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DESCRIPTION
WMWhﬁdebmmﬁdegmﬁbrma&nmmmnmbmmmmmmmm
of premenstrual dysphgﬂﬂ.::e disorder (: afem™, fluoxetine hyd'{@loﬁdg). tis (d;e&nml unrelated ;t;?
tricyclic, tetracyclic, or r available antidepressant . It is designated (+)- -3-phenyk:
[(ovon0:-trifiuoro-p-tolyl)oxy] ine hydrochloride m molecular formula of Cy;H,5 F,NO * HCI,
Its molecular weight is 345.79, The structural formula is:

FgC—@O—CHCHzCHgNHCHa « HCI

Fluaxetine hydrochioride is a white to off-white crystaliine solid with a solubility of 14 mg/mL. in water.
Each capsule contains fluoxetine hydrochioride equivalent to 40 (129.3 pmoi) of fluoxetine and the
following inactive ingrediems: pregelatinized corn starch. The shells and imprinting ink contain
D&C Ye No. 10, D&CBIueNtM.FD&CBlueNQZ,FD&CRedNo.m,gelaﬁn,prmnnaeeuﬁcalglaze,
silicon dioxide, sodium lauryt sulfate, synthetic black iron oxide, and titanium dioxide.
CLINICAL PHARMACOLOGY
Phay

ics:
The antidep it and antiob i Compulsive actions of fluoxetine are presumed to be linked to its
inhibition ?;d CNS neuronal uptake of serotonin. Studies at clinically reievant doses in man have

associated with various s , and lar effects of classical ic
an (TCA) drugs. Fluoxetine binds to these and other membrane receptors from brain tissue
much potemymmmandometricyclicdmgs.

i ilability—n man, followi a singie oral 40 mg dose, peak plasma concentrations of
fluaxatine from 15 to 55 ng/mL are observzg after 6 to 8 hours.

?ﬂga the sy ammmyoml somogf oot omuox?:ﬁne ar;al;ly vtslabsorinon nconsequenm tially
o systemic bi ilabiti ine, it may i ion i ntially.
Thus,ﬂuoatalinemaybeadrnin‘vlscerod\M'lhc':rwitho?ntmggg.rI

i the concentration from 200 to 1,000 ng/mL, approximately 94.5% of
fluoxetine is bound in vitro to hyman serum proteins, including albumin and a, rotein. The interaction
between i andoﬂwerhighlypmtein—bounddmgshasnotbeen evaluated, but may be
i (see PRECAUTIONS).

uoxetine is a racemic mixture (50/50) of A-fluoxetine and S-fluoxstine enantiomers. In
mimdmodeh.bdhemnﬁonnmamspwﬁcammmsemmninumkeinﬁbhmwmessemw
equivalent pharmacologic activity. Thes-ﬂuoxeﬁneenanﬁomeriseliminatedmoresbwlyandisme
pfsdominamenarmomrpreseminplasmaa!steady state.

Metabolism—Fluoxetine is extensively metabolized in the liver to norfiuoxstine and a number of other
uan\etgbolﬂes. The only identified active metabolite, norfiuoxetine, is formed by demethylation of

. in 3

%nanﬁomers administered as a raoemgftes_t't'\ese individuals metabolized S-ﬁmx:i?ne ;1 ; slower m‘t;e ar:}
us achieved higher concentrations uoxetine. Consaquently, concentrations norfiuoxetine
steadys'abwergmrer.me metaboﬁsmofﬁ-mmxeﬁneinmesepoormetaboﬁzevsappea:snonnal. When
wmmmdwhhmmmnmbdim,ﬂwmwmashadysmedmgammmnmmmeﬂ
acﬁvesnanﬂomefswasnotsigniﬁeanﬁygreateramongpoormeubdizers. us, the net pharmacodynarnic
activities were essentially the same. Altemative, nonsaturable pathways (non-lD6) also contribute to the
metabolism of fluoxetine. This explains how flucxstine achieves a steady-state concentration rather than

increasing without limit.

Becesge fluoxetine’s metabolism, like that of a number of other compounds including tricyclic and other
selective serotonin antidepressants, involves the P4501ID6 system, concomitant t'herapy‘wm drugs aiso
me'aboﬁzedbymisenzymeomssn)sm(suchasmeTCAs)maeradIodmgmteracﬂons(seeDmg

interactions under PRECAUT]

; i The relatively slow efimination of fiuoxetine (elimination haif-life of 1
tosdaysaﬂeraemaadministmﬁonandAwedaysaﬂeranicamninistraﬁon)anditsaeﬁvsmetapome,
norfluoxetine (elimination half-ife of 4 to 16 days after acute and chronic administration), leads to significant
accumulaﬁonoimeseacﬁvespecieshd\mnicuseanddelayedamhmmofstsadysfate, even when a
fixed dose is used. After 30 days of dosing at 40 mg/day, piasma concentrations of fluoxetine in the rance
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o1 Y1 10 JUZ Ng/ML and nomuoxetine in the range of 72 to 258 ng/mL have been observed, Plasma
concentrations of fluoxetine were higher than those predicted by single-dose studies, because fluoxetine's
metabolism is not proportional to dose. Norfluoxetine, however, appears to have linear pharmacokinetics,
its mean terminal half-iife after a single dose was 8.6 days and after multiple dosing was 9.3 days. Steady-
state levels after prolonged dosing are similar 1o levels seen at 4 to 5 weeks.

The long elimination half-ives of fluoxetine and norfiucxetine assure that, even when dosing is stopped,
active drug substance will persist in the body for weeks (primarity depending on individual patient
characteristics, previous dosng regimen, and length of previous therapy at discontinuation). This is of
potential consequence when drnug ion is required or when drugs are prescribed that might
interact with fluoxetine and norfiuoxetine following the discontinuation of fluoxetine.

Liver Disease—As might be predicted from its primary site of metabolism, liver impairment can affect the
elimination of fiuoxetine. The elimination half-life of flucxetine was prolonged in a study of cirrhotic patients,
withamean017.6dayswrm9dbﬂwmxgem2m3daysseenmswjecswmomlherdkease;
norfluoxetine elimination was delayed, with a mean duration of 12 days for cihotic patients o&nngared
1o the range of 7 to 9 days in normal subjects. This suggests that the use of fucxetine in patients with liver
disease must be approached with caution. If fluoxetine is administered to patients with liver disease, a
lower or less frequent dose should be used (see PRECAUTIONS and DOSAGE AND ADMINISTRATION).

R : n depressed patients on dialysis (N=12), fluoxetine administered as 20 mg once daily

mletz-)bolitesI of ﬂf&:oxen‘ne may accumuiate to higher levels in paﬁe;ls with severe renal dysfunction, use of
a lower or less equemdoseisnotrmmwg‘ necessary in renally impaired patients (see Use in Patients
With Concomitant lliness under PRECAUTIONS and DOSAGE AND ADMINISTRATION).

Age~The dlmosiﬁon of single doses of fluaxetine in healthy elderly subjects (greater than 65 years of
age) did not differ signi from that in younger normal subjects. However, given the long half-fife and
noniinear di ition of the drug, a si study is not adequate to rule out the possibility of aftered
pharmacokinetics in the eiderty, particul if they have systemic iliness or are receiving mum;%
concomitant diseasaes. The of age upon the metabolism of fiucxetine have been investigated in 260
eiderly but otherwise healthy depressed patients (2 60 years of age) who received 20 mg fluoxetine for 6
weeks. Combined fluoxetine plus norfluoxetine plasma concentrations were 209.3  85.7 ng/mL at the end
of g IweekST._ 21[: unusual age-associated pattern of adverse events was observed in those elderty patients.

linical Trials:

Depression-The of fluoxetine for the treatment of Fﬁ:anems with depression (2 18 years of age)
has been studied in 5- 6-week placebo-controlled trials. Fiuoxatine was shown to be significantly more
effective than placebo as measured by the Hamitton Depression Rating Scale (MAM-D). Fluoxetine was
also significantty more effective than placebo on the HAM-D subscores for depressed mood, sleep
disturbance, and the anxiety subfactor.

Two 6-week controlled studies (N=671, randomized) comparing fluoxetine 20 mg, and placebo have
shown fluoxetine 20 mg daily, 10 be effective in the treatment of el rly patients (> 60 years of age) with
depression. In these studies, fluoxetine produced a si ificantly higher rate of response and remission as
defined f by a 50% decrease in the HAM- score and a total endpoint HAM-D score of < 8.
Fluoxetine was well tolerated and the rate of treatment discontinuations due to adverse events did not differ
be}\ween ﬂwxeﬁnﬁém%) and placeg.? (9%). who ( " .

study was conducted involving depressed outpatients had responded (modified HAMD-17 score
of < 7 during each of the last 3 weeks of Habel treatment and absence of major depression by DSM-
1II-R criteria) by the end of an initial 12- open treatment on fluoxetine 20 mg/day. These patients
}N=298) were randomized to continuation on double-blind fluoxetine 20 mg/day or placebo. At 38 weeks
50 weeks total), a statistically significantly lower relapse rate (defined as symptoms sufficient to meet a
%iagnosis of'ammajo' rﬂdeprsssnon' for2weekstc:‘r°asemod|ﬁ'p?:mHAMD-17 score of 2 14 for 3 weeks) was observed

r patients taking fluoxstine compared to on . -

gbsessivs e Disorder~The effectiveness of fluoxetine for the treatment for obs@sive
compuisive disorder (OCD) was demonstrated in two 13-week, multicenter, parallel group studies (Stidies
1 and 2} of adutt outpatients who recsived fixed fluoxetine doses of 20, 40, or 60 mg/day (on a oncesa day
schedule, in the morning) or placebo. Patients in both studies had moderate to severe OCD (DSMJII-R);
with mean baseline ratings on the Yale-Brown Obsessive Compuisive Scale (YBOCS, total scoe) ranging
from 22 fo 26. In Study 1, patients receiving fluoxetine experienced mean reductions of approximateby-4 1o
6 units on the YBOCS total score, compared 10 a 1-unit reduction for placebo patients. In 2, pajients
receiving fluoxstine experienced mean reductions of approximately 4 to 9 units on the YBOCS total 8core,
compared 1o a 1-unit reduction for ptacebo patients. While there was no indication of a dose response
relationship for effectiveness in Study 1, a dose response relationship was observed in Study 2, with
numerically better responses in the 2 higher dose groups. The following table provides the outcome
classification by treatment group on the Clinical Globai Impression (CGi) improvement scale for Studies 1

and 2 combined:
Outcome Classification (%) on CGI Improvement Scale for
Completers in Pool of Two OCD Studies
Fluoxetine
Qutcome Classification Placebo 20 mg 40 mg 60 mg
Worse 8% 0% 0% 0%
No Change 64% 41% 33% 29%
Minimally Improved 17% 23% 28% 24%
Much improved 8% 28% 27% 28%
Very Much Improved 3% 8% 12% 19%

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

INDICATIONS AND USAGE

Depression—Fluoxetine is indicated for the treatment of depression. The efficacy of fluoxetine was
established in 5- and 6-week trials with depmds :’?nn and geriatrict):somtpatiems (=18 Zfears of age) whose
diagnoses corresponded most closely to -l (curently -IV) category of major ressive
dgrder (see Clinical Trials under CLINICAL PHARMAéOLOGY).

A major depressive episode (DSM-1V) impiies a prominent and relatively persistent (nearty every day for
at least 2 weeks) depressed or dysphoric mood that usually interferes with daily functioning, and includes
at least 5 of the following 9 symptoms: depressed mood; loss of interest in usual activities: significant
change in weight and/or appetite; insomnia or hypersomnia; r agitation or retardation;
increased fatigue; feelings of guilt or worthlessness; slowed thinking or impaired concentration: a suicide
attempt or suicidal ideation.

The antk t action of fluoxetine in hospitalized: depressed patients has not been adequately
studied.

The efficacy of fluoxstine in maintaining an antidepressant response for up to 38 weeks following 12
weeks of operHabel acute treatment (50 weeks total) was demonstrated in a placebo-controlled trial. gl‘he
usefulness of the drug in patients receiving fluoxetine for extended periods should be reevaluated
periodically (see Clinical Trials under CLINICAL PHARMACOLOGY).

Obsessive-Compuisive Disorder—Fluoxetine is indicated for the treatment of obsessions and
compulsions in patients with i pulsive disorder (OCD), as defined in the DSM-II-R; i.e., the
obsessions or compulsions cause marked distress, are time-consuming, or significantly interfere with social
or occupational functioning.

The efficacy of fluoxetine was established m|2 E) &S‘ﬁeﬁr Ft?als with obsfessive—compulsive lgmﬁenrtg wt;ose
diagnoses cormesponded most ci to -lll-R category of obsessive-compuisive disorder (see
Clinical Trials under CLINICAL Pl-?:eRYAACOLOGY).

Obsessive-compulsive disorder is characterized by recurrent and persistent ideas, thoughts, impulses,
or images (obsessions) that are ego-dystonic andlor repetitive, purposeful, and intenticnal behaviors
(compulsions) that are recognized by the person as excessive or unreasonable. )

The effectiveness of fluoxetine in iong-term us, i.e., for more than 13 weeks, has not been systematically
evaluated in placebo-controlied trials. ~ Therefore, the physician who elects to use fluoxetine for extended
periods should periodically reevaluate the long-term usefuiness of the drug for the individual patient (see
DOSAGE AND ADMINISTRATION).

CONTRAINDICATIONS

Fluoxetine is contraindicated in patients known to be hypersensitive to it. _

Monoamine Oxidase Inhibitors-There have been reports of serious, some. mes 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 deiiium and coma) in
patients receiving fiuoxetine in combination with a monoamine oxidase inhibitor (MAOI), and in patients
who have recentfy discontinued fluoxetine and are then started on an MAQI. Some cases presented with
features resembiing neuroleptic malignant syndrome. Therefore, fluoxetine should not be used in
combination with an MAOI, or within a minimum of 14 days of discontinuing therapy with an MAOI. Since
fluoxetine and its major metabolite have very long elimination half-lives, at least 5 weeks (perhaps longer,
especially if fluoxetine has been prescribed chronically and/or at higher doses (see Accumulation and Slow
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Elimination under CLINICAL PHARMACOLOGY)
starting an

shoukd be allowed after stopping fluoxetine before

Thiondazine—Thioﬁdazine should not be administered with fiuoxetine or within a minimum of 5 weeks
after fluoxetine has been discontinued (see WARNINGS).
WARNINGS
Rash and Possibly Amc Events-in U.S. fluoxetine clinical trials, 7% of 10,782 patients developed

various types of rashes or i
dlinical trials, almost a third were withdrawn

Amongmecasesofrashandlofumcanareponedmpr
from because

mal
symptoms associated with the rash. Clinical findings reported in association with rash include fever,
Ieuko_cytOSi& arthraigias, edema, carpal wnnel syndrome, respiratory distress, lymphade

M . IV ’

patients improved promptly with discontinuation- o

elevation.
mmnmmmmmmormm,aMaupammoemmm

lnpremarkahngdinbalmals,z ﬁents'arekrmntohavedevebpedasemanar\emssm\ic
i i i 1 was considered to have a

was
jeukocytoclastic vasculiis, and the other, a severe

ting syndrome that was

tobeayaswlmsorerw\emanmmne. Otherpanennhavehadsystemncsyndromessuggemveof

serum

Since the introduction of fluoxetine, systemnic
like syndrome, have in pati with rash.
involving the lung, Kidney, or liver. Death has been
events.

events, bl related to vasculitis and includi lupus-
ioogh thoss Iy oo 301

events are rare, they may be serous,
reporladtooecminassociaﬁonmmmesesysemic

id events, i i bm\ctmpasm,angioedema.laryngospasm.andunmriaabmandin

combination, have been

Pulmonary events, including inflammatory proceseSOfvarying histopathology and/or fibrosis, have
been rare!y.TheseevenShaveowmedwnhdyspneaasmemtypmcedngsynwn.

Whe! rmesesystemlcevamsandmshhaveaoommonunde ‘ngcauseoraraduetodiihrem
eﬁobgissmpt;a;rsngentpmcessesisrmm. Furthermore, a ific undertyi immunologic basis for

s. The rate 0 debrisoquin hydroxylation is feft

roxylators to the rapid
onmelevelafwtochm\ePd,SOIIDs

to
activity, Thus, this study suggests that drugs which inhibit P450I1D6, such as egrtain SSRls,

will produce slevated plasma levels of thioridazine (see PRECAUTIONS).

Thioridazine administration roduces a dose-related pi of the QTc interval, which is

nskisa:pecledmincreasemmiiuoxema-inducedinh

death. This ri
CONTRAINDICATIONS).

asma?m%type arhythmias, and sudden
of thioridazine metabolism (see

PRECAUTIONS

General

ig—in U.S. p(acebo-controlled clinical trials for depression, 12% to 16% of patients
;reated'wimmmeﬁneandﬂoto?/oofpaﬁerﬁsuealedwiu\placebomportedanmty,mmjsneﬁ.or

.S.pmebo-comwllsd
ﬁuoxeﬁneandinZZ"/wfpaﬁentsnaatedmm
fluoxetine :r:inr/ooipawns‘

dinicaltrialsiprOCD, insomniawasreponedmza%dpaﬁemsmamdmm

.An)datywasreporledin14%ofpaﬁemsneatedwim

treated with placebo.
Amo nnstcanmonaavemewensassodatedmmdisommnuaﬁon(wmmbadmmz
for and_atbasﬂ%bﬂmeﬁmhdhbaluiabcdhcﬁngquprmawmaasodatedwih

d.soonmnon) inU.S.
hervousness o

ﬂuoxe1m9

led fluoxetine dlinical trials were anxiety (2% in OCD), insomnia, and

be reatment wi ine.
I(\U.S.pmebo-wvwoinicdmm@pmssim.11°/c,ofpaﬁemsveatedwilhﬂuoxelineand2°/eof

appetite). WeigrmosswasreportediMA%of

; reponet_iammm(decreased ;
patients treated with fluoxetine and in 0.5% of patients reated with placebo. However, only rarely have

discontinued fluoxstine
in U.S. placebo-controtied clinical trials for OCD,

pqﬁmmmmpmsbompqnedam(masad

of anorexia or weight loss.
17°/e01paﬁenisnaatedwimnumi\eand1o%of
appdﬁte).Onepaﬁem i i freatment

lled clinical tri depression, mania/

n placebo-control trials for
;rpomaniawasmpomdmm%dpmiemswatadvmhﬂmwwmm%ofpmemsmetedm
P at )

ive Disorder
In U.S.p(aoebo-mfdledcﬁf\icalwialsbeCD.
traatedw‘mﬂuomﬁneandnqpaﬁemstr_emdmm

clinical trials

ibly havi beensaizwes)wemreponedinOJ%dpaﬁemsusatedwm\nuoxammo.z%of

with

hasalsobeenreportedmasmalpfoporﬁondpmmswmmpr
idepressants.

manialwﬁomania was in 0.8% of patients
placebo. in all US. fiuoxstine clinical trials, 0.7% of
for depression, convulsions (of events as

inU.S.

patients No patients reported .
for OCD. In all U.S. fluoxatine clinical trials, 0.2% of 10,782 patients reported convuisions. The percentage

to be similar to that

inmmdwmmﬁﬁﬁmaﬁwydseﬂu

. Fluoxetine should be

izures.
Suicide-The dasuddeanemptisinhefermndeprssmarﬂmaypqrgigtunﬂsigniﬁwﬁ
mmissbnowum.Cbses\pavbbndh@lrbkpaﬁemewnpawmmddrwmm.

Prescripﬁor\smﬂuomﬁneshouldbewﬂnenfor

mesmallsdqtmﬂithonsisiemwmgoodpaﬁem

managememmotdertoradmemmkdovemm

Because

e etbidity between OCD and depression, ihe Sathe precautions«sbserved

of well-established p
when treat raﬁemswimaepmssionshouldbeobsewedmfmeﬂlgpanemstmOCD.
P irat

The Lona
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Iwasonheparemdrugandnsn\apracﬂvemetabome changaslndoavwlInotbeuryreﬂeaedmplasna
for sevel weeksaﬁacurgbom for titration to final dose and withdrawal from treatmem(see
CLINICAL PHARMACOL Yand E AND ADMINISTRATION).

X mnalexpenenoa%ﬂuoxeunempaﬂentswnﬁaconoomnam
systemmlinessuslwnned autio is advisable in using fluoxetine in patients with diseases or conditions
that could affect metabolism or

hemodynamic responses.

HmmmmwawmwwmmMMamhMM
myocardial infarction or unstable heart disease. Patients with these di
excluded from clinical studies during the product's premarket testing. However, the decuu:ardograms
312 patients who received fluoxetine in double-blind trials were refrospectivety evaluated:
abnorrnannesmtresultsdlnheanblod(wereobservedTheme-heanratewasreducedby
approximately 3 beats/min.

In subjects with cirthosis of the liver, the clearances of fluoxetine and its active metabolite, nofluoxetine,

were decreased, tmsmcrsasngtheehmlnanonhanhvesofmesewbm\cas A lower or less frequent
dose should be used in patients with cirthosis.

Studies in depressed patients on dialysis did not reveal excessive accumulation of fluoxetine or
norﬂuoxedne in plasma (see Renal Disease under CLINICAL PHARMACOLOGY) Use of a lower or iess

frequent dose for renally impaired patients is not routinely necessary (see DOSAGE AND
ADMINISTFIA‘I'ION&abe a Rer giycers has red

In patients with tes, fluoxetine may alter ic control. Hypoglycemia occul during
therapy with fluoxetine, and ;mrg'yee ia has developed following discontinuation of the drug. Asis true
with many other types of m nonwhentakenoonwrrenﬂybypauemswnhdﬁbetes insulin and/or oral
hypogycem ; gemayneedtobead)mdumenmempy fluoxstine is instituted or discontinued.

vith Performance judgment,
thmkIng ormomrslolls.andpauemsshoddbemunonedabmnoperam machinery, including
ammbs.umlﬂsyammasaﬂuycamnmmdmgmndoesnmdmmemmw

Information for Patients—Physicians are dvised to discuss the following issues with patients for whom
they prescribe fluoxetine:

Seceuseﬂuommaympalr)udgmem thinking, or motor skills, patients shouid be advised to avoid
dmawmmhm@usm@umwumlﬂwmmasonaHycaMnMMr
performance is not

Paﬂenrsshouldbeadvnsedtombrmtheurphysmandmeyaretakmgorplantotakeanyprescﬂpﬁon
or over-the-counter drugs or alcohol.

PabemsshouldbeadmsedtonoufythewpnysmanIIMeybecomapregnamwlntendtobeoome
pregnamdunngtherapy

shouIdbeadvnsedbnohfyﬂurphysmnﬁheyarebmastbednganlm.

Patlemsshouldbead\nsedtonotﬂyuurpfwmn they develop a rash or hives.

tests recommended.

Laboratory Tests-There are no speclﬁc laboratory
Interactions-As with aN potarmalbrlmeracumbyavanetyafmedlanlsms(eg,
pnarrnacodynam pharmacokinetic drug inhibition or enhancement, etc.) is a possibility (see
lation and SIow Elmnanon under INICAL PHARMACOLOGY).
Ieads roduced tevels of Ihecylooh "”"p‘?ls‘é‘m'"‘“' uoshass Mduals- w”h;“ﬁ
to rome isoenzyme P450
mmszs" as debrisoquin, ,andT

aremefabohzsdbyhnsnsoenzyme Ihus properties relative proportion
metabolnssareanemdlnpommetaboltzevs However, Iotﬂmxeﬁneandntsme'abohtehesumoﬁhe
plasma concentrations of the 4 active enantiomers is comparable between poor and extensive
metabolizers (see Variability in Metabolism under CLINICAL PHARMACOLOGY).

Fluoxetine, IIkeMeragenIsmatammeIabohzedbyPMIDs mhbnsmeacﬁvnyofm:s isoenzyme, and
thus may make nommal metabolizers le “poor metabolizers” Therapy with medications that are
pmdomlnanWmembouedwmmsouDssystanammmhawamhmwnamﬂwmpemcwmex
(see list below), shouIdbechatadatmebwendafmedoserangeﬁapanemsmcemngﬂuoxenne
wnwnenﬂyorhastal@nnmmeprevmsweels Thus, his/her dosing requirements resemble those of
“poor metabolizers.” If fiuoxetine is added to the treatment mgmenofapahemalmadyreeemngad':f
metabolized by P45011D6, meneedbrdecreasaddoseoﬂheongmmmmnon ld be conside!

Drugs with a namow th stic index rep 't the concem (e.g., flecainide, vinblastine, and
TCAs). Duetomenskofsenousvsmnwlaranhythmtasandwndendaa th potentially edwnh
elevated plasma levels of thioridazine, thioridazine should not be administered with fluoxetine o

minimum of 5 weeks after fluoxetine has been discontinued (see CONTRAINDICATIONS and

WARNINGS)
Metaboized by Cytochrome P4501lA4-In an in vivo inferaction study involving coadministration
of fluoxetine with single doses of terfenadine (a cytochrome P450IIlA4 substrate), no increase in plasma
terfenadine concentrations occurred with concomitant fiuoxetine. In addition, in vitro studies have shown
ketoconazole, a potent inhibitor of P45011A4 activity, IobeatlsasHOOhmesmorepotemthanﬂuoxehne
or norfluoxetine as an nnhlbtlof of the metabolism of several substrates for this enzyme, lnciudmg
astemizole, cisapride, and midazoiam. These data indicate that fluoxetine’s extent of inhibition of
cytochrome P450111A4 activity is not likely to be of clinical
-The risk of usmgﬂuoxsnnemcornbmnonwnhotherCNSamvedmgshasnoibeen
systematically uated. Nonetheless, caution is advised if the the concomitant administration of fluoxetine
and such drugs is required. In evaIuanng individual cases, consideration should be given to using lower
initial doses of the concomitantly admi istored _drugs, using conservative titration schedules, and
monitoring of clinical status (see Acoumulanon and Slow Elwmnanon undsrCLINICAL PHARMACOLOGY)
Anticonvulsanis—Pa

tients on stable doses of carbamazepmehavedeveloped elevated
plasma anticonvulsant concentrations cllmeal toxicity following initiation of
concomitant fluoxetine treatment.
Antipsychotice-Some clinical data a ic and/or pharmaeokmenc
interaction between serotonin specific reuptake inhibitors (SSRis) and amnpsydm Elevation of
blood IevaIs haloperidol and clozapine has in receiving concomitant
filuoxetine. A si case repon has possible additive effects of and fiuoxetine

ingle suggested
leading to bradycardla thioridazine, saeCONTRAINDICATIONS and Wi RNINGS
-The half-ife of concurrently administered may be prolonged in
patients (see Accumulation and Slow Elimination under CLINICAL PHARMACOLOGY)
Coadministration of alﬁ'razolam and fluoxetine has resulted in increased alprazolam plasma
concentrations and in further psychomotor performance decrement due to 1o increased alprazolam

I.mmm-‘rhere have been reports of both increased and decreased lithium levels when lithium was
used concomitantly with ﬂuomneCasesofInhmtomnyandlncmasedserm\erg effects have
been reported. Lithium ievels should momomdwhenmesedmgsamadmmmmdwxcommnﬁy
Tryptophan—Five patients receiving fluaxetine in combination with tryptophan experienced adverse
reactions, including agitation, restiessness, and gastrointestinal distress.
See Comragndleamns

i coadministered or discontinued ( L
Elimination )under CLINICAL PHARMACOLOGY and Drugs Metabolized by P4501D6 under Drug
ractions)

Inte

There have been rare g reports d tients with weakness,
hyperrefiexia, arsdlneoordnnauonussngmeuseofanSSRlandsumatnptan If concomitant
treatment with sumatriptan and an | (e.g., fluoxetine, fluvoxamine, paroxetine, sertraline, or
natopram) is clinicalty wan'anted appmpnete observabon of the panem is advised.

Becauseﬂuoxeﬂneusnghﬁyboundtoplasmaproten meadmmstranonofﬂuoxaunetoapabemtakmg
another drug that is tightly bound 1o protein (e.g., wartarin, digitoxin) may cause a shift in plasma
oncentrations resulting in an adverse effect. Conversely, adverse effects may resuft from
displacement of protein” bound fiuoxetine by other tightly bound drugs (see Accumulation and Slow
Elimination under CLINICAL PHARMACOLOGY),
eredanmﬁulameﬂects lncludmglncre&sedbieedmg,havebeenreponedwhen
luaxetine is coadministered with warfarin. Patients receiving warfasin therapy should receive careful
soagulation monitoring when fluoxetine is initiated or st
-There are no clinical studies esIabIIshmg the benefit of the combined use of
-g¥ and fluoxetine. There have been rare reports of prolonged seizures in patients on fluoxetine receiving
=CT treatment.
Carcinogenesis, Mutagenesis, Impairment of Fertility-There is no evidence of carcinogenicity,
'nutagemcny or impairment of fertility with fluoxetine.

The dietary administration of fluoxetine to rats and mice for 2 years at doses of up to 10
ind 12 mg/k day, respectively (approximately 1.2 and 0.7 times, respectively, the maximum
'ecommended human dose [MRHD) of 80 mg on a mg/m? basis), produced no evidence of carcinogenicity.

Mutagenicity—Fluoxetine and norfiuoxetine have been shown to have no genotoxic effects on the
ollowing assays: bacterial mutation assay, DNA repair assay in cultured rat hepatocytes, mouse lymphoma
assay; and in vivo sister chromatid exchange assay in Chinese hamster bone marrow celis.
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Impairment of Fertility—Two fertility studies conducted in rats at doses of up to 7.5 and 12.5 mg/kg/day
{approximately 0.9 and 1.5 times the MRHD on a mg/m? basis) indicated that fluoxetine had no adverse

effects on fertility.
Pregnancy—Pregnancy Cateﬁz 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, respectively (1.5 and

3.6 times, respectively, the maximum recommended human dose [MRHD] of 80 mg on a mg/m? basis),
throughout organogenesis. Howewer, 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 following maternal
exposure 10 12 mg/kg/day (1.5 times the MRHD on a mg/m? basis) during gestation or 7.5 mg/kg/day (0.9
times the MRHD on a mg/m? basis) during gestation and lactation. There was no evidence of
developmental neurotoxicity in the surviving offspring of rats treated with 12 /day during gestation.
The no-effect dose for rat pup mortality was 5 mg/kg/day (0.6 times the MRHD on a mg/m2 basis).
Euoxetine should be used during pregnancy only if the potential benefit justifies the potentiat risk to the
tus.

Labor and Delivery-The effect of fluoxstine on labor and defivery in humans is unknown. However,
because fiuoxetine crosses the placenta and because of the possibility that fiuoxetine may have adverse
effects on the newborn, fluoxstine should be used during labor and delivery only if the potential benefit
justifies the potential risk 1o the fetus.

Nursing Mothers—Because fluoxetine is excreted in human milk, nursing while on fiuoxstine is not
recommended. In 1 breast milk sampie, the concentration of fluoxetine plus norfucxetine was 70.4 ng/mL.
The concentration in the mother's plasma was 295 ng/mL. No adverse effects on the infant were reported.
In another case, an infant nursed by a mother on fiuoxetine developed crying, sleep disturbance, vomiting
and watery stools. The infant's plasma drug levels were 340 ng/mL of fluoxetine and 208 ng/mL of
norfluoxetine on the second day of feeding.

Pediatric Use-Safety and effectiveness in pediatric patients have not been established.

Geriatric Use-U.S. fluoxetine clinical trials (10,782 patients) included 687 patients > 65 years of age and
93 patients 2 75 years of age. The efficacy in geriatric patients has been established (see Clinical Trials
under CLINICAL PHARMACOLOGY). For inetic information in geriatric patients, see Age
under Clinical Pharmacology. No overall differences in safety or effectiveness were observed between
these subjects and younger subjects, and other reporied clinical experience has not identified difierences
in responses between the eiderty and younger patients, but greater sensitivity of some oider individuals
cannot be ruled out. As with other SSRIs, flucxstine has been associated with cases of clinically significant
hyponatremia in elderty patients (see Hyponatremia under PRECAUTIONS).

Hyponatremia-Cases of hyponatremia (some with serum sodium lower than 110 mmolL) have been
reporied. The hyponatremia appeared 10 be reversible when fluoxetine was discontinued. Although these
cases were complex with varying possible etiologies, some were possibly due to the syndrome of
inappropriate antidiuretic hormone secretion (SIADH). The majority of these occurrences have been in
older patients and in patients taking diuretics or who were ctherwise volume depleted. In two 6-week
controlled studies in patients > 60 years of age, 10 of 323 fluoxstine patients and 6 of 327 placebo recipients
had a lowering of serum sodium below the reference range; this difference was not statistically significant.
The lowest observed concentration was 129 mmolL. The observed decreases were not clinicalty
significant.

Platelst FunctionThere have been rare reports of altered platelet function andior abnormal results from
laboratory studies in patients taking fluoxetine. While there have been reports of abnormal bleeding in
several patients taking fluoxetine, it Is unclear whether fluoxstine had a causative role.

ADVERSE REACTIONS

Multiple doses of fluoxstine had been administered to 10,782 patients with various diagnoses in U.S.
clinical trials as of May 8, 1995. Adverse events were recorded by dlinical investigators using descriptive
terminology of their own choosing. Consequently, it is not possible fo provide a meanmngfut estimate of the
rroponionMimwhuabexpedendngadwmemmmmﬁmgmpingsimihrtypesdmmsimoa
imited (i.e., reduced) number of standardized event categories.

In the tables and tabulations that follow, COSTART Dictionary terminology has been used to classi
reported adverse events. The stated frequencies represent the proportion of individuals who i 5
at least once, a treatment-emergent adverse event of the type listed. An event was considered treatment-
emergent if it occurred for the first time or worsened while feceiving therapy following baseline evaluation.

ring .
prescriber should be aware that the figures in the tables and tabulations cannot be to predict
the incidence dsueefbctsmmewuvseofmualnndeal'm‘grmﬂcemmpaﬁemdwmensm ics and other
factors differ from those that prevailed in the dlinical . Similarly, the cited frequencies cannot be
compared with _Iq%res obtained from other clinical i igations involving different treatments, uses, and
investigators. cited figures, however, do provide prescribing physician with some basis for
asﬁnmﬁngglo;dgaﬁveoomnmofdmgandnondmg(acmrstolhesideeﬂactimidenoerateinme
Incidence in U.S. Placebo-Controlled Clinical Trials (excluding data from extensions of trials)-Table 1
enumerates the most common treatment-emergent adverse events associated with the use of fluoxetine
(incidence of at least 5% for fluoxetine and at least twice that for placebo within at least one of the
indications) for the treatment of depression and OCD in LS. controlled diinical trials.
TABLE 1
MOST COMMON TREATMENT-EMERGENT
ADVERSE EVENTS: INCIDENCE IN U.S. DEPRESSION AND OCD
PLACEBO-CONTROLLED CLINICAL TRIALS

Percentage of patients reporting event
Depression oCcD

Body System / Fluoxetine Placebo Fluoxetine Placebo

Adverse Event (N=1728) (N=975) (N=266) (N=89)
Body as a Whole

Asthenia 9 5 15 11

Flu syndrome 3 4 10 7
Cardiovascular Systam

Vasodilatation 3 2 5 -~
Digestive System

Nausea 21 9 26 13

Anorexia 1" 2 17 10

Dry mouth 10 7 12 3

Dyspepsia 7 5 10
Nervous System

Insomnia 16 9 28

Anxiety 12 7 14 7

Nervousness 14 9 14 15

Somnolence 13 6 17 7

Tremor 10 3 9 1

Libido decreased 3 - 1 2

Abnormal dreams 1 1 5 2
Respiratory System

Pharyngitis 3 1" 9

Sinusitis 1 4 5

Yawn - - 7 -
Skin and Appendages

Sweating 8 3 7 -

Rash 3 ] 3
Urogaaital System

impotencet 2 - - -

Abnormal sjacutationt - - 7 -
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rDenonv\anorusedwasbvmm(wmw;wlomw;mﬂemmoz
N=43 placebo OCD).

- Incidence less than 1%

Associated with Discontinuation in U.S. Placebo-Controlled Clinical Trials (excluding data from
msmdm%TaHezliswmeaMmmmmedwmdsconﬁmﬁondﬂmmmmm
(incidencemleastmbemmbrpiaceboandatleast1%bfﬂum@ﬁh9hoﬁnieelnialscdlecﬁrngonlya

i event i i inuation) in depression and OCD.

TABLE 2
MOST COMMON ADVERSE EVENT ASSOCIATED WITH DISCONTINUATION IN U.S.
DEPRESSION AND OCD PLACEBO-CONTROLLED CLINICAL TRIALS

Depression oCD
(N=392) (N=268)

- Anxiety (2%)
Nervousness (1%) -
- Rash (1%)

Male and Female Sexual Dysfunction with SSRis-Although changes i sexual desire, sexual
performance, and sexual satistaction often occur as manflestations of a psychiatric disorder, megg\ayabo
be a consequence of phamacoiogic treatment. In particular, some evidence suggests that Ris can
mmmmmﬂwwmdm.RmmdMimammmmmm

expeﬁemesimMngsemaldedm.pemnnarm.aMsaﬁstamdﬂﬂwnmobtain,mwever.nnpan
8 & be " ! ) o the inc

fluoxstine, <1% placebo). Thefshavebeenspmmnewsreponsinwomentakhgﬂtmmeoforgasmic
nction, including anorgasmia.
There are no adequate and well-controlied studies examining sexual dysfunction with fluoxetine

treatment.

Priapism has been reported with all SSRis.

Whileitisdifﬁcunolmwmepmdseﬂskofsmxaldysiuwﬁonassociatedwmmeuseofssms,
physioiar\sshotudrouﬁnetyir\quimabomam ible side effects.

Other Events Observed In All U.S. Cilinical rids—Folwiaisalistdalltmannent—emergemadverse
avents reported at anytime individuals 1aking fluoxetine in .s.mmsno,nzmms)excemm
those listed in the body or of Table 1 above or elsewhere in labeling; (2) for which the
COSTART ferms were uninformative or misleading; 3) those events for which a causal relationship to

events are defined as those occurting on 1 or more
maIBMwwrringin 1/100paﬁentsto1/1,000paﬁents:mmﬁsarethoseoecumngmlessman
Body as a Whole—Frequent: chills; Infrequent: chills and fover, face edema, intentional overdose,
malaise, pslvic pain, suicide aftempt; Rare: abdominal syndrome acute, hypothermia, intentional injury,
. Fraquent: hemorthage, hypertension; infrequent: angina pectoris, anhythmia,
myocardial infarct, postural ension,

cerebrovascular , X amest, heart block, pallor, peripheral vascular disorder,
phiebitis, shock. thrombophiebitis, thrombosis, vasospasm, ventricular arrhythmia, ventricular
ventricular fibrillation. -
System—Frequent: increased appetite, nausea and vomiting; infrequent: aphthous stomatitis,
cholelithiasis, colitis, phagia, eructation, esophagitis, gasritis, gastroenteritis, glossitis, gurm
hemorthage, hyperchl ria, increased salivation, liver function tests abnormal, melena, mouth’
ulceration, nauseaivomiting/diathea, stomach ulcer, stomatitis, thirst Rare: biliary pain, bloody diarrhea,
cholecystitis, duodenal ulcer, enteritis, esophageal uicer, fecal incontinence, gastrointestinal hemorthage,
hematemesis, hemorhage of colon, hepatitis, intestinal obstruction, liver fatty deposit, pancreatitis, peptic
stomach ulce tongue edema.

Endocrine System—infrequent: idism; Rare: diabetic acidosis, diabetes melitus.
Hemic and Lymphatic System-/nfrequent: anemia, ecdlymosis; X ia, hypochromic
anemia, leukopenia, lymphedema, tymphocytosis, ~petechia, purpura, thrombocythemia,

thrombocytopenia.
Metabolic and Nutritional-Frequent weight gain; infrequent: deftydration, generalized edema, gout,
rcholesteremia, rypBeGﬁamla hygokalemia, peripheral edema; Aare: alcohol intolerance, alkaline
i i ], phosphoki

ia, iron deﬁoiencyl;anemia. SGPT increased.

nase increasad, hyperkalemia, hyperuricemia,

System-infrequent: arthritis, bone pain, bursitis, leg cramps, tenosynovitis, Rare:
arthrosis, chondrodystrophy, myasthenia, myopathy, myositis, osteomyelitis, osteoporosts, rheumatoid

Nervous System—Frequent: agitation, amnesia, contusion, emotional lability, sleep disorder; Infrequent:
abnormal gait, acute brain syndrome, akathisia, apathy, ataxia, syndrome, CNS depression,
CNS stimulation, depersonalization, euphoria, halucinations, hostility, hyperkinesia, hyperionia,
hypesthesia, incoordination, libido increased, myocionus, neuralgia, neuropathy, neurosis, parancid
reaction, personality disordert, psychosis, vertigo; Rare: abnormal , antisocial
reaction, circumnoral paregd\esia, coma, delusions, dysarthria, dystonia, extrapyramidal syndrome, foot

o 3 o if o

drop, hyy th neuritis, paralysi 3, .

Sy Infrequent: asthma, epistaxis, hiccup, hyperventilation; Rare: apnea, atelectasis,
cough d, emphy I ptysis, hypoventilation, hypoxia, larynx edema, lung edema,
pneu )

mothorax, stridor.
Skin and Appendages—Infrequent: acne, alopecia, contact dermatitis, eczema, maculopapular rash,
skin discoloration, skin ulcer, vesiculobullous rash; Rare: furunculosis, herpes zoster, hirsutism, petechial
Sensee-— ear pain, taste perversion, finnitus; Infrequent: conjunctivitis, dry eyes,
e ma,

rogen i . Infrequent. abortion”, inuria, amenorrhea’,
anorgasimia, breast enlargement, breast pain, cystiis, dysuria, female lactation®, fibrocystic breast’,
hematuria, leukorthea*, menomhagia®, metrothagia”, b )
retertion, urinary urgency, vaginal hemorrhage*; Rare: breast engorgement, glycosuria, hypomenorthea’,
kldn:r pain, oliguria, priapism®, uterine hemorrhage’, uterine fibroids eniarged”.

+ mmmalignantsyndmeism "ART term which best captures serotonin syndrome.
+ Pel izfdisotderisthe COSTART term for designating non-aggressive objectionable behavior.
* Adiusted "

gender.
Postintroduction Reports-Voluntary reports of advemr: avents temporally associated with fiuoxetine that

syndrome-iike events, optic neuritis, pancreatitis, iaérriapism. puimonary embolism, pulmonary
hypertension, QT prolongation, serotonin syndrome (a range signs and symptoms that can rarely, in its
most severs form, resemble neurcleptic malignant syndrome), Stevens-Johnson syndrome, sudden
unexpected death, suicidal ideation, thrombocytopenia, thrombocytopenic purpura, vaginal bleeding after
drug withdrawal, ventricular tachycardia {including torsades de pointes-type arrhythmias), and violent

DRUG ABUSE AND DEPENDENCE

Controlled Substance Class—Fiuoxetine is not a controlled substance.

Physical and Psychological Dependence-Fiuoxetine has not been systematically studied, in _animgls or
humans, for its potential for abuse, tolerance or physical dependence. While the premarieting clinical
experience with fluoxetine did not reveal any tendency for a withdrawal syndrome or any drug seeking
behavior, these observations were not systematic and itis not possible to predict on the basis of this limited
experience the extent to which a CNS active drug will be misused, diverted, and/or abused once marketed.
Consequently, physicians should carefully evaluate patients for history of drug abuse and foliow such

¥
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patients closely, observing them for signs of misuse or abuse of fiuoxetine (e.g., development of tolerance,
incrementation of dose, drug-seeking behavior).

OVERDOSAGE

Experience-Worldwide exposure to fluoxetine hydrochloride is estimated to be over 38 million
patients (circa 1999). Of the 1,578 cases of overdose involving fluoxetine hydrochloride, alone or with other
drugs, reported from this population, there were 195 deaths.

Among 633 adult patients who overdosed on fluoxetine hydrochioride alone, 34 resulted in a fatal
outcome, 378 completely recovered, and 15 patients experienced sequelae after overdosage, including
abnormal accommodatizn, abnormal gait, contusion, unresponsiveness, nervousness, pulmonary

Inction, vertigo, tremor, elevated blood pressure, impotence, movement disorder, and hypomania.

remaining 206 patients had an unknown outcome. The most common signs and symptoms associated
with non-fatal overdosage were seizures, somnolence, nausea, tachycardia, and vomiting. The largest
known ingestion of fiuoxetine hydrochloride in adult patients was 8 grams in a patient who took fiuoxetine
alone and who sul uently recovered. However, in an adult patient who took fluoxetine alone, an
ingestion as low as mghasbeenassooiatedwnhleﬂnloutcome,bulcausalityhasnotbeen
established.

Among pediatric patients (ages 3 months to 17 gears). there were 156 cases of overdose involvi
fluaxetine alone or in combination with other drugs. Six patients died, 127 patients completlescove §
1 patient experienced renal failure, and 22 patients had an unknown outcomne. One of the six fatalities was
a9 year old boy who had a history of OCD, Tourette’s syndrome with tics, attention deficit disorder, and
fetal aicohol syndrome. He had been receiving 100 mg of fluoxetine daily for 6 months in addition to
clonidine, methyiphenidate, and promethazine. Mixed-drug iqlg?ﬁon or other methods of suicide
complicated all six overdoses in children that resulted in fataiities. largest ingestion in pediatric patients
was 3 grams which was non-lethal.

Other important adverse events reported with fiuoxetine overdose (single or muttiple drugs) include
coma, delirium, ECG abnormaifties (such as QT interval prolongation and ventricular tachycardia, including
torsades de pointes-type arhythmias), hypotension, mania, neuroleptic malignant syndrome-like events,

syncope.

pyrexia, stupor, and

Animal " ies in animals do not provide precise or necessarily valid information about the
treatment of human overdose. However, animal experiments can provide useful insights into possible
treatment strategies.

The oral median lethal dose in rats and mice was found to be 452 and 248 mg/kg, respectively. Acute
high oral doses produced hyperimitability and convulsions in several animal species.

6 purposely overdosed with oral fluoxetine, 5 eg)en’enced mal seizures. Seizures
stopped Imi ately upon the bolus intravenous administration of a standard veter dose of diazepam.
In this short-term study, the lowest plasma eoncentratior at which a seizure occu was only twice the
Sl ngie-dors“;a o ;e £ dog?kl v Br?gh;dose'sﬂ?nww' rolon f the PR

n a separate si study, in given hi id not reveal pt gation o A
QRS, or QT intervals, Tachycardia and an increase in blood pressure were observed. Consequently, the
value of the ECG in predicting cardiac toxicity is unknown. Nonethsie)ss the ECG shoukd ordinarily be

of
management of overdosage with any antidepressant.

Ensure an adequate airway, oxygenation and ventilation. Monitor cardiac rhythm and vital signs. General
supportive and symptomatic measures are also recommended. Induction of emesis is not recommended.
Gastﬁclavagewﬂhalalgeboreomgasmcmbewmappmpﬁateaimayprotecﬁon,ifneeded,maybe
indicated if performed soon after ingestion, or in symptomatic patients.

Activated charcoal should be administered. Due 1o the large volume of distribution of this drug, forced
diu;ssis,dahsb,fpnnpeﬂusbnaMad\angeMsbnamuMikewbbeofbenem. No specific

are known.

Aspeciﬁcceuﬁonimmwespaﬂmtswhoarevakingorhwsrecenﬂytakenﬂmﬁneandmigmingem
exmiqequantjﬁesdaTCAlnsuMaca;e,acgmulaﬁonofﬂwpamntﬂ’icydicapd/oranacﬁve

fail to remit spontaneously may respond to diazepam.

Inmnagmmnbmge.oonsideruwposﬁbﬁityofmum drug involvement. The physician should
consider contacting a poison control center for additional i ion on the treatment of any overdose.
Telephone numbers for certified poison control centers are fisted in the Phwsicians’ Desk Reference (PDR).
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DOSAGE AND ADMINISTRATION

Depression—

Initial Treatmert—n controlled trials used to the efficacy of fluoxetine, patients were administered
moming doses fmm20t080mg/day ies comparing fiuoxetine 20, 40, and 60 mg/day to
placebo indicate that day s sufficient to obtain a satisfactory antidepressant response in most cases.

uenwadouolZOmg/dayadmmlsteredeemommg.nsreoommendedasmemmaldose

A dose increase may be considered after several weeis if no clinical improvement is observed. Doses
ammnv&ymeybeadmmsmmdonaormaday(moning)orbld schedute (i.e., morning and
noon) and should not exceed a maximum dose of 80 mg/dey.

As with other antidepressants, the full antidepressant effect may be delayed until 4 weeks of treatment

or longer.

Aswrhmanyothermedlcabons a lower or less frequent dosage should be used in patients with hepatic
impairment. A lower or less frequent dosage should also be considered for the elderly (see Geriatric Use
under PRECAUT! IONS) and for patients with concurrent disease or on multtiple concomitant medications.

adjustments for renal impairment are not routinely necessary (see Liver Disease and Renal
under CLINICAL PHARMACOLOGY, and Use in Patients with Concomitant lliness under

Di
PF!ECAUTIONS raly that ‘
3 ent—it is genel agreed acute of depression
msamralmnﬁsorlongerofsustamedphannacologtchempy Whetherme
&%memmsmnmmmemmmmme mﬁms

unknown.

Systematic evaluation ofﬂuoxeﬁne has shown that its antidepressant efficacy is maintained for pe
of up to 38 weeks following 12 weeks of n—labelaa.nau'eaunem(SOweel(stotal)atadoseo!zonrg/day
(see Clinical Trials under LINICAL PHARMACOLOGY).

—lnﬂ\econﬁolledcllnlcalmalsofﬂwtanmwppo its effectiveness in the it
of obsessive-compulsive disorder, pa red fixed dal dosesof20400r60mgof
fluoxetine orplacebo(seeChmcalTnals underCLINICAL PHARMACOLOGY). In one of these studies, no
dose for effectiveness demonstrated.

response relationship was Consequently,
admumsteredmthemom ,nsreoommendedasthehiﬁaldose.smosmmwasqsuggesﬁonoia

K maylc:ﬂeza‘;inugolsmredonaoncea&y(le nmng)mbc;‘d schggule;y
mommgandnoon range to however, doses of up to 80 mi
tozemtedmopensmdlesofragda"hemanmmmﬁnedoseshmud not exceed 80

w'llhmeuseofﬂuoxeunelndepmcon a lower or less doeageshoddbeussdinpaﬁems

with hepatic impairment. A lower or less frequent dosage should also be considered for the elderly (see

Geedlcatac}r’:e DosagrePREC S) g oy routinely oro(nmuma;em'w
irment are not 4

Renal Disease undera‘{lNICAL PHARMAE"OLpaIOGY and Use in Panmmu;.:a&rwnnam liness under

Mainten reatmert-While there are no systematic studies that answer the question of
howlongmoommeﬂumhne OCDIsad\mmccondﬁonandlhsreasonable consider continuation
gﬂ:dbdrwpond'mgpanem' 3 meemcaqdﬂumur\eaﬁemsweekshﬁsanotbeendowmemedm

! !
mmmwmm,mmmuwﬁmmmdmmmm
treatment.

i i a Trcyclic :

Dosage of a TCA may need to be reduced, and TCA concentrations may need to be monitored
temporarily when fluoxetine is coadministe! or has been recently discontinued (see Other
Antidepressants under PRECAUTIONS, Interactions).

Switching Patients to or from a Monoamine Oxi Inhibftor:
elapsebetweendisconﬁmaﬂmofanMAOIandmmahonofmempgeb
fluoxetine. In addition, at least 5 weeks mapskm% should be aflowed after stopping fluoxetine re
starting an MAOI (sae CONTRAINDICA S and PRECAUTIONS).
HOW SUPPLIED

Fluoxetine Capsules USP 40 mg* are white to off-white r filled in size 0" hard capsules with

opadque light biue cap and opaque white body, imprinted “FLUOXETINE" on cap and onbody.wnh

40mg
black ink and are supplied in bottles of 30, 100, 500.
NDC 49884-743-11 Bottles of 30

* fluoxetine base equivalent (present as the hydrochioride)

PROTECT FROM LIGHT

Dispense in a tight, light-resistant container.

Store at controlled room temperature 15°- 30°C (59°- 86°F) (see USP).

Sarafem™ is a trademark of Eli Lilly.

ANMMAL TOXICOLOGY

Phosphoﬁpidsareincreasedinsomensuesofnucemls.and given fluoxetine chron This
offect is reversible after cessation of fluoxetine Pm%s medation in animals mﬂybeen
observed with many cationic ampfuphlﬁc drugs mdudng ine, imipramine, and ranitidine. The
significance of this eflect m humans is unknown.

Manutactured by:

Dr. Reddy’s Laboratories Limited
Bachepalfi - 502 325 INDIA
Manufactured for:

Par Pharmaceutical, Inc.
Spring Valley, NY 10977 USA

Issued: July 2001




*
Y Dr Ry 5

NDC 49984-743-01
OXETINE
sules USP

40 mg- A -

FLU
Cap.

dx3

107

=

LT

VSN 22601 AN “Asjfep Bundg
ouj ..uo::oow::u:n_ ded ‘104 pypy

VIONI s2¢ 206 - liredeyoeg
Paywy Soliojesoqey s.Appey uq :Ag PIN

Losol

‘Pesojo Apyby doay

"(dsn ees) (4.98-,65) J.0€-.51
8injeiedwe; Wwoo. pejjonuos ie au0)g
‘8insojo Eﬂw_mm_-_o__co
W61 46 e y) 9suedsiq

‘NIHANHD 40
HOV3Y 40 1no $9NHa v any SIHL d33y

‘uoneuwoyuy Buiquosa,d Ny pue
ebesop 10} pesuy obeyord 8eg :ebesoq lensn)
‘sunaxony4 B ov 01

lusieainbe 4gn .wUtoEooﬁf aunexonjy
‘SUjelU09 ainsdey yoeg

B Yum Jsurejuon Juejsisg

NDC 49884-743-05
FLUOXETINE
Capsules USp

i

/
!

1501070



