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DESCRIPTION:
Fluoxetine Hydrochiorige is an antidepressant tor oral ag, n; it is chi y lated to tricyclic, tetracyclic. or other
available antidepressant agents. It is designated (:)-N-methyl-ﬂ-phcny!- -ua,u,u-lriﬂuoro-Molyl)oxyjnropylamine hydrochloride
Fiuoxetine Hydrochlorige has the following structurat tormula: -

F,C-@—O—cm:n,cn,mm el

CrrMisfsNO » HCI Molecular Weight: 34579

Fiuoxetine hydrochiaride is 2 white to off-whita crystaltine solig with g solubility of 14 mo/mL in water.
Each capsule, for oral agmini ation, ins fl ine hydrochioride equivalent to 20 mg (64.7 pmol) ot fiuoxetine. In addi-
fion, each capsule Contains the following inactive ingred ents; butylparaben, carboxymethyl cellulose sodium, corn starch, D&C

blue no. 2 atuminum lake, FD&C red no. 40 atuminum fake, gelatin, lactose monohydrate methylparaben, microcrystalline celly-

lose, pharmaceuticat 0laze, propyiene giycol, propylparaben, sodium laury! sultate, sodium propionate, stearic acid, synthetic black

iron oxide, and fitanium dioxide.

CLINICAL PHARMACOLOGY:

Pharmacodynamics:
2 antid

and antiob i pulsive actions of fuoxetine are presumed to be linked 1o its inhibition of CNS neyronal
uptake of serotonin. Studies af clinically relevant doses in man have demonstrated that fluoxetine biocks the uptake of serotonin
into human platelets. Studies in animals also supgest that fluoxetine is a much more potent uptake inkibitor of serotonin than of
norepinephrine.
Antagonism of muscarinic, histaminergic, ang ay-adrenergic receptors has been hypothesized to be associated with varous anti-
cholinergic, sedative, and cardi utar etfects of classi Iricyclic antidepressant (TCA) drugs. Flyoxetine binds to these ang
other membrane receplors trom brain tissue much less poteatly in vitro than do the tricyclic drugs.
b plion, Distridution, , Excration:
Sy ic 8y ilability: In man, tollowi 0 @ single orat 40-mg dose, peak Plasma concentrations of fluoxetine from 15 10 55 ng/mt
are observed after 6 to 8 hours’ .
The capsule, 1ablet, ang 0ral solution dosage forms of fluoxetinte are bioequivalent Food does not appear to affect the systemic
bi iability of fi ine, although it may delay its absorption y. Thus, fI ine may be admi ed-with or
without food. -
Protein Binding: Over the cancentration range from 200 10 1,000 ng/mt, pp y 94.5% of fi ine is bound 7 vitro 1o
human serum proteins, including albumin and aq-glycoprotein. The interaction between fluoxetine and other highly protein-boung

“drugs has not been fully evaiuated, but may be important (see PRECAUTIONS)

Enantiomers: Fluoxeting is a facemic mixture (50/50) ot A-fi and S-fl S. In animat models, both enan-
tiomers are specific and potent in uplake inhibi with y lent phar, gic activity. The S-fluoxetine
enantiomer is eliminated more slowly and is the predominant enantiomer present in plasma at steady state.

Metabolism: | is extensively metab in the tiver 1p norfluoxeting and 3 number of other, unidentified metabolites

to be hepatic metabolism to inactive metaboli excreled by the kidney.

Clinical Issues Refated to Metabolism/Eliminat; . The complexity of the ism of ff ine has. severat that

may potentially attect fluoxstine’s clinical use. .

Variability in Metabolism: A subset (about 7%) of the population has reduced activity of the drug metabolizing enzyme cytochrome

P45011D6. Such individuals are referred 10 as “poor metaboiizers" of drugs such as debrisoquin, dextromethorphan, and the TCAs,
tiomers administeren

in a study involving labeled and uniab asar. , these individuals metabolized S-fluoxetine af
a slower rate and thys achieved higher of S+ ine. C q y. ations of $-norft at steady
state were jower. The b of A-fi ine in these poor metaboli S appears nermal. When compared with normal metap-
olizers, the total sum at steady state of the plasma concentrations of the four active enantiomers was not significantly greater
among poor metabolizers. Thus, the net pharmacodynamic activities were ially the same. Al ive, able path-
ways (non-1106) also i to the metabolism of 1) . This explains how 1l ine achieves a steady-state concen-

tration rather than increasing without fimit.

Because fluoxetine's metabolism, like that of 5 number of other tompounds including tricyclic and other seiective serotonin anti--
depressants, involves the P4501106 system, concomitant therapy with drugs also metabolized by this enzyme system (such as
the TCAs) may fead 1o drug interactions (see Druy Interactions unges PRECAUTIONS).
A i0n and Siow Ef ion: The relativety slow elimi of f1 ine (i hali-lite of 1 1o 3 days atter acute
administration and 4 1o 6 days after chronic administration) and its active metabolite, norfiuoxetine (elimination hait-ite-of 4 to

16 days after acute ang chronic administration), leads 1o Significant accumylation of these active species in chronic use and
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}he long eli ion halt-lives of th ine and nor ine assure that, even when dosing is stopped. aclive drug substance
will persist in the body lor weeks (primarily depending on individual patieat characteristics, previous dosing regimen, 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 fi ine and norft following the disc of flugxetine
Liver Disaase; As might be predicted from its primary site of metabolism. liver impairment can atfect the efimination of Huoxe-
tine. The elimi half-life of 1 ine was prolonged in a study of cirrhotic patients, with a mean ol 7 6 days compared to

the range of 2 1o 3 days seen in subjects withowt liver disease; norfluoxetine efimination was also deiayed, with a mean duration
of 12 days for cirrhotic patients compared to the range of 7 10 9 days in normal subjects. This suggests that the use of fluoxe-
tine in patients with tiver disease must be approached with caution. !f fluoxeting is administered to patients with liver disease, a
lower or less frequent dose should be used {see PAECAUTIONS and DOSAGE AND ADMINISTRATION)

Renal Disease: 1n depressed patients on dialysis (N=12), Nluoxetine administered as 20 mq once daily for 2 months produced
steady-state 1l and norfi ine plasma conc { [4 10 those seen in patients with normal renal function.
While the possibility exists that renaily excreted metabolites of fluoxetine may accumuiate to higher levels in patients with severe
renat dystunction, use of a lowes or less frequent dose is not routinely necessary in renally impaired patients (see Use in Patients
with Concomitant ifiness under PRECAUTIONS and DOSAGE AND ADMINISTRATION).

Age: The disposition of single doses of fluoxetine in healthy eldedy subjects (greater than 65 years of age) did not difter signit-
icantly from that in younger normal subjects. However, given the lang haif-life and nonlinear disposition of the drug, a single-
dose study is nol adequate to rule out the possibility of altered pharmacokinetics in the elderly, particufarly if they have systemic
iiness or are receiving multiple drugs for concomitant diseases. The etects of age upan the metadolism of fluoxefine have been
investigated in 260 elderty but otherwise healthy depressed patients (60 years of age) who received 20 mg fuoxetine for 6
weeks. Combined f! ine plus nortl plasma ations were 209.3 + 85.7 ng/mL at the end of 6 weeks. No unusual
age-associated pattern of adverse evenis was abserved in those elderly patients.

Clinleal Tetals:

Depression: The etficacy of tluoxetine for the treatment of patients with depression (218 years of age) has been studied in §- and
6-week placebo-controlled trials. Fluoxetine was shown to be significantly more effective than placebo as measured by the Hamilton
Depression Rating Scale (HAM-D). - Fluoxetine was also significantly more etfective than placebo on the HAM-D subscores for
depressed mood, sleep disturbance, and the anxiety subfactor.

Two 6-week controlled studies (N=671, randomized) paring fl 20 mg, and placebo have shawn fluoxetine-20 mg daity,
1o be effective in the treatment of elderly patients (260 years of age) with depression. In these studies, fluoxetine produced a signif-
icantiy higher rate of resp: and remission as defined respectively by a 50% decrease in the HAM-0 score and a-total endpoint

HAM-D score of <B. Fluoxetine was well toleraled and the rate of treatment discontinuations due to adverse events did not ditfer
between fluoxetine (12%) and placebo {9%). .

A study was conducled g dep d i who had responded (moditied HAMD-17 score of <7 during each of the
last 3 weeks 0f open-fabet treatment and absence of major depression by OSM-III-R criteria) by the end of-an initial 12-week
open treatment phase on flyoxetine 20 mg/day. These patients (N=298) were randomized to continuation on double-blind Huox-
stine 20 mg/day o7 placebo. At 38 weeks (SO weeks total), a statistically significantly lower refapse rate (defined as symptoms
sufficient to meet a diagnosis of major depression for 2 weeks or a modified HAMD-17 score of 314 for 3 weeks) was observed
for pati i .

P

taking il pared to those on placebo. -

Compuisive Di: : The effectivenessof fluoxetine for the treatment for absessive compulsive disorder-(0GD) was
demonstrated in two 13-week, multicenter, paralfel group studies (Studies 1 and 2) of adult oulpatients who regeived fixed fluox-
etine doses of 20, 40, or 60 mg/day (on a once a day schedule, in the morning) or placebo. Patients in both sfudies had moder-
ate to severe OCD {DSM-111-R), with mean baseline ratings on the Yale-Brown Obsessive Compulsive Scale (YBOCS. total score)
ranging from 22 to 26. In Study 1, patients receiving fluoxBtine experienced mean reductions of approximately 4 lo 6 units on
the YBOCS total score, compared to a 1-unit reduction for placebo patients. In Study 2. patients receiving flugxetine experienced
mean reductions of approximately 4 to 9 units on the YBOCS total score, p to a 1-unit reduction for plaC¥ho patients.
While there was no indication of 2 dose resp fatil ip for effecti in Study 1. a dose response relgfionship was
observed in Study 2, with numericaily better responses in the two higher dose groups. The folfowing 1abte provides the cutcome
classification by treatment group on the Clinical Global impression (CG)) improvement scale for Studies 1 and 2 ®Ombined:

Outcome Classitication (%) on CGI Improvement Scale for , .
Comp in Pool of Two OCD Stugdies -3
Muoxetne -~ T
Outcome Classification Placetio 20 mg 40 mg 60 mg R
Worse % 0% 0% 0%
No Change 4% 41% 33% ©29%
Minimally Improved 17% 23% 28% 24%
Much tmproved 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.
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—~ INDICATIONS AND USAGE:

Depression: R
Flyoxetine is indicated for the treatment of depression. The efficacy of fluoxetine was established in 5- and 6-week trials with

_ depressed adult and geriatric outpatients (218 years of age) whose diagnoses carresponded most closely to the DSM-1I8 (currently

DSM-V) category of major depressive disorder {see Clinical Trials under CLINICAL PHARMACOLOGY).

A major depressive episode {OSM-IV} implies a p t and relatively p t (nearly every day tor at least 2 weeks) depressed
or dysphoric mood that usually interferes with daily funclioning, and includes at teast five of the foliowing nine Symptoms.
depressed mood; loss of interest in usual activities; significant change n weight and/or appetite, insomnia or hypersomnia;
psychomotor agitation of retardation; increased latigue; feetings of guiit o worthlessness: slowed thinking of impaired concen-
tration; a suicide attempt of suicidal ideation.

The antidepressant action ot fluoxetine in hospitalized dep d patients has not been adequately studied.

The efficacy of fluoxeting in maintaining an antidepressant response for up to 38 weeks following 12 weeks of open-label acute
treatment {50 weeks total) was demonstrated in a placebo-controlled wrial. The usefulness of the drug in patients receiving fluox-
etine for extended periods should be reevaluated periodicatly (see Clinicat Trials undes CLINICAL PHARMACOLOGY).
Obsessive-Compuisive Disorder:

Fiyoxetine is indicated for the treatment of obsessians and compulsions in patients with obsessive-compulsive disorder (0CD),
as defined in the DSM-ilI-R; i.e.. the obsessions of compulsions cause matked distress, are time-consuming, of significantly
interfere with social or occupational functioning.

The efficacy of fluoxetine was established in 13-week trials with i pulsi patients whose diag corresponded
most closely 1o the DSM-HI-R category of obsessive-compuisive disorder (see Clinical Trials under CLINICAL PHARMACOLDGY).
Obsessive-compulsive disorder is characterized by recurrent and persistent ideas, thoughts, impuises, 0f images (obsessions)
that are ego-dystonic and/or repetitive, purposeful, and i ional behaviors ions) that are recognized by the person as
excessive of unreasonable.

The eftectiveness of fluoxeting in long-term use, i.e., for more than 13 weeks, has not been systematically evaluated in placebo-
controlled triais. Therefore, the physician who elects 1o use fluoxetine for extended periods should periodically reevaluate the
long-term usefulness of the drug for the individual patient (see DOSAGE AND ADMINISTRATION).

COMTRAINDICATIONS:

Fluoxetine is contraindicated in patients known to be hypersensitive 10 it.

Monoamine Oxidaze Inhibitors:

There have been reports of serious, i {atal, reactions ( ding hyperthermia, rigidity, my { [{ ic instabil-
ity with possibie rapid fluctuations of vital signs, and mental status changes that include extreme agitation progressing to detir-
ium and coma) in patients receiving ing in ination with a ine oxidase inhibitor (MAOI), and in patients who
have recently discontinued fiuoxeting and are then started on an MAOI. Some cases pi d with teatures ing neurolep-
tic malignant syndrome. Therefore, fluoxetine should not be used in combination with an MAGI, or within a minimym of 14 days
of discontinuing therapy with an MAOI. Since fluoxeting and its major metabolite have very 1ong elimination half-lives, at least 5
weeks (perhaps longer, especially it fluoxetine has been prescribed chronically and/or at higher doses |see Accumutation and
Stow Elimination under CLINICAL PHARMACOLOGY]) should be allowed after stopping fluoketine before starting an MAOL.
Thioridazine:

Thioridazine should not be inistered with ine or within a mini of 5 weeks after ine has been di inued
(see WARNINGS).

WARNINGS:

Rash and Possibly Allergic Events:

Jn US fivoxetine clinical trials, 7% of 10.782 patients developed various types of rashes and/or urticaria. Among the cases of
rash ang/or urticaria reported in premarketing clinical trials, almost a third were withdrawn from treatment because of the rash

and/or systemic signs or Symp ted with the rash. Clinical findings reported in association with rash include fever,
leukocytosis, arthralgias, edama, carpal tunnel syndrome, pi y distress. lymp thy, proteinuria, and mild transam=.
inase elevation. Most patients improved promptly with discontinuation of ine and/or adjuncti 1 with antihista-
mines of steroids, and all patients expariencing these events were reporied to recover completely.

In premarketing clinical triats, two patients are known to have \oped a serious C Y ic illness. In neither patient
was there an unequivocai diagnosi but one was idered to have 2 ic vasculitis, and the other, a severs desqua-

mating syndrome that was considered variously to be a vasculitis or erythema muftiforme. Other patients have had systemic
syndromes suggestive of serum sickness.

Since the_intcoduction of ti y ic events, possibly related to vasculitis and including lupus-like syndrome, have devel-
oped in patients with rash. Although these events are rare, they may be serious, involving the lung, kidney, of liver. Death has
been reported to oceur in association with these systemic events.

Anaphylactoid events, i ding gioed laryng and urticaria alone and in combination, have been
reported.

Puimonary events, including i tory p of varying hology and/or fibrosis, have been reported rarely. These
events have occurred with dyspnea as the only preceding symptom.

Whether these systemic events and rash have a common underlying cause or are due to different efiologies of pathogenic processes
is not known. Furthermore, a specific underlying immunologic basis for these events has not baen identified. Upon the appear-
ance of rash or of other possibly allergic phenomena for which an alternative etiology cannot be identified, Huoxetine should be
discontinued.

Poteatial Interaction with Thioridazine:

1n a study of 19 healthy male subjects, which included & slow and 13 rapid hydroxylators of debrisoquin, a single 25-mg oral

dose of thioridazine produced 3 2.4-t0ld higher Cpay and 3 4.5-1pid higher AUC for thiosid in the siow ny y s compared
10 1he rapid hydroxylators. The rate of debrisoquin hydroxylation is felt to depend on the level of cytochrome P4501106.isozyme
activity. Thus, this study suggests that drugs which inhibit P45011D8, such as certain SSRIs, i ludi tine, will prod

elevated plasma levels of thioridazine (see PRECAUTIONS).
Thioridazing administration produces a dose-related prolongation of the QTc interval, which is associated with serious ventricu-

.. lar arthythmias, such as lorsades de pointes-type arrhythmias, and sudden death. This risk is expected 10 increase with fluoxe-

t‘mg-iniuced inhibition of thioridazine metabolism (see CONTRAINDICATIONS).
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PRECAUTIONS:
General:
Anxiety and | ia: In US placebo- clinical trials for depression, 12% to 16% of patients treated with flyoxetine ang

7% 10 9% of patients treated with placebo reporied anxiety, nervousness. or insomnia.
In US placebo-controlied clinical trials for OCD, insomnia was Teported in 28% of patients treated with fiyoxetine and in 22% of
patients treated with placebo. Anxiety was reported in 14% of patients treated with fluoxetine and in 7% of patients treated with
placebo.
Among the most common adverse events associated with discontinuation (incidence at leas! twice that for placebo and at least
1% for flvoxetine in clinical trials collecting only a primary event associated with discontinuation) in U.S. placebo-controlled
tiyoxetine ctinical trials were anxiety (2% in OCD), insomnia, and nervousness {1% in depression) (se¢ Table 2, below).
Altered Appetite and Weight: Significant weight loss, especially in underweight depressed patients may be an undesirable result
of treatment with fluoxetine.
In US placebo-controlied clinical trials for depression, 11% of patients treated with fluoxetine and 2% of patients treated with
placedo reparied anorexia {decreased appetite). Weight loss was reported in 1.4% of patients treated with fluoxetine and in 0.5%
of patients treated with placebo. However, only rarely have patients di i [ with I because of i
or weighl loss.
In US placebo-controlled clinical trials for OCD, 17% of patients treated with fluoxetine and 10% of patients treated with placebo
reported anorexia (decreased appetite). One patient di i with fl ine because of ia. '
Acti of Mania/Hy In US placebo-controlled clinical trials for depression, mania/hypomania was reported in 0.1%
of patients treated with fluoxetine and 0.1% of patients treated with placebo. Activation of maniashypomania has also been reported
in a smalf Propoggon of patients with Major Affective Disorder treated with other marketed antidepressants.
In US placebo-captrolled clinical trials for 0CD, mania/hypomania was reported in 0.8% of patients treated with fluoxetine and
no patients tReatég with placebo. In all US fivoxetine clinical trials, 0.7% of 10,782 patients reported mania/hypomania. R
Seizures: In US placabo-controlled clinical trials for depression, ulsions (or svents described as possibly having been seizures)
were reported in9.1% of patients treated with fluoxefine and 0.2% o patients treated with placebo. No patients reported convul-
sions in US placebo-controlled clinical trials for OCD. In all US fuoxetine clinical trials, 0.2% of 10,782 patients reported convul-
sions. The percentape appears 1o be simitar to that associated with other marketed antidepressants. Fluoxetine should be intro-
duced with carem patients with a history of seizures.
Suicide. The possibility of a svicide attempt is inherent in depression and may persist unti! signiticant remission occurs. Close
supervision of high risk patients should accompany initial drug therapy. Prescriptions for fluoxetine should be written for the
llest quantity of i with good patient management, in order to reduce the risk of overdose
B of well ished didity bet both OCQ and depression, the same precautions observed when treating patients
with depression should be observed when treating patients with 0CD.
The Long Elimination Hall-Lives of Fluoxetine and its Metabolites: Because of the tong elimination hali-lives of the parent drug
and its major active metabolite, changes in dose wilt not be fully reflected in plasma for several weeks. aftecting both strategies
for titration to final dose and withdrawal from treatment (see CLINICAL PHARMACOLOBY and DOSAGE AND ADMINISTRATION)
Use in Patients with Cancomitant finess: Clinical experiance with fluoxetine in patients with concomitant systemic iliness is limited
Caution is advisable in using fluoxetine in patients with diseases or conditions that could attect metabolism or hemodynamic responses.
Fluoxetine has not been evaluated or used to any appreciable extent in patients with a recent history of myocardial infarction or
unstable heart disease. Patients with these di were sy ically excluded from clinical studies duting the product’s
premarket testing. However, the electrocardiograms of 312 patients who received fluoxetine in double-blind trials were retro-
spectively eval , 1o ¢ bnormalities that resulted in heart block were observed. The mean heart rate was reduced
by approximately 3 beats/min
In subjects with cirrhosis of the liver, the clearances of fluoxetine and its active metabolite, norfluoxetine, were decreased, thus
increasing the elimination half-lives of these substances. A lower or less frequent dose should be used in patients with cirrhosis.
Studies in depressed patients on Gialysis did not reveal excessive accumulation of fluoxetine or norfluoxetine in plasma {see Renal Disease
under CLINICAL PHARMACOLOGY). Use of a lower or less frequent dose for renally impaired patients is not routinely necessary {See
DOSAGE AND ADMINISTRATION).
In patients with diabetes, f) may aiter glycemic control. Hypogly has occurred during therapy with fluoxetine, and
hyperglycemia has developed following discontinuation of the drug. As is true with many other types of medication when taken
concuirently by patients with diabetes. insulin and/or oral hypoglycemic dosage may need to be adjusted when therapy with fluox-
eline is instituted or discontinued
Interterence with Cognitive and Motor Performance: Any psychoactive drug may impair judgment, thinking, or motor skills, and
patients should be cautioned about operating h hinery, including biles, until they are reasonably certain that
the drug treatment does not atfect them adversely
Intormation for Patients:
Physicians are advised 10 discuss the following issves with patients for whom they prescribe fiuoxetine
B eline may impair judg - thinking, or motor skills, patients should be advised to ayoig driving a car or operat-
ing hazardous machinery untit they are reasonably cerfain that their pertormance is not atfected
Pa“Tm; s,houlu be advised to inform their physician if they are taking or plan 1o take any prescription or over-the-counter drugs,
or alcoho!
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Pregnancy:
Pregnancy Category ¢: 1n embryo-feta| deveiopment Studies in rats arig rabbits, thers was no evidence of teratogenicity follgw-
ing administration of Up 10 125 ang 15 mg/kg/day, 'espectively (1.5 and 3.6 times, respectively, the maximym fecommended
human dose [MRHD] of 80 mg on & mg/m2 basis), threughout . Hi er, in rat reps Studies, an increase
1 stiltborn pups, 4 decrease in Pup weight, and an increase N pup deaths during the first 7 days postpartum occurred follow-
Ing maternal exposure tg 12 ma/kg/day (1.5 times the MRHD on 2 mg/m2 basis) during gestation or 7 5 mg/kg/day (0.9 times
the MBHD on 5 mg/m? basis) during gestation ang lactation. There was no evidence of deveiopmenta) neuiotoxicity in the syryiy-
Ing affspring of rats treated with 12 mg/kg/day during gestation. The no-etfect dose for rat pyp mortality was 5 mg/kg/day (0.6
times the MRHD on a mg/m? basis), Fluoxeline shouid be ysed during pregnancy onty if the potential benefit justifies the poten-
lial risk to the fetys.

Labor and Dalivary: . -

The effect of fluoxatine on jabor and delivery in humans IS unknown. However, because 1) ing crosses the p) a and
because of the possibility that ftuoxeting May have adverse effpcts on the newborn, flyoxeting should be used during labor ang
delivery only if the potentiat benefit justities the potential rigk to the fetus.

Nursing Mothers:

Because Huoxeting IS excreted in human m, Ik, nursing white on fluoxetine is not recommended. In ong breast milk sample, the
[ tration of 1) ine p was 70.4 ng/mL. The concentration in the mother's plasma was 295 o ng/mL. No
adverse effects on the infant were reported. In another case, an infant nursegd by a mother on fluoxetine developed crying, sleep
disturbance, vomiting, angd walery stools. The infant's plasma drug Jeveis were 340 ng/mL of fluoxetine and 208 ng/mL of norfly-
oxetine on the secong day of leeding.

Pediatric Use:

Safety and effectiveness in Pediatric patients have not been established.

Geriatric Use:

U.S. ftuoxetine clinical trials (10,782 patients) included 687 patients 265 years of 20¢ and 93 patients >75 years of age. The
efficacy in geriatrie patients has been established (see Clinica) Trials under CLINICAL pm\nmcawcv;. For pharmacokinetic
information in geriatri patients, see Age under CLINICAL PHARMACOLOGY. No overall differences n Salety or effectiveness
were observed between these subjects ang YOURger subjects, and other 'eported clinical experience has not identitieq differences
in responsaes between the elderly and yaunger patients, byt greater sensitivity of some older individuats cannot be ruled out, As
with other SSRIs, fuoxetine has been associated with cases of clinically signiticant hyponatremia in elderty patients (sep Hyponatremia
under PRECAUTIONS).

Hyponatremis:

Plalelet Function:

There have been rare T8pOrts of altered platefet tunction and/or abnormat results trom laboratory studies in patients taking flugx-

etine. While thers have been reports of abnormal bleeding in severa) patients taking Nuoxetine, it js unclear whether fluoxetine

had a causative rols.

ADVERSE REACTIONS:

Muitiple doses of 1) had been admini to 10,782 patients with various diagnoses in US clinical triais as of May §_
alors using descriptive terminolagy of their gwn thoosing. Consequentiy,

itis not possible to provide a meaningtul estimatg of the proportion of individuals experiencing adverse events without first group-

ing similar types of avents intg a limited (i.e., reduced) number of standardized event categories.

In the tables and labutations that follow, COSTART Dictionary terminology has been used 1o classity reporteq adverse events. The

stated frequencies represent the proportion of individuals who experienced, at least once, a tuatmem-emergent adverse event of

the type listed. An event was considered lrealmem-emerqem il it occurred for the first time or worsened while receiving therapy

following baseline evaluation. it i important to emphasize that events reported during therapy were not necessarily causeq by it.

Simitarly, the citeg frequencies cannot be Compared with figures obtained from other chinical investigations involving ditferent treatments,
uses, and investigators. The cited figures, however, do provide the prescribing physician with some basts for estimating the relative
{Over}
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contribution of drug and nondrug factors to the side effect mcidence rate in Ihe

- . Incidence in US Placebo-Conlrolled Clinical Triats ( data from

population studied

of trials):

feast 5% for Nuoxetine and at least twice thal far placebo within at least one

Table 1 enumerates the most common treatmeni-emergent adverse events associated

with the use of fluoxetine (incidence of at

of the indications) for the treatment of depression

- . and 0CD in US conlrolled clinical trials
. ’ TABLE 1
[ MOST COMMON TREATMENT-EMERGENT ADVERSE EVENTS:
INCIDENCE IN US DEPRESSION AND GCD PLACEBO-CONTROLLED CLINICAL TRIALS
Percentage of patients reporting event
. i Depression 0CD
L - Body System/ - Fl i Placetro Fluoxetine - Placebo
iy - Adverse Event {N=1728) (N=975) (N=266) {N=89)
Body as a Whole
Asthenia 9 5 15 1
Flu syndrome 3 4 10 7
Cardiovascular System
. Vasodilatation 3 2 5
Digestive System
Nausea 21 9 26 13
Anorexia 1 2 17 10
Dry mouth 10 7 12 3
Dyspepsia 7 H 10 4
Nervous System )
Insomnia 16 9 28 22
Anxiety 12 7 14 7
Nervousness 14 9 14 .15
Somnolence 13 6 17 7
Tremor 10 3 9 1
b Libido decreased 3 -- 19 2
Abnormal dreams 1 . 1 5 2
Respiratory System -1-
Pharyngitis 3 3 11 9
Sinusitis 1 4 5 2
Yawn - - .- 7 .- 1
Skin and Appendag _
Sweating 8 3 7 -
Rash 4 3 3 3 -
* 1 ital System »
Impotencet 2 - -
Abnormal ejaculationt -- - - a2 &
tDenominator used was for males aniy (N=690 Fluoxetine depression; =116 F|uoxelinéOC_D:

N=43 placebo OCD).
--Incidence less than 1%.

N=410 placebo depression; N
,

Associated witk Discontinuation In US Placebo-Controlled Clinical Trials (

Table 2 lists thé adverse events d with di inuation of

fuding data from

and at lgast 1% for fluoxetine in clinical trials collecting only a primary event
0co.

TABLE 2

ol trials):

( at teast twice that for ptacebo

d with di

MOST COMMON AOVERSE EVENTS ASSOCIATED WITH DISCONTINUATION IN
US DEPRESSION AND OCD PLACEBO-CONTROLLED CLINICAL TRIALS

Depression ocp
- (N=392) (N=266)

Nervousness (1%)

Anxiety (2%)

Rash (1%} -

) in depression and
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Mate and Femate Sexual Dysfunction witk SSRis:
Although changes in sexual desire, sexual pertormance, and sexual satisfaction often occur as manifestations of a psychiatric disor-
der, they may also be a conseguence of pharmacologic treatment. In particular, some evidence suggests that SSRIs can cause such
untoward sexual experiences. Reliable estimates of the incidence and severity of untoward experiences involving sexual desire.
pertormance. and satisfaction are difficuit to obtain, hawever, in parl because patients and physicians may be reluctant to discuss
them. Accordingly, estimates of the incidence of untoward sexual experience and performance, cited 10 product tabeling, are hikely
to underestimate their actual incidence. In patients enrolled in US depression and OCD placebo-controlied clinical trials, decreased
libido was the only sexual side effect reported by at {east 2% of palients taking fluoxetine (4% fluoxetine, <1% placebo). There
have been spontaneous reports in women laking ine of orgasmic dy i luding anorgasmia.
There are no adequate and weil-controifed studies ing sexval dy ion with treatment
Priapism has been reported with alt SSRIs.
While it is difficult 10 knaw the precise risk of sexual dysfunction associated with the use of SSRIs. physicians should routinely
inquire about such possible side effects.
Diher Events Observed In Al US Clinical Triats:
Following is a list of al treatment-emerpent adverse events reported at anytime by individuals taking fluoxetine in US clinical
trials (10.782 patients) except (1) those isted in the body or footnotes of Table 1 above or elsewhere in labeling; (2) those for
which the COSTART terms were yninformative of misleading; {3) those events for which a causat relationship 1o tluoxeting use
was considered remote; and (4) events occurring in only one patient treated with fluoxetine and which dig not have a substan-
tial probability ol being acutely lite-threatening.
Events are classilied within body system categories using the following detinitions: trequent adverse events are defined as those
GCCUITinG ON 0ne Of Mofe 0Ccasions in at least 1/100 patients; infrequent adverse events are those occurring in 1/100 to 1/1,000
patients; rare gvents are those occurnng in less than 1/1,000 patients. .
Body as a Whole: Frequent: chills: \nfreguent: chifls and fever, face edema, intentional overdose, malaise, pelvic pain. suicide attempt;
Rare; abdominal synd acute, hyp ia, intentional injury, lepti lignant synd| itivity reaction. ~
Cardiovascular System: Frequent hemorrhage, hypertension; lnfrequent. angina pectoris, arrhythmia, congestive heart failure,
hypotension, migraine, myocardial infaret, postural hypotension, syncope. tachycardia, vascular headache; Rare; atriat libriliation,
bradycardia, cerebral emboli cerebral ischemia, cereb! ular accident, axtrasystoles, heart arrest, heart black, palior, periph-
eral vascular disorder, phlebitis, shock. hiebitis, i ventricular arrhythmia, veniricutaf extrasys-
toles, veatricular tibrillation.
Digestive System: [Ereguent increased appetite, nausea and vomiting; |nfrequent. ap stomatitis, ¢h hiasis, colitis, -
gysphagia. eructation, esophagitis, gastritis, gastroenteritis, glossitis, gum hemorrhage, hyperchlorhydria, increased sativation,-
Jiver function tests abnormal, melena, mouth ulceration, neuseaivomiting/diarrhea, stomach ulcer, stomatitis, thirst; Rate; bitiary —
pain, bloody diarrhea, chotecystitis. duodenal ulcer, enteritis, I uicer, fecal i i , pastr inal hemorrhage, - ..
is. hemorrhage of colon, hepatitis, intestinal obstruction, liver fatty deposit, pancreatitis, peptic vicer, rectal hemor-
rhage, salivary gland enlarg , t ulcer hemorrhage, tongue edema.
Endocrine System: |nfrequent: hypothyroidism; Rare; diabetic acidosis. diabetes mellitus.
Hemic and Lymphatic System: |nirequent. anemia. ecchymosis; Rare; blood dyscrasia, hypochromic anema. \eukopenia, lymphedema, =
lymphocylosis, petechia, purpura, thrombocythemia. thrombecytopenia. - o
Metabalic and Nutntional: Ereguent. weight gain; |nirequent dehydration, generalized edema. gout, hypercholesteremia, hyper-
jipemia, hypokalemia. peripheral edema; Rate: alcohol i alkaline phasp increased, BUN increased, creatine phos-
phokinase increased, hyperkalemia, hyperuricemia, hypocalcemia, iron deficiency anemia, SGPT increased. .
Musculoskeletal System: \nirequent. arthritis, bone pain, bursitis, leg cramps, tenosynovilis; Rare. arthrasis, chondrodystrophy,
myasthenia, myopathy, myositis, yelitis, 0SiS, id arthritis. - .
Nervous System: Frequent aqitati Esi i ional iability, sleep disorder; |ntrequent: abnormal gait, acule‘)ram
syndrome, akathisia, apathy, ataxia, buccoglossat syndrome, CNS depressi CNS sfi ion, dep {

. L euphoriaMallu- .
cinations, hostility, hyperkinesia, hypertonia, hy ing ion, libido i d, myocl neuralgia, neuropathy,
neurosis, paranoid reagtion, personality disorderf, psychosis, vertigo, fare; abnormal electr halogram, anti | reaction,
circumoral paresthesia, coma, delusi dysarthria, dystoni , extrapyramidal syndrome, foot drop, hyperesthesia, neuritis, paral-

ysis, reflexes decreased, reflexes increased, stupor. .
Respiratory System: lnfrequent. asthma, epistaxis, hiccup, hyperventitation; Rare; apnea, atelectasis, cough oecreased, emphy-
sema. hemoptysis, hypoventitation, hypoxia, larynx edema, lung edema, pneumothorax, stridor.

Skin and Appendages: \nirequent: acne. atopecia, contact dermatitis, eczema, macutopapular rash, skin discoloration, skin ulcer,
vesiculobullous rash; Rare: furunculosis, herpes zoster, hirsutism, petechial rash, psoriasis, purpuric rash, pustular rash, seborrhea
Special Senses: Erequenl ear pain, taste perversion, tinnitus; lnfrequent: conjunctivitis, dry eyes, mydriasis, photophobia; Rate:
biepharitis, deaf diplopia, exop 1 eye hemorrhage, glaucoma, hyperacusis, ifitis, parosmia, scleritis, sirabismus, aste
loss, visual field defect.

Urogenital System: Erequent.-urinary frequency. Infrequent: abortiont, albuminuria, amenarrhea$, anorgasmia, breast enfarge-
ment, breast pain, cystitis, dysuria, female factations, fibrocystic breast}, hematuria, levkorsheat, menorrhagiat, metrorrhagia¥.
nocturia, polyuria, wrinary i vrinary jon. urinary urgency, vaginal hemorrhages; Rarg: breast engorgement,
glycosuria, hypomenorrheat, kidney pain, oliguria, priapisms, uterine hemorrhages, uterine tibroids entargeds.

* Neuroleptic malignant syndrome is the COSTART term which best captures serotonin syndrome.

1 Personality disorder is the COSTART term fos designating non-aggressive objectionable behavior.

+ Adjusted tor gender

Postintroduction Reports:

Voluntary reports of adverse events temp 1l iated with ine that have been received since market introduction and
that may have no causal relationship with the drug include the follawing: aplastic anemia, atrial fibrillation, cataract, cesebral
vascular accident, ch ic jaundi fusi inesia (including, for 18, a case of buccal-lingual-masticatory syndrome

with invaluntary tongue protrusion reported to de'velop in ‘a 77-year-old temale atter 5 weeks of fluoxetine therapy and which

N |
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Completeiy resolved over the next tew months fof) 9 drug discont ), philic pi 1a. epidermal necrolysis
erythema nodosum, exfaliative dermatitrs, gynecomastia, heart arrest. hepatic faiture/necros)s, nyperpwlacunem:a‘ hypoqucem.,,‘
tMmune-related femolytic anemia, kidney failure, Mmisuse/abuse, movement disorders developing in patients with rigk factors inglyg.
N9 drugs assaciated with such events ang worsening of preexisting movement disorders, neuroleptic malignant syndrome-like
events, optic neunlis, Pancreatitis, Pancytopenia, priapism. py; ar bolism, py} ary hypertension, Q7 prolangation, Serg-
lonin syndrome (a ange ot signs and Symptoms that can rarely, in its most severe form, resembie neuroleptic malignant Syndrome),
Stevens-Johnson Syndrome, sydden unexpected death, svicidal ideation, tnrombocylonema, tmombocylooemc PUIBUra, vagingt
bleeding after drug withdrawal, ventricular tachycardia (inctuding torsages de pointes-lype arthythmias). ang violent behaviprs,

DRUG ABUSE AND OEPENDENCE:

Conlrolted Substance Class:

Fluoxetine is noy 5 controlled substance.

Physical ang Psychological Dependencs;

Fluoxetine hag not been Systematically studied. in animais of humans, for its potential for abuse, tolerance, or physical depen.
dence. While the premarketing clinical ex, i

Woridwide exposure to fluoxetine hydrochlorige is estimated to be oyer 38 miflion patients (circa 1999). 0 the

1578 cases of gver-
dose involving fluoxetine hydrochioride, aione or with other drugs, reported from this Population. there were 195 deaths.

Among 633 adult patients who overdosed on fluoxeting hydrochioride aione, 34 resylteq in a fatal outcome, 378 completety recovered, .
ion ah f

and 15 patients experienced sequelae after overdosage, including abnormai ace , 3l gait, ¢ 1

ness, nervousness, pulmonary dysfunction, Verligo, tremor, elevated bload Pressure, impotence, maovement disorder, ang hypomania.

The remaining 206 patients had an unknown outcome. The most common signs ang Symptoms associated with non-fata overdosage

Were seizures, samnolence, nausea, lachycardia, ang vomiting. The largest known ingestion of fluoxetine hydrochloride in agy) patients

was 8 grams in a patient who took zﬂunxeﬁne alone and who Subsequently fecovered. However, in ap adult paient who took fluoxe-
[ as low as 520 m, i i

Among pediatric Patients (ages 3 months 10 17 years), there were 156 cases of overdose involving fi ine alone or in comp;

with other drugs. Six patients died, 127 patients p re . 1 patient ienced renal failure, and 22 patients hag an

y g, p
unknown outcome. One of the six fatalities was 3 9-year-oid boy who had 2 history of 0CD., Tourette's Syndrome with tics, attention
deficit disorder, ang fetal alcohol Syndrome. He had been receiving 100 mg of fuoxstine daily for 6 months in addition to clonidine,
melnylprqenidate, and promethazine, Mixed-drug i estion or other meth 'S of suicide ¢o plicated all six overdoses in chitdren that

Animal Experience: .
Studies in animals do not provide precise or fnecessarily valig information aboyt the treatment of human overdose. However,
animal experiments can provide ysefyl insights into possible treatment Strategies.

The oral median lethal dose in rats and mice was found to' be 452 and 248 mo/kg, respectively. Acute high oral do§es praduced'
ili ions i imal species.

the dolus intravenpys administration of 3 Standard veterinary dose of diazepam. in this short-term study, the lowest plasma concen-
tration at whigh 3 Setzure occurred was only twice the maximum plasma concentration seen in humans taking 80 mg/day, chronicafly,
In a separate single-dose study, the ECG of dogs given high doses dig not reveal prolongation of the PR. GRS, or QT intervals,
Tachycardia ang an increase in blood Pressure were observeq. Ctmsaquemly. the value of the ECG in predicting cargiac foxicity
is unknown. Nonetheless, the ECG shoulg ordinarily be monitored in cases of human overdose (see Management o Overdose).
Management of Overdoss:;

Treatment should consist of those general S employed in the of dosage with any antidepressan,
Ensum an adequate airway, oxygenation, ang ventitation. Monitor Cardiac rhythm ang vital signs. Genera) supportive ang Symp-
tomatic measures are 20 recommendeg. Induction of emesis is not fecommended. Gastric lavage with 3 targe-bore orogastric

A specific caution involves patients who are taking or have recently taken tluoxetine angd might ingest EXCSSive quantities of 3
TCA. In such 2 case, accumulation of fha parent tricyclic and/or an active metabolite may increase the possibility of clinically
significant sequelae and extend the time needed for close medicaj observation {see Other Antideprassants under PRECAUTIONS).
Based on experience in animals, which Mmay not be relevant to humans, 'luoxetine~induccd seizures that fail to remit spontaneously
may respond to diazepam.

in managing overdosage, consiger the possibility of multipie drug involvement. The physician shouig consider contacting a poison
control center for additional information an the treatment of any overdose. Telephone numbers of certified poison controf centers
are listed in the Physicians’ Desk Reference (POR).

DOSAGE AND ADMINISTRATION:

Depression:

Initiat Traatment: In controlled trials ysed to SUpbort the afficacy of fluoxetine, Dpatients were administered morning doses rang-
Ing from 20 to 80 mg/day. Studies tomparing fluoxeting 29, 40, and 60 mg/day to placedo indicate that 20 mg/day is suMicient
to obtain a satisfactory antidepressant fesponse in most cases, Consequemly, a dose of 20 mQ/day, administereq in the morn-
ing, is recommended as the initial dose.

A dose increase may be considered after severa) weeks if no clinical improvement js observed. Doses above 20 my/day may be
administared on a once a day (morning) or b.i.d. schedule (ie., morning and n0on} and should not exceed a maximym dose of

many other medications, a lower or less frequent dosage should be used in patizants with hepatic impairment. A lowsr or

“less frequent dosage should alsg be considered for the eiderly (see Geriatric Ugg under PRECA_IHIOIS). and for patients with

Concurrent disease or on multiple ¢ mitant . Dosage adjusty for renat are not routinely neges-
sary _Liae Liver Disease and Renal Dissase under CLINICAL PHARMACOLOGY 2 Use in Patinnts with Cancomitanst Mrsec wnaey
0 N .
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S PRECAUTIONS).
Maintenance/Continuation/Extended Treatment: It is generally agreed that acute episodes of depression require several months
s or longer of sustained pharmacotogic therapy. Whether the dose of antidepressant needed to induce remission 15 1dentical 1o the
- : ; dose needed 10 maintain and/or sustain euthymia is unknown.
' = Sy i Juation of f} has shown that its antidepressant efficacy is m; for periods of up to 38 weeks
- following-12 weeks of open-iabel acute treatment (50 weeks total) al 2 dose of 20 mg/day (see Clinical Trials under CLINICAL
-~ PHARMACOLOGY).
. Oheessive. Ieiva Dicnrd -

tritial Treatment: In the controlled clinical trials of f ing its effecti in the treatment of obsessive-comput-
sive disorder, patients were administered fixed daily doses of 20, 40, or 60 mg of ftuoxetine or placebo (see Clinical Trials under
. CLINICAL PHARMACOLOGY). (n one of these studies, no dose tionship for effecti was d ated. Consequently,
. a dose of 20 mg/day, administered in the morning, is recommended as The initial dose. Since there was a suggestion of a possi-
. ble dose resp i ip tecti in the second study, a dose increase may be considered after several weeks it
insufficient clinical improvement is observed. The full therapeutic effact may be delayed until 5 weeks of treatment or longer.
Doses above 20 mg/day may be administered on a once a day (i.e., morning) of b.i.d. schedule {i.e., morning and noon). A dose
range of 20 to 60 mg/day is recommended, however, doses of up to 80 mg/day have been well tolerated in open studies of 0CO,
The maximum fluoxetine dose should not exceed 80 mg/day.
As with the use of fluoxetine in depression, a lower or less frequent dosage should be used in patients with hepatic impaifment,
A lower or less frequent dosage should also be considered for the elderly {ses Geriatrlc Use under PRECAUTIONS), and for - -
patients with concurrent disease or on multiple concomitant medications. Dosage adjustmenis for renal impairment are not
routinely necessary (see Liver Disease and Ranal Disease under CLINICAL PHARMACOLOGY, and Uss in Patients with Concomiant
ifiness under PRECAUTIONS).
Mait Continuation Tr While there are no systemalic studies that answer the question of how lang to continue
fluoxetine, OCD is a chronic condition and it is r ble to i inuation for a ing patient. Although the efficacy
of fluoxetine after 13 weeks has not been documented in controkied trials. patients have been continued in therapy under double-
—- blind conditions for up to an additional 6 months without loss of benefit. However, dosage adjustments should be made to main-
tain the patient on the lowest effective dosage, and patients should be_periodically tod the need for treatment. - -
Switching Patients to a Tricyclic Antidepressant (TCA): - .
Dosage of 2 TCA may need to be reduced, and plasma TCA concentrations may need to be manitored temporarily when fluoxe-
ting is co-administered or has been recently di (see Other Antidepressants under Orug Inferattions).
Switching Patients to or from a Monamins Oxidase Inhlbitor: .
At least 14 days shouid elapse between discontinuation of an MAOI and initiation of therapy with fluoxetine. In addition, at least
5 weeks, perhaps longer, should be allowed after stopping fiuoxefine before starting an MAO! {see CONTRAINDICATIONS and _
PRECAUTIONS). .
HOW SUPPLIED: 4
Fluoxetine Capsules. USP is equivalent to 20 mg {64.7 ymol) of ffuoxetine are available as:

capsule contains fluoxetine present as fluoxetine hydrochloride. Available in bottles of: 20 m

\ -

'
20 mg: Blue clear cap/gray opaque body capsule filled with white ta off-white powder. mprinted in black ink b"'g 877. £ach 20 mg ; »
v

100 NDC 0555-0877-02

Dispense with a child-resistant closure in a tight, light-resistant coatainer.

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

Protect trom light.

ANIMAL TOXICOLOGY:

Phospholipids are increased in some tissues of mice, rats, and dogs given fuoxatine chronicaly. This effect is reversible after
. ion of fl ine treatment. Phospholipid ion in animals has been observed with many cationic amphiphilic drugs,

including fentluramine, imipramine, and ranitidine. The significance of this etfect in humans is unknown.
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