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3. We acknowledge the commitmen®. made in your September 2, 199%4 amendmert to
conduct an adequate and well-controlled relapse prevention trial for
fluvoxamine in the maintenance treatment of OCD

. Wy

4. We acknowledge the commitment made in your September 9, 1994 amendment to

conduct additi~nal studies to clarify the metabolism of fluvoxamine.

5. We acknowledge the commitment made in your Sepcember 9, 1994 amendment to
complete and submit your study in children and adolescents with OCD.

Pharmacoloygy

We acknowledge the commitment made in your September 9, 1994 amendment to cenduct
repeat preclinical Scgment I and II reproductina studies ain the rat basad 'pon
your rangefinding and/or toxicokinetic studies. Ve believe that the origival
studies did not achieve adequate exposure 1f you decide to request that the
Agency accept those studies, please provice complete toxicity and/or
toxicokinetic data accompanied by a comprehensive discussion to support your
position,

Yanufacturing and Contraols

We acknowledge the cormmdtnent made in your Septembeyr 9, 1994 amendment to have
your established rams. fivvoramine maleate, adopted by the USAN Council.

Biopharmaceutics

we acknowledge the commitment made in your September 9, 1994 ar-ndnrent U2 accept
thke following dissoluticon method and specification for ail tablew strengths:

Apparatus USSP Apparatus 2 (Paddle)
Paddla Speedd RO U
Mediuin: H00 ml purifired water at 379¢ + 0. 000
Q: HLT
Please submit 12 copies o! the FI' as soon as 1r 15 avallable seven of the

copies should be individually mounted on heavy-weight paper or sintilar material.
The submissicn should be designated for adminaistrative purposes as "FPL for
approved NDA 20-243. Approval of the submission by FIA 15 not required before
the labelirng may be used. should additional information relating to the safety
and effectiveness of this drug praduct becore available, further revision of the

labpeling may be reguired.

We remind you that you must comply withh the reguirements for an approved NDA as
set forth under 21 CFR 314.80 and 314.81.

Siacerely O'\llb,

Robert Tenple, M -AAA{/(F‘\\\

Director
O fice orf Drug Evaluation T
(nter tor Drug Evaluation and Research

ATTACHMENT
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NDA 20-243 DEC 5 iggd

Solvay Pharmaceuticals

Attention: J. Greg Perkins, Ph.D.
Vice President, Regulatory affairs
901 Sawyer Road

Marietna, Georcia 320062

Dear Dr. Perking:

Please reler to your New Drug Application (NDA) dated December 24, 1591,
Submitted[pursuant to section 505(b) of the Federal Food, Drug, and Cosmetic Act
for Luvox® (Fluvoxamine maleate) 25, S0, 100, and 150 mg Tablets, NDA 20-243.

We also refer to an Agency Approvable letter dated August 30, 19%4, and we also
acknowledde receipt of your additional communications dated Scptember 7, 9, 20,
November 4, and Decembey 1, 1994,

Reference is also made to a telephone convergation between Mr. Don Ruggirello of
your office and Mr. Paul David of this Agency dated November 1, 1994, i, which
the Agency notified vou by facsimile transmission of the environmental assessment
deficiencies contained in your resubmission dated September 9, 1994. We also
refer to the November 30, 1994, telephone conference between Mr. Ruggirelle and
Ms. Nancy Sager, of this Agency, in which *i3. Sager intormed you that any changes
in the method of disposal of fluvoxamine maleate will require submission of a
supplement to the approved NDA.

We have completed our review of this application, as amended, and have councluded
that adeguate information has been presented to demonstrate that the drug product
is safe and effective tor use in Obsessive Compulsive Disorder (0OCDh).
Additionally, we refer to a November 9, 1394, conference call between staff from
¥DA and Solvay during which agreement was reached on final labeling revisions and
additional FPhase 4 commitments. Accordingly, the applicaticn, with these
labeling revisions, is approved, effective as of the date of this letter.

Aocompanying this lecter (ATTACHMENT 1) is the labeling, including the revigions
agreed to, that should be used for marketing this drug product. These revigions
are terms of the NDA approval. Marketing the product before making the agreed
upon revigiens in the rroduct’s labeling may rvender the product misbraaded and
ain unapproved new drug.

Please note that the labeling only retlects the strengths which you intend to
market, i.e., the 50 and 100 mg tabletc.

Below is a listing of Phase 4 commitments and other agreements made bhetween
Solvay and the Agency.

Clinical

1. As discussed in our conference call dated November %, 1994, we note your
agreement to study the elimination half-life of fluvoxamine at steady
state after multiple oral doses of 300 mg/day.

2, As discussed in our confervence call dated November &, 19894, we note your
agreement to conduct a clinical study to explore the possible effect of
thie combined use ot ftluvoxamine and terfenadine on parent terfenadine
levels and/ov QT intervals.
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ATTACIIMENT

Luvox
(Fluvoxamine Maleate)
Tablets
50 mg and 100 mg

DESCRIPTICH

Fluvoxamine maleate 135 a selective serotonin (5-HT) reuptake
inhibitor (85RI}) belc.ging to a new chemical sevieg, the 2-
aminoethyl oxime ethers of aralkylketones. It is chemically
unrelated To othey SSRIs and clomipramine. It 1s chemically
designated as S-nmethoxy-4'- (triftluoromethyl)valerophenone- (E) -0O-(2-
aminoethyl)oxime mwmaleate (1:1) and has the empirical formula
Cygli,ON,Fy CH,0,.  1ts molecular weight is 434.4.

The structural formula ig:

7N
Fal - &Q\ Oy EMg - Chg Loty - 0+ Lig
n
= . HLLUDH
LX}

0L bhoe ki, HCCTTOH
Fluvoxamine maleate is a white ovr off white, odorless, crystalline
powder which 1s sparingly ssluble in water, freely scluble in

ethanol and chloroform and practically insoluble in diethyl ether.

LUVOX™ Taeblets are availlable in 50 mg and 100 mg strengths ftor oral
administration. In addition to the active ingredient, tluvoxanine
maleate, each tabletr containsg the following inactive ingredients:
carnauba wax, hydroxypropyl methvlcellulese, mannitol, polyethylene
glycol, polysorbate 80, pregelatinized starch, silicon dioxide,
sodium stearyl tumerate, starch, eynthetic 1ron oxides, and
titaniam dloxide.

CLINICAL PHARMACOLOGY
Pharmacodynamics

The mechanism of action of fluvoxamine maleate 1n obgessive
"comnulsive disorder is presumed to be linked to its specific
serotonin reuptake inhibition in brain neurons. In preclinical
studies, it was found that fluvoxamine inhibited neuronal uptake ot
serctonin.

In in vitro studies fluvoxamin-s waleate nad no significant «ttinity

lor hilstaminergic, alphoe or beta adrenergic, wuscai.al.o or
dopaminergic veceptors. Artagonism of some of these recepgturs is

1
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tnought to be associated with various sedative, cardiovascular,
ant.icholinergic, and extrapyramidal effects of some psychotiropic
drugs.

Pharmacokinetics

Bioavailability

The absolute biocavaillability of fluvoxamine maleate 1is $3%. Oral
binavailability is nct significantly affecteda by food.

100, 200 and 300 mg/day tor 10 congecutive days in 30 normai
volunteers, steady state was achieved atter about a week of dosing.
Maximum plasma concentrations at steady state occurred within 3-8
hours of dosing and reached concentrations averaging 88, 283 and

In a dose proportionality study involving fluvoxamine maleate at
X

546 ng/ml, respactively. Thus, ‘luvoxamine had nonlinear
pharmacokinetics over this dose range, 1.e., higher doses ot
fluvoxamine maleate produced disproportionately higher

concentrations than predicted from the lower doge.

Distribution/Protain Binding

The mean apparent volume of digstribution for fluvoxamine 1is
approximately 25 L/kg, suggecting extensive tissue distribution.

Approximately 80% of {fluvoxamine 18 bound to plasma protein, mostly
albumin, over a cencentration range of 20 to 2000 ng/mi.

Merabolism

Fluvoxamine maleate is extensively metabolized by the liver; the
main metabolic routes are oxidative demethviation and deamination.
Nine metabolites were identified tollowing a &£ mg radiolabelled
dose of fluvoxamine maleate, constifuting approxiwately 85% of the
urinarvy excretion preducts ol fluvoxamine. The  wain  huwman
metapolite was fluvoxamine acid which, tngether with its N-
acetylated analog, accounted tor about 60% of the urin.ry excret.ioun
products. A third merzoolite, fluvoxethanol, formed by oxidative
deamination, accounted for about 10%. Pluvexamine acid and
fluvoxethanol were tested i an in vityo assay of serotonii. and
norepinephrine reuptake inhibition in rats; they were inactive
except for a weak effect of the former metabolite on inhibition of
serotonin uptake (1-2 orders of magnitude less potent than the
parent compound}. Approximately 2% of fluvoxamine was excreted in
urine unchanged. (See PRECAUTIONS -- Drug Interactions).

Elimination

- R 4. ] T . - ; . .
Following Ve Tabe I led oral dose of fluvexamine nateate (% mg),
an average ofb 94% ot drug related products was recovered in the
urine within 71 hour:.

]
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The mean vlasma half-life of fluvoxamine at steady state after
multipl=2 oral doses of 100 wmg/day in healthy, young volunteers was
15.6 hours.

Elderly Subijects

In a study or LUVOX™ Tablets at 50 and 100 mg comparing elderly
(aged 66-73) and young suvjects f(aged 19%-35), mean maximum plasma
concentrations in the elderly were 40% higher. The multiple dose
elimination half-life of fluvoxamine was 17.4 and 25.9 hours in the
elderly compared to 13.6 and 15.6 hours in the young subjects at
steady state forx 50 and 100 wmg doses, respectively.

In elderly patients, the clearance of fluvoxamine was reduced by
about 50% and, therefore, LUVOX™ Tablets should be slowly titrated
during initiation ot therapy.

Hepatic and Renal Digease

A cross study comparison {healthy subjects vs. patients with
hepatic dysfunction) suggested a 30% decrease in ftluvoxamine
clearance 1n assoclatlion with hepatic dystunction. The mean
minimum plasma concentrations in  renally impaired patients
{creatinine clearance of 5 tc 45 mL/min) after 4 and 6 weeks of
treatment (50 mg bid, N=13) were comparable to each other,
suggesting no accumulation of fluvoxamine in these patients. (See
PRECAUTIONS, Use in Patients with Concomitant Illness.)

Clinical Trials

The etfectiveness of LUVOX™ Tablets for the treatment ot Obgsessive
Compulsive Disorder (OCD) was demonstrated 1in  two 10-week
multicenter, parallel group studies of adult cutpatients. Patients
in these trials were titrated to a toral daily fluvoxamine dose ot
150 mg/day over the ftirst two weeks of the trial, following which
the dcse was adjusted within a range of 100-300 mg/day (on a bid
schedule), on the basis of response and tolerance. Patients 1n
these studies had moderate to sgsevere CCD (DSM II1-K), with mean
baseline ratings on the Yale-Brocwn Obsessive Compulsive Scale
(YBROCS, total score) cf 23 . Patients receliving fluvoxamine meleate
experienced mean reductions of approximately 4 to 5 units on the
YBOCS total score, compared to a 2 unit reduction for placebce
patients.

The following table provides the outcomne classification by
treatment group on the Global Improvement 1tem of the Clinical
Global Impressions (CGi) scale for both studies combined.
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| Table 1. Outcome Classification (0/:) on CGIl-Glohal Improvement !tem‘
for Completers in Pool of Two OCD Studies

| Outccine Classification Fluvoxamine (N = 120) Placebo (N = 134)
Worse 4% 6%
No Change 31% 51% :
Minimally Improved 22% 32% !
Much Improved 30% 10% l
Very Much Improved __13% 2% ’

Exploratory analyses for age and gender effects on outcomes did not
suggest any differential responsiveness on the basis of age or sex.

INDICATIONS AND USAGE

LUVOX™ Tablets are indicated for the treatment of obksessions and
compulsions in patients with obsessive-corpuisive disorier (0CD),
as defined in the DSM-IITI-R. The obsegsions or compul.oions cause
marked distress, are time-consuming, or significantly interfere
with social or occupational ftunctioning.

The efficacy of LUVOX™ was established ir. two 10-week trials with
obsessive-compulsive outpatients with the diagnosis ot obsessive
compulsive disorder as Jdefined in DSM-I1I-R. (See Clinical Trials
unaer CLINICAL PHARMACOLOGY) .

Obsessive-compulsive disorder is characterived by rvecurrent and
persistent ideas, thoughts, iwpulses or images (obsessious) that
are ego-dystonic and/or repetitive, purposeful, and intentional
behaviors (compulsions) that are recognized by the person as
excessive or unreasonable.

The effectiveness of LUVOX™ Tablets for long-term use, i.e., for
meore than 10 weeks, has not been systematically evaluated 1n
placebo-contreoliled trials. Therefore, the physician who elects to
use LUVOX™ Tablets for extended periods should periodically
reevaluate the long-term ugefulness of the drug for the individual
patient. (See DOSAGE AND ADMINISTRATION} .

CONTRAINDICATIONS

Coadministration of tertenadine or astemizole with LUVOX™ is
contraindicated {see WARNINGS and DPRECAUTIONS) .
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LUVOX™ Tablets are contraindicated in patients with a history of
hypersensitivity to fluvoxamine wmaleate.

WARNINGS
Potential for Interaction with Monocamine Oxidase Inhibitors

In patients receiving another serotonin reuptake inhibitor drug in
combination with monoamine oxidase inhibitors (MAOI), there have
been reports of serious, sometimes fatal, reactions including
hyperthermia, rigidity, myoclonus, autonomic instability with
possible rapid fluctuations of vital signs, and mental status
changes that include extreme agitation progressing to delirium and
coma. These reactions have also been reported in patients who have
discontinued that drug and have beea started on a MAOI. Some cases
presented with features regsembling neuroleptic malignant syndrome.
Therefore, it is recommended that LUVOX™ Tablets not be used in
combination with a MAOI, or within 14 days of iscontinuing
treatment with a MAOI. After stopping LUVOX™ Tablets, at least 2
weeks should be allowed before starting a MAOI.

Other Potzntially Important Drug Interactions
(Also see PRECAUTIONS, Drug Interactions)

Benzodiazepines

Alprazolam - When fluvoxamine maleate (100 mg gd) and alprazolam (1
mg qid) were co-administered to steady-state, plasma concentrations
and other pharmacokinetic parametevs (AUC, ¢, T ) of alpracolam
were approximately twlce those observed when alpracolam was
administered alone; oral clearance was reduced by about 50%. The
elevated plasma alprazolam concentrations tesulted in decreased
psychomotor perviormance and memory. This interaction, which has
not. been investigated using higher doses cof tluvoxamine, may be
more prenounced if a 300 my daily dose is co-adminigtevred,
particularly since tluvoxamwine exhibits non-lincar
pharmacokinerics over the dosage range 100-300 mg. I alprazolam
ig co-administered with LUVOX™ Tablets, the initial alprazolam
dosage should be at least balved and titration to the lowest
effective dose is recommended. No dosage adjustment is required
for LUVOX™ Tablets.

Similar pharmacokinetic interactions would be expected with some
other benzodiazapines, such s triazolam, but are not seen with
all, e.g., lorazepam (see Precautions, Drug Interactions). Caurtion
s recommended wienever bensodldzeplies ate co-adwinigtered with
LUVOX™ Tablets.
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Porential Terfenadine and Astemizole Interactions

Terfenadine and astemizole are both metabolized by the
cytochrome P4501IIA4 isozyme, and it has been
demonstrated that ketoconazole, a potent inhibiror of
TIIA4, blocks the metabolism of terfenadine and
astemlzole, resulting in increased plasma
concentratlions ot parent drug. Increased plasma
concentrations ot terfi~nadine and astemizole cauzse QT
prolongation and torsades de pointes-type ventricular
tachycardia, sometimes fatal. As noted above, a
substantial pharmacokinetic interaction has been
observed ftor fluvoxamine in combination with
alprazolam, a drug that 1s known to be metabolized by
the II1IA4 isozyme. Although 1t has not been
definitively demonstrated that fluvoxamine is a potent
ITIRg inhipbitor, it is likely to be, given the
substantial interaction of fluvoxawrine with alprazolam.
Consequently, it 1s recommended that fluvoxamine not be
used in combination with either tertenadine or
astemizole (wee CONTRAINDICATIONS AND PRECAUTIONS) .

Theophylline

The =ffect of steady-state fluvexamine (50 wmy bid! on the
pharmaccokinetics of a single dose of theophylline (375 mg as 442 ng
aminophylline) was evaluated 1in 12 healthy non-smoking, mnmale
volunteers. The c¢learance of theophylline was decreased
approximately 3-told. Therelore, it  tneophylline is co-
adminigtered witll Lluvoxamine, its dose shoula be reduced to one
third of the usual daily maintenance dose and plasma concentrations
ot theophylline should be monitored. No desage adjustment is
vequired tor LUVOX™ Tablecs.

Warfarin

When tluvoxamine maleate (50 mg £id) was adm.nistered concomitantly
with wartarin for two weeks, wartarin plasma concentrations
increased by 98% and prothrombin times were prolonged. Thus
patients receiving oral anticoagulants and LUVOX™ Tablets should
have their prothrombin time monitored and thelr anticoagulant dose
adjusted accordingly. No dosaye adjustment is required tor LUVOX™
Tablets.

PRECAUTIONS
General

Activat ion ol Mania/ivionaliia

t
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During premarketing studies involving primarily d~pressed patients,
hypomania or mania occurred approximately 1% of patients treated
with fluvoxamine. Activation of mania/hypomania has also been
repcrted in a small proportion of patients with major aftfactive
disorde:” who were treated with other marketed antidepressants. Ag
with all antidepressants, LUVOX™ Tapblets should be used cautiously
in patients with a history of mania.

Selzures

During premarketing studies, seizures were reported in 0.2% of
fluvoxamine-treated rotients. LUVOX™ Tablets should be used
cautiously in patients with 2 history of seizures. It should be
discontinued in any pacient who develops seizures.

Suicide

The possibility of a suicide attempt 1is inherent in patients with
depressive symptoms, whether these occur in primary depression or

in assoclatlon with another vrimary disorder such as OCD.  Close
supervigsion of high risk patients should accompary 1initia. drug
therapy. Prescriptions for LUVOX™ Tablets ghould be written for

the smallest quantity of tablets consistent with good patient
management in order to reduce the rigk ot overdoze.

Use In Patientg with Concomitant Illness

Closely monitored clinical ewxperience with LUVOX™ Tablets in
patients with concomitant syctemic illness is limited. Caution is
advised in admiristering LUVOX™ Tablets to patients with diseases
or  conaitions that could attfect hemodynamic vyesponses  or
metabolism.

LUVOX™ Tablets have not been evaluvated or used to any appreciable
extent in patients with a recent history of myocardial infarction

or unstable heart disease. Patients with these diagnoses were
systematically excluded tfrom many clinical studies during the
procuct’s premarketing testing. Lvaluation ot the

eleclrocardiograms tor patients with depression or OCD who
participared in premarketing studies revealed no differences
batween {luvoxamine and placebo in the emergence of clinically
inmportant ECG changes.

In patients with liver dysfunction, tluvoxamine clearance was
decreased by approximately 30%. LUVOX™ Tablets should be slowly

titrated 1in patients with liver dystunction during the initiatcion
of treatment.

Information for Patients

hysicians are adviged to discuss the tollowing igssues with
patlents ror whom they prescribe LUVOX™ Tablets:

7
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Interference with Cognitive or Motor Performance

Since any psychoactive drug may impair judgement, thinking, or
motor skills, patients should be cautioned about operating
hazardous machinery, incliuding automobiles, until they are certain
that LUVOX™ Tablets therapy does not adversely atfect their ability
to engage in such activities,

Preqgnancy

Patients should be advised to notify the’r physician it they become
pregnant or intend to become pregnant during therapy with LUVOX™
Tablets.

Nursing

Patlents receiving LUVOX™ Tablets sihould be advised to notifv their
physicians it they are breast feeding an infant. (8ee PRECAUTIONS-
-Nursing Mothers.)

Concomitant Medicacion

Patients should be advised to notify their physiciarg it they ave
taking, o<r plan to take, any prescription or ovar-the-counter
drugs, since there is a potencvial for c¢linically important
interactions with LUVON™ Tablets.

Alcohol

As with other psvchotropic medications, patients should be advised
to avoid alcohol while taking LUVOX™ Tablets.

Alleragic Eeactions

Patients should be advised to notity their physician 1f they
develop a rash, hnives, or a related allergic phenomenon during
therapy with LUVOX™ Taplets.

Laboratory Testas

There are no specific laboratory tests recommended.

Drug Interactions

Potential Interactlons with Druas that Inhibit or are Metabolized
by Cvtochrome P450 Tsozyvmes

Multiple hepatic cytochrome P450 (CYP450) enzyvmes are invilved in
the oxidative biotranstormation of a large number of structurally
different drugs and endogencous compounds. The avallable knowledge
concerning the relationship ot tluvoxamine and the CYP450 encyme
cystem has been obrained mostl tfrom pharmacokinetic interactiorn
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studies conducted in healthy volunteers, but some preliminary in
vitro data are also available. Basad cn a finding of substantial
interactiong of fluvoxamine with certain of these drugs {see later
parts of this section and also Warnings for details) and limited in
vitro data for the 1TIA4 isozyme, it appears that fluvoxamine
inhibits the tftollowing isozymes that are known to be involved in
the metabolisn o0f the listed drugs:

IA2 Hco HA4

Wartarin Warfarin Alprazolam

Theophylline

Propranolol

In vitro data suggest that fluvoxamine 1is a relatively weak
inhibitor ot the IiD6 isozyme.

None ot the drugs sutudied tor driug interactions gsignificantly
affected the pharmacokinetics of fluvoxamine. However, the
wmatabolism of fluvoxamine has not been fully characterized and the
ettects of potent inhibitors of 11D6, such as quinidine, or of
I11A4, such as ketoconazole, on fluvexamine metabolism have not
been studied.

A <linically significant fluvoxamine interaction is possible with
drugs having a narrow therapeutic ratic such as tertfenadine or
astemizole, warfarin, theophylline, certain benzodiazepines, and
phenytoin., It LUVOX™ Tavlets are to be administered together with
a diug that is eliminated via oxidative metabolism and has a narrow
therapeutic window, »lasma levels and/or pharmacodynamic efte~ts of
the latter ding should be monivored closely, at least uncil sieady-
state conditions are reached (Sec WARNINGS) .

CNo_Active Drugs

)

Monoamine Oxidase Inintbitors - See WARNINGS
Alprazolam - See WARNINGS

Lorazepam - A study of multiple doses of fluvoxamine maleate (50 mg
bid) in healthy male volunteers (N=12)}) and a single dose of
lorazepam {4 mg single dose) indicated no  significant
pharmacokinetic interaction. On average, both lorazepam alone and
lorazepam with fluvoxamine produced substantial decrements in
cognitive functioning; however, the co~administration of
tluvoxamine and loraczepam did not produce lavger wmearn qecrements
compared to lorazepam alona.

Lithium - As with other sevotoneryglic drugs, lithiun may enhance the

9
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gserotonervgic eifects of fluvoxamine and, therefore, the combination
should be uved with caution. Seizures have been reported with the
co-administration of fluvoxamine maleate and lithium.

Tryptophan - Tryptophan may enhance the serotonergic effects of
fluvexamine, and the ccmbinaticn sheould, therefore, be used with
cauvtion. Seversa wvomniting has been reported with the co-

administration of tluvoxamine maleate and tryptophan.

Clozapine - Elevated serum levels of clozapine have been reported
in patlents taking tluvoxamine maleate and clozapine. Since
clozapine related seizures and orthostatic hypotension appear to be
dose related, the risk of these adverse events may be higher when
fluvoxamine and clozapine are co-administered. Patients should be
closely monitorec when fluvoxamine maleate and clozapine are used
concurrencly,

Alcohol - Studies invelving single 40 g doses of ethancl {oral
administrarion in one study and intravenous in the other) and
multiple dosing with tluvoxamine maleate (50 mg bid) revealed no
etfect of either drug con the pharmacokinetics or pharmacodynamics
of the other.

Tricyclic Antidepressants (TCAs) - Signiticantly increased plasma
TC4 levels have been reported with the co-azdministration of
fluvoxamine maleate and amitriptyline, clomipramine, or lwminramine.
Caution is indicated with the co-administracion of LUVOX™ Tablets
and TCAs.

Carbamazepine - Elevared carbamazepine levels and symptoms of
toxicity have beenn eported with the «co-adminlstration ot
fluvoxamine maleate and carbamazepliic.

Methadone - Signiricantly increased merhacone (plasma level:dose)
ratios have been reported when rluvoxamine maleate was adwministereq
to patlents receiving malntepance methadone treatment, with
symptoms of oploid intexlcation in one pati=2nt. Opioid withdrawal
sSymptoms wWelre revoerced following rluvoxamine maleate
discontinuation in anothevr patient.

Other Drugs

Theophylline - See WARNINGS

Propranclol and Other Rera-Blocksrs - Co-administration of
fluvoxamine maleate 100 mg per day and propranolol 160 mg per day
in novmial volunteers resulted in a mean five-fold increase (range
2 to 17) in minimum prepranolol plasma concentrations. In this
study, there was a slight potentiation or the proprancliol-induced
reduction it hearr rare and reducticn in rthe exercise diastolic
pressure.

10
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One c¢ase of bradycardia and hypotension and a second case of
orthostatic Thypotensiciu have been reported with the co-
administration of fluvoxamine and metoprolcl.

I1f propranclol or metoprolol 1is co-adwministered with LUVOX™
Tablets, a reduction in tThe initial beta-blocker dosge and more
cautious dose titration ic recommended. No dosage adjustment is
required for LUVOX™ Tablets.

Co-administration of fluvexamine mwmaleate 100 mg per day with
atenoclol 100 mg per day (N=6) did no affect the plasma
concentrations of atenolol. Unlike propranolol and metoprolol,
which undergo hepatic metabolism, atenolol is eliminated primarily
by renal excretion.

Warfarin - See WARNINGS
Digoxin - Administraticn of fluvoxamine maleate 100 mg daily for 18
days (N=8) did not significantly affect the pharmacokinetics of a

1.25 mg single intravenous dose of digoxin.

Diltiazem - Bradycardia has been reported with the co-
adiministration of fluvoxamine maleate and diltiazem.

Bffects of Smoking on Fluvoxamine Metabolism

Smokers had a 25% increase in the metabolisnm of fluvoxamine
compared to nonsmokers.

EBlectryoconvulgive Therapy (BCT)

There are no clinical studies establishing the benefilts or risks of
combined use of BCT and fluvoxamine maleate.

Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

There is no evidence ot carcinogenicity, mutagenicity or impairment
of fertiility with 1luvoxamine maleate.

There was no evidence of carcinogenicity in rats treated orally
"with fluvoxamine wmileate for 30 months or hamsters treated orally
with fluvoxamine maleate for 20 (fewmales) or 2¢ (males) wmonths.
The daily doses in the high dose groups in these studies were
increased over the course of the study from a wminimum of 160 mg/ky
to a maxiwmum of 240 mg/kg in rats, and from a minimum of 135 mg/kg
to a maximum of 240 mg/kg in hamsters. The maximum dose of 240
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mg/kg is approximately e times the maximum huwan daily dose on a
mg/m° basis.

Mutagenasis

No evidence of nutagenic potential was observed in & wmouse
micronucleus test, an in vitro chromosome aberration test, or the
Ames microbial mutagen test with or without metabolic activation.

Impairment of Feytility

In fertility studies of male and female rats, up to 80 mg/kg/day
orally of fluvoxamine wmaleate, {(approximately 2 times the maximum
human daily dose on a mg/m” basis) had no effect on wmating
performance, duration of gestation, or pregnancy rate.

Pregnancy

Teratocenic Effeciy - Preanancy Category C

In teratclogy stivdies in rats zand rabbits, dally oral doses of
fluvoxamine maleste of up ro 80 and 40 wg/kg, respectively
(approximately 2 tcimes the maximum human dally dose on a wg/m
basis) caused nc fetal malformations. However, 1n  other
reproduction studies in which pregnant rats were dosed through
weaning there was (1) an increase 1in pup mortality at birth (seen
at 80 mg/kg and above but not at 20 mg/kgj, and (2) decreases in
postnatal pup weights (seen at 160 but not at 80 mg/kg) and
survival (seen at all doses; lowest dose tested = 5 mg/kg). (Doses
ot 5, 20, 80, and 160 wmg/kg are approximately 0.1, 0.%, 2, and i
times the maximum human daily dose on a mg/m basis). While the
results of a cross-fostering study irniied that at least gsome ot
thege results likely occurred secondarily to maternal toxicity, the
role of a direct drug effect on the iehbuses or pups could not be
ruled out. There are no adequate ana well-controlled studies in
pregnant  women. Filuvoxamine maleate should be used during
pregnancy only 1t the potential benetit justifies tnhe potential
risk to the fetus.

Labor and Delivery

The eftect of fluvoxamine on labor and delivery 1in humans 1is
unknown.

Nursing Mothers

As for many other drugs, fluvoxamine is secreted in human breast
milk. The decision of whether to discontinue nursing ov to
discontinue the drug should take into account the potential for
serious adverse effocts from exposure to fluvexamine in the nursing
infant as well as the potential benetits of LUVOX™ Tablets therapy
to the mother.

12
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Pediatric Use

Satety and effectiveness of LUVOX™ Tablets in individuals below 18
vears of age have not been established.

Geriatric Use

Approximately 230 patients participating in cont.ralled
premarketing studies with LUVOX™ Tablets were 65 vears of age or
over. No overall differences in safety were observed between these
patients and younger patiente. Other reported clinical experience
has not identified differences in response between the elderly and

vounger patients. However, the c¢learance of tfluvoxamine 1is
decreased by about 50% in elderly compared to yvounger patients (see
Pharmacokinetics under CLINICAL PHARMACOLOGY), and greater

sensitivity of seome older individuals also cannct be ruled out.
Conseqguently, LUVOX™ Tablets should be slowly titrated during
lnitiation of therapy.

ADVERSE REACTIONS
Assocliated with Discontinuation of Treatment

Of the 1087 CCD and depressed patients treated with fluvoxamine
maleate 1n controlled clinical trials conducted in North America,
22% discontinued treatment due to an adverse event. The most
common events (=1%) asscclated with digcontinuation and censidered
to be drug related (i.e., those events assocliated with dropout at
a rate at least twice that of placebo) included:

13
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E TABLE 2
ADVF ... :VENTS ASSOCIATED WITH DISCONTINUATION
GF T ¢+ MENT IN OCD AND DEPRESSION POPULATIONS

BODY SYSTEN . PERCENTAGE OF PERCENTAGE OF
ADVERSE EVF xv HUVOXAMINE PLACEBO PATIENTS
PATIENTS

BODY AS £ ) .OLE

¢ . ache 3% 1%
A Nenia 2% <1%
4 dominal Pain 1% 0
DIGES 71w
Vauseas 8% 1%
Digsthea ' 1% <1%
Vormiting 2% < 1%
Anorexia 1% <1%
Byspepsia 1% <1%
N: /% 3US SYSTEN
lnsotmnia 4% 1%
Sominolence 4% <1%
Nervouzness 2% <1%
Agitation 2% < 1%
Dizzingss 2% <1%
Anxiety V% <1%
PBry Mouih 1% < 1%

Incidence in Contrelled Trials

Commonly Observed Adverse Events in Contyzlled Clipiaal |

=

LUVOX™ Tablets have been studied 1+ controlied triels of OCD
{(n=320) ard depression (n=1350). In general, «dverse evenlL ruies
were similar in the two data sets. The mest commonly observed
adverge events associated with the use of LUVOX™ Tablets and likely
to be drug-related (incidence of 5% or greater and at least twice
that for placebo} derived from Table 3 below were: somnolence,
insomnia, nervousness, Lremor, nausea, dyspepsia, anorexia,
vomiting, abnormal ejaculation, asthenia, and sweating, In a
pool of two studies involving only patients with OCD, the following
additicnal events were identified using the above rule: dry mouth,
decreased libido, _urinary freguencgy, anorgasmia, rhinitig, and
taste perversion.

Adverse BEventg Occourring at an Incidence of 1%:

Table 3 that fellows enumerates adverse events that occurred at a

14



frequency of 1% or more, and were more frequent thas in the placebo
group, among patilents treated with LUVOX™ Tablets in two short-
term placebo controlled OCD trials (10 week) and depression trials
(6 week) in which patients were dosed in a range of generally 100

to 300 mg/day. This table shows the pevcentage of patients in each
group who had at least one occurrence of an event at some time
during their treatment. Reported adverse events were classitied

using a standard COSTART-based Dicticnary terminology.

The prescriber should be ~rare that these tiqures cannot be used to
predict the incidence o. side erfects 1in the course of usual
medical practice where patient <haracteristics and other factors
may differ trom those that prevailed in the c¢linical trials.
Similarly, the cilted frequencies cannot be compared with tigures
obtained from other clinical investigations involving different
treatments, uses, and .nvestlgators. The cited figures, however,
do provide the prescribing physician with some basis for estimating
the relative contribution of drug and non-drug tactors to the side-
effect incidence rate in the population studied.

TABLE 3
TREATMENT-EMERGENT AODVERSE EVENT INCIDENCE RATES BY BODY
SYSTEM IN OCD ANT DEPRESSION POPULATIONS COMBINED!

Percentage of Patients Reporting
ADVERSE EVENT Event

FLUVOXANMINE PLACEBO
N= 8§92 N= 778

BUDY AL WIHOLE

Hosduche 22 20
Asthionin 14 i

Flu Syndrsme 3 2

Chills 2 1

CARDIOVASUULAS

Palpitations 3 2
DIGESTIVE S\ STEM

Nausea 40 14
Diarrhiea 1M 7
Constipation 10 8



OCD fluvoxamine Page 24 of 708

Percentage of Patients Reporting

ADVERSE EVENT

fvent

FLUVOXAMINE

Dyspepsia
Anorexia
Voimiting
Flatulence

Tooth Disorder”
Dysphagia
NERVOUS SYSTEM
Somnolence
insomiia

Dry Mouth
Nervousness
Dizziness
Tremor

Anxiety
Vasodilatation’
Hypertonia
Agitation

Libido Decreased
Depression

CNS Stimulation
RESPIRATORY SYSTEN

Upper Respiratory Intection

Dyspnea
Yawn
SKIN
Sweating

SPECIAL SENSES

lo

N= 8§32
10
6

5
4
3
2

[ B % N N &4

S

[}

ro

PLACEBO
N= 778

5
2
2
3
1
1
g
10

10

]
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Percentage of Patients Reporting

ADVERSE EVENT . Even'
FLUVOXAMINE PLATEBO
N= 892 N= 778

Taste Perversion 3 i

Ambiyopia® 3 2

UROGENITAL

Abnormal Ejaculation®® B 1

Urinary Frequengy 3 2

impotence® - 1

Anorgasmia 2

Urinary Retention 1

! Events for which fluvoxamine maleate incidence was equal to or less than placebo are not
listed in (ne table above, but include the Inllowing: abdomina! pain, abnormal dreams, appetite
increased, back pain, chest pain, confusion, aysmenorihea, fever, infection, leg cramps,
migraine, myalgia, pain, paresthesia, pharyngitis, postural hypotension, pruritus, rash, rhinitis,
thirst, and tinnitus.

Includes “toothache,”" "tooth extraction and abscess,” and "caries.”

Mostly feeling warm, hot or flushed.

Mostly “blurred vision."

Mostly "delayed gjacutation.™

Incidence based on number of male patients.

non

-~ w r

o

Adverse Events in OCD Placebo Controlled Studies Which are Markedly
Different {defined as at least a two-fold difference in rate) in
Rate from the Pocled Event Rates in OCD and Depression Placebo
Controlled Studies

The events in OCD studies with a two-fold decrease 1n rate compared
to event rates in CCD and depression studies were dysphagia and
amblyopia (mostly blurred vision}. Additionally, there was an
approximate 25% decrease in nausea.

F'he: events in OCD studies with a two-fold increase in rate compared
to event rates in OCD and depression studies were: asthenia,
abnormal ejaculation {mostly delayed ejaculation), anxiety,
infection, rhinitis, anorgasmia (in males}, depression, libido
decreased, pharyngitis, agitation, impotence, wyoclonus/twitch,
thirst, weight loss, leg cramps, myalgia, and urinary retention.
These events are listed in order of decreasing rates in the 2CD

17
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trials.

Vital Siqgrn Changes

Comparisons of fluvoxamine maleate and placebou aroups in separatn
pools of short-term OCD and depression trials on (1) median change
from baseline on varicus vital signs variables and on (2) 1ucidence
of patients meetring criteria tor potentially important changes from
bageline on various vital signs variables revealed no important
differences between fluvoxamine maleate and placebo.

waboratory Changes

Comparisong of fluvoxamine maleate and placebo groups in separate
pools ¢t short-term OCD and depression trials on (1} median change
from baseline on various serum chemistry, hematology, and
urinalysis variables and on (2) incidence of patients weeting
criteria for pocentially important changes from baseline on various
gerum chemistry, hematology, and urinalysis variables revealed no
important differences between ftluvoxamine maleate aund placebo.

ECG Changes

Cemparisons of fluvoxamine maleate and vilacel:o groups in separate
pools of short-term OCD and depression trials on (1) wmean change
from baseline on various ECG variables and on (2) incidence ot
patients meeting criteria for potentially important changes from
baseline on various KECG variables revealed no importarnt differences
between tluvoxamine maleate and placebo.

Other Events Observed During the Premarketing Evaluation of LUVOX™
Tablets

Durina premarketing clinical trials conducted in North America and
Burope, multiple doses of fluvoxamine maleate were administered tov
a combined total ot 2737 patient exposares ia patients sutfering
OCD or Majovr Depressive Disorder. Untoward events associated with
this exposure were recorded by clinical investigatcocrs using
descriptive terminology of their own choosing. Couasequently, it is
not possible to provide a meaningful estimate of the propecrtion of
individuals experiencing adverse events without first grouping
gimilar types of untoward events into a limited (i.e., reduced)
number of standard event cateygories.

18
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Tn the tabulations which follow, a Sstandard COSTART-based
Dictionary terminology has been used to classify reported adverse
events. 1f the COSTAKT term ror an event wa 2 general as to be
uninformative, it was replaced with a more 1. crmatrive term. The
Irequencies presented, theileiore, represent tne proportion of the
2737 patient exposures to multiple doses of fluvoxamine maleate who
experienced an event of the type cited ~m at least one occasion
while receiving tfluvoxamine malieate, All reported events are
included in the ligt below, with the {ollowing exceptions: 1) those
avents already listed in Table 3, which tabulates incidence rates
af common adverse eXperiences 1n  placebo contrelled OCD  and
depressicn clinical trials, are excluded; 2) those events for which
a druy cause was conslideread remote {(i.e., neoplasia,
gastrointestinal carcinowa, nerpes simplex, hlerpes zester,
application site reaction, and uhintended pregnancy) are omitted;
and 3) events which were reported in only one patient and judged to
ot be potentially serious are not included. It is i1mportant Lo
emphasize that, although the events reported did occur durirng
treatment with tluvoxamine maleate, a causal relacvionship to
tluvoxamine maleate has not been established.

v osystemln categories and
enumerated in order of decreasing rreguency using the following
detinitions: freguent adverss events are defined as  thoge
occurving on o one oY moOre occasions in at least 1/.00 patients;
inlrequent adverse events are those ocourring between 1/100 and
1/1,000 patients; and rare advers: events are those occurring in
less than 1/1,000 patients.

Events are further classified witnin body

Body_ags a Whole: Freguent : accidental injury, malatse; Inifrequent :
allergic reaction, neck pain, neck rigidity, overdose,
photogensitivity reaction, sulcide attempt; Raire: cyst, pelvic
pain, sudden death.

Cardiovagculay Svstem: Freane:dn:  hyvpertension,  hypotension,
syncepe, tachycardia; Infreguent: angina pectoris, bradycardia,
cardilomyopathy, cardiovaacular disease, cold extremittlies,
conduction delay, heart ftailure, myocardial intarvction, pallor,
pulse irregular, ST segment cnanges; Rare: AV block,

cerebrovascular accident, covounary artery digease, empolus,
pericarditis, phlebitis, pulmonary infarction, supraventricular
extrasystoles,

14
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» a System: Freguent elevated liver transaminases;
B colitie, eructation, escphagitis, gastritis,

:ritis, gastreintestinal hemorrhaege, gastrointestinal
gingivitis, glossitis, hemorrhoids. melena, rectal

e, stomatitis; Rare: biliary pain, cholecystitis,

Litntasig, tecal incontinence, hematemesis, intestinal
.eidetion, jaundice.

Endeoc¢rine Systew: Infreguent: hypothyroidism; Rare: goiter.

Hematic —and  Lymph Svstrems: Infrequent: anemia, ecchymosis,

leukocytesis, lymphadenopachy, thrombocytopenia; Rayre: leukopenia,
purpura.

Metabolic and Nutritional Svstems: Frequent: edema, weight gain,
weight loss; Intrequent: dehydration, hypercholesteroleania; Rare:
diapbetes mellitus, hyperglycemia, hyperlipidewia, hypoglycemia,
hypokalemia, lactate dehydrogenase increased.

Musculoskei=tal Systems: Infrequent: arthralgia, arthritisg,
bursitis, generalized auscle  spasm, nmyasthenia, tendinous

contracture, tenosvnovitr!s; Rare: arthrosis, myopathy, pathological
fracture.

Nervous System: Frequent: amn=2sia, apathy, hyperkinesia,
hynokinesia, manic reacrion, myoclonus, psychot ic  reaction;
Infreguent: agoraphobla, akathisia, ataxia, CNS depression,
convulsion, delirium, delusions, depersonalization, drug
dependence, dyskinesia, dystonia, =moticnal labiliity, euphoria,
extrapyramidal syndrome, gait unsteady, hallucinations, hemiplegia,
hostility, hywpersomnia, hypochondriasils, hypotonia, hysteria,
incoordination, increased salivation, libido increased, neuralygla,
paralysis, paranoid reaction, phobia, psychosis, sleep discorder,
stupor, twitching, vertigo; Rale: akinesia, coma, tibrillations,
mutism, obsessions, retflexes decreased, slurred speech, tardive
dyskinesia, torticollis, trismus, withdrawal syndrome.

Regplratory Syt em: Freguent : cough  1ncreased, sinusitis;
Infrequent: asthma, bronchitis, eplstaxis, hoarseness,

hypervenctilation; Rare: apnea, congestion of upper airway,
hemoptysis, hiccups, laryngismus, obstructive pulmonary dilsease,
phieumornia.
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Skin: Infrequent: acne, alopecia, dry skin, eczema, exfoliative
dermatitis, furunculosis, seborrhea, skin discoloration, urticaria.

Special Senseg: Infreguent: accomodation abnoymal, conjunctivitis,
deatness, diplopia, dry eves, ear pain, eye pailn, mydriasis,
otitis media, parosmia, photophobia, taste loss, visual field
defect; Rare:. corneal ulcer, retinal detachment.

Urcgenital System: Infrequent: anuria, breast pain, cystitis,

delayed m?nstruation,T_ sturia, temale 1lactation,‘ hematuria,
menopause, mencrrhagia, metrorrhagia, nocturia, polyuria,
premenstrual syndrome,’ urinary 1incontinence, urinary tract
infection, _ urinary urgency, urination impaired, vaginal
hemorrhage, vaginitis;  Rare: Xkildney calculus, hematospermia,’
oliguria.

Basa2d on the number ot females.
Based on the number of males.

Non-US Tostmarketing Reports

Voluntary reports of adverse events in patients taking LUVOX™
Tablets that have been received since market introducticon and are
ot unknown causal relationship to LUVOX™ Tablets use include: texic
epidermal necrolysis, Stevens-Johnson syndrome, Henoch-Schoenlein
purpura, bullous eruption, priapism, agranulocytosis, neuropathy,
aplastic anemia, anaphylactic reaction, hyponatremla, acute renal
failure, and severe aklnesia with tever when tluvoxamine was co-
administered with antipsychotlc medication.

DRUG ABUSGE AND DEPENDENCE

Controlled Substance Class

LUVOX Tablets are not contro.led substances.

Physical and Psychological Dependence

The potertial tor abuse, tolerance and physical dependence with
fluvoxamine maleate has been studied in a nonhuman primate model.

No evidence of dependency phenomena was found. The discontinuation
etfects of LUVOX™ Tablets were not gystematically evaluated in
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controlled clinical trials. LUVOX™ Tablets were not systematically
studied in clinical trials for potential ror abuse, but there was
no indication of arug-seeking behavior in c¢linical trials. Tt
should be notaed, however, that patients at risk for drug dependency
were systematically excluded frowm investigational studies of
tluvoxamine malecte, Generally, it is not possible to predict on
the baszls of prarlinical or premarketing clinical exverience the
extent to which a ©Cil8 acrive drug will be misused, diverted, and/or
abused once nark=ted. Consequently, paysicians should carefully
evaluate patients for a history cof drug abuse and follow such
patients clo>szely, observing them for signs of fluvoxamine maleate
misuse cr ot go (i.e., development of tolerance, incremencation ot
dose, drug-a3rhing behavior).

OVERDOSAGE
Human Experience
Worldwide exposure to fluvoxamine maleate includes over 37,000

patients treated in clinical trials and an estiuwated exposure of
4,500,000 patients treated during foreigi marketing experience

{circa 1992). 0f the 3%4 cases of deliberate or accidental
overdose 1nvolving fluvoxamirne maleate reported rfrom  this
population, there were 19 deaths. 0f the 15 Jdeaths, 2 were in
patients taking tiluvoxamine maleate alone and the remaining 17 were
in patients taking fluvoxamine maleate along with other drugs. 1In
the remaining 335 patients, 309 had complete recovery atter gastric
lavage or symptomatic treatment. One patient had persistent
mydriasis after the event, and a asecond pacient had a bowel
intarction requiring a hemicolectomy. In the remaining 24 patients
the outcome was unknown. The highest reported ovevdose of
tluveoxamine maleate involved a non-lethal ingestion or 14,000 mg
{equivalent of 1-3 mc~ths’ dosage). The patient tully recovered

with no sequelae.

Commonly observed adverse events associated with fluvoxamine
maleate overdose in~luded drowsiness, vomiting, diarrvhea, and
dizziness. Other notable signs and symptoms seen with fluvoxamine
maleate overdose ﬂ%ingia or mixed drugs) included coma,
tachycardia, bradycardia, hypntension. RECG abnormalities, liver
function abnormalities, convulsions, and symptoms such as
aspiration pneumonitis, respiratory ditficulties or hypokalemiaz
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that may occur secondary to less ol conscilousness or vomiting.
Management of Overdose
1. An unobstructed airway should be established with

maintenance of resgpiration as required. Vital signs
and BCG should be monitored.

2. Administration of activated charcoal may be ag
effective as emesis or lavage and should be
considered 1n treating overdose. Since absorption

with overdose wmay be delayed, measures to minimize
absorption may be necessary tfor up to 24 hours post-
ingestion.

3. Maintain close observation as clinically indicated.

4. There are no specific antidotes for LUVOX™ Tablets.

5. In managing overdosage, consider the possibility of
meltiple drug involvement, The physician should

consider contacting a poison control center for
additional information on the treatment of any
overdosage.

6. Dialysis is not believed to be benefticial.

DOSAGE AND ADMINISTRATION

The recommended starting dose for LUVOX™ Tablets is 50 myg,
adminisrered as a single daily dose at bedtime. In the controlled
clinical trials establishing the eftectiveness ot LUVOX™ Tablets in
OCD, patlents were titrated within a dose range of 100 to 300

mey/day . Conseguently, the dose should be increased 1in 50 mg
increments  every 4 to 7 days, as  tolerated, until maximum
therapeutic benetit is achieved, noi to exceed 300 mg per day. 1t

is advisable that a total daily dose of more than 100 mg should Le
given in two divided doses. It the doses are not egual, the larger
dose should be given at bedtime.

Dosage for Elderly or Hepatically Impaired Patients
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Elderly patients and those with hepatic impairment have been
observed to have a decreased c¢learance of fluvoxamine maleate.
Consequently, it may be appropriate to modify the initial dose and
the subsequent dose titration for these patient groups.

Maintenance/Continuation Extended Treatment

Although the efticacy of LUVOX™ Tablets beyond 10 weeks of dosina
tor OCD has not been documented in controlled trials, OCD is a
chronic cendition, and it 1s reasonable to consider continuation
for a responding patient. Dosage adjustments should be made to
malntain the patient on the lowest effective dosage, and patients
should be periodically 1eassessed to determine the need for
continued treatment.

HOW SUPPLIED

Tablets 50 mg: yellow, elliptical, film-coaced (debossed "Solvay"
and "4205"% on one side and scored on the other)

Bottles of 100 . v o« o« o« « .« < . . < . . . . NDC UU32-4205-01
Bottles of 1000 . . . . . . . . . . . . . . . . NDC 0032-4205-10
Unit dose pack of 100 . . . . . . . . . . . . . NDC 0032-4205-11

Tablets 100 mg: scored, beige, elliptical, tilm coated ({(debossed
"Solvay" and "4210" on one side and scored on the other)

Bettles of 10 . . . . . . . . . . . . . . . . NDC O0QO032-4210-01
Bottles of 10C0 . . . . . . . . . . . . . . . . NDC 0032-4210-10
Unit dose pack ot 100 . . . . . . . . . . . . . NDC 0032-4210-11

LUVOX™ Tablets should be protected trom hich humidity and stored at
controlled room temperatures, 15°-30° C (55°-86° F).

Dispense in tight containers.

Caution: Federal! law prohibits dispensing without prescription.

Doc #LABFLUVX.AP4
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[ DEPARTMENT OFHEALTH &S HUMAN SERVICES Pubiic Health Service

.

w Food and Drug Administration
Rockville MD 20857
NDA 20-243

Solvay Pharmaceuticals
Attention: Virginia ©. Ackerman
S01 Sawyer Road

larietta, Geocrglia 30062

Dear Mg. Ackerman:

Please refer to vyour New Drug Application (NDA) dated December 24, 1991,
submitted pursuant to section 505(b) of the Federal Food, Drug, and Cosmetic Act
for Luvox® (Fluvoxamine maleate;, 25, 50, 100, and 150 mg Tablets, NDA 20-243.

We also acknowledge receipt of your additional communications (see ATTACHMENT 1) .

We have completed our review of this application and it is APPRCVABLE. Final
approval will regquire your responses to the following issues:

CLINICAL x
1. Labeling

Accompanying this letter (ATTACHMENT 2) is the Agency'’'s proposal for the
labeling of Luvox?. Our proposal is based on your labeling proposal
submitted in an October 27, 1953 amendment. We believe it presents a fair
summary o©f the information available on the benefits and risks of
fluvoxdamine. Please use the proposed text verbatim.

We have proposed a number of changes to your draft labeling, and
explanations for these changes are provided in the bracketed comments
embedded within the proposed text. In certain instances, we have asked
vou to further modify labeling. DRivision staff would be happy to meet
with you to discuss any disagreements you might have with any part of the
proposed labeling format or content,

o

Safetv Update

Qur assessment of the safety of fluvexamine in the treatment of OCD is
based on ouar review of all safzey information submitted up to and
including your final gsafety update (11-23-93). This update focused on
serious evantes with a cutoff date of 10-22-93, Please provide a tinal
serious events update to include serioug adverse events up tao a wore
recent crtotf date. In addition, please provide a sunmary of any
additional postmarketing data available since the 11-23-93 safety update,
with a focus on serious events. This final safety update may be in the
same geaeral format as your November 23, 1993 safety update. of
particular importance, it should include a line listing of previously
unreported deaths and other serious events associated with the use of
fluvoxamine along with narrative summaries. The safety update should
identify any previously unrecognized serious adverse events thac appear to
be causally related to the use of fluvoxamine.

3. World Literature Update

Please previde a world literature update for fluvoxamine including
information available subsequert to the litevature update provided in your
11-23-93 amendment. This update should focus on reports of serious
adverse events associated with the use of fluvoxamine and can be in the
same general format as that utilized in your 11-23-93 literature update.
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NDA

20-243 rage 2

Foreign Requlatory Update

Please provide any new informacion on the regqulatory status of fluvoxamine
worldwide, 1.e., intormation available subseguent to the regulatory status
update provided in your 11-23-93 amendient,

Long-Term Efficacy Data

One deficiency of your development program for fluvoxamine in the
treatment of OCD was the absence of adeguate relapse prevention data. It
i3 not unreasonable to eupect relapse prevention data for treatments of
chronic conditions such as OCD, and the PDAC is also increasingly focused
on this issue. In manag.ng OCD, the clinician is faced with the question
of what to do following response to acute treatment. While there were
some data available from open and uncontrolled extensions from studies
5528 and 5534, these data were inadequate for apalysis and they do not
shed wmuch useful light on this question. In the absence of adequate data
bearing on this gquestion, we have proposed in labeling an acknowledgement
of the absence of data, along with a suggestion that it would neot be
unreascnable to continue responding patients beyond the acute treatment
phase. However, prior to the final approval of this application, we ask
that you commit to conducting, following the approval of this indication,
an adequate and well-controlled relapse prevention trial for fluvoxamine
in the maintenance treatment of QOCD.

Pediatric OCD Information

Another important Jdetficlency 1in your development program for this
indication was the abscence of safety and efficacy data tor children and
adolescents. There were only a few adolescents and no children
represented in the populatien of OCD patients that you studied. This is
a problem for OCD because of the verv early age of onset for this disorder
(peak age of onset is 9 for males and 12 for females). Once fluvoxamine
ig approved rfor treating adults with OCD, it is likely that many children
and adolescents with OCD will be treated with this drug as well. We are
aware that you have underway a 10-week trial involving children and
adolescents with OCD, and we encourage you to complete this trial in a
tinely manner so that the labeling can be updated following approval with
information pertinent to the treatment of patients in these age groups.
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Fregnangy Category C

The zegment II1 reproduction studies in rats revealed a decrease in pup
weight and survival. Because it could not be determined whether or not
all of these findings were related to effects of the drug on the
developing fetus in utero or were secondary to postnatal drug effects on
the dams and/or pups, we have labeled fluvoxamine pregnancy Category C.
We would be happy to discuss with you appr