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SARAFEM™
FLUOXETINE HYDROCHLORIDE : .

S DESCRIPTION

SARAFEM“‘ (fluoxetme hydrochloride) is.a selective serotonm reuptake
inhibitor (SSRI) for oral admiinistration; fluoxetine:was-initiaily developed and -, .
marketed -as ‘an antidepressant- (Prozém"J fluoxeting hydrochloride). 1t-is
_designated(z)-N- methyl 8:phenyl-3-{{oe, c-trifluoro-p-tolylyoxylpropylamirie:
i hydrochloride. - an ~empirical—formula: of: . C"HWFQNO-HCI Hts
1 melecular weight:is*345.79; The structural formulais:
i Fluoxetine “hydrochloride-is a white te. off-whit :crystalhne SO|Id wnth a
solubility. of 14.mg/mL in water. .
_Each’Puljulé® contains_ fluoxetine hydrochioride. equivalent to -10.mg (32.3 ymol)..or 20 mg (64,7, pmol). of

eling, The Pulvule contain dimethico &C Blue No. 1, FD&C Red No 3, FD&C Yellow No.
sodiumn lauryl sulfate,-starch; and tita ’ .

CHNICA -PHARMACOLOGY

Pharmamdynamlcs o : ‘

“The mechanism of action-of ﬂuoxetlne in: premenstrual dysphonc dlsorder (PMBD) is unkifowri; but is presumed
to be:linked to its inhibition-of CNS'neutonal uptake of serotonin. Studies at clinically. relevant doses -in humans
have:demonstrated. that- fluoxetine:blocks the Uptaki efotonin- inte -human:platelets. Studies in: animals- also
Suggest that fluoxetine is a*much: ’ potent uptake inhibitor of serotonin than of nore; inephring.

-Antagenism of muscarin mmerg|c ‘and etj-adrenergic réceptors-has been hypothisized to be assomated
with.various antxcholmerglc sed ive, and cardlova cular‘effects of certam psychoacnve drugs FIuoxetlne has
litte-affinity for these receptors. = : ot .
Distributioni, Metabolism, apd-£

adn ‘mlstered wﬂh or without” food

bound-if: vitre to*hliman serdny protéins, riclu E and u1-glycoprote|n The lnteractlon between fluoxetine
and other hlghly-pro(em-baund dragshas er | evaluated, but thay be" important (see- PRECAUTIONS).

x Xetine-and Siiuoxetirié-énantiomers. In animal

€ ¥ equwalent

‘ antlomer |s efim na!ed more slowly a.nd is the predemlnan enanuomer

»ig- formed” by deme(hyla(len of
iitor ef serotonii uptake‘and tids. astnnty

of. ﬂuoxetme a!though lt may delay its’ absorphon .
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loxetine’s metabolism, like that of a number of other compounds-including TCAs and other SSRIs,
involves the P450IID6 system, concomitant therapy with drugs also metabolized by this enzyme system (such as
the TCAs) may leéd to drug intéractions (see Drug Interactions under PRECAUTIONS). -

Accumulation and Slow Elirnination—The relativély. slow- elimination of fluoxétirie (elimination’ half-fife of 1-to 3
: days after acute administration and 4 to.6 days after chionic administration) and-its active metabolite, norfluoxetine
(elimiriation half-life of 4 to 16 days after acute and chronic administratiori), eads to significant accumulation of
these dctive species in chronic use and delayéd attainment of steady state,-even wheri a fixed dese is usedAfter
30 days of dosing at 40" mg/day, plasma‘concentrations of-fluexetine- in the range of 91 to 302" ng/mL and
norfiuoxetine in the range of 72 to 258 ng/mL" have been observed. Plasma concéntrations of fluoxetine- were
higher than those predicted by single-dose studies, because fluoxéting’s metabalism is pot proportionial to:dose.
Nortiuoxetine, however; appears to havé linear pharmacokinetics. Its mean. terminal half-life after a single dose

H was 8.6 days.and after muitiple- dgsing was 9.3 days. Steady-state-levels after_prolonggd dosing-aré similar to
3 fevels seen at'4 1o 5 weeks. ' T - . T
[ The tong elimination half-lives of fluoxetine anid norfluoxeting assure that, even when dosing is stopped, active

drug substance will persist in the body for weeks {primarily depending on individual patient-characteristics,
previous dosing régimen, and length of previous therapy at discontinuation). This is of potential consequence
when drug discontinuation is required or when drugs are prescribed that might interact with fluoxetine and-
norfluoxeting following-the discontinuation of SARAFEM. i : .

Liver Disease-—As might be predicted from its primary site of metabolism, liver impairment can affect the
efiminatiori of fluoxetine. The elimination haif-life of fiuoxetine was prolonged in a study of cirrhefic patients, with a
mean of 7.6 days compared t6 the range ‘of 2 {o. 3 days seen in subjects without liver disease; norfluoxetine

. elimination was'also-delayed, with:a mean ‘diration of 12 days for cirrhotic patients compared to the range of .7 to
9"days in normal  subjects. -This' suggests that the. use of fluoxetine in -patients with- liver disease must. be
appraached with caution. If fluoxetine is admiristered to patients with livér disease, a lower or léss frequent dose
should be used (see Use in Patients’ with Concemitant Iliness ‘under PRECAUTIONS arid DOSAGE -~ AND
ADMINISTRAFION).- - - U ’ o T T

Renal Disease—In depressed patients on dialysis (N=12), fluoxetine administered as 20 mg.once daily for 2
months pradiced stéady-state fluoxetine -and norfluoxetine plasma‘conicentrations comparable t6 thiosé seen in
patiénts with normal:rénal fuhction. While thé possibility exists that reérally excreted metabelites of fluoxetine may
accumdlate’to highier fevels in'patients with. severe renal dysfuaction, use of a lower or less frequent dose is not
toutinety necessary ‘in renally impaired- patients (see Usé in Patients" with Concomitant llness under
PRECAUTIONS ant. DOSAGE AND ADMINISTRATION). - : - T e .

- Glinfeal Thals: - - . = oo - o R

Rremenstrual Dysphoric Disorder-(PMDD}—The-effectiveness of. SARAFEM-for-thie tiéatment of PMDD was
established in two. placébo-controlled: tials. Patients in these trials met Diagnostic- and Statistical Manual-3d
editionrevised. (DSM-IIIRY) critéria for Late:Luteal: Phasé ‘Dysphoric- Disorder* (LEPDD), the “cliriical enfity ‘now
referted to:as Premenstrual Dysphoric Disorder (PMDDY in the Diagnostic and Statistical Mariual-4tedition (DSM-IV).
Patiefits-on oraf confracepiveswere excluded:rom these trials; therefore, the'efficacy. of fluoxeting in coribination

withoral contraceptives‘{or tHe treatmeént '6f PMDD'is unknown.- - * i : C
- It the “first double-bilnd, parallel group: stidy of 6 ‘months duration involving N=320 patietts, fixed doses of -

fluoxetine-20 and 60:mg/day given contiiudusly thioughout the: menstruat. eyele were shown 1o be significantly
move! effective than placebo as-measured by. a Visual Analogue Scale (VAS) total score (includingnigod and

phy ymptoms). The'average total VAS-score decreased 7% on placebo treatment,.36% oni 20 mg; and 39%
on ‘fluoxetine. The' differerice, betwieri the20:mg and 60-mgidoses-was not statistically significant.Thé
folleviing table shiows the: perce f pdfiénts: tiieeting-ciiteria for-éither moderate or marked improvement on

the VAS fotaf scdfe;

ts Mode

Per‘cemagg_qf,__:P_ nts; Moder an Mrked[y Improved (>50% and 75% rediction,
- LT 7T Trespéctively, fiom:baseline Luteal Phase VAS totaf score) T :
Improvement <. e Placebo~ -f . N. | - Fluox 20 mg ‘N Fluox 60 mg
"' Moderate I 95, |7 . 37% :" R o 85 o 38% Ly

95 | 6% 8%

ouble-blind, cross-over study, patients (N=19).were treated with, fluoxetine 20.to 60.mg/day (mean
1g/day) and placebo. coritinuously. throughout, the .menstrual, cycle. for.a; period.of 3 months each:
~lLio ‘significantly more’ effective.than. placebo-as. measured by within cycle. follicutar to luteal phase-
chianges in.the VAS total seore (miood, physical, and social.impairment symptoms). The average VAS total score
(follicular to luteal phase increase) was:3.8 times higher during.placebo, treatment than what was abserved during
fluoxetine’treatrient.”: . . IR e L . . L -
. Ina'third doutile-blind, paralle! groug:study ieRts, Lt PDD (N=42) were treated with fludxetine 20 mg/day,
300, mgls aceb oriths. Hluoxeting nor bupropion was showri to be superior to

ed as a rating of 1 (very much improved} or 2 (much -

[ Marked

_ o ... i INDICATIONS AND. USAGE ... . . . - ‘ _

SARAFEM. dicated for the treatment of premenstrual dysphoric disorder (PMDD). . .. . . e

.. Thé‘efficacy of fluoxetine.in.the treatment of-PMDD was establishied in two placebo:controlled:trials (see Clinical
§ P LOG : ) : ) L

, include matkedly depressed:mood, anxety or
Other features include decreased fnterest in usual

[ ut of contral. Physical
ting, and

; NG persis ange| r
ulty concentrating, lack’of energy;‘ch
ated with PMDOD pair, )
€s¢ Symptoiis occur régalaity ddr t 1 Te “days following oniset’
disturbance markedly ifitetféres with work or'schoot or with ustial social activities and relationships
1s.in-making the diagnosis, gare should be taken to: rule out other cyclical mood-disgrders that may be
ted by treatment with an-antidepressant: o s R
ctiveness of SABAFEM invl i
in-controlled trials. Therefoy
ly-re-evaluate the:-long-tef

S, for niizré_—ﬁ*‘gan— 6.months; has: not beén'syéte:natiéally_
 use’ SARAFEM for extended periods should

| use; |
physician who gleets
sefuliess of the.drug
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FLUOXETINE

HYDROCHLORIDE
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SARAFEM™

SARAFEM™ (Fluoxetine Hydrochloride)

: . P S———]
Altered Appetite and Weight-—in-a placebo-controlled trial of fluoxetine in PMDD, 4% of patients gn SARAFEM
20 mg.(the recommended dose), 13% on SARAFEM 60 mg, and 3% of placebo patients reported anorexia. In two
placebo—controlled trjals (only one of which included a dese of 60 mg/day), potentially clinically significant weight : "
gain (2 7%) occuried in 8% of patients on SARAFEM 20 mg, 6% of patients onf SARAFEM 60 mg, and 1% of Y
patients 6n placebo: Potertially: clinically: s:gnlf icant weightloss (= 7%) oceutred in:7% of patientson SARAFEM . ’
20 mg,- 12% ‘of patients on SARAFEM60>mg, and 3% of patierits on. placebo. 1n US placebo-controlted-clinical
trials of fluoxetine for ether approved indications, charniges in appetite-and weight have also \hgen repprted (see
Table 2:and.Oth ents Observediin: US Clinical Triafs under ADVERSE - REACTIONSY. .
Activation of Mania/Hypomania—No- patients -treated: with SARAFEM in three. PMDD cllmcal tnals (N—243) i -
- feported mania/hypomania. In all US. fiuoxetine clinical.tcials, for conditions other than PMDD, 0.7% of 10,782 . T e oo
patients reported mania/hypomania. Activation ‘&f mania/hypornania may occur with medtcatlons used to treat s EE . s
depression, es| ly.in patients predisposed to Bipolar Affective Disorder. o i o
Seizures—No] patnents treated with SARAEEM in three PMDD clidiical trials (N=243) reported s seizures. In allus
fluoxetine elinical trials for conditions:oftier than PMDD, 0.2% of 10,782 patients reported seizures. Antidepressant
medication should be irtroduced with care: jn: patlents with,a histery of seizures.
‘Suicide—No patients . freated thh S EM in three PMDD “¢linical trials (N=243) attempted suicide. The -
_ possibility of a suicide attempt is Inhierentin mood disorders and | may persist until significant remission océurs, In
PMDD patierits wi significa disturbance;, close supemsxon should accompany drug therapy. In high-
nsk -patients, presc ptions for antidepressant medi cauon should be written for the' smallest quantlty of medlcatlon
ent-niandgement T order 10 reduce the fisk of dverdose. - . - !
The Lon Ehmlnatx‘o i Half-Lives of Fluoxetine and its Metabiolites— Because of the longeltmmatlon half hves of e
th parent drug and its maj r active métabolite, changes in'dose will not be fully reflected in plasma for several
weeks; affecting “botfi strategies for titration to fi ndl dose .and withdrawal. trom treatment (see CLINICAL
PHARMACOLOGY and DOSAGE AND ADMINISTRATION) o = R EEEE .
Use_in_Patients With Co&mnant liness—Clinical experlence with IIuoxetme in patients with concomitant T . S
systemic Tllaess is limited: Cadtiondis:advisable i in usmg ﬂuoxetme in pahents wnh dlseases or: condlt:ons that could . . s : -
affect metabohsm or hemodynamtc responses o .

© e,

56 diagnoses were sys
esting: However, the electrocardiograms of 312 patients who
. recelved fluoxetine. in double—blmd trigls- for a, condmon -other-than- PMOB -were retrospectwely evaldated, no

fi th heart rved, The mean-he art Ate.was red d. b

approxtmately 3:beats)
In Subjécts with cirrhi
dgcreased

ressed patients on dialysis di
derCL'INI'CAL PHAHMACOLOG Use d f

nay.: 2
ev, ped IqII ing discontinuati e drug. As: 3 3
: y patient w:th cﬁabetes mstxlln andlor otal hypogtycemlc a“osage

adjusted whe
nterferéiice With"Cognitive. dnt

orrhance-Any psychoabtlve drag may impair; udgment thmkmg or .
€ 't»operaung hazardous machlnery ineludi nobiles, unttI

Slow EIlmlnatron und




i A TR

i

ph'a}rﬁaéodyriéiﬁié; pharriacokinetic driig

e -

nhibition or énhancement, &) is a possivility (see Accurmnulation and: ’

Slow Elimination under CLINICAL PHARMACOLOGY) .
tion has a genetic defect that leads

Drugs Metabolized by B4501ID6—Approximately 7% of the normial popula
€ ch individuals have peen referred t0

to reduced Jevels of activity of the cytectworne P450 isoenzyme P450H106. Su
t and TCAs. Many drugs, inctuding

as “poor metabolizers”
fluoxétine -and other selective up
pharmacok'\netic properties and rel
fluoxetine and its metabolite, the sum of the plasm
petween poor and extensive metabolizers {see Variability

may make RO
metabolized by the
be initiated at the low end of the dose range

of drugs such as. debrisoquin;, dextromethorphan,
take inhibitors..of serotonin, are retabolize
lative proportion of metabolites are aitered in poor metabolizers. However, for
a concentrations of the four active enantiomers is comparable
in"Metabelism under CLINICAL PHAF{MACOLOGY).
Fluoxetine, like othei-agents that-are metabolized by P4501106,-inhibits‘ the activity of this isoenzyme, and thus
rmal metabolizers tesemble “poor metabolizers” Therapy with medications that are pxedomihantly
P4SOIID6 system and that have 2 relatively narrow therapeutic index (see list pelow), sheuld
if a patient is receiving fluoxetine concurrently or has taken it in the

ents (esemble triose of “poor metabolizers! If fuoxétine: is added 1o

d by this isoenzyme; thus, both the

previous:5 weeks: Thus, her dosing requirem
i drug metabolized- by P450I1D6, the need:for decreased

the treatment regimen of ‘a patient already receiving a
dose of the origina i

g
sudden death potentially associated w
administered : with ‘uoxetine or within a m

CONTRAlNQ!CATIONS and WARNINGS). .
—In an in vivo interaction study involving co-administration of

fluoxetine with single doses of tedenadine (a cytochr
concentrations. oceurred with concomitant fluexetine.
potent inhibitor of P450
inhibitor of the retabolis :
These data indicate that fiuoxetine’s ex
cliniical significance.

] | medicgtion should beconsnderedﬁ Drugs with a-narrow therapeutic index represent the
reatest concern (€.g. “flecainide, vinblastine; and TCAs). Due'to the risk of serious ventricular archythmias and
ith elevated plasma fevels of lhloridazine,-thioﬁdazine should- not be

inimum of 5 weeks after fluoxetine has been discontinued (see

hrome P450IIA4 substrate), no increase in plasma terfenadine
) ine. In addition, in vitro studies have shown ketoconazole, &
IIIA4 activity, to be at least 100 times more potent than fluoxetine Of norfliuoxetine as an
m of several substrates for this enzyme, including astemizole, cisapride, and midazolam.
tent of ‘inhibition of cytochrome P4SOIIIA4. activity is not likely to be of

CNS Active Drugs—The ‘tisk:of using fluoxétine -in-combination with other CNS aclive drigs 'has not been
systema‘tically avaluated. Nonetheless, Zaution i advised if the concomitant adrninistration of fiuoxétine and such
drugs is required;ln:ev_aluating individual cases, consideration -should be given to using lower initial doses of the

titration schedules, and monitoring of clinical status (se€

concoritantly. administered drugs, using conservative
RMACOLOGY).

Drugs Metabolizéd by Cytochrome P4501[IA4

Accumulation and Slow Elimination under CLINICAL PHAH k¢ .
Anticonvulsants———Patients on stable.doses of phehytomfand"ca‘rﬁa’mazepine have developed elevaled plasma
anticonvulsant concentrations and clinical anticonvulsant toxicity following initiation of concomitant fluoxetine

treatment. R . .
'Antigsychoﬁcs'——'Some clinical data suggests.a. possible pharrhacodynamic _andfor phafma_col(ln'etic
“interaction between serotonin specific reuptake inhibitofs (SSAls) and-antipsychotics: Elevation of blood levels’
of haloperidol and clozapine has been‘observé'dgin '}patierit,'s.re’cei&ling concomitang fluo; ine. A single case
report has suggested. possible additive effects. of - pimozide and fluoxetine feading. t0 bradycardia. For
thioridazing, see CONT-BAINDICATIONS aﬂd.WARNINGS. T S .
Benzodiazegines—The half-life of concutrently: administered diazepam may be prolonged in some patients
{see Accumutation and Slow Eliminétifn'Undei"GLlNlCAL ‘PHARMACOLOGY). Co-administration of .
alprazolam and fluoxefine: has _ resulted in_ i alprazolam. plasma congenteations and. in further
psychomotor. perdgrmance ‘decrement due 10, az0lam fevels. o R .. -
Lithium—There have been réports of both i ecreased lithium leyels vihen lithium

. concomitantly w fiuoxetine. ases of it reased se ‘stoner i

f A ¢ effects have.been téported. -

“Lithium levels shodid be monitored when he rugs ar drministered concorti ntly.

Tryptophan—Five patients receiving fluoxeti ‘combination with tryptophan experienced adverse reactions,

including agitation, restiessness, and ggsnointeslinal distress. ' . . ’

- Mot i See AINDICATIONS. . .
ave

" sidble plasma levels . of iipramine ‘and desipraming h

- - Menoamine Oxidasé Inhibito
o 'I-\'mid’epressantsi—'ln “twd " studies, :
increased greater than 2- to 10-fold when fudxétine fias ‘been-administered in combination. This influence may
persist for 3 weeks or longer after fluoxetine is'discqntinued. Thus, the dose of TCA may need to be reduced
arid plasma T neet sed 10 i en fluaxetine is co-ad ‘nis[,_tl?q[eg.or

i ANICAL

sfions may-need to be rmotittored temporafily wh C > !
Slow --Elimination under

has ' been - (ece fly: * distonitinued (See * Accumulation. 1 Sl
PHARNMAG GY; ahd Drugs Metabolized By | £enD6 under Drug frteractions). )
e’ 1 fnarke describing patients w fwgakness, hyperr xi'ai-,
: £

Sumatriptan—There have peenrarg 1Epo ‘patie! hiyjpe
and=-inc_i)dra'|natl‘on' Tollowing: thier use: of 4 58 tive: serotonin réup Zke: inhibitor (SSRY) -and: sunatri
concomitant treatment with sumatriptan and.an SSRL (e-9- flioxetine, fluvoxamineg, paroxetine, sertraling, or
- citalopram) is clinically warranted, appropriate observation of the-patient is advised. . C
Potential Effects of Co- dministration © Tightly.Bound ta Plasma Proteins—Because fluoxetine is tightly
pound to plasma protein, the administrati ] king another drug that is tightly bound to
centr s potentially resulting in an adverse
eif-bound fluoxetine by other tightly-bound

protein {€.0., wartarin, digitoxin) may caus
MACOLOGY)- o :
ng-have been-rep whien fluoxetine is

effect.Conversely, adverse effects may resul :
drugs (see Accurtgq!alﬁgn,ansi'slqw’ limination under.(},l__!NchL PH,
Warfarin—Altered pti-co: tfects; including. increased bleg >
’ in therapy should receive careful coagutation roenitoring

co-administered with warfarin. Patients receiving warfar
. when fluoxefine is initiated or stopped- ’ S o
f | blishing the benefit of the combined use of ECT

izures in patients on fiuoxetine receiving ECT

. Electroconvulsive Thera —There are no clinical»studies'esta
and fluoxetine. There have been. rare reports of prolonged se!
treatment.” . C ) . v
Carcinogenesis, Mutag'enesis,-lmpaiiment of Fertilily—There is
‘impairment of fertility with fluoxetine. .
Garcinogenicity—The. dietary administration of fiuoxetine to rats and m

12 mg/kg/day, respectively (approi_(imately 1.2 and-0.7 times, respectively, the maxi

no evidence of carcinogenicity, mu(ag_e,ni;:ity, or

mum recommended human

- dose{MRHD] of 80 mg on a mg/m?2-basis), produced 0o evidence of carcinogenicity. co
enotoxie eﬁects_baéed on .the

. Mm'agenicig——Fluoxeﬂne and nosfluoxetine have ‘Geen shown.lo have no g
follpwing:assayss erial mutation assay, DNA repair gssay.in.cultured rat hepatocytes, mou
- in;vivo sist oraatid:exéhange assay: hinese h‘:xihéler-bone»marroy\ifbeﬂs,_ o
ility —Two: feeti e i ratsiat doses ofsup- 3
A that:fiuoxetine- had

fympho 2 assay,

ice for 2 years at dose$ of upte 10:and -




Img’aimvre'nt' ot ?E'[vtilitxm—?]’:?; r;;'r‘tﬁﬁyassfaécéﬂs .‘Z:onduéte"d_‘ in. rai;-c';to doses of '.pv to. 7.5~and-.12.5° mg/kg/day
(approximately 0:9' and 23 times the MRHD on'a mg/m? basis) indicated that fludxetine ‘had no adverse effécts
on fertility. . . . .
Pregnancy—-Pregnancy Category C: in embryo-fetal development: studies in rats and rabbits, there was no .
evidence of teratogenicity following administration of up to 12.5 and 15 mg/kg/day, respeclively (1.5 and 3.6 times,
respectively, the. MRHD of 80 mg on a mg/m2 basis), throughout organogenesis. However, in rat reproduction
studies, an increase in stillborn pups, a decrease in pup weight, and an increase in pup deaths during the first
7 days postpartum occurred foflowing maternal exposure to 12 mg/kg/day (1.5 times the MRHD on'a mg/m2
basis) during gestation or 7.5 mg/kg/day (0.9 times the MRHD on a mg/m2 basis) during gestation and factation.
There was no eviderice of devélopmental neurotoxicity in the surviving offspring of rats treated with 12 mg/kg/day.
during gestation. The no-effect dese for rat pup mortality was 5 mg/kg/day (0.6 times theMRHD on a mg/m2
basis). Fluoxetine should be used during pregnancy only if the potential benefit justifies the potential risk to the
fetus.. - - : i R KRR B
Labor and Delivery—The effect of fluoxetine on labor and delivery in humans is unknown. However, because.
fluoxetine crosses. the placenta and because of the possibility that fluoxetine may have adverse effects on the
newborn, fluoxetine should be-used during:labor: and défivery only if the potential benefit justifies the potential risk.
to the fetus. . . .
_“Nursing. :Mothers—Bécause _fluoxetine is excreted in human milk, nursing while on fluoxetine s not
recommended. In.one breast milk sample; the concénttation of fluoxetine plus-norfluoxetine was-70:4 ng/mL. The
concentration in-the mother's plasma was 295.0 ng/mL. No adverse effects on the infant were reporied. In another
case, aninfant nursed by a:mother on fluoxetine developed crying, sleep disturbance, vomiting, and watery stools.
The infant’s plasma drug levels were 340 ng/mL of fluexeting and 208 ng/mL of norfiyoxetine on the second day
of feeding. e T B e .
Pediatric Use—S8alely and effectiveness in pedialtric patiénts have not been established.
Geriatrié¢ Use—The-diagnosis of PMDD is not applicable. to postmenopa sal women, ¢ S
.. Hyponatreimia—Several cases of hyponatremia (some 'with seriim’sodid - fower than 110 mmoV/L) tiave been
reported. The hyponatremi: fiuoxeting was discontinued. Ajthough these cases
were .complex. with™v . i, of . inapprof
aritidiufetic; Hormone sécretion: (SIADE )
patients taking diurétics G wiio were O iS58, > depléted!
313 fluoxetiné patients and 6 of 320" placebo recipients had'a lowering
range; this difference was. not statistically significant. The lowest observi
observed. decreases were not clinically significant.’ - ;
. Plal Function—There have, been.rare-repo
laporatory: { _patients taking flisoxetirie.
patierits. taking. fluoxetine, it is.unclear whettier flu
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: ADVERSE EVENTS: INCIDENCE . IN

Body Syste/
Adverse Event”
- Body as a Whole
. -Headache
__Asthenia
Pain .
Accidental injury
Tnfection . v o
Digestive System .
- Nausea
Nervous System
" Insomnia
Dizziness
Nervousness
| Thinking abnormal !’
Respiratory System
" Rhintis _
Pharyngitis .
'lnclud'éd.are evénts répo}led by at
placebo.> SARAF )
t Thinking abnormal is the CQOSTART
—lncidence less than 0.5%.

_ Ineidence. in US. Degpression,

SARAFEM™ (Fluoxetin

o Hydrochioride)
1

o TABLE .
MOST COMMON TREATMEN‘T‘—EMERGENT

igast 5%

OCD,. and Bulimia

of patients taking SARAFEM 20 mg
EM 20 mg: diarhea and flu’ syndrome.
term that captures concentration difficulties.

A PMDD PLAGEBO-CONTROLLED C-LlNiCAL TRIAL

“Percentage of patients reporting event
'SARAFEM 20 mg " Piacebo |
(N=104) - . : (N=108) -
B ___
7 S S R
9 #
8 _‘
. v
& ,
9 ﬂ
7 __
7 __ :
° —
T % — %}

. except the following.events, which had an incidence of

Placebo-Controlled. Clinical Trials (exgluding data- from.

- extensions.of- tri_als)—TabIe 2 enumerates the most common treatment-emergent adverse events associated with
mg(incidence of at least 2% for fluoxetine and greater than placebo) in female
om US placebo-controlied clinical trials in the treatment of depression, OC_D,‘ and

the use of fluoxetine up-to 80
patients ages 18 to 45 years fr
bulimia. - .

-t Body System/
Adverse' Event:
Body.as a Whole

Urinary frequency -

“Included are events
fiuoxetine - ssion, OC]
{iatutence, in fection, myalgia, pain

teportéd by

- ~Incidencé ess than 0.5%..-°. =

Y

at least 2% of patients taking
OCD; and bulimia combined): back pain, cough

, pruritus, thu
TThinking abnorwmal is the COSTART term that

TABI

. . BLE2 . . T .
TREATMENT-EMERGENT ADVERSE: EVENT§'-

INCIDENCE 1N FEMALE PATIENTS AGES 1810 §
yoow Lo BULIMIA PLACEBO-CONT-ROLLED p!;_lNlQAL -T_RIALS».

i —Percentage of patients tfeporting event
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T Fluoxefi
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Associated with Discontinuation in_ta. PIébe‘Eb~Controlled_PMDD Clinical Trial—The raost common aldvérse event

(incidence at least 2% for SARAFEN 20 mg and greater than placebo) associated with discontinuation in a PMDD
placebo-controlied trial was riauséa (3% for SARAFEM 20 mg; N=104 and: 1% for placebo, N=108). in this clinical
trial; more than one event may havé been recorded as the cause of discontinuation. o -

' Assdciated ‘with Discontinuation: in: US Depression, OCD; and- Bulimia Placebo-Controlled Clinical -Trials
(excliiding data from extensions of trials)—In. female patients. age 18 to 45 years in' US depression, OCD, and .
bulimia -placebo-controlied clinical frials: combined, -which collected’ a single primary event: associated with
discontinuation (incidence: at-least 1% for fluoxetine and at least twice that for placebo), insomnia (1%, N=561)
‘was the only eventiteported. - - : ’ T o

- Female Sexual Dysfunction with SSRis~-Although changés in sexual desire, sexual performance, and sexual
satisfaction often-gccur as ‘manifestations” of ‘a -mood-related. disorder, they may ‘dlso. bed ‘eonsequerice of
pharmacolegic treatment. In* articular, Some evidence suggests that SSRIS can - causé such untowaid..sexual

es. Reliable estimates-ef the incidence and severity of untoward experiences involving sexual desire,

.-and. satisfaction-are difficult to obtain, howéver, i part becauge’ patients: and physicians® may be

reluctant fo diséuss them. Accordingly, estimates of the inciderice of untoward -sexual experierice and

perfortnance, cited in product labeling, aré likely to underestimate their actual incidence. For example, in women

{age 18 to 45) receiving fluoxetine for indications.other than PMDD, decreased libido was seen at an incidence of

4% for: fiuoxetine compared to 1% for placebo. There have been spontaneous reports in‘wortien (age 18-t 45)
takirig-fluoxetine for indications cther than PMDB of-érgasmie dysfunction, including: anorgasiia. o

There are no adequate and well-controlled studies examining: sexual dysfunction with fluoxetine tredtment.

While it is-difficult to know the precise.risk of sexual dysfuriction associated with thé*usg of SSRIs, physicidns
should routinely inquire about such possible side effects. : o T

Other Events -Observed In US Clinical Trials—Foliowing is a list of ali treatment-emergent adverse évents
reported at anytime by females and males taking fluoxetine.in all US clinical trials for conditions-other than PMBD
as of May 8, 1995 (10,782 patients) except (1) those listed in the body-or foothotes of Tables 1 or 2° abeve or
elsewhere in labeling; {2) these for which the COSTART terms were uninformative or misleading; (3) those'events
for which a causal relationship to-flioxetine use was considered remote; (4) events occurring in only one patient
treated with fitioxetine and which did not have. a substantial probability of being acutely life-threatening; and (5)
events that could only -occur in-males. e - - ” e

Events are classified within body system categories-using thé following definitions: frequent advefse evernits are
defined as those occurring on-orie or:more: accasions in at feast 1/100 patients; infrequent adverse events are
these. eccurring-in 1/100°t0 1/1,000 patients;-rafe events are those occurring in less than 1/1,000 patients:  ~
. Bedy as' a Whole—Frequent: chest pain and chills; Infrequent: chills and fever, tace edema, inténtional
overdose, malaise; pelvic pain; suicide attempt; Rare: abdominal sSyndrome acute, ‘hypothermia; intentionat injury;

neuroleptic malignant syridrome, photosénsitivity'reaction. - . ol .

Cardiovascutar System—Frequent: hemorrhage, hypertension; " Infrequent: angina pectoris, arthythmia,
congestive heart failure, hypotension, rigraine, myocardial infarct, péstural hypotension, syricope, tachycardid,
vascular hieadache; Hare::atrial fibrillation, bradycardia, cerebral embolism, ‘cerébral.ischemia, cerebrova
accident, extrasystoles, heart” drrest, heart ‘block, pallor, péfipheral vascutar disorder;” phlebitis, : shdck, .
~ tfirombosis, vasospasm, Ventricular arthyttimia; ventricular extrasysteles, ventricular fibriltation.
em—Frequent; incréased appetite, ‘nausea ‘and ‘vomiting;’ Infrequent. aphthous * stomatitis,
;, dysphagia, eructation; esophagitis, gastiitis, gastroenteritis, -glossitis, gétretriitiage,
increased - salivatien, ' liver firction  tests . abnefmal,"- melena, mouth .+ ulcération;
) mach; ulcer, stomatitis, thirst;’ Rare: biliary pain; bloody ‘diairtiea; chélécystitis;
duodenal- dlcer, - énteritis; ‘esophageal ulcer, fecal’ £ intestinal fiemorrhage,: hemafemesis,
hemorrhage ‘of: colod, --hepatitis, -intestinal: obstructio ; eatitis, peptic uleer, rectal

smorrhage iry- gland enlargs ! e A

anéimia; l8ukoperiia, lyi
- Metabolic "atd -Nutritiotial =
hypercholestéreria, * hyperlipemia, i

iorial 13 pargsttiesia, and. sleep disorder;
‘apathy, - dtaxid; -buccoglossal syndromie, - CNS
ucinations, hostility, hyperkinesia,, hypertonia,

_ei'rtt;'lgo; Rare: abnormal lectroencephalogram, antisecial reaction, cifeumorat

daf: syndromé, foot drop, hyperésthiesia, fearis;

€] i§, hiccup, Ryperventilation;” Rarer apnes; atelectasis, cough
ntilation, hypoxia; [aryax edeima; liing'edema, prieumottioray, stridor:
lopecia, contdct -dermatitis; -eczérma; maculopapulés rash, skin -
Rare: furunculosis, herpes Zoster, hirsutism, petechial rash,

Appeiidage

Kif ulcer; -ve

ves, mydriasis,
pe'racg‘sis; iritis,

norrhed*, anorgasmia;
iematuria, leukorhea®, ménontiagia®, metrorhagia®,
jonii.urinary -urgency; vaginal hememhage®; Rare: breast
- Bliguiria, uterine hiemohage®, wterine fibroids entarged*.

ble behavio

tis, dy G
yolyuria, 'urifiacy, inconting

ey inco ifiary: fe
ermeént, glycostiria, hypomenoritiea® Kidney pai
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 SARAFEM™ (Fluoxetine Hydrochloride)

In a.separate single-dose study, the ECG of dogs given high doses did not reveal prolongation of the PR, QRS,
or QT intervals. Tachycaidia apd an increase in blood pressure were observed. ‘Conseguently, the value of the
ECG i predictingvcardias': toxicity is unknown. Nonétheless, the ECG should ordinarily. be monitored in cases, of
human overdose (see Management of Overdose); . - . ’ T o L
Management of O{er_dbs_e—Trealmem should consist of those general measures employed in the management
of overdosage with any S$REL. . - o . ; ) o Lo
Ensure .an adequate’ ainway, axygenation, and ventjlation. Monitor cardiac chythmi ‘and vital signs. General

supportive and symptoriatic r'rieasurés,"are also recommended: Induction of emesis is’not recdmmended. Gastric

lavage with a large-bore orogastric 4ube . with. appropriate airway praection, it needed, may be indicated it
performed soon after ingestion of in symptomatic patients. - B Kl o
Activated chiarcoal should-be administered. Due 1o the large volurrie of distribution of this drug, forced diuresis,
dialysis, nemoperfusion, and exchange transtuysion are uniikely to be of benefit. No specific antidotes fot’ fluoketine
are known. - : . .

A specific caution invelves palients who are taking or have recently taken fiuoxeting and might ingest excessive
quantities of a TCA.In such a case, accumulation of the parent tricyclic andfor an active metabolite may increase.
the possibility of clinically significant sequelaé and extend the time needed for close ‘medical observation (see
PRECAUTIONS). o . : ' )

Based on ekperience in animals, which may not be relevant to humans, fluoxetine-induced seizures that fail to
remit spontangously may respond to diazepam: o R .

In managing overdosage, consider the possibility of multiple.drug involvement. The physician should consider
contacting a.poison control center for additional information o the treatment of any overdose. Telephoge numbers
for certified poison contrdl centers are listed in.the' Physicians’ Desk Reference (PDR). R

DOSAGE. AND ADMINISTRATION

Premensrr_uaI.Dysphqric Disorder— Lo - L . -
jhitial Treatment—The recommended dose. of SARAFEM for. the treatmérit of PMDD is. 20 mg/day: In & study.
comparing fluoxetine 20 and 60 mg/day to placebo, both doses werg proven to be effective but there was no
statistically significant added benefit for the 60 mglday.compare'd 10 thé 20 mg/day dose. Fluoxeting doses above
60 mg/day have not been systematically studiéd in patients with PMDD. The maximum. fiuoxetine.dose should not
exceed, 80 mg/day. ’ : ' . o .

. As wilth ‘manyvolh_er'medica(ions. a lower or less frequent dosage should be © d'in. patieftsy

impairment. A {Gwer orless frequent dosage should also be considered for patie with concurrént dise r
multiple concomitant medi tions. Dosage adjustments for (6nal impairment are not, routinely necessary. (see
Liver Disease and Renat Disease under CLINICA HARMACQLOGY $&.in Patients with Concent At

Illrﬁss___unc!ér'PREC'AUTIONS). L
Maintenanice/Contin tioii’ Treatment—Systematic.
PMDD.is maintained

',shéWn st s efficacy in

eriods of up-to 6 moniths at a dosé of.20 ‘mg/day {see Cli cal Trials under CLINICAL

aluaticri of SARAFEM:

R T ... HOW SUPPLIED; - - .- : N
SAR-AFEMTM (fluoxetine h drochtoride) _Eulvulé_s@_,are available:in 10-mg* and.20 mg" ‘capsulé strengths.” -

PHARM/__\COLOGY').‘Patie’nts ‘should be periodically teassessed to determiine-ttié neeéd for contikued treatmnent.

The: 10.mg-Pulvale has-an-opaque \avender body and cap, ‘and-is imprinted. with +ont theBody and”
“LiLLY: 32107 onithe capz. - - T [ Ly T

- NOE 0002-3210-07 {PY3210) - Boltles of 20007 -
. NDG.0002-3210-45-(P 3210} - Blisters of 28:

0 mg Pulvule has an (uvpaqué pink body ‘with opaque tavender cap, and-ié'imprinfed with “20.mg” on'the body
“Ig_ILEYGZZOT'onthg.qap:,:v.' DR AR AR N

NG 0b02:3220-45 (PU3220) - Blisters of 28

re at_"oqﬁtrb“ékj roor temperatare, i5° 10°30°C 3(59“ ‘jo 86°F), |
rolect from light = : L o ’

ANIMAL TOXICOLOGY
e 0és of mite; rats -an :dog

€ sation-oL it
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INFORMATION FOR THE. PATIENT

fluoxetine fydrochloride.

READ THIS. INFORMATION COMPLETELY BEFORE USING SARAFEM (SAIR:a-fem). This caflef pravides
. a summary about SARAFEM and does not, contain compiete information about your medicine. This-informationis
not meant to fake the place of discussioris between-you and-your dogfor. Talk with your doctor, pharmacist of other

healthcare professional if there is something-you do not understand of if you want to learrfmore about SARAFEM.

Always follow your.doctor's instruefions on fiow to take SARAFEM:

. o  Whatis SARAFEM? )
SARAFEM'is & prescription medlicine used by women-who have menstrual periods of cycles to treat the symptoms
of p(emenstrual dysphoric disorder (PMDO). .
: h . Whatis PMDD?  ° ‘
PMDOD is a medicat condition that affects only wemén who have menstrual ‘periods or cycles. Symptoms of PMDB
are limited 16 the week or two before, a woman's menstrual period and cominanty include mood. syrmptomé such
as irritabifity, mood. sWings; and tension as well as. physical sympto ms of bloating and breast tenderness. When
the symptoms of PMDD. appear they causé interference in day to day. activities. and re|a_§iop_s,hips. . A
ST ... What is the active ingredient in.SARAFEMZ . e
SARAFEM contains f_luo,xe(iqe.ﬁydrochlofide,. the same-active ingrediént found in Prozac®.

How does. SARAFEM:work?

While it is unknown what causes PMDD, many doctors believe it may be refated-to"an imbatance.in anatural- .

chemical'ii the: body called serotonin. The actions of SARAFEMon serotoninmay explain-its effects in improving
. the symptoms of this condition. . ' - .
Y - . ‘Who'should not:take SARAFEM? -
You sHuid not take SARAFEM if you: S T
. are'al_lergfc_-to‘ﬂuc»geﬁne- hydiochloride, the. gcﬁvé»ingrédiént in SARAFEM: ;
« are taking a typof antidepressant medicine, kriowri'as-a mondamine oxidase intibitor’ (MA!

_{phenelzine) 'pfParnate‘(tr‘anylb"ypromine). Dsing an MAOI togettier with mahy-prescriptign medicines

" SARAFEM can cause seriqus of even ‘!i_fe-thre_atening reactions. You must wait at teast 14 days’ after-you have

- stopped tz {0t bictore:you-can tak SARAFEM. Also; you need o wait at fezist 5 weeks,
taking SARAFEM r . P - S

-e are.taking &

 after you sto|

as Mellaiil
Harl. . -

» SARAFEM comes;as a 10 m’g»;.-l-ai'l;t;_hdef capsule.afid D
.20 mg a day, but . doctor wil, res the dosé th tight for ¥
o if youwmiss'a dose; take it@as seon‘as: sou remembey. However; if it 15
dose and take:only your tegularly scheduled dose. Do'not take more than' the dai
ibeen prescribed fof you. Lo RSN
FEN can be taken. witf i
ember to take: SAR

" serious fedical-condition:

tell _'you“ll'l ‘dotctor-if: yO
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. Telt your doctor L] you have dlabetEs The dose of drabetes medlctne you need may change Whein you start or
" stop, taking SARAFEM

* Telt ysur doctor abeut any other medrcat condrtrons you may. have especratly tiver drsease or a htStOt'y of.
serzures or mania. .

What are po .srb 5|de effects of SARAFEM"

Al prescription. medicines may cause srde effects in somé patients. '
® In medical studies of women taking SARAFEM for PMDD, the most comman side etfects hkely caused by
SARAFEM were tiredness, upset stomach, nervousness, drzzrness and difficuity concentrating. Other side
effects were reported less frequently in those same studies. Side effects were generally mrld often disappeared

- . -~

after a few weeks, and most did not cause woemen to stop: takmg SARAFEM
* SARAFEM can cause changes in-sexual desire or satrstactron
s Do not drive a car of operate dangerous machinery until-you know what ettect SARAFEM may. have on yau.

* Contact your doctor or healthcare professronat if you get a rash or hIVeS or if you get other side etfects that
concern you whrle faking' SARAFEM

What.else can'l do?

In addition to taking SARAFEM
« eat a well-balanced diet (including frurts, vegetab[es and i ber) and get regular exercise.

«drink.plenty of’ waterdarly and Tower the amount of caffeme and salt rn your diet, especrally before your menstruat
perlod

Tal_k to your doctor oefore you begin ,any dlet or exércise program

“How do I store SARAFEM?
. Store SARAFEM at room’ temperature .

b Keep alt medlcmes mcludlng SAFtAFEM -out'of the reach of chrldren,.

_es-prescnbe rpurpose other th_an
ibed for.your Use: only Do no! 'fet anyone

It you have any’ questtons of eoncerns,’ want to report any problem with USe ot SARAFEM or wa
|nformatron about SARAFEM contact you doctor pharmacust ar othier heaithc e 'ofessronal

www sarafem com
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