BID Smooth, slow release of lithium carbonate for initial or
(Lithium Carbonate, USP) maintenance treatment of mania associated with bipolar disorder

Slow-Release Tablets, 300 mg

BRIEF SUMMARY:
The following is a brief summary only. Before prescribing, see complete prescribing information in LITHOBID®
Slow-Release Tablets product labeling.

WARNING
Lithium toxicity is closely related to serum lithium levels, and can occur at doses close to therapeutic
levels. Facilities for prompt and accurate serum lithium determinations should be available before
initiating therapy (see DOSAGE AND ADMINISTRATION).

INDICATIONS:

Lithium is indicated in the treatment of manic episodes of manic-depressive illness. Maintenance therapy prevents
or diminishes the intensity of subsequent episodes in those manic-depressive patients with a history of mania.
Typical symptoms: of mania include pressure of speech, motor hyperactivity, reduced need for sleep, flight of ideas,
grandiosity, elation, poor judgment, aggressiveness, and possibly hostiity. When given to a patient experiencing a
manic episode, lithium may produce a normalization of symptomatology within 1 to 3 weeks.

WARNINGS:

Lithium should generally not be given to patients with significant renal or cardiovascular disease, severe debilitation,
dehydration, sodium depletion, and to patients receiving diuretics, or angiotensin converting enzyme (ACE) inhibitors,
since the risk of lithium toxicity is very high in such patients. If the psychiatric indication is life threatening, and if such
a patient fails to respond to other measures, lithium treatment may be undertaken with extreme caution, including
daily serum lithium determinations and adjustment to the usually low doses ordinarily tolerated by these individuals.
In such instances, hospitalization is a necessity.

Chronic lithium therapy may be associated with diminution of renal concentrating ability, occasionally presenting as
nephrogenic diabetes insipidus, with polyuria and polydipsia. Such patients should be carefully managed to avoid
dehydration with resulting lithium retention and toxicity. This condition is usually reversible when lithium is discontinued.
Morphologic changes with glomerular and interstitial fiorosis and nephron atrophy have been reported in patients on
chronic lithium therapy. Morphologic changes have also been seen in manic-depressive patients never exposed to
lithium. The relationship between renal function and morphologic changes and their association with lithium therapy
have not been established.

Kidney function should be assessed prior to and during lithium therapy. Routine urinalysis and other tests may be
used to evaluate tubular function (e.g., urine specific gravity or osmolality following a period of water deprivation,
or 24-hour urine volume) and glomerular function (e.g., serum creatinine or creatinine clearance). During lithium
therapy, progressive or sudden changes in renal function, even within the normal range, indicate the need for
reevaluation of treatment.

An encephalopathic syndrome (characterized by weakness, lethargy, fever, tremulousness and confusion, extrapyra-
midal symptoms, leukocytosis, elevated serum enzymes, BUN and FBS) has occurred in a few patients treated with
lithium plus a neuroleptic, most notably haloperidol. In some instances, the syndrome was followed by irreversible
brain damage. Because of possible causal relationship between these events and the concomitant administration of
lithium and neuroleptic drugs, patients receiving such combined therapy or patients with organic brain syndrome or
other CNS impairment should be monitored closely for early evidence of neurologic toxicity and treatment
discontinued promptly if such signs appear. This encephalopathic syndrome may be similar to or the same as
Neuroleptic Malignant Syndrome (NMS).

Lithium toxicity is closely related to serum lithium concentrations and can occur at doses close to the therapeutic
concentrations (see DOSAGE AND ADMINISTRATION).

Outpatients and their families should be warned that the patient must discontinue lithium therapy and contact his
physician if such clinical signs of lithium toxicity as diarrhea, vomiting, tremor, mild ataxia, drowsiness, or muscular
weakness ocour.

Lithium may prolong the eftects of neuromuscular blocking agents. Therefore, neuromuscular blocking agents
should be given with caution to patients receiving lithium.

Usage in Pregnancy: Adverse effects on nidation in rats, embryo viability in mice, and metabolism in vitro of rat testis
and human spermatozoa have been attributed to lithium, as have teratogenicity in submammalian species and cleft
palate in mice.

In humans, lithium may cause fetal harm when administered to a pregnant woman. Data from lithium birth registries
suggest an increase in cardiac and other anomalies, especially Ebstein's anomaly. If this drug is used in women of
childbearing potential, or during pregnancy, or if a patient becomes pregnant while taking this drug, the patient should
be apprised by their physician of the potential hazard to the fetus.

Usage in Nursing Mothers: Lithium is excreted in human milk. Nursing should not be undertaken during lithium
therapy except in rare and unusual circumstances where, in the view of the physician, the potential benefits to
the mother outweigh possible hazard to the child. Signs and symptoms of lithium toxicity such as hypertonia,
hypothermia, cyanosis and ECG changes have been reported in some infants.

Usage in Children: Since the safety and effectiveness of lithium in children under 12 years of age has not been
established, its use in such patients is not recommended at this time.

There has been a report of transient syndrome of acute dystonia and hyperrefiexia occurring in a 15 kg child who
ingested 300 mg of lithium carbonate.

PRECAUTIONS:

The ability to tolerate lithium is greater during the acute manic phase and decreases when manic symptoms subside
(see DOSAGE AND ADMINISTRATION).

The distribution space of lithium approximates that of total body water. Lithium is primarily excreted in urine with
insignificant excretion in feces. Renal excretion of lithium is proportional to its plasma concentration. The elimination
half-life of lithium is approximately 24 hours. Lithium decreases sodium reabsorption by the renal tubules which could
lead to sodium depletion. Therefore, it is essential for the patient to maintain a normal diet, including salt, and an
adequate fluid intake (2500-3500 mL) at least during the initial stabilization period. Decreased tolerance to lithium has
been reported to ensue from protracted sweating or diarrhea and, if such occur, supplemental fluid and salt should
be administered under careful medical supervision and lithium intake reduced or suspended until the condition is
resolved.

In addition to sweating and diarrhea, concomitant infection with elevated temperatures may also necessitate a
temporary reduction or cessation of medication.

Previously existing thyroid disorders do not necessarily constitute a contraindication to lithium treatment. Where
hypothyroidism preexists, careful monitoring of thyroid function during lithium stabilization and maintenance allows for
correction of changing thyroid parameters and/or adjustment of lithium doses, if any. If hypothyroidism occurs
during lithium stabilization and maintenance, supplemental thyroid treatment may be used.

In general, the concomitant use of diuretics or angiotensin converting enzyme (ACE) inhibitors with lithium carbonate
should be avoided. In those cases where concomitant use is necessary extreme caution is advised since sodium
loss from these drugs may reduce the renal clearance of lithium resulting in increased serum lithium concentrations
with the risk of lithium toxicity. When such combinations are used, the lithium dosage may need to be decreased,
and more frequent monitoring of lithium serum concentrations is recommended. See WARNINGS for additional
caution information.

Concomitant administration of carbamazepine and lithium may increase the risk of neurotoxic side effects.

The following drugs can lower serum lithium concentrations by increasing urinary lithium excretion: acetazolamide,
urea, xanthine preparations and alkalinizing agents such as sodium bicarbonate.

Concomitant extended use of iodide preparations, especially potassium icdide, with lithium may produce hypothy-
roidism.  Indomethacin and piroxicam have been reported to significantly increase steady state serum lithium
concentrations. In some cases lithium toxicity has resulted from such interactions. There is also some evidence that
other nonsteroidal, anti-inflammatory agents may have a similar effect. When such combinations are used, increased
serum lithium concentrations monitoring is recommended.
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Concurrent use of calcium channel blocking agents with lithium may increase the risk of neurotoxicity in the form
of ataxia, tremors, nausea, vomiting, diarrhea and/or tinnitus. Concurrent use of metronidazole with lithium may
provoke lithium toxicity due to reduced renal clearance. Patients receiving such combined therapy should be
monitored closely.

Concurrent use of fluoxetine with lithium has resulted in both increased and decreased serum lithium concentrations.
Patients receiving such combined therapy should be monitored closely.

Lithium may impair mental and/or physical abiities. Patients should be cautioned about activities requiring alertness
(e.g., operating vehicles or machinery).

Usage in Pregnancy: Pregnancy Category D (see WARNINGS).

Usage in Nursing Mothers: Because of the potential for serious adverse reactions in nursing infants from lithium,
a decision should be made whether to discontinue nursing or to discontinue the drug, taking into account the impor-
tance of the drug to the mother (see WARNINGS).

Usage in Children: Safety and effectiveness in children below the age of 12 have not been established
(see WARNINGS).

Usage in the Elderly: Elderly patients often require lower lithium dosages to achieve therapeutic serum concentra-
tions. They may also exhibit adverse reactions at serum concentrations ordinarily tolerated by younger patients.
Additionally, patients with renal impairment may also require lower lithium doses (see WARNINGS).

ADVERSE REACTIONS:

The occurrence and severity of adverse reactions are generally directly related to serum lithium concentrations and
to individual patient sensitivity to lithium. They generally occur more frequently and with greater severity at higher
concentrations.

Adverse reactions may be encountered at serum lithium concentrations below 1.5 mEg/L. Mild to moderate adverse
reactions may occur at concentrations from 1.5-2.5 mEg/L, and moderate to severe reactions may be seen at
concentrations from 2.0 mEg/L and above.

Fine hand tremor, polyuria and mild thirst may occur during initial therapy for the acute manic phase, and may
persist throughout treatment. Transient and mild nausea and general discomfort may also appear during the first few
days of lithium administration.

These side effects usually subside with continued treatment or with a temporary reduction or cessation of dosage.
If persistent, a cessation of lithium therapy may be required. Diarrhea, vomiting, drowsiness, muscular weakness and
lack of coordination may be early signs of lithium intoxication, and can occur at lithium concentrations below 2.0
mEg/L. At higher concentrations giddiness, ataxia, blurred vision, tinnitus and a large output of dilute urine may be
seen. Serum lithium concentrations above 3.0 mEg/L may produce a complex clinical picture involving multiple
organs and organ systems. Serum lithium concentrations should not be permitted to exceed 2.0 mEg/L during the
acute treatment phase.

The following reactions have been reported and appear to be related to serum lithium concentrations, including
concentrations within the therapeutic range:

Central Nervous System: tremor, muscle hyperirritability (fasiculations, twitching, clonic movements of whole limbs),
hypertonicity, ataxia, choreoathetotic movements, hyperactive deep tendon reflex, extrapyramidal symptoms
including acute dystonia, cogwheel rigidity, blackout spells, epileptiform seizures, slurred speech, dizziness, vertigo,
downbeat nystagmus, incontinence of urine or feces, somnolence, psychomotor retardation, restiessness, confusion,
stupor, coma, tongue movements, tics, tinnitus, hallucinations, poor memory, slowed intellectual functioning,
startled response, worsening of organic brain syndromes. Cases of Pseudotumor Cerebri (increased intracranial
pressure and papilledema) have been reported with lithium use. If undetected, this condition may resutt in enlarge-
ment of the blind spot, constriction of visual fields and eventual blindness due to optic atrophy. Lithium should be
discontinued, if clinically possible, if this syndrome occurs. Cardiovascular: cardiac arrhythmia, hypotension, periph-
eral circulatory collapse, bradycardia, sinus node dysfunction with severe bradycardia (which may resuft in syncope);
Gastrointestinal: anorexia, nausea, vomiting, diarrhea, gastritis, salivary gland sweling, abdominal pain, excessive
salivation, flatulence, indigestion; Genitourinary: glycosuria, decreased creatinine clearance, albuminuria, oliguria,
and symptoms of nephrogenic diabetes insipidus including polyuria, thirst and polydipsia; Dermatologic: drying and
thinning of hair, alopecia, anesthesia of skin, acne, chronic folliculitis, xerosis cutis, psoriasis or its exacerbation,
generalized pruritus with or without rash, cutaneous ulcers, angioedema; Autonomic Nervous System: blurred
vision, dry mouth, impotence/sexual dysfunction; Thyroid Abnormalities: euthyroid goiter and/or hypothyroidism
(including myxedema) accompanied by lower T, and T,. 3'lodine uptake may be elevated (see PRECAUTIONS).
Paradoxically, rare cases of hyperthyroidism have been reported. EEG Changes: diffuse slowing, widening of
frequency spectrum, potentiation and disorganization of background rhythm. EKG Changes: reversible flattening,
isoelectricity or inversion of T-waves. Miscellaneous: Fatigue, lethargy, transient scotomata, exophthalmos,
dehydration, weight loss, leucocytosis, headache, transient hyperglycemia, hypercalcemia, hyperparathyroidism,
albuminuria, excessive weight gain, edematous swelling of ankles or wrists, metallic taste, dysgeusia/taste distortion,
salty taste, thirst, swollen lips, tightness in chest, swollen and/or painful joints, fever, polyarthralgia, and dental caries.
Some reports of nephrogenic diabetes insipidus, hyperparathyroidism and hypothyroidism which persist after lithium
discontinuation have been received.

Afew reports have been received of the development of painful discoloration of fingers and toes and coldness of the
extremities within one day of starting lithium treatment. The mechanism through which these symptoms (resembling
Raynaud's Syndrome) developed is not known. Recovery followed discontinuance.

OVERDOSAGE:

The toxic concentrations for lithium (21.5 mEg/L) are close to the therapeutic concentrations (0.6-1.2 mEg/L).
It is therefore important that patients and their families be cautioned to watch for early toxic symptoms and to
discontinue the drug and inform the physician should they occur. (Toxic symptoms are listed in detail under ADVERSE
REACTIONS).

Treatment: No specific antidote for lithium poisoning is known. Treatment is supportive. Early symptoms of lithium
toxicity can usually be treated by reduction or cessation of dosage of the drug and resumption of the treatment at a
lower dose after 24 to 48 hours. In severe cases of lithium poisoning, the first and foremost goal of treatment
consists of elimination of this ion from the patient.

Treatment is essentially the same as that used in barbiturate poisoning: 1) gastric lavage, 2) comection of fluid
and electrolyte imbalance and 3) regulation of kidney functioning. Urea, mannitol, and aminophyliine all produce
significant increases in lithium excretion. Hemodialysis is an effective and rapid means of removing the ion from the
severely toxic patient. However, patient recovery may be slow.

Infection prophylaxis, regular chest X-rays, and preservation of adequate respiration are essential.
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FOR A SAFE, SMOOTH RETURN
TO A MORE NORMAL LIFE...

Smooth, slow release of lithium carbonate for initial or
maintenance treatment of mania associated with bipolar disorder

® Smoother blood levels may reduce ® Film-coated tablets eliminate
side effects'? metallic taste concerns

— Helps minimize peak-to-trough variations in B.L.D. convenience may enhance

serum lithium concentrations patient compliance
— Common side effects that may occur during initial

. y . . ®
therapy include fine hand tremor, polyuria, mild
thirst, and transient and mild nausea. These side
effects usually subside with continued treatment,

temporary reduction of dosage, or cessation. Slow-Release Tablets, 300 mg
® |nterchangea ble With immed iate release WARNING: Lithium toxicity is closely related to serum lithium levels, and can occur at

doses close to therapeutic levels. Facilities for prompt and accurate serum lithium

| |t h | um pre p arat | onsonam %_to m b as | g4 determinations should be available before initiating therapy.
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luvox G(ﬂuvoxumine maleats) Tablets

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

INDICATIONS AND USAGE

LUVDX Tablet are indiceted for he eaiment of obsessions and compulsions in patients with Obsessive Compulive Disorder (OCD), os defined in the DSKHILR. The obses-
ions o compulsions cause morked disteess, e fme-consuming, or signficanty interere with sotil o occupationol functioning. The efficacy of LUVOX Tublefs wos estelr
fshed n two 1 0week ias with obsessive compulsive outpatents with te diagnosis of Obsessive Compulsive Disorder as defined in DSAHIFR. Obsessive Compulsive Disorder
is characterzed by recunent and persisent ideas, thoughts, impulses o images {obsessions) hat ore egodystonic ond)/or repefifive, purposeful, and intentional behoviors
{compulsions) that e recogrized by the persan os excessive or umeasonoble. The effecivenass of LUVOX Tablets forlong-term use, L., for more than 10 wesks, has not
heen systematically evoluated in ploebo-controlled fiaks. Therefore, the physicon who elecs to use LUVCX Tobletsfor extended periods should periodicaly revalugte the
Jongrterm usefulness of the diug for the individuol putient.

CONTRAINDICATIONS

Coadminishation of terfenadine, astemizol, or isopride with LUVOX Tables i contcindicated (see WARNINGS and PRECAUTIONS).  LUVOX Tablets are conficindicoted in
patients with a histary of hypersensifvify to flovoxamine maleate.

WARNINGS

Potenticl for knteraction with Monomine Oxidase Inlibitors. In patiests recefving another serotonin reuptake ishibitor drug in combination with
mthmMLhmhmnMsdwm_' ‘somefimes fotal, rections hyperthermia, rigidity,

MAOL Some cates presented with fectures resembling neuroleptic maignant syndrome.
:mbomdhmlhlwhhmm, wirlhudaysoiismﬂiniqnwlmlvﬁﬂlum, Aftor stopping LUVOX Tablets, ot least

2 weeks should be allowsd before storting o MAOL.

Potoniial Teconnine, Astwnizshe, wd Gscpeide Insroctions, Terfonadime, ustemizoe, ond coopeide e ol mwtubokzod by the cytodwame

PASOHEAS isozyme, and it hos been demonstrated that ketoconazols, o inhibitor of 111A4, blocks the metobolism of these drugs,

reslting in incroased plasia concentrations of parent drug. Increased plasma concentrations of terfenadine, astemizole, and dsapride cause QT

and torsades de polwtes-type ventricuier somefimes fatdl. As noted below, o substantial pharmacoldnetic interaction

obisorved for fi ine in combination with dlpruzok aMMkkmhhlidI:LﬂnIlM'mmﬂﬁ?H

has not been definitively d d thet fi . Buﬂmllmiﬂm it is kely fo be, piven the substantial interaction of fiv-

mmmmmmnmm fi ine not be used in combinotion with either torfonodi ¥zol

or dsogride (s00 5 and PRECAUTIONS].

Other Potentially impartant Orug Interactions

tially important Oreg

{50 see PRECAUTIONS - Drug Imeractions) Bemzodhazepines: Benzodinzepines metohoized by hepatic oxdation (.., dlprazolam, midazolam, wiozolom, efc.) should
be used with coution becouse the clearance of hese drugs s likely to be reduced by fuvoxamine. The derance of benzodiazepines metubolized by glucwionidaion (6.3,
lorazepam, oxazepom, femozepom) i unlkely to be afecte by fuvexamine. Alrozolam - When fiwoxamine mleote (100 mg ad) und olprazolam (1 mg gic) were -
odministered o steody stote, plosmo concentrofions ond ather pharmacokinetic porameters (BUC, Cray, Ty2) of olorozolom were opprosimately twice those observed when
dpiazolam wos odmiistered alon; oo deorance s veduced by chout 50%. The elovaed posma dprazelom concentrtons resolted in deweased psychomotor peror
monce end memary. This interaction, which has not been investigated using higher doses of flovoxamine, may be mate pronunced  a 300 mg daily duse s coadmiris-
tered, pariculary since Huvexoming extibis norineor phormacokinetics ovet the dosoge range $00-300 my. 1 dprozolam is coadministered with LUVOX Tables, the i
il ofyazokm dosage should be atleasthalved and firoton to the owest effecive dose i recommended. No dosage adjustment s required for LUVOX Tables. Dnz?un.
The codminishation of LUVOY Toblefs and divzepom is generally not odvisoble. Because flavoxamine reduces the clenronce of bath dizepam and it actve metcbale, N-
desmethyldiozepam, there & o tong ikelihood of substontial accumultion o both speies duing chronic co-adminisrain, Evidence supportng the conduson tha it is inad-
ischle 10 coadminiser flworaming ond diozepom i deiivéd from a study in which healhy voluntesrs aking 150 my/doy of Ruwvaxamine were odministered a sigle oral
dose of 10 mg of dizepam. I these subjects {N=8), the dearonce of diozepam was reduced by £5% und thor of Ndesmethyidiazepam fo a level that was toc low fo
mensure over he course of the 2 week long study. It s likely the this experence sigricoly underestmtes the degres of cccurmulation that might acur with repéoed
Gozepom admiishation. Moreove, s noted with olprzolom, the effectof fuvoxaming oy even be more pronounced when 1 i edminsered ot highr doses Accordinghy,
diazepom ond fuvoxamine should not ordinarly be coadminisiered. ThaophyMine: The effect o steody-tote fuvoxaming (50 mg bid} an the pharmacokinefics o a si-
gle dose of theaphyline (375 mg os 442 my ominophyline) was evalusted in 12 ey nonsmoking, male voluneers. The deoronce of theopiline wos deceased
approsimotely 3okl Therelre, f thesphyling s coadminstered with fuvoxormine mleate, s dase shouk b reduced o one hid of the usual dily mointenance dase ond
ghasma carcentraions of theoghyfine shoukd be maritored. No dosoge adustment isrequied for LUVOX Tobles. Warfarin: When fluvoxarming maleate (50 mg id) wos
admiristered concomitantly with warfarin for two weeks, warlarin plasma concentrations increased by 98% and prathrombin imes were prolonged. Thus pafiens recefving
orl anﬁconwg;ms and UVOX Tablets should have their prothrombin time monitored and their anficongulont dose odjusted occordingy, No dosage adjustment is required
for LUVOX, Tablefs.

PRECAUTIONS

General

Acthvation of Manla/Hypomani: g gremarkefng stuies involving pimarily depressed poents, hypomanic or maria eccured e opproximately 1% of pofients
eated with fuvoxamine. Actvaion of mania,/hypomxuia has clso beer repored in sl proportion of patients with major affective dsorder who were reated with ofher
mrketed antdspresscs, A5 with ol antidepressonts, LUVOX Tabets shoukd be used caufiously in paients with o hisory of manic. Sedzures: Duing premorkefing stud-
jes, seizures were reported in 0.2% of fvoxamineeted poients. LUVOX Tablts should be used coutiously in pafients with a history of seizures. 1t should be disconfin-
ved i any patient who develops seizures. Sefcidez The passibilty of o suicide ottempt i inherent in patiens with depressive symproms, whether these occur in primary
dapression o in assacition wit anothet primary disorder such os OCD. Close supervision ofhighsisk pofints shoud accompany iniil drug therapy. Prescrpions b LUVOX
Toblets shoukd be weiten for the smallest quantty of oblefs onsistent with good pofient menagement in ande to reduce the dsk of overduse. Uise ke Patients with
Concomitaat Mimess: Clossly monitored dircal expedience with LUVOX Tabers in patients with concoritont systerrc inessisimied. Coution fs odvised in odminister
ing LUVOX Toblets to patiens wilh iseases or conditons tht could offect bemodyromic responses or mefobolism. LUVOX Tablets hove not been evoluated or used to any
oppvecioble extent in pofients with o recant histoy of myocardilinforcion or nstoble heort disease. Potien'swith these diagnoses were systematicoly excuded from mony
dinical sudies during the product's premorketing fesing. Evaluotion of the electocardiograms for patents with depression or OCD who partiiputed in premorkeing studies
revenlsd no diffecences between fvoxomine ond placebo in the emergance of cinicaly importont ECG changes. In posients with Iver dysfunction, flovoxamine clecrance
was dedreased by opproximately 30%. UVOX Toblets shaul be slewly fivted in pofients with ver dyshuncion during the iniioion of treatment.

Infornsation for Patients Physicians are advised o discuss the folowing issues with paients for whom they prescribe LUVOX Tablefs: Inferference with Cogniive
or Motor Parformence: Sivce 0y psychoacive dnug may impai jdgement, thinking, or motor skis, patients shauld be cautioned abiout operating hezerdous mochin-
ery, including automobies, unfl thy ar certuin thot LUVOX Tables therapy does not adversely affect their oblfy to engage T such activies. 2 Pafients should
e advised o noffy teir hysicons i they become pregnant or intend fo become pregnont duing heropy vith LUVOX Tobles. Mursings Paiens recaing LUVOX Tablets
should be odvised to nasity their physidions if they ore Enausr feeding on infant. (See PRECALTIONS - Nursing Mothers) - Comeomitamt Medication: Pufients should be
odised to noffy their physicians i they are fuking, o plan to take, any prescripfion or overthe-counter doue, since there is o potential for chnicaly impaitan! interatfions
with LUVOX Tablets. Adeohiok As with other psychoropk medicafions, potients shouid be advised to avoid olcchol while taking LUVOX Tcblets. Aergic Reactions:
Pafients should be odvised to noty their physicions i they develop a resh, hives, o a reloted allergic phenomenan during theropy with LUVOX Tablts.

Loboratory Tests
There ore no specffic lsboratory fests recommended.
eractions

Drug

Potential tateractions with Drogs that lkibit o are Metabobzed by G P45 Isozymes: Muliple hepatic cytochiame PA50 ((YP450)
enzymes ore invoived in the axidative biohtonsformarion of a farge number of sruciualy different drugs and endogenaus compounds. The avaoble knowedge concerning
the 1efofionstip of fvoromine and the CYPASO enzyme system hes bien obiained mostly fiom phomacokinetic intesacion stulies condcted i healty voluteers, but
same prelimingy invio do are also oveble. Based on o fnding ofsubstonta nteroctions of fuvexamine with cerin of these drugs (see ot ports of this secion ond
o WARNINGS fox detek) und imited in v dota for the IIA4 isozyme, i appears th flovexomine inhibts the following isazymes that ore known fo be invoed in the
metobalism of the listed drugs: 142 - Wartorn, Theophyline, Propranolol; 1C5 - Worturi; 114 - Alprazolam. Jn v doto suggest thot fvoramine s o relutvely weak
inibitor of the D6 isozyme, None of the diugs studied for dreg interactions sigaii the phormacokingtics of Ruvovamine. However, the metubalism of fl-
voxamine has not been ully characierized ond the effect of potent infibitors of 1106, such as quinidine, or of A4 such as ketoconczole, on fivaxamine metobolism fove
it been studied. A cinially significont fiovaxamine interoction is possible with drugs hoving o noriow therapeutic raio such as terfenadine, cstemizale, or cisopide, wor-
i, theophyline, cercin benzodiazepines ond phenytain. H LUVOX Toblets ure to be adkministered together with o dr:g that is eliminoted via oxidotive metabolism and
has o narrow thercpeutic window, plosma levels ond)/or pharmacodynamic effects of the latter dng should be monitored closely, at least unfl steady-stote condiions are
reached {See CONTRAINDICATIONS and WARNINGS). NS Active Drugs: Mononmine (xidase Jnhibiors: See WARNINGS, Aprazolor: See WARNINGS. Diozepam:
Sea WARNINGS, Lovozepam; & shudy of mubiple doses of fovuamine meleate (50 my bid) in heokhy male vohunieers (=12) ond o single dose of lrazgpam {4 mg
single dose) indicated n significant pharmocokinefic iteraction. On average, boih orazepom alane and lorazepom with fvaxamine produced subsfunfial decrements in
cogitive funcioning; however, the co-admirishation of fuvoxomine ond forozepom i nat produce lrger meon decrements compared to lovazepam dlone.  Lifium: As
with other serotonergic drugs, ithium may enhance the seratonergic effecs of fuvaxamine and, Hherefor, the combinction should be used with caution. Seizures have been
reported wih the coadminishoton of fuvoromin maleate and ium.  Fyptophon: Tryptuphan may enhance the serotonergic effets of fuvoramine, and the combina:
tion shauld, theretore, be used with coution. Severe vomiting has been reparted with the co-odminisroion of flovoxaming moleote ond ryptophan.  Clozapine: Elpvoted
sorum levels of lozaping have been reporied in pafients fuking flzvoxoming malente ond dozapine. Since dozoping reloted seizures and orthostafc hypotension apped fo
e dose reloted, the sk of these adverse even's may be igher when fovoxamine and cozapine ore co-administered. Potients shauld be dlosely monitred when flovor-
amine moleote ond clozaping are used concurrentl. Akohl Studies involving single 40 g doses of ethanal (oral adminésration in ane study ond invavenous in the other)
and mutile dosing with flvoxamine maleate (50 my bic) revealed no effect of either drug on the pharmacokinetics o pharmacodynamics of the other. eyl
Anfdepressants (FCAs): Signcontty increased plasma TCA leves have been reported with the coodminishation of fuvoxamine maleate ond amirityfine, domipramine o
imipromine. Caufion i indicoted with the ceodminishation of LUVOX Toblers and TCAs.  Carbumazepine; Elevted corbomozeping levels and symptoms of toicly hove
[ wted with the coadminisnotion of fiyvoxoming moteate and corb ine. Methadone: Significantly incrensed methadone (plasroa levelduse) raiios hove been
veported when fuvexarmine maleate was odmiristered fo paiens receving mainenance methodune reatment, with symptoms of opioid nfoxicotion i e poient. Opiid
wilhdrowa! symptoms were repatted following fuvaxcrmine molee disconfinuation in crother patient. Otfer Dregs: Theophyline: See WARNINGS. Proprano and
Other BetorBlockers: Coudminishtion of fuvoxamine moleate 100 my per doy and propranokl 160 mg per doy in normal volunteers resuted in o mean fivetold ingrecse
{ronge 2 to 17 in minimuem propranciol plasma concentrations. [n hissfudy, there was o sight poteniifion of the propronoloHinduced reduction i hecr rate and Teduc:
ion in the exercise dicstolc pressure. One cose of bradycardio ond hypotension and o second cse of orthastatic hypatension have been reparted with the condminishafion
of flvoxamine and mefoprolol, ¥ propronokal or metoprolol i co-administered with LUVOX Tabless, @ reduction inthe infiol betorblotker dose and more cautious dose finc-
fion s tecommended, No cosage odjustmeat s required for LUVOX Toblers. Coadminishation of fivexamine moleate 100 mg per doy wit tenclol 100 m per doy (N=6)
id not afect the plesma concentratons of ctenolal. Unkke proprenclol and metaprolol which undergo hepatic metabolism, atenalol is eliminated primarly by renol exce:
fion. Warforin: See WARNWGS, Digoxin; Administation of fuvoxaming maleate 100 mg ail for 18 doys (N=8) did notsignificontly affec the pharmocokinefic of o
1.25 mg singe inovenious dose of digoxin. Diliozem:  Biodycordi hos been reparted with the condminishafion of fuvexamine molecte and ditiozem.  Effects of

the moximum human daly dose un o mg/me basis. Mutagemesis: No evidence of mutogenic potentiol was observed in 0 mouse micionucieus tes, on in vino chie-
mosome obemafion fes, or he Ames microbial mutagen fes! with or without metohalic ackvation. Ampess Faritity: (nferthy sdies of male ond femole ks,
up fo 80 mg/kg/day oral of fvaxamine malegte, (approsimetely 2 fmes the maximum humon daily dose an a mg,/m* basis) bad ne efect o mafing pesformance,
duration of gestafion, or pregnoncy tate.

Pregnoncy

Teratogenic Effects - Pr Canrry € n teratclogy studies inrats ond sabbis, il orol doses of flvoxaming moleote of up to 80 and 40 mg/kg, respec:
tively (approximately 2 fimes e maximum humon daily dose on o g/ basis) covsed no fetol moformations. However, in other seproducion stuies in which preg-
miant vls were dosed thinugh wegring thete wos (1} on inrease in pup mericliy ot bith (seen at 80 mgyg and above but rot ot 20 mg/kg), end (7) decreases inpost-
natol pup weights (seen of 160 bt not ot 80 mg/kg) and surviv (seen at o doses; fowest dose tested = 5 mg/kg). (Bases of 5, 20, 80, and 160 mg,/kg ure opprox:
imately 0.1, 0.5, 2, ond 4 fimes the maximum human daily dose on o n;?/ m bosis.) While the resuls of o cross-ostering study implied that at least some of these resulis
Tikely occuned secondarily o motenal toxict, he vole of o dect dug efecton the efuses or pups could not be uled out. There are no odequae and welkcontrlled stud:
ies n pregront women.  Fuvoxoming molegte should be used during pregnancy only f the potential henefit justfes the potenfirisk ot fetus.

Labor and Delivery

The effect of fluvoxomine en laber end delfivery in humans is wnknown.

Nursing Mothers

s for many other drugs, Auvoxomine is secreted in burnan breast k. The deciion of whether to discontinu nufsig or to disconinue the drug should toke nto uccount
the potentialfor serius adverse effecs from exposure to fiovoxamine in the nursing infant as well s the potential benefits of LUVOK™ Toblets thercpy o the mother,
Pediatric Use

effectiveness of LUVOX Toblets i indiduols below 18 years of age hove not been estoblished.

Use

Approximately 230 potients pactcipating in conrolled premarkefing studies with LUVOX Tobless were 65 years of age or ver. Mo averof differences i sofely were observed
between these pofients and younger patiens. Other reported dinicol experience has not idenffied differences in response between the eldery and younger parints. However,
the dearance of fuvoxoming i decensed by obout 50% i elderly compared to younges patients ond greater sensifiiy of some older mr%viduals also connof be ruled out
Consequently, LIVOX Tablets should be slowly fivated during inifation of therapy.

ADVERSE REACTIONS

Assodiated with Discontinuation of Treatment — Of the 1087 OCD ond depressed parients tiened with fluvoxomine maleote in contiolled cinical riols condurt-
o i Morth Americo, 22% discantinued eatment dug to on adverse even. The most common events (21%) associoted with dicontinuatian ond considered fo be dhug relat-
o (1., hose events associnted with dropout ot least twice tha of placebo) incuded heodache, astherio, abdominol poin, nausea, voritng, diorheo, dyspepsi, anorex-
i, somnalence, insomnio, nervousness, dizziness, ogitofion, ansiely, and dry mouth.,

Incdence in Controlled Trials - Observed Adverse Events in ControNed Clinical Triols:

LUVOX Tablafs hove been studied in conrolled miols of OCD (N=320 ond depression (N<13501. In general, odverse event rofes were similor in the two dato sets. The
most commanly abserved adverse events associated with the use of LUYOX Toblets and likely to be drugreloted (incidence of 5% ot graater and at lens twice thal or place-
o) derived from Toble 2 were: sommolence, insomnic, mervousness, iemor, ncusen, dyspepsio, anarexic, vmiting, abnormaf eidculaion, osthenic, ond sweafing. In o
ool of two studies invohing only pafients with OCD, the following addifional events were identiied using the above rule: oy mout, decreased fido, urinory Fequency
anorgasmi, shiifs ond 1oste perversion. Adverse Events Occorring af an Incidence of 1%: Table 2 enumettes adverse even's hat ocurred of o frequency
of 1% o more, ond were mare frequent o in the placebo group, among pafients reoted with LUVOX Tobles in two shorterm placebio controlled OCD trias (10 week)
and depression trils (6 week) in which pofients were dosed in o ronge o? generally 100 to 300 mg/doy. This table shows the percentuge of patients in sach group who
hod ot leost one accuresice of on event ot some time duing thei reaiment. Reporied adverse events were cossfied using a stndoid COSTARKbosed Dichonory terinok
ogy. The prescier shauld be aware that these figures comnot be used fo predict the ncidence of side effectsinthe course of usuol medicl practice where pofent chorac-
Yeristcs and other foctors moy differ rom these that prevoiled in the ciicalfcls. Similry, the cited frequencies connt be compared with figutes obined from other cin-
icol investigaions invohing different rectmens, uses, and investigator. The cited figures, haweve, do provide the prescribing physican wif some basis for esimiting the
reltive contibution of drug and nongrug factrs fo the side-efect incidence ate in the populaion stdied. Adverse Events in OCD Plocabo Controlled Studies
Which are Morkedly Different (defined us at leust o two-fokd dfferonce) in Rate from the Pooled Event Rotes in OCD ond Depression
Phacebo Studes: The svents in OCD studies with o twofold decease in sate compored fo svent rates in OCD and depression Shudies were dysphagiu and
amblyopia {mestly Blurred vision). Addioadlly, here wos an approximele 25% decrease in nausee. The events in OCD shuies with o twofotd increuse in e tompured
1o event rotes in OCD ond depression studies were: asthenia, abnormal eoculofion (mosty deloyed ejoculotion), aniety, infaction, chint, anorgasmio (in males), depres:
sion, Hbido detvensed, pharyngrts, ogitofon, impotence, ryoclonus,/Mwitch, this, weight los, g camps, imyalgio ond urinery retentin. These events cre listed in order
of decreasing rates in the OCD frick.

Safety and
Goriark

Changes
Comprisons af fuvosaumine maleate and pocebo groups in separate pools af stortterm OCD and depression il an {13 e change from beseine on various via signs
voriobles end an (2) incidence of potients meeting citora for potanfilly importunt changes from baseing un various vital sigs vedables revealed o importent diferences
between Hwoxamine moleate and placebo,
Laboratory Changes
Comparisons of fvoxamine moleate ond placebo groups in separate pools of shartterm OCD and depression ok on (1) median change from baseline on varius sérum
chernistry, hematolagy, and winalysis vviables ond an (2) incdence of pofients meefing criteria fo potentioly impor tont changes from baselie on vorious serum chemistry,
hematology, and urinalys's vorinbles reveoled no importont differences betwaen flovexomine maleate and placebo.
(]

Comparisans of luvoxamine maleate ond plecebo groups in separate pooks of shortterm OCD and degression ok on (1) mean change from basefie on various ECG vor-
obles and on () incidence of patents meefing crieria for potentilly importunt changes from boseiing on various £CG variobles revealed no imponunt dferences between
fluvoxaming molete and placebo.
Toble 2: TREATMENT-EMERGENT ADVERSE EVENT INCIDENCE RATES 8Y BODY SYSTEM IN OCD AND DEPRESSION POPULATIONS COM-
BINED' (fuvosamine vs. pocebo by patentpercentuge): BODY AS WHOLE: Headache (22 vs. 20); Asthenia {14 . 6); Pl Syndsome (3 . 2); Chils {216 1.
CARDIOVASCULAR: Politations (3 vs. 2). BIGESTIVE SYSTEM: Navseo (40 vs. 14); Dianhen (11 v, 7); Constipation (10 vs. 8); Dyspapsio {10 . 5);
Hnorein {6 v. 2); Vamiting (5. 1); Fanence (4 v. 3); Tooth Bisorder (345.33; Dysnhagi (2. 1). NERVOUS SYSTEM: Somadlencs (27 v 8Y; lrsarnia (21
vs. 10); Dry Mouth (14 vs, 10); Nervousness {12 . 5); Dizziness (11 vs. 6); Tremor (5 vs. 1); Ansiety {5 vs. 3); Vasodilaotion” (3 v. 1); Hypertonia (2w 1);
Agittion (2 v.1); Decreased Lbido {2 vs. 1); Depression (2 vs. 1); CNS Stimulotion (2 vs. 1%, RESPIRATORY SYSTEM: Uoper Respirotury Infecion (9 s, 5);
Dyspnea (2 vs. 1); Yown (2vs. 0). SKIN: Swenting (7 vs. 3). SPECIAL SENSES: Toste Perversion (3 v. 1); Amblyopia (3 vs. 2). UROGENITAL: Abnormal
Facukation® (8 vs. 1); Usinory Frequency (3 vs, 2); Impotence® (2 vs. 1); Anorgasmia {2 vs. O); Uinory Retention (1 v. O},
" Eents for which flsvoxsmine maleate incidence was equel fo or less Hhan placebo are naot sted in the tuble obove, but inchude the following: abdomina! pain, abnormol
dreams, appetite increase, back pain, chest poin, confusion, dysmenorthea, fever,infection, leg cromps, migraine, myolga, pain, paresthesia, phoryngits, postural ypafen:
sion, ruitus, ash, chiis, thistond fiemins; ? (ncludes “toothache,” “tooth extaction and abscess,” and “cares”; < Mosty feeling warm, hr, ot flushed; * Mostly “buned
vision”; * Mostly “deloyed ejoculation”;  Incidence based on number of male potients.
Other Events Observed During the Premorketing Evoluation of LUVOX Toblets
During premarkefing cinicel ok conducted in North Americn und Europe, mulfile doses of fiwaxamine molsote were administered fo o combined fol of 2737 patient
exposuies in patient suffesing OCD or Major Dspressive Discrder. Untowaid even's ossoiated wih fis exposure were secordad by dinicol investigotors using descriptve er-
minology o theit own choosing. Censequenty, i is not passile fo provide o meaninghul esfimate of the proportion of individuals experiencing adverse events witiout fst
qiouping sl types of untoward events info o limited (i, reduced) number of tandord event cotegores. 1 the tobulotions which follow, a stundard COSTARFbased
Dicionory terminology hos been vsed 1o clossiy reported adverse events. 1fthe COSTART tecm for an event was so genere cs to be uninformativ, it wos reploced with o
more informative term. The frequencies presented, therefore, represent the proportion of the 2737 patient exposures to muiple doses of fuvoxamine moleote who expe-
rienced on event of he type cied on ot east one occasion whil receiving fluvoxamine mleate. Al veported events ore included in th list below, with the following excep-
tions: 1) fhose events ahieody Fsted in Toble 2, which tobulates incdence rles of comman adverse expesiences in placsboxontrolled 0D nd depression cinical il e
exduded; 2) those events for which a drug couse was considered remote (.., neoplasio, qoshointstina corcinoma, heepes simlex, herpes zoster, agplicaion sie reaction,
and unintendled regoancy) are amitted, and 3) evets which wete reported in anly ace: poient and udged fo not be potentilly serious are nat indluded. It s importont fo
emphasize thet, athaugh the events reported did occur during reatment with fuvexcmine maleate, 0 cousol refionstip fo lovaxarming moleate hos not been established.
Fvents are furher cossfied within body system cotegories and enumeroted in order af deceasing frequency using the follwing defiiions: requent adverse events are
defined os those occurting on one o more occasions in of least 1,/100 patients; ifrequent adverse events are those occuring between 1,/100 ond 1,/000 putients and
e dverse events e fhose occuring in less then 1/1000 potienls. Body s @ Whele: Fraquent: accidento) injury, maloise; infequent ollgic eaciion, neck puin,
neck gy, overdose, photosensifl reacion, suiide oMermpt, Rare: 1, pehic poin, sudden death. Cardboversaular System: Froquent hypestension, hypatersion,
syncape, tuchycardin; ffrequent: anging pectors, brodycordi, cordiomyopathy, crtiovescula dsease, cold exiremites, conduction delay, heartfailre, myocardilinfurcion,
pollor, pulse iregulor, ST segment changes; Rore: &Y biock, cerebrovascular occdent, coronary arery diseose, embolus, pericardis, phlebis, pulmonary inforcion, supraven
ikr extasystoles. Digestive Systenss Fraquent: elevated iver runsominases; fhequant:colfs, enuctotion, esophagts, qeshis, gasroanter, qusrintestino hem-
onthage, gostoinestinal wlcs, gingivifs, glossifs, hemanhoids, melena, recal hemarchage, stomofis; Rove: biliry pain, cholaeyst, cholelitings, fecal incontinence,
Memsis, intestinal obstiocion, joundice.  Emdorine Systesm: ifequent: hypothyridism; Rore:goitr. Hoawe and Lymphatic Systems: infequent. are:
i, ecchymasi, eukocytosis, lymphadenapathy, thrormbocylopenia; Rore:leakapenia, porpuso. Meteabalke ond Systoms: frequent: edemo, weight gain,
weight loss; nfrequent. dehydroion, hypetcholesterolemia; Rore: diabetes melitus, hyperghycemio, hypertipidemia, hypoglycem, hypokalemia, locke defydrogencse
increosed. Muscoloskeletel System: Infraquent. ortalgi, orhis, bursits, generalized muscle sposm, myasthenia, endinous comacture, tencsynosif; Rare:arthro-
sis, myopathy, pothological facure. ervows: System: Frequent: amnesia, apathy, hyperkinesio, hypokinesio, manic reaction, myoclonus, psychotc reocion; Infrequent:
agarcphobia, okahisa, ofuxia, NS depvession, convulion, deliium, delusion, depersonciization, drug denendence, dyskinesin, dystoni, emational lbity, euphori,
extapyiomidal syndiame, goit unsleady, hllucinaions, hemiptagin, hostity, hypersomain, hypochondriass, hypotonin, byster, incoordingbon, increased salivaion,
inesaased i, neutelie, parayss, paranaid ceaction, phobia, psychoss, slep diarder, shupor, twitching, vertigo; Rave: kinesia, como, fbillions, mutism, obsessions,
veflexes decrecsed, sl speech, tordive dyskinesia, foricoll, ismus, witiiowal syndrome. Respiratory System: Frequent. cough incteqsed, siouss; inhequent
asthma, bronchifs episois, hoorseness, hyperventition; Rare: apnea, congesfion of upper irway, hemaplysi, hiccup, foryngismus, ohsructve pulmancry diseose, poeu
oo, Skin: Infequent. o, clopedn, dry skin, eczema, exfoltive dermatif, frunculosis, seborthen, skin discoloraion, uritoro, - Specil Seses: Infiequent
accommodetion abnormol, conjunchits, deafness, diplop, dry eyes, ear pein, eye pain, mydrisis, offs media, parosmio, photophobio, foste loss, visuolfield defect; Rore:
comeal ulcer, refinal detachment. Systom: iniequent. onuro, breas pain, cysits, delayed mensiuotion’. dysuri, femole octotion’, hematurio, menopause’,
menotthagia', mekarthagie', nechia, polyuria, premenshuel syndrarme’, uinary inconinence, xinary tract infecion, wingey igency, uination impaired, vaginal hemor-
thoge, voginifis'; Rare: kidney caledlus, b i, oligurio,

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

Non-US Postmorketing Reports

Voluntory reports o adverse events in pofiens foking LUVOX Tobles that have been received since morket inmoducion and are of unknown cousel relofonship fo LVOX
Tablets use incude: tovic epidemal nectolysi, Stevens Johnscn syndrome, HenockSchoerlein puapiva, bulous enuption, prnpism, ogionulacytosis, newropatty, aplosiic ane-
mia, anophyloctic reacfion, hyponahemia, acute renalfalure, and severe okinesic wifh fever when fluvesormine was mnmm.:f with antipsychoti medicafion.
CAUTION: Federal low prohibits dispensing without prescription.

4E1252 Rev 9/95

1. Data on file, Solvay Pharmaceuticals, Inc.

on Fluvoxaming : Smokers hod o 75% increase in the metobolism of luvaxomine campored to nonsmokers. wsive Therapy
{ECT): Thote e o cinicol sutes esioblishing he benefits or isks of combingd use of ECT and fuvoxamine malegte.
Corcinogenesis, M is, Inp of Fertillty
Corcinogenesis: There i 1 evidence of carcinogeniciy, mutogenity or mpairmen of fetty with flvaxamine malegte,
There wes no evidence of crcinogenicty in rats reated aroly with fuvoxarine maleate for 30 morths o homsters reated orally with fuvoxamine moleate for 20 temles)
or 26 (males) months.  The dodly doses in the high dose groups i these studies were increased over the course o the study from o minimum of 160 mg/kg to o moxi-
um of 240 mg,kg in ots, ond hom 0 einimam of 135 mg, kg to o maximum of 240 mg/ky in hamsters. The maximum dose of 40 mg,/kg s approximtely § imes
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ESTABLISHED THERAPY FOR OCD

EFFECTIVE CONTROL OF OBSESSIONS
AND COMPULSIONS*

LOW INCIDENCE OF AGITATION
(2% ws 1% for placebo)'

LOW INCIDENCE OF SEXUAL DYSFUNCTION

+% LUVOX® Tablets s placebo": decreased libido 2% s 1%;
delayed ejaculation 8% vs 1%; anorgasmia 2% vs 0%;
impotence 2% vs 1%

FAVORABLE SAFETY PROFILE

+% Relatively low incidence of anticholinergic side
effects in controlled trials of OCD and depression,
LUVOX® Tablets vs placebo': dizziness 11% vs 6%;
constipation 10% vs 8%; dry mouth 14% vs 10%

+% The most commonly observed adverse events
compared to placebo were somnolence 22% vs 8%,
insomnia 21% vs 10%, nervousness 12% vs 5%,
nausea 40% vs 14%, abnormal ejaculation
8% vs 1%, asthenia 14% vs 6%'

+% Concomitant use of LUVOX® Tablets and mono-
amine oxidase inhibitors is not recommended'

FLEXIBLE DOSING

Initial Dose: 50 mg once a day HS
Dose Range: 100 to 300 mg/day

COMPREHENSIVE SAFETY DATABASE
(Worldwide Exposure for Reporting Overdose*)'

+% Data from 40 countries
+% Over 12 million patients treated
+% More than 37,000 patients studied in clinical trials

LUVOX

fluvoxamine maleate s

A SELECTIVE SEROTONIN
REUPTAKE INHIBITOR

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