica fracture.

Nerveus System: frequem: amnesia. apathy, hyperkinesia, hypokinesta. manic reaction, myoclonus, psychotic reaclion;
Infrequent; agoraphobra, akathisia. ataxia. CNS depression, convuision, definum, detuston, depes i D e
dyskinesia dysionia, emotional fability. euphoria, extrapyramidat syndrome. garl unsleady. hallucinations, hemipiegia, hostiity.
hypersomnia, hypoc . hypotomia. hysteria, incoordination. increased salivation. increased Iibido. neuralgia, par dysis,
paranoid reaclion. phobra, psychosis. sieep disorder, stupor, Iwitching, vertigo: Rare. akinesia. coma, fibniations, mutism.
obsessions, feflexes decreaset‘{ slurred speech, tardive dyskinesia, torticollis. trismus, withdrawal syndrome.

Respiratory System: frequent: cough increased. sinusitis: Infrequent; asthima, bronchis, epistaxss, hoarseness, hyperventifa-
tion: Rare: apnea congestion of upper airway, hemopiysis, hiccups. laryngismus. obsinuctive puimonary disease. paeumonia.
Skin: infrequent: acne. alopecia, dry skin, eczema, exfoliative dermatitis, furunculosis, sebor fhea, skin discolosation, urlicana.
Special Senses: Infrequent: accommedation abnormal, conjunctivitis. dealness, diplopia, dry eyes. ear pain. eye pain.
mydnasis. otitis med:a. parosmia. photophobia. taste toss. visual lied defect; Rare: corneal utcer. retinal detachment.
Urogenital System: infrequent. anufia. beast pain. cysiitis. delayed menstruation’, dysuria, female lactation’. hematuria.
menopause’. Menofthagia’. metsorrhagia’. nocturia, polyunia, premenstrual syndrome’ unnary incontinence, unnary tract
infection. uninary urgency, urnation impaired, vaginat hemorrhage'. vaginitis': Rare: kidney calcutus. hematospesmiaZ, oliguna.
! Based on the number of females.

7 Based on the numbe of males

Postmarketing Reports: Volunlary reports of adverse events in palients taking Nuvoxamine maleate tablets that have been
recerved since market introduclion and are of causal i ip 0 ine maleate tablets use include:
venincular tachycardia (including torsades de poines). porphyria, toxic epidermal necrolysis, Stevens. Johnson syndrome,
Henoch-Schoenlein purpura, bullous eruption. priapism. agranulocylosis, aplastic anemia, anaghylactic reaction. angroedema.
vasculiis. hyponatrersa, acute renal failure, hepatilis. pancreatlis, ileus, in sy : i and
severe akinesia with lever when fluvoxarmune was co-administered with antipsychotic medication.

DRUG ABUSE AND DEPENDENCE:

c {led Sub Class: F ine maleale lablets are nol controlted substances.

Physical and Psychological Dependence: The potential for abuse. tolerance and physical dependence with fluvoxaming
maleate has been sludied in a nonhuman primate model. No evidence of dependency phenomena was lound. The discontinua-
tion effects of fluvoramine maleate tablets were not Sy icaily d in ¢ chnica wrials, Flyvoxamine maleate
tablets were not systematically studied in ciinical trials for polenlial for abuse, but there was no indication of drug-seeking
behavior in clinical’ tnals. it should be noted. however, that patients at nsk for dr y were sysiematically exchuded
from i ig; studies of (t ine maleate. Generally, it is not possig?e 1o predict on the basis of preclinical of
premarketing chnical experience The extent to which a CNS active drug will be nrsused, diverted, and/or abused once marketed.
Consequentiy. physicians should carefully evaluate patients for a hisiory of drug abuse and follow such patients closely,
observing them fov signs of Nuvoxamine maleale misuse or abuse (i.e . development of tolerance. inc ion of dose,

paiy. faryTy

drug-seeking behavior).

OVERDOSAGE:
Human Experience: Worldwide exposure to fluvoxamine maleate includes oves 45.000 patients treated i clinical Inats and
an estimated exposure of 23,000,000 patients trealed dusing worldwide marketing experience (circa 1999). Of the 462 cases of
deltberate or accidental overdose involving ffuvoxamine maieate reported from this popuiation, there were 44 dealhs. Of these,
Six were 1n patients (aking fuvoxamine maleale alone and the remaining 38 were in patients aking Nuvoxamine maleate along
with other drugs. Among non-latal overdose cases. 373 patients had complete recovery: four patients experienced adverse
sequelae of overdosage, to include persistent mydriasis. unsieady gail. kidney compfications (from trauma assoCiated with
overdose). and bowed infarction requinng a hemicoleclomy. In the Temaining 41 patients, the outcome was unknown. The
largest known ingestion of (tuvoxamine maleate invclvedw:?.wo mg (equivalent to 2 to 3 months’ dosage). The patient fully
tecovered. However, ingestions as low as 1.400 mg have been associated with tethal outcome, indicating considerable
prognostic vanatulit

Commonly (25%{ observed adverse events associated with fluvoxamine maleate overdose include coma, hypokalemia,
hypotension, nausea, resprratory difficulties, somnolence, tachycardia and vomiling, Othes notable signs and symploms seen
wilh Nuvoxarmine maleate ovesdose (single or muiliple drugs) inctude. bradycardia. ECG abnormalities, {such as heart arrest,
QU interval prolongation, first degree atrioventricular block.” bundle branch block, and junctional rhythm). convulsions. tremor,
drarrhea, and increased reflexes.

Manag of Overdose: | should consist of those general mea ployed in the g of
overdosage wilh any antidepressant,
Ensure an 2w way, 0xyg: Monitor cardiac fiythm and vital si Generat supportive and

p are also rec . induclion of emesis is Aot recommended. Gastric tavage with a large-
bore orogastric tube with appropnate airway protection, if needed, may be indicated if performed soon after ingestion. of in
symptomatic patients.

Activaied charcoat should be adminisiesed. Due 1o the large votume of distiibution of this drug, forced diuresis. dialysis.
hemoperfusion and exchange translusion are unlixety 10 be of 2. No specific antrdoles for Ruvoxamne are known.

A specific caution involves patients 1aking, of recently having 1aken. fluvoxamine who might ingest excessive quantilies of 3
Incyclic antidepressant. In such a case. accumutation of the parent tricyclic and/or an active metabolite may increase the
possibility of clinically significant sequelae and extend the time needed for close medical observation (see Tricychic
Antdepressants (TCAsj undes PRECAUTIONS).

In managing overdosage. consider the possibility of multipte drug mvolvernent. The physician should consides contacting a
porson conirol center for additional information on the Ireatment of any overdose Telephone numbers for certified poison
control centers are listed in the Physicians’ Desk Reference (PDR).

DOSAGE AND ADMINISTRATION:

Dosage For Adults: The recommended staning dose for fluvoxamine maleate lablets in adull patients is 50 mg. adminis-
tered as a single daly dose at bedtme. In the controlled clinical triats establishing the efleciveness of fluvoxamine mafeate
tablets in OCD. patients were hitraled within a dose range of 100 to 300 mg/day. Consequently, the dose shouid be increased to
50 mg increments every 4 to 7 days. a5 unli maxi apeutic benefit 1s achieved, not 10 exceed 300 Mg per day.
It is advisable 1hat a total daily dose of more than 100 mg should te given in two divided doses. If the doses are not equal, the
larger dose shoutd be given al bedtime.

Dosage for Pediatric Population (chil and ): The rec starting dose for Muvoxarine
maleate tablets in pediatric populanons (ages 8.17 years} is 25 mg, administered as a singte daily dose at bedlime. In a
controlied clinical tnal establishing the effectveness of fluvoxamine maleate tablets in OCD. pediatric patients (ages 8-17) were
itr sted within 2 dose range of 50 1o 200 mg/day. Physicians should consider age and gendes dillerences when dosing pediatinc
patients. The maximum dose in children up to age 11 should nol exceed 200 mg/day. Therapeutic effect m female children may
be achieved with lowes doses. Dose adjusiment i adolescents (up to the adult maximum dose of 300 mg) may be indicated to
achieve therapeutic benefit. The dose should be increased in 25 Mg increments evelze:' to 7 days, as toferated. unti maximum
theapeutic benefit is achieved. N is advisable that 3 tolal daity dose of more then 50 mg shouild be given in two divided
doses. If the two divided doses are not equal, the larger dose should be given at bedtime.

Dosage for Elderly or Hep impaired Pat Eiderty patients and those with hepatic impairment have been
observed 1o have 3 decreased clearance of ine maleate. Consequently. it may be appropriate to modify the initial dose
and the subsequenl dose titration for these patient groups.

i /C tion E: ded Tr the efficacy of fluvoxamine maleate tablets beyond 10

weeks of dosing for OCD has not been documented in controfled triats, OCD is a chronic condition, and it is reasonable to
consides coninualion for 3 fesponding patient. Dosage adjustments should be made to maintain the palient on the Jowest
effective dosage. and patients should be penodically reassessed to determine the need for continued treatment.

HOW SUPPLIED:
Fluvoxamine Maleate Tablets are available as fotlows:
25 mg — Each unscored green, capsule-shaped, film coated 1ablet imprinted with R on one side and 704 on the othes side
comains 25 mg of Muvoxamine maleate. Tablets ase supphed in bottles of 100 (NDC 0228-2704-11) with a child-
resislant closure and botiles of 100 (NDC 0228-2704-10). 500 (NDC 0228-2704-50). and 1000 (NDC 0228-2704-
96) without 3 child-resistant closure.
50 mg — Each bive, capsue-shaped. film coated tablet imprinted with and 655 on ome side and bisect on the other side
contains SO mg of fMiuvoxamine maleate. Tablets are supplied in borttes of 100 {NDC 0228-2655-11) with a child-
tesislant closuTe and bottles of 100 {NDC 0228-2655-10), 500 (NOC 0228-2655-50). and 1000 (NDC 0228-2655-
96) without a child-resisiant closure.
100 mg — Each white, capsule-shaped. film coated tablet imprinted with £ and 656 on one side and bisect on the other side
comtains 100 mg of Mluvoxamine maleate. Tablets are supplied in boltles of 100 (NDC 0228-2656-11) with 3 child-
resistant closure and boitles of 100 (NDC 0228-2656-10). 500 (NDC 0228-2656-50). and 1000 (NDC 0228-2656-
96) without a child-resistant closure,
Dispense in a tight contaner wath a child-resistant closure.
Store at controlled room temperature 15°-30°C (59°-86°F). Praiect from high humidity,

Ronly

Manufactired by:
PUREPAC PHARMACEUTICAL CO.
Ehzabeth, NJ 07207 40-8849 Rewsed — Oclober 2000
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EACH TABLET CONTAINS:

Fluvoxamine Mafeate ....................cceee 8 25 Mg

Dispense in a tight container with a child- r%ststam
closure.

USUAL DOSAGE: See package insert.

Store at controlled room temperature 15°-30°C
{59°-86°F). Protect trom high humidity.

PHARMACIST: Container closure is not child- raslslant

Manutactured by;
PUREPAC PHAHMACEUTICAL co.

Elizabeth, NJ 07207 USA Rev. 3/00
Lot Ne: CAMDIE
JF\MA LB
0228-2704-96
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EACH SCORED TABLET CONTAINS:

Fluvoxamine Maleate ..................ocoevieenninn, 100 mg
Dispense in a tight container with a child-resistant closure.
USUAL DOSAGE: See package insert.

Store at controlled room temperature 15°- 30°C (59°-86°F).
Protect from high humidity.

PHARMACIST: Container closure is not chlld)remstant

Manufactured by:
PUREPAC PHARMACEUTICAL CO.

Elizabeth, NJ 07207 USA S R0
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EACH SCORED TABLET CONTAINS: o
Fluvoxamine Maleate ................................ .50 mg

Dispense in a tight container with a child-resistant closure.
USUAL DOSAGE: See package insert.

Store at controlled room temperature 15°-30°C (59°-86°F).
Protect from high humidity.

PHARMAGCIST: Container closure is not child-resistant.

Manufactured by:
PUREPAC PHARMACEUTICAL CO.

Elizabeth, NJ 07207 USA Rev. 3/00
ot
Lot No.: {
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