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DESCRIPTION

Fluoxeline hydrochloride is a psychotropic drug for oral administration. 1t is also
marketed for lhe treatment of premensirual dysphoric disorder (Sarafem™, fluoxetine
hydrochloride). it is designated (}-N-methyl-3-phenyl-3-[{a.o.a-trifluoro-p-tolyljoxy]
propylamine hydrochloride and has the molecular formuta of Cy;H;gFJNO<HCI  its
molecutar weight is 345.79. The structural formula is:

(23 ’-©>— © —— CHCH,CHNHCH, ++C1

Fluoxetine hydrochloride is a white to off-white crystalline solid with a solubility of
14 mg/mL in water.

The orat solution ins fluoxetine hy hioride equivalent 10 20 mg/5 mL
(84.7pmol) of fluoxetine. It also contains alcohol {0.17%), benzoic acid, sucrose,
glycerin, natural peppermint extract, and artificial sweet cream flavor.

CLINICAL PHARMACOLOGY
Pharmacodynamics:
The antidep and anti i p actlions of ine are p
to be linked to its inhibition of CNS neuronal uptake of serotonin. Studies at clinically
relevant doses in man have demonstrated that fluoxetine blocks the uptake of
serotonin into human platelets. Studies in animals also suggest that fluoxetine is a
much more polent uptake inhibilor of serotonin than of norepinephrine.
Antagonism of muscarinic, hi inergic, and @, gi P has been
hypothesized to be associated with various anticholinergic, sedative, and cardiovas-
cular effects of classical tricyclic antidepressant (TCA} drugs. Fluoxetine binds to
these and olher membrane receptors from brain tissue much less potenlly in vitro
than do the tricyclic drugs.
Ab, ion, Distribution, Metabolism, and E

ic Bicavailability—in man, following a single oral 40 mg dose, peak plasma
concentrations of fluoxetine from 15 10 55 ng/ml. are observed after 6 10 8 hours.
The capsule, tablet and oral solution dosage forms of fluoxeline are bioequivalent.
Food does not appear to affect the systemic biocavailability of fluoxetine, although it
may delay its absorption by 1 to 2 hours, which is probably not clinically significant.
Thus, fluoxetine may be administered with or without food.
Protein Binding—Over the concentralion range from 200 to 1000 ng/mL, approxi-
mately 94.5% of fluoxetine is bound in vitro to human serum proteins, includi

Clinical Trials:

Major Depressive Disorder—

Adult—The efficacy of fluoxetine for the treatment of patients with major depressive
disorder (2 18 years of age} has been studied in 5- and 6-week placebo-controlled
trials. Fluoxetine was shown to be significantty more effective than placebo as
measured by the Hamilton Depression Rating Scale (HAM-D). Fluoxetine was also
significantly 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 fiuoxetine 20 mg daily, to be efiective in the treatment of elderly
patients (2 60 years of age) with major depressive disorder. In these studies, fluoxe-
fine produced a significantly higher rate of response and remission as defined respec-
lively by a 50% decrease in the HAM-D 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 between fluoxetine (12%) and placgbo (9%).

A study was conducted involving depressed oulpatients who had responded
{modified HAMD-17 score of < 7 during each of the last 3 weeks of open-labe!
and ab: of major depressive disorder by DSM-III-R eriteria) by lhe end
of an initial 12-week open treatmenl phase on fluoxetine 20 mg/day. These patients
(N=298) were randomized to continuation on double-blind fuoxetine 20 mg/day or
placebo. At 38 weeks (50 weeks total), a stalistically significantly lower relapse rate
{defined as symptoms sufficient lo meet a diagnosis of major depressive disorder for
2 weeks or a modified HAMD-17 score of 2 14 for 3 weeks} was observed for patients
taking fluoxetine compared to those on placebo.
Pedialric (Children and Adolescents)— Information related to clinical trials of fluoxe-
tine in the treatment of major depressive disorder in pedialric patients is approved for
Eli Lily and Company's fiuoxetine hydrochloride drug products. However, due to Eli
Lilly's marketing exclusivity rights, this drug product is rot labeled for pedialric use.

Obsessive-Compulsive Disorder—

Adult —The effecliveness of fluoxetine for the for i i
disorder (OCD) was demonstrated in two 13-week, mullicenter, parallel group
studies (Studies 1 and 2) of adult outpali who ived fixed ine doses of

20, 40, or 60 mg/day {on a once a day schedule, in the morning) or placebo. Patients
in both studies had moderate to severe OCD (DSM-!II-R}, with mean baseline ratings
on lhe Yale-Brown O ive Compulsive Scale (YBOCS, toldl score) ranging from
2210 26. In Study 1. patients receiving fluoxeline experienced mean reductions of
approximately 4 to 6 units on the YBOCS lotal score, compared to a 1-unit reduclion
for placebo patients. In Study 2. pafients receiving fluoxeline experienced mean

ductions of approxi ly 4 to 2 units on the YBOCS total score, compared to a 1-

albumin and a,-glycop e ir and other highly
protein-bound drugs has not been fully evaluated, bul may be imporiant
{see PRECAUTIONS).

Enantiomers—Fluoxetine is a racemic mixture {50/50) of R-fluoxetine and S-fluoxe-
fine enantiomers. In animal models, both enantiomers are specific and potent

unit reduction for placebo palients. While there was no indication of a dose response
relationship for effectiveness in Study 1. a dose response refationship was observed
in Study 2, with numerically belier responses in the two higher dose groups. The
following table provides the lassification by group on the Clinica!
Global Impression {CGI) improvement scale for Studies 1 and 2 combined:

uplake inhibitors with lly eq activity. The Outcome Classification (%) on CG! Improvement Scale for

SHiuoxetine enantiomer is efiminated more slowly and is the predominant enantiomer com COmElefe{sloi: (P;lﬂ of Two 080 Studies
present in plasFr:\a at steady state. o . Fluoxetine
Metabolism—Fiuoxetine is extensivel ized in the liver to ine and a
number of other uni ified i The only i i active boli Outcome Classification | Placebo 20 mg 40 mg 60 mg
norfiuoxetine, is 1o;dmedlby den:\erllpg'_lalicr; of fluoxeline. l‘r: anir;\;l models, S-norﬂuoxl- Worse 8% 0% 0% 0%
eline is a potent and selective inhibitor of serolonin uptake and has activity essential- "
ly equivalent to R- or S-fluoxetine. Arnorfluoxetine is significantly less potent than the No Change 64% % 33% 29%
parent drug in the inhibition of serotonin uptake. The primary route of el inati —Minimally Improved 17% 23% 28% 24%
appears to be hepatic {o inactive 1 d by the kidney. Much Improved 8% 28% 27% 28%

ini i imination—The complexity of the metabolism
of fluoxetine has several consequences that may i affect fl ine's Very Much Improved 3% 8% 12% 19%

clinical use.

Variability in Metabolism—A subset {about 7%) of the population has reduced activi-
ty of the drug metabolizing enzyme cytochrome P4501iD6. Such individuals are
referred to as “poor metabolizers™ of drugs such as debrisoquin, dextromethorphan,
and the TCAs. In a study involving labeled and d i ini:
asa these individual Sluoxetine at a slower rate and thus
achieved higher concentrations of S{luoxetine. Consequenlly, concentrations of
Snorlluoxetine at steady state were lower. The metabolism of A-fluoxeting in these
poor melabolizers appears normal. When pared with normal i the
total sum at sleady state of lhe plasma concentrations of the four active enantiomers
was not significantly greater among poor metabolizers. Thus, the net pharmacody-
namic activities were essentially the same. Allernative, noisaturable gathways (non-
1iD6) also contribute 1o the metabolism of fluoxetine. This explains how fluoxetine
achieves a steady-state concentration rather than increasing without limit.

Because fluoxetine’s metabolism, like that of a number of other compounds including
TCAs and other seleclive serolonin reuptake inhibilors, involves the P450iD6
system, concomitant therapy with drugs also metabolized by this enzyme system
(such as the TCAs) may lead to drug interactions (see Drug Interactions
under PRECAUTIONS).

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

Pediatric (Children and Adolescents)— Information related to clinical trials of fluoxe-
tine in the treatment of OCD in pediatric patients is approved for Eli Lilly and
Company's fluoxetine hydrochloride drug products. However, due lo Eli Lilly's
marketing exclusivily rights, this drug product is not labeled for pediatric use.
INDICATIONS AND USAGE

Major Depressive Disorder—Fluoxetine is indicated for the treatment of major
depressive disorder.

Adult—The efficacy of fluoxetine was established in 5- and 6-week frials with
depressed adull and geriatric outpalients (= 18 years of age) whose diagnoses
corresponded most closely 1o the DSM-III (currently DSM-IV} category of major
depressive disorder (see Clinical Trials under CLINICAL PHARMACOLOGY).

A major depressive episode {DSM-IV) implies a prominent and relatively persislent
(nearly every day for at least 2 weeks) depressed or dysphoric mood that usually
inlerferes with daily functioning, and includes at least five of Ihe following nine symp-
toms: depressed mood: loss of interest in usual aclivities; significant change in weight
and/or appetile: insomnia or hypersomnia; psychomotor agitation or retardation;
increased fatigue; feelings of guill or worlhlessness; slowed thinking or impaired

Accumulation and_Stow Elimination—The y slow 1 of

(elimination half-life of 1 to 3 days after acute administration and 4 to 6 days after
chronic administration) and fis active metabolite, norfiuoxetine (efimination half-life
of 4 to 16 days after acute and chronic inistrati leads to significant
accumulation of these active species in chronic use and delayed attainment of steady
state, even when a fixed dose is used. After 30 days of dosing at 40 fhg/day, plasma
concentrations of fluoxetine in the range of 91 to 302 ng/mL and norfluoxetine in
the range of 72 to 258 ng/mL have been observed. Plasma concentrations of fluox-

a suicide attempt or suicidal ideation.

The effects of ine in itali D d patients have not been
adequately studied.

The efficacy of fluoxetine 20 mg once-daily in maintaining -a, response in major
depressive disorder for up to 38 weeks following 12 weeks of open-label acute treat-

etine were higher than those pi d by gle-d studies, b
fluoxetine’s metabolism is not proportional to dose. Norfluoxetine; however, appears
to have linear pharmacokinetics. Its mean tenninal half-life after a single dose was
8.6 days and after multiple dosing was 9.3 days. ‘Steady-slate levels after prolonged
dosing are similar to levels seen at 4 to 5 weeks.

The long efimination hatt-lives of ine and norfl assure that, even whgn

ment (50 weeks total) was d in a placebo d trial.
Pediatric {Children and Adolescents}—Informalion related to efficacy of fluoxeline in
the of major depressive disorder in children and adolescents is approved

for Eli Lilly and Company's y drug products. However, due to
Eli Lilly’s marketing exclusivity rights, this drug product is not labeled for pedialric use.
v ine for

The usefulness of this drug in adult and pediatric patients

extended periods should be reevaluated periodically.

Ob ive-Ce fsive Disord

Adult—F ine is indicated for the of and compulsions in

dosing is stopped, active drug substance will persist in the body for weeks (pri
depending on individual patient characteristics, previous dosing regimen, and length
of previous therapy at discontinuation). This is of potential conseque e when drug
discontinuation is required or when drugs are prescribed thal might igteract with
fluoxetine and norfluoxetine following the discontinuation of fluoxetine. )

Liver Disease—As might be predicted from its primary sile of metabolism, liver
impairment can affect the elimination of ine. The elimination half-life of
fluoxetine was prolonged in a study of cirrholic patients, wilh a mean of 7.6 days
compared 1o the range of 2 o 3 days seen in subjects without liver disease; norflu-
oxetine elimination was also delayed, with a mean duration of 12 days for cirrhotic
patienls compared fo the range of 7 o 9 days in normal subjects. This suggests that
the use of fluoxetine 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).
Renal Disease—In depressed patients on dialysis (N=12), fluoxetine administered as
20 mg once daily for Iwo monlhs produced steady-state fluoxetine and norfluoxetine
plasma concentrations comparable to those seen in patients wilh normal renal
funiction. While the possibility exists that renally excreted metabolites of fluoxetine
may accumulate to higher levels in patients with severe renal dysfunction, use of a
lower or less frequent dose is not roulinely necessary in renally impaired patienis
(see Use in Patients with Concomitant liness under PRECAUTIONS and DOSAGE
AND ADMINISTRATION}).

Age— .

Geriatric Pharmacokinetics—The disposition of single doses of fiuoxetine in heaithy
elderly subjects (greater than 65 years of age) did not differ significantly from that in
younger normal subjects. However, given the long half-life and nonlinear disposition
of the drug, a single-dose study is not adequate to rule out the possibility of altered
pharmacokinetics in the elderly, particularly if they have systemic iliness or are receiv-

patients with obsessive-compulsive disorder (OCD), as defined in the DSM-Ii-R; ie.,
the obsessions or compulsions cause marked distress, are lime-consuming, of
significantly interfere with social or occupational functioning.
The efficacy of fluoxetine was established in 13-week trials withobsessive-compul-
sive outpali whose di corr ded most closely to the DSM-IH-R
category of obsessive-compulsive disorder (see Clinical Trials under CLINICAL
PHARMACOLOGY).
Obsessive-compulsive disorder is characterized by recurrent and persistent ideas,
thoughts, imp! or images {ob jons) that are ego-dystonic and/or repelitive,
purposeful, and i i i i that are recognized by the
person as excessive or unreasonable.
The effectiveness of fiuoxetine in long-lerm use, i.e., for more than 13 weeks, has not
been systematically evalualed in placebo-controlled trials. Therefore, the physician
who elects 1o use fluoxetine for extended periods should periodically reevaluate the
fong-term usefulness of the drug for the individual patient (see DOSAGE AND
ADMINISTRATION), -
Pediatric {Children and Adolescents}—Information related to the efficacy of fluoxetine
in the trealment of OCD in children and adolescents is approved for Eli Lilly and
Company's fluoxetine hydrochloride drug products. However, due to Eli Lilly's
marketing exclusivity rights, this drug product is not labeled for pediatric use.
CONTRAINDICATIONS
Fluoxetine is contraindicated in palients known to be hypersensitive lo it.
A ine Oxidase There have been reports of serious, sometimes
fatal, reactions (including hyperthermia, rigidity, myoclonus, autonomic instability wilh
possible rapid fluctualions of vital signs, and mental status changes thal include
extreme agitalion progressing to delirium and comay in patients receiving fluoxetine in
ination with a ine oxidase inhibitor (MAOI), and in patients who have

ing multiple drugs for concomitant diseases. The efiects of age upon the
of fluoxetine have been investigated in 260 elderly, but otherwise healthy, depressed
palients (> 60 years of age) who received 20 mg fuoxetine for 6 weeks. Combined
fluoxetine plus noriluoxetine plasma concentrations were 209.3 + 85.7 ng/mL at the
end of 6 weeks. No unusual age-associated patlern of adverse evenls was observed
in those elderly patients.

Pedialric Pharmacokinetics (Children and Adolescents)— Information related to the
pharmacokinetics in pediatric palients is approved for Eli Lilly and Company's fluoxe-
line hydrochloride drug products. However, due to Eli Lilly's markeling exclusivity

rights, this drug product is not labeled for pediatric use.

recently discontinued fluoxetine and are then started on an MAO!. Some cases pre-
sented with features resembling neuroleptic malignant syndronie. Therefore, fluoxe-
fine should not be used in combination with an MAO!, or within a minimum of 14 days
of discontinuing therapy with an MAOL. Since fluoxetine and its major metabolite have
very long elimination haif-ives. at least 5 weeks (perhaps longer, especially il fluoxe-
line has been prescribed chronically and/or at higher doses [see Accumulation and
Stow Elimination under CLINICAL PHARMACOLOGY]) should be allowed after
stopping fluoxeline before starting an MAOL.

Thioridazine— Thioridazine should ot be administered with fluoxetine or within a
minimum of 5 weeks after fluoxeline has been discontinued (see WARNINGS).



WARNINGS
Rash and Possibly Allergic Events—In U.S. fluoxetine clinical trials as of May 8, 1995,
7% of 10,782 patients developed various types of rashes and/or urticaria. Among the
cases of rash and/or urticaria reporled in premarkeling clinical trials, almost a third
were withdrawn from treatment because of the rash and/or syslemic signs or symp-
toms associated with the rash. Clinical findings reported in association with rash
include fever, Ieukocyloss arlhralglas edema, carpal lunnel syndrome nespcralory
distress, lymp p and mild . Most
patients improved p with di inuation of ine and/or adj treat-
ment with anuhlslamlnes or sleroids, and all pauen(s experiencing (hese events were
reported to recover completely.
in premarkeling clinical trials, two patients are known to have developed a serious
cutaneous syslemic lllness In neither pauenl was lhere an unequivocal diagnosis,
bu! one was idered 10 have a litis, and the other, a severe
that was d variously to be a itis or erythema
multiforme.  Other patients have had systemic syndromes suggestive of serum
sickness.

Slnoe the introduction of fluoxetine, systemic evenls possibly related to vasculitis and
{uding lupus-like sy have d in palients wilh rash. Although these
events are rare, they may be serious, involving the lung, kidney, or liver. Death has
been reported to occur in association with these systemlc events.
factoid events, includi lary and
urlicaria alone and i |n cnmblnatlon have been reporled
Pulmonary events, ding infl of varying hi
and/or fibrosis, have been reported rarefy. These evenls have occurred wllh dyspnea
as the only preceding symptom.
Whether these systemic events and rash have a common underlying cause or are
due to different or ic pi is not known. Furlhermore, a
specific underlying immunologic basis for these events has not been identified. Upon
the appearance of rash or o! olher possm)y allergic phenomena for which an alterna-
tive etiology cannot be i should be
Potential Interaction with Thioridazine—In a study of 19 healthy male subjects, which
included 6 slow and 13 rapid hydroxylators of debrisoquin, a single 25 mg oral dose
of thioridazine produoed a 24 4 fold higher Cmax and a 4.5-fold higher AUC for
thioridazine in the slow hy d to the rapid hy The rate
of debrisoquin hydroxylauon is felt to depend on ihe level of cytochrome P4501ID6
isozyme activity. Thus, this study suggests that drugs which inhibit P4501ID6, such
as certain SSRIs, including fluoxetine, will produce elevated plasma levels of
y lhioridazine (see PHECAUTIONS).
Thi e 1 prod ad of the QTc interval,
which is associated with serious ventricular arrhylhmlas such as torsades de poinles-
type arrhylhmias, and sudden death. This risk is expected 1o increase with fluoxetine-
induced Inhibition of thioridazine metabolism (see CONTRAINDICATIONS).

PRECAUTIONS
General

fated

Interference With Cognitive_and Motor Performance— Any psychoaclive drug may
impair |udgmenl thinking. or motor skills, and patients should be cautioned about
iles, until they are reasonably
certain Ihal the drug treatment does not affect them adversely.
it are advised to discuss the following issues with
patients for whom they prescnbe fluoxetine:
Because lluoxetine may impair judgment, thinking, or motor skills, patients should
be advised to avoid driving a car or operating hazardous machinery until they are
reasonably certain that their performance is not afected.
Patients should be advised to inform their physician if they are taking or plan to
take any prescription or over-the-counter drugs, or alcohol.
Patients should be advised to notify their physician if they become pregnant or
intend to become pregnant during therapy.
Patients should be advised to nofify their physician if they are breast feeding an infant.
Patients should be advised to notify their physician if they develop a rash or hives.
Laboratory Tests—There are no specific laboratory tests recommended.
Drug Intaractions— As with all drugs, the potential for interaction by a variety of mech-
anisms (e.g., pharmaoodynamlc pharmaookmenc drug inhibition or enhancement,
etc) is a see and Slow Eli ion under CLINICAL
PHARMACOLOGY)

" ion for Patients—P

Dmg_s_MgLaMmby_ﬂm-—Approximately 7% of the normal population has a
genetic defect that leads to reduced levels of activity of the cytochrome P450 isoen-
zyme P450liD6. Such individuals have been referred to as “poor metabolizers™ of
drugs such as debrisoquin, dextrometharphan, and TCAs. Many drugs, such as most
drugs effective in the treatment of major depressive disorder, including. luoxetine and
other ive uptake inhi of , are by this isoenzyme;
thus, both the pharmacokinetic properties and relative proportion of metabolites are
altered in poor metabolizers. However, for lluoxeune and its metabolite, the sum of
the plasma ooncenlrauons of the four active is p. by poor
b (see Vadability in M i under CLINICAL

PHARMACOLOGY)

Fluoxetine, like other agents that are metabolized by P450IIDS, inhibits the activity of
this ispenzyme, and thus may make normal metabolizers resemble “poor metabol-
izers” Therapy with medications that are p inantly metabolized by the Pa501ID6
system and that have a relatively narrow therapeutic index (see list below), should be
initiated at the low end of the dose range if a patient is receiving fluoxetine concur-
rently or has laken it in the previous 5 weeks. Thus, his/her dosing requirements

those of “poor izers.”  fluoxetine is added to the treatment regimen
of a palient already receiving a drug metabolized by P450IDS6, the need for
decreased dose of the original medication should be . Drugs with a
namow therapeutic index represent the greatest concern (e.g., tiecainide, vinblastine,
and TCAs). Due to the risk of serious ventricular arrhythmias and sudden dealh
potentially associated with elevated plasma Ievels of (h|or|dazme thioridazine should
not be wnh 5 weeks after fluoxetine
has been di d (see CONTRAINDICATIONS and WARNINGS)

Anxiety a ia—In U.S. placebo-controlled clinical trials for major
disorder, 12% to 16% of patients treated with fluoxetine and 7% to 9% of pallenls
treated with placebo reported anxiety, nervousness, or insomnia.

In U.S. placebo-controlled clinical trials for OCD, insomnia was reported in 28% of
palients treated with fluoxetine and in 22% of patients treated wilh 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 assoclated with discontinuation (incidence

Drugs Metabolized by Cvlochrome P45QIIA4—In an in vivo interaction study invotv-
ing coadministration of fluoxetine with single doses of terdenadine (a cytochrome
P450IlIA4 substrale), no increase in plasma terfenadine concentrations occurred with
concomitant fluoxetine. In addition, in vitro studies have shown ketoconazole, a
potent inhibitor of P450111A4 activity, to be al least 100 times more potent than fluox-
etine or norfluoxetine as an inhibilor of the metabolism of several substrates for this
enzyme, |nc|udmg astemizole, cisapride, and midazolam. These data indicate that

at least twice that for placebo end at laast 1% for fluoxetine in chmcal trials
only a primary event jated with di )} in U.S. placeb lled flu-
oxetine clinical trials were anxiety (2% in OCD}, insomnia, and nervousness (1% in
major depressive disorder) (see Table 2, below).

Altered Appetite and Weight— Significant weight loss, especially in underweight
depressed patients, may be an undesirable result of treatment wilh fluoxetine,

in U.S. placebo-controlled clinical trials for major depressive disorder, 11% of patients
treated with fluoxetine and 2% of patients treated with placebo reported anorexia
(decreased appelite). Weight loss was reported in 1.4% of patients treated with
fluoxetine and i in 0. 5% of patients treated with placebo. However, only rarely have
patients di: with ine because of anorexia or weight loss
(see also Pediatric Use under PRECAUTIONS).
In U.S. placebo-controlled clinical trials for OCD, 17% ofkpatients treated with fluoxe-
tine and 10% of patients treated with placebo reported anor&ia (decrea&ed appetite).
One patient discontinued treatment with fluoxetine because of anorexia. (see also
: Pedla(nc Use underPRECAUTIONS)
K —In U.S. placebo-controlled clinical trials for major
depressive disorder, /h ia was reported in 0.1% of patienis treated wilh
fiuoxetine and 0.1% of patients treated with placebo. Activation of mania/hypomania
has also been reported in a small proportion of patients with Major Affective Disorder
treated with other marketed drugs effective in the treatment of major depressive dis-
, order (see also Pedialric Use under PRECAUTIONS).
In U.S. placebo-controlled clinical trials for. OCD, manialhypomania was reported in
0.8% of patients treated with fluoxetine and no patients treated with placebo. In all
U.S. fluoxetine clinical trials as of May 8, 1995, 0.7% of 10,782 patients reporled
. mania/hypomania {see also Pediatric Use under PRECAUTIONS).
Seizures—In U.S. placebo-controlled clinical trials for major depressive disorder,
convulsions (or events described as possibly having been seizures) were reported in
0.1% of patients lreated with fluoxetine and 0.2% of patients treated with placebo. No
patients reporied ions in U.S. placeb: clinical trials for OCD. In all
U.S. fiuoxetine clinical trials as of May 8, 1995, 0.2% of 10,782 patients reported
convulsions. The percenlage appears to be similar to that associated wnh other
marketed drugs effective in the of major depressive disorder. FI
should be introduced with care in patients with a history of seizures.
« Suicide—The possibility of a suicide attempt is inherent in major depressive disorder
“and may persist unlil significant remission occurs. Close supervision of high risk
patients should accompany initial drug therapy. Prescripliors; for fluoxetine should be
written for the smallest quantity consistent with good patient managemeht, in onder to
reduce the risk of overdose.
Because of well-established comorbidity between both OCD and major depressive
disorder, the same precautions observed when treating patients with major depressive
disorder should be observed when treating patients with OCD.
The Long Eliminati L 1u0) abolites —Because of the
long elimination halt-lives of the parent drug and its major active metabolite, changes
in dose will not be fully reflected in plasma for several weeks, affecting both strategies
for titration to final dose and withdrawal from treatment (see CLINICAL PHARMA-
COLOGY and DOSAGE AND ADMINISTRATION).

Use in Patients With Concomitant lliness—Clinical experience with fluoxetine ir
patients with concomitant systemic iliness is limited. Caution is advisable in using
fluoxetine in patients wilh diseases or conditions that could affect 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 diagnoses were systemalically excluded from clinical studies during the
.k product's premarket testing. However, the electrocaldlograms of 312 pauems who
- received fiuoxetine in double-blind trials were
abnormalities that resutted in heart block were observed. The mean hearl rale was
reduced by approximately 3 beats/min.
In subjects wilh cirrhosis of the liver, the clearances of fluoxetine and its active
. melabolite, norfluoxetine, were decreased, thus increasing the elimination halfives of
these substances. A lower or less frequent dose should be used in patients
with cirrhosis,

's extent of i of cytochrome P450HIA4 activity is not likely to be of
clinical significance. —

—The risk ol using ﬂuoxellne in combination with other CNS active

drugs has not been sy caution is advised if the

ion of ine and such drugs is required. In evaluating

individual cases, consideration should be given to using lower initial doses of the

concomitantly administered drugs, using conservative litration schedules, and

monitoring of clinical status (see Accumulation and Slow Elimination under CLINICAL
PHARMACOLOGY)

—Patients on stable doses of phenyloin and carbamazepine
have developed elevated plasma anliconvulsant concentrations and clinical
anticonvulsant toxicity following iniliation of concomitant fiuoxetine treatment.
Antipsychotics—Some clinical data suggests a possmls pharmacodynamic
and/or phar between specific reuptake inhibitors
(SSRIs) and antipsycholics. Elevation of blood levels of haloperidol and clozap-
ine has been observed in patients receiving concomitant fluoxetine. A single case
report has suggested possible additive effects of pimozide and fluoxetine leading
fo bradycardia. For thioridazine, see CONTRAINDICATIONS and WARNINGS.
Benzodiazepines—The half-life of tly may be

prolonged in some patients (see Accumulation and Slow Elimination under
CLINICAL PHARMACOLOGY). Co-administration of afprazolam and fluoxetine has
resulted in increased alprazolam plasma concentrations and in further
psychomotor performance duetoi d levels.
Lithium—There have been reports of both increased and decreased lithium
levels when lithium was used concomitantly with fluoxetine. Cases of lithium tox-
icity and increased serotonergic effects have been reported. Lithium levels should
. be monitored when these drugs are administered concomitantly.
Tryplophan—Five palients receiving fluoxeline in combination with tryptophan
experienced adverse reactions, including agitation, restlessness, and gastroin-
testinal distress.
Monoamine Oxidase Inhibitors —

See CONTRAINDICATIONS.
Other Drugs Effective in the Treatment_of Major Depressive Risorder—In two
studies, previously stable plasma levels of imipramine and desipramine have
increased greater than 2 to 10-fold when fluoxetine has been administered in
combination. This influence may persist for three weeks or longer after fluoxetine
is discontinued. Thus, the dose of TCA may need to be reduced and plasma TCA
concentralions may need to be monitored temporarily when fluoxetine is coad-
ministered or has been recenlly discontinued {see Accumulation and Slow
Elimination under CLINICAL PHARMACOLOGY, and Drugs Metabolized by
P4501ID6 under Drug Interactions).
Sumatriptan— There have baen rare postmarketing reporls describing patients
with h and i the use of a selective
serotonin reup!ake inhibitor (SSRI) and ]
with sumatriptan and an SSRI (e.g., fluoxetine, ﬂuvoxamme paroxetine, sertra-
line, or citalopram) is clinically warranted, appropriate observation of the patient
is advised
ential s of dministeation of Dr ightl und to Pla: rotel
Because fluoxetine is tightly bound to plasma protein, the administration of fluoxetine
fo a patient taking anolher drug that is lightly bound to prolein {e.g., warfarin, digitox-
in) may cause a shift in plasma concentrations potentially resulling in an adverse
effect. Conversely, adverse effects may result from displacement of protein bound

fluoxetine by other tightly bound drugs (see A and Slow Elimi under
CLINICAL PHARMACOLOGY).
Warfarin— Altered g fant effects, including i bleeding, have been

reported when fluoxeline is coadministered with warfarin. Patients receiving warfarin
therapy should receive careful coagulation monitoring when fluoxetine is initiated
or stopped.

Electroconvulsive Theragy—There are no clinical studies establishing the benefit of
the combined use of ECT and fluoxeline. There have been rare reports of prolonged
seizures in panen!s on ﬂuoxelme receiving ECT treaiment.

C: Imp of Fertility—There is no evidence of
carcinogenicily mutagenicity, or i 1t of fertility with

Carcinogenicity—The dietary administration of fluoxetine to rats and mice for 2 years
atdosesoluplomandlz g/kg/day, 1.2 and 0.7 times,
ded human dose | [MRHD] of 80 mg on a mg/m?

Studies in depressed patients on dialysis did not reveal 1 of
fluoxetine or norfluoxetine in plasma (see Renal Disease under CLINICAL PHARMA-
£ COLOGY). Use of a lower or less frequent dose for renally impaired patients is not
routinely necessary (see DOSAGE AND ADMINISTRATION).

In patients with diabet - may alter gh ic control.

Hypogly

.'}as

T

the
basis), produced no evidence of carcinogenicity.

—Fluoxetine and norfluoxetine have been shown to have no genotoxic
effects based on the following assays: bacterial mutation assay, DNA repair assay in
cultured rat hepatocytes, mouse lymphoma assay, and in vivo sister chromatid

occurred during therapy with and hy ia has

discontinuation of the drug. As is true with many other types of medication when
. taken concurrently by patients with diabetes, insulin and/or oral hypoglycemic dosage
" may need to be adjusted when therapy with fluoxetine is instituted or
discontinued.

3

assay in Chinese hamster bone marrow cells.

mpairment of Fertility—Two fertility studies conducted in rais 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.
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Pregnancy — Pregnancy Calegory C: In embryo- felal development studies in rats
and rabbits, there was no of i

125 and 15 mg/kg/day, respeclively (1.5 and 3.6 times. respecnvely, the maximum
recommended human dose [MRHD] of 80 mg on a mg/m?2 basis}, throughout organo-
genesis. However, in rat reproduction studies, an increase in stillborn pups, a
decrease in pup we|gh1 and an increase in pup deaths during the first 7 days post-
partum
on a mg/m? basis) during gestation or 7.5 mglkg/day {0.9 times the MRHD on a

mg/m2 basis) during gestation and laclation. There was no evidence of d -
tal neurotoxicity in the surviving offspring of rats treated with 12 mg/kg/day during
gestation. The no-effect dose for ral pup mortality was 5 mg/kg/day (0.6 limes the
MRHD on a mg/m? basis). Fluoxetine should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus.

Labor and Delivery—The eflect of fluoxetine on fabor and delivery in humans is
unknown. However, because fluoxetine crosses the placenta and because of the pos-
sibility that fluoxetine may have adverse effects on the newborn, fluoxetine should be

used during fabor and delivery only if the potential benefit justifies the
the fetus.

Nursing Moth: fluoxetine is d in human milk, nursing while on
fluoxetine is not recommended. In 1 breast milk sample, the concentration of fluoxe-
tine plus norfluoxetine was 70.4 ng/mL. The concentration in the mothers plasma
was 295 ng/mL. No adverse effects on the infant were reported. In another case, an
infanl nursed by a mother on fluoxetine developed crying, sleep disturbance,
vomiting, and watery stools. The infant's plasma drug levels were 340 ng/mlL of
fluoxetine and 208 ng/mL of norfiuoxetine on the second day of feeding.

Pediatric use—Clinical study information related to safety and efficacy ol lluoxelme

q administration of upto Percentage of Patients Reporting Event
Major Depressive Disorder ocp
Body Syster/ Fluoxetine Placebo Fluoxetine Placebo
Adverse Event (N=1728} {N=975) {N=266) (N=89)
y (1.5 limes lhe MRHD Nervous System
1 Anxiety 12 7 14 7

Nervousness 14 g 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

fisk to Pharyngitis 3 ] 3 T g

Sinusitis 1 4 - 5 2
Yawn — — 7 —

Skin and Appendages
Sweating 8 3 7 -
Rash 4 3 6 3

Urogenital System
Impotencet 2 — — -
Abnormal ejaculationt - —_ 7 —

in the treatment of major depressive disorder and OCD in children and
is approved for Eli Lilly and Company's fluoxetine hydrochloride drug products.
However, due to Eli Lilly's markeling exclusivity rights, this drug product is rot labeled
{for pediatric use.

Salety and effectiveness in pediatric patients less than 8 years of age in major
depressive disorder and less than 7 years of age in OCD have not been established.
Manic reaction, including mania and hypomania was reported in 6 {1 mania, 5 hypo-
mania) out of 228 (2.6%) fluoxetine-treated patients and in 0 out of 190 (0%)
placebo-treated patients. Mania/hypomania led to the disconlinuation of 4 {1.8%} flu-
oxeline-treated patients from the acule phases of the three sludies combined.
Consequently, regular monitoring for lhe of mania/hyp lia is
recommended.

As with other SSRIs, decreased weight gain has been observed in association with
the use of fluoxeting in children and adolescent patients. After 19 weeks of treatment
in a clinical trial, pediatric subjects treated with Huoxetine gained an average of
1.1 em less in heighl (p=0.004) and 1.1 kg less in weight {(p=0.008) than subjects
treated wilh placebo. In addition, fluoxeline treatment was associated with a
decrease in alkaline phosphatase levels. The safely of fluoxetine for pediatric patients
has not been syslematically assessed for chronic treatmenl longer than several

* Includes U.S. data for major depressive disorder and OCD clinical trials.

t Denominator used was for males only {N=690 fluoxetine major depressive
disorder; N=410 placebo major depressive disorder; N=116 fluoxetine OCD; N=43
placebo OCD).

—Incldence less than 1%. -
A d with di inwation in major dep disorder and OCD placebo-con-
trolled clinical trials (excluding data from extensions of trials)—Table 2 lists the
adverse events associated with discontinualion of fluoxetine treatment (incidence at
least twice that for placebo and at least 1% for fluoxetine in clinical trials collecting
only a primary evenl associated wilh discontinuation) in major depressive disorder
and OCD clinical trials.

TABLE 2
MOST COMMON ADVERSE EVENTS ASSOCIATED WITH DISCONTINUATION IN
MAJOR DEPRESSIVE DISORDER AND OCD PLACEBO-CONTROLLED CLINICAL TRIALS®

Major Depressive Disorder Maijor Depressive
and OC!

months in duration, In particular, there are no sludies that direcﬂy luate the
longerterm effects of fluoxetine on the growth, d i

Disorder oCcD
(N=392) (N=266)
Anxiety (1%) - Anxiety (2%)

of
children and adolescenl patients. Therefore, heighl and weight should be monitored
periodically in pediatric patients receiving fluoxetine.

- Nervousness (1%) -
- - Rash (1%}

Geriatric Use —U.S. fluoxetine clinical Irials as of May 8, 1995 (10,782 pati )
included 687 patients 2 65 years of age and 93 patients > 75 years of age. The
efficacy in gerialric patients has been established (see Clinical Trials under CLINICAL
PHARMACOLOGY). For pharmacokinetic 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
reported clinical experience has not idenlified differences in responses between the
elderly and younger patients, but greater ivity of some older individuals cannot
be ruled out. As with other SSRIs, fluoxetine has been associated with cases of
clinically significant hyponatremia in elderly patients (see Hyponatremia under
PRECAUTIONS)

Cases of hyponatremia (some with serum sodium lower than 110
mmoVL) have been reported. The d to be when
fiuoxeline was discontinued. Ahhcugh these cases were complex with varying possi-

*Includes U.S. major depressive disorder and OCD clinical trials.

) Other Adverse Events in Pediatric Patients (Children and Adolescents)—Trealment-

emergent adverse events were collecled in 322 pediatric patients (180 fluoxetine-
treated. 142 placebo-trealed). The overall profile of adverse events was generally
similar to that seen in adult studies, as shown in Table 1. However, the following
adverse events {excluding those which appear in the body or foolnotes of Table 1 and
those for which the COSTART lerms were uninformative or misleading) were reported
at an incidence of at least 2% for fluoxetine and greater than placebo: thirst, hyperki-
nesia, agitation, personality disorder, epistaxis, urinary frequency, and menorrhagia,

The most common adverse evenl (incidence of at least 1% for fluoxetine and greater
it d wif tion in three pediatric placebo-controlled

ble etiologies, some were possibly due to the syndrome of inappropriate antidi
hormone secretion (SIADH). The majority of these occurrences have been in older
patients and in patients taking diuretics or who were olherwise volume depleted. In
two 6-week controlled studies in patients 2 60 years of age, 10 of 323 fluoxetine and
& of 327 placebo recipients had a lowering of serum sodium below the reference
range; this difference was not slatistically significant. The lowest observed concen-
fration was 128 mmollL. The observed decreases were not clinically significant.
Platelet Function—There have been rare reports of altered platelet funclion andfor
abriormal results from laboratory studies in patients taking fluoxeline. While lhere
have been reporls of abnormal bleeding in several patients laking fluoxeline, it is
unclear whether fiuoxetine had a causative role.

ADVERSE REACTIONS

Multiple doses of fi tine had been admini d lo 10,782 patients with various
diagnoses in U.S. clinical trials as of May 8, 1995. Adverse events were recorded by
clinical investigators using descriplive terminology of their own choosing.
Consequently, it is not possible to provide a meaningful estimate of the proportion of
individuals experiencing adverse evenls without ﬁrsl groupmu similar types of events
into a limited (i.e., ) number of d even

In the tables and tabulations that follow, COSTART Dncﬂonary terminology has been
used to classify reported adverse events. The stated frequencies represent the
proportion of individuals who experienced, at leasl 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 receiving therapy following baseline
evaluation. It is important to emphasize that events reporied during therapy were not
necessarily caused by it.

The prescriber should be aware that the figures in the tables and tabulations canaot
be used to predict the incidence of side effecls in the course of usual medical

lrla[s (N 418) randomlzed 228 flupxeting led; 190 placebo-treated) was
(1.8% for It i lrealed 0% 'or placebo lrea(ed) in these
clinical trials, only a primary event was. d

Male and Female Sexual Dysfunction with SSFMS—AHhough changes in sexual
desire, sexual performanre, and sexual satisfaclion often occur as manifestations of
a psychlalrlc disorder. they may also be a consequence of pharmacologic treatment.
In particular, some evidence suggests that SSRIs can cause such untoward sexual
experiences. Reliable eslimates of the incidence and severity of untoward experi-
ences involving sexual desire, performance, and satisfaction are difficull to obtain,
however ln part because paﬂenls and physn:lans may be reluctant to discuss them.
dil of the incil sexual experience and perform-
ance, ciled in product labeling, are Ilkely (o und i their actual ir . In
patients enrofled in U.S. major depressive disorder and OCD placebo-conlrolled
clinical trials, decreased fibido was the only sexual side effect reporied by al least 2%
of patients taking fiuoxetine (4% fluoxetine, <1% placebo). There have been
spontaneous reports in women taking fluoxeline of orgasmic dysfunction, including
anorgasmia.
There are no adequate and well-corttrolled studies examining sexual dysfunction with
fluoxeline treatment.

Priapism has been reported with all SSRIs.

While it is difiicult to know the precise risk of sexual dysfunclion associated with the
use of SSAls, physicians should routinely inquire about such possible side effects.
Other Events Observed in Clinical Trials— Following is a list of all treatment-emergent
adverse events reported at anylime by individuals taking fluoxetine in U.S. clinical
Irials as of May 8, 1995 (10,782 patients) except (1) thase listed in the body or foot-
notes of Table 1 above or elsewhere in labeling; (2) those for which the COSTART
1€Tms were. unlnlarmauve or mlsleadmg {3) those events for which a causal refation-
ship (o fI use was remote; and (4) events occurring in only

praclice where patient characteristics and other factors differ from those that iled
in the clinical trials. Similarly, the cited frequencies cannot be compared with figures
obtained from other clinical invesligalions involving different treatments, uses, and
investigators. The cited figures, however, do provide the prescribing physician wilth
some basis for estimating the relative contribution of drug and non-drug factors to the
side effect incidence rate in the population studied.

Incidence in Major Depressive Disorder and OCD Placebo-Controfled Clinical Trials
(excluding data from extensions of Irials)— 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 major depressive disorder and OCD in U.S. con-
trolled clinical trials.

1
MOST COMMON TREATMENT-EMERGENT ADVERSE EVENTS:
INCIDENCE IN MAJOR DEPRESSIVE DISORDER AND OCD

1 patient treated with “uoxeline and which did not have a substantial probability of
being acutély life-threiziening. .=

Evenls are classified within body syslem categories using the following definitions:
frequent adverse events are defined as those occurring on one or more occasions in
at least 1/100 patients; infrequent adverse events are those occurring in 1/100 to
1/1,000 patients; rare events are those occurring in less than 1/1,000 patients.

Body as a Whole—Frequent: chesl pain, chills; Infrequent: chills and fever, face
edema, intentional overdose, malaise, pelvic pain, suicide attempt; Rare: abdominal
syndrome acute, hypothermia, intentional injury, neuroleptic malignant syndrome®,
photosensitivity reaction.

Cardiovascular System —Frequent: hemorrhage, hypertension, palpilation;
Infrequent: angina pectoris, archythmia, congestive heart failure, hypotension,
migraine, myocardial infarct, poslural hypotension, syncope, tachycardia, vascular
headache; Rare: atrial fibrillation, bradycardia, cerebral cerebral i i

PLACEBO-CONTROLLED CLINICAL TRIALS® cerebre lar accident, . heart arresl, heart block, pallor, peripheral
Percentage of Patients Reporting Event vascular disorder, phiebitis, shock thrombophlebitis, (hrombosls vasospasm,
Major Depressive Disorder oco ventricular arrhythmia, ystoles, ventricular fibrillati
: N Digestive System —Frequent: increased appetite. nausea and vommng; Infrequent:
Adve,sszsé\s:x( F&f}‘?‘g‘ﬂf (I'-;‘I‘a=<:9e7b5c)' F},ﬁ’é"é‘;ﬂ“ F('ﬁ:;g;) aphthous stomatitis, cholelithiasis, colilis, dysphagia, eructation, esophagitis, gastri-
is, gastroenterilis, glossitis. gum hemorrhage, hyperchlorhydia, increased salivation,
Body as a Whole liver function tests abnormal, melena, mouth e
Asthenia 9 S 15 i stomach ulcer, stomatitis, thirst; Rare: biliary pain, bloody dlarrhea cholecyslms duo-
Fli 3 4 10 7 - denal ulcer, enteritis, esophageal ulcer, fecal incontinence, gastrointestinal hemor-
b syndrome rhage, hem hemorrhage of colon, hepatitis, intestinal obstruction, liver fatty
Cardiovascular System deposit, pancrealilis, peplic ulcer, rectal hemorhage, salivary gland enlargement,
Vasodilatation 3 2 S — slomach ulcer hemorrhage, tongue edema.
Digestive System Endocrine System —infrequent: hypothyroidism; Rare: diabetic acidosis, diabetes
mellilus.
Nausea 21 9 26 13
" Hemic and L ic Syst i : anemia, hy : Rare: blood
Diarthea 12 L] 18 13 . hypochromic anemia. Ieukopenla lymphedema, lymphocymsm petechia,
Anorexia 1t 2 17 10 purpura h Yy . th penia
Dry mouth 10 7 12 3 Metabolic and Nutritional — Fr - weight gain; Infrequent: dehydration,
Dyspepsia 7 5 10 4 generalized edema, gout, hypercholesleremia hyperllpemla hypokalemla perlpher-
Rervous S aledema; Hare: alcohol ir alkaline ph
ous System creatine phosphokinase increased. hyperkalemia, hyperuricemia, hypocalcemla iron
Insomnia 16 9 28 22 deficiency anemia. SGPT increased. ’




127 patients letel

| System— g : arthritis, bone pain, bursitis, leg cramps,

lia, pathy, myosilis,

tenosynovitis; Rare: arthrosis, chor lystrophy,
yelitis, osteoporosis, rh id arthritis.
Nervous Systs Frequent.: agitation, amnesia, confusk ional lability, steep
disorder; Infrequent: abnormal gaft, acute brain syndrome, akathisia, apathy, ataxia,
b d . CNS depression, CNS stimulation, depersonalization,
phoria, hall hostility, hyperkinesia, hypertonia, hypesthesia, i dii
tion, fibido i d, | i pathy, neurosis, p id reaction,

and might ingest excessive quantities of a TCA. In such a case, accumulation of the
parent tricyclic and/or an active metabolite may increase the possibility of clinically
significant sequelae and extend the time needed for close medical observation (see
Other Drugs Effective in the Treatment of Major Depressive Disorder under
PRECAUTIONS).

Based on experience in animals, which may not be relevant to humans, Auoxetine-
induced seizures that fail to remit spontaneously may respond to diazepam.

personality disorderi’. ésychosi's. vertigo; Rare: phalogram,
antisocial reaction, circumoral paresthesia, coma, delusions, dysarthria, dystonia,
i ynd . foot drop, hyp ia, neuritis, is, reflexes
decreased, reflexes increased, stupor.
Resp y System— 1, asthma, epi hiccup, hyper
apnea, alel is, cough , emp h is, hyp:
hypoxia, larynx edema, lung edema, pneumothorax, stridor.
Skin and Appendages— Infrequent: acne, alopecia, contact dermatitis, eczema,
rash, skin discoloration, skin ulcer, vesi rash; Rare: furun-
culosis, herpes zoster, hirsutism, pelechial rash, psoriasis, purpuric rash, pustular
rash, seborrhea.
Special Senses-—Frequent: ear pain, taste perversion, tinnitus; infrequent: conjunc-
tivitis, dry eyes, mydriasis, pf ia; Rare: blepharitis, deaf diplopia, exoph-
thalmos, eye is, iritis, p ia, scleritis, strabis-
mus, taste loss, visual field defect.
Urogenital System— Frequent: urinary freq y: abortiont, albt
uria, 1 ia, breast enl; 1t, breast pain, cystitis, dysuria,

Rare:

in i d consider the possibility of multiple drug involvement. The
physician should consider contacting a poison control center for additiona! informa-
tion on the of any . Telepl for certified poison
control centers are listed in the Physicians’ Desk Reference {PDR].

DOSAGE AND ADMINISTRATION

Major Depressive Disorder—

Adult—In controlled trials used to support the efficacy of fluoxetine, patients were
administered morning doses ranging from 20 to 80 mg/day. Studies comparing
fluoxetine 20, 40, and 60 mg/day lo placebo indicate that 20 mg/day is sufficient to
obtain a ist: Y P in major dep ive disorder in most cases.
Consequently, a dose of 20 mg/day, administered in the morning, is recommended as
the initial dose.

A dose increase may be considered after several weeks if insuficient clinical improve-
ment is observed. Doses above 20 mg/day may be administered on a once a day
{morning) or b.i.d. schedule (i.e., moming and noon) and should not exceed a maxi-
mum dose of 80 mg/day.

Pediatric (Children and Adolescents)— Information related to dosing of fluoxetine in
the '

female lactationt, fibrocystic breast}, hematuria, grag,
metrorthagiaf, nocluria, polyuria, urinary incontinence, urinary retention, urinary

of major disorder in pediatric patients is approved for Eli Lilly
pany’s fluoxetine hydrochloride drug However, due to Eli Lilly's

and C p
exclusivity rights, this drug product is not labeled for pediatric use.

urgency, vaginal hemorrhaget: Rare: breast er gly ia, hyp
rheat, kidney pain, oliguria, priapismt, uterine hemormhaget, uterine fibroids
enlarged$.
“Neuroleptic malignant syndrome is the COSTART term which best captures
serotonin syndrome,
tPersonality disorder is the COSTART term for designaling non-aggressive
objectionable behavior.
tAdjusted for gender
Postintroduction Reports—Voluntary reports of adverse events temporally associated
with fluoxetine that have been ived since market introduction and that may have
no causal relationship with the drug include the following: aplastic anemia, atrial
fibrillation, cataract, cerebral vascular accident, fusi

All patients—As with other drugs effeclive in the treatment of major depressive dis-
order, the full effect may be delayad until 4 weeks of treatment or longer.

As with many other medications, a lower or less frequent dosage should be used in
patienis with hepatic impairment=- A lower or less frequent dosage should also be
considered for the elderly (see Geriatric Use under PRECAUTIONS), and for patients
with concurrent disease or on multiple concomitant medications. Dosage adjust-
ments for renal impairment are not routinely necessary {see Liver Disease and Renal
Disease under CLINICAL PHARMACOLOGY, and Use in Patients with Cancomitant
liness under PRECAUTIONS).

Maintenance/Continuation/Extended Treatment—Hh is generally agreed that acute

g1 Y sy with

involuntary tongue protrusion reported to develop in a 77-year-old female after
5 weeks of fluoxetine therapy and which completely resolved over the next few
months following drug discontinuation), eosi il i i necroly-
sis, erythema xfoliatis gy heart amrest, hepalic
i ia, immu lated lytic ane-
developing in patients wilh

o of >

ic jaundice, dysk-
inesia (including, for example, a casa of bi I-li f i

. hypery hypogly

mia, kidney failure,

of major disorder require several months or longer of sustained
pharmacologic therapy. Whether the dose needed to induce remission is identical to
the dose needed to maintain and/or sustain euthymia is unknown.
Systematic evaluation of fluoxetine has shown that its efficacy in major depressive
disorder is maintained for periods of up to 38 weeks following 12 weeks of open-label
acute treatment (SO weeks lotal) at a dose of 20 mg/day (see Clinical Trials under
CLINICAL PHARMACOLOGY).

risk factors including drugs associated with such events and
1t di i fi

o g Y

creatitis, pancytopenia, priapism, y embolism, pL y hypertension, QT
prolongation, serotonin syndrome (a range of signs and symptoms that can rarely, in
its most severe form, resemble neuroleptic malignant syndrome), Stevens-Johnson
syndrome, sudden unexpected death, suicidal ideation, thrombocytopenia, thrombo-
cytopenic purpura, vaginal bleeding after drug wi i hycardi
{including torsades de pointes-type arrhythmias}, and viokent beh:

DRUG ABUSE AND DEPENDENCE
C. fod Sub Ci. Fi

isnota led sub:
Physical and P: ical D de Fi has not been systematically
studied, in animals or humans, for its potential for abuse, tolerance, or physical
ds dence. While the keting ciinical ( with ine did not reveal
any tendency for a with y or any drug seeking behavior, these obser-

vations were not systematic and it is 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

p g O C Disorde
like events, optic neuritis, pan- fnitial Treatment—

Adult—In the controlled clinical trials of fluoxeline supporting its effectiveness in the
of ob ive pulsive disorder, patients were administered fixed daily
doses of 20, 40, or 60 mg of fluoxetine or placebo (see Clinica! Trials under CLINICAL
PHARMACOLOGY). In one of these siudies, no dose response relationship for effec-
tiveness was demonstraled. Consequently, a dose of 20 mg/day, administered in the
morning, is recommendeshas the initial dose. Since there was a suggestion of a pos-
sible dose response relationship for effectiveness in the second study, a dose
increase may be considered after several weeks if insufficient clinical improvement is
observed. The full therapeutic effect may be delayed unlil 5 weeks of treatment
or longer.
Doses above 20 mg/day may be administered on a once a day (i.e., morning) or
bid. schedule (i.e, morning and noon). A dose range of 20 to 60 mg/day is
recommended, however, doses of up 1o 80 mg/day have been well tolerated in open
studies of OCD. The maximum fiuoxetine dose should not exceed 80 mg/day.
Pediatric (Children and Adolescents)— Information related to the dosing of fluoxetine
in

in the of OCD diatric patients is app: d for Efi Lilly and Company's

patients for history of drug abuse and follow such patients closely, observing them for
signs of misuse or abusa of fluoxetine (e.g., devel of i i
of dose, drug-seeking behavior).
OVERDOSAGE

fluoxetine hydrochloride drug’ products. However, due to Eli Lilly's marketing exclu-
sivity rights, this drug product is not labeled for pediatric use.
All patiefits-As with the use of in the of major

Human Exp i P hy ide is esti dto
be over 38 million patients (circa 1999). Of the 1578 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 hydrochloride alone,
34 resulted in a.fatal ph and 15 patients experi-
enced after dosage, includi b ion, abnormal
gait, fusi 7 ner . pulmonary dysfunction, vertigo,
tremor, elevated blood pressure, impotence, movement disorder, and hypomania.
The remaining 2C6 patients had an unknown outcome. The most commion signs and
i with falal dosage were seizures, somnolence, nausea,
tachycardia, and vomiting. The largest known ingestion of lluoxetine hydrochloride in
adult patients wa: 8 grams in a patient who took fluoxetine alone and who subse-
quently recoverec. However, in an adult patient who took fluoxetine alone, an inges-
tion as low as 52(: mg has been associated with lethal outcome, but causality has not
been established.
Among pediatric atients (ages 3 months to 17 years), there were 156 cases of over-
dose involving fi tine alone or in ination with other drugs. Six patients died,
pletely 1 patient experi d renal failure, and 22
patients had an unknown outcome. One of the six fatalities was & 9-year-old boy who
had a history of OCD, s synd with tics, fion deficit disorder, and
fetal alcohol syndrome. He had been receiving 106 mg of fluoxetine daily for 6
months in addition to clonidi i and p i Mixed-drug
i ion or other methods of suicide all six ds in children that
resulled in fataliies. The largest ingestion in pediatric patienls was 3 grams which
was non-fethal.

Other important adverse events reported with fluaxetine overdose (single or multiple
drugs} include coma, delirium, ECG abnormalities (such as QT interval prolongation
iculk ia, including de pointes-type arrhythmias),

and y
b ion, mania, p fike events, pyrexia, stupor, and

syncope. .

Animal Experience—Studies in animals do not provide precise or necessarily valid

infe ion about the of human . 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. Acite high oral doses produced hyperirritability and convulsions in

several animat species.

Among six dogs purposely overdosed with oral fluoxetine, five experienced grand mal

seizures. Seizures stopped immediately upon the bolus intravenous administration of

a standard veterinary dose of diazepam. In this short-term study, the lowest plasma

concentration at which a seizure occurred was only twice the maximum plasma

concentration seen in humans taking 80 mg/day, chronically.

In a separate single-dose study, the ECG of dogs given high doses did not reveal

prolongation of tha PR, 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. Nonetheless, the ECG should erdinarily be monitored in cases
(see M: ).

of human of Overd
M. of Overd. Tr should consist of those general measures
ployed in the of ge with any drug effective in the treatment

of major depressive disorder.

Ensure an adequate airway, oxygenation, and ventilation. Monitor cardiac rhythm and
vital signs. General supportive and { are also ded.
Induction of emesis is not recommended. Gastric lavage wilh a large-bore orogastric
tube with appropriate airway protection, if needed, may be indicated if performed soon
after ingestion, or in symptomatic patients.

Activated charcoal should be administered. Due to the large volume of distribution of
this drug, forced diuresis, dialysis, h perfusion and fusion are
unlikely to be of benefit. No specific antidotes for fluoxetine are known.

A specific caution involves patients who are taking or have recently taken fiuoxetine

disorder, a lower or less frequent dosage should be used in patients with hepalic
impairment. A lower or less frequen! dosage should also be considered for the eld-
erly (see Geriatric Use under PRECAUTIONS), and for patients with concurrent
disease or on mulliple i icati Dosage adj for renal
impairment are not routinely necessary (see Liver-Disease and Renal Disease
under CLINICAL PHARMACOLOGY, and Use in Pafients with Concomitant lliness
under PRECAUTIONS).

Mainlenance/Gontinuation Treatment—While there are no systematic studies that
answer the question of how long to continue fluoxetine, OCD is a chronic condition
and it is reasonable to consider conlinuation for a responding patient. Although the
efficacy of fluoxetine after 13 weeks has not been documented in controlled trials,
patients have been continued in therapy under double-blind conditions for up to an
additional 6 months withoui ioss of benefil. However, dosage adjustments should be
made to maintain the palient on the lowest effective dosage, and palients should be
periodically reassessed to determine the need for treatment.

Switching Patients to a Tricyclic Antidepressant (TCA}:

Dosage of a TCA may need to be reduced, and plasma TCA concentrations may need
to be i porarily when [l ine is ini or has been recently
discontinued (see Other Drugs Effective in the Treatment of Major Depressive
Disorder under PRECAUTIONS, Drug Interactions).

Switching Patients to or from a Monoamine Oxidase Inhibitor. *

At least 14 days should elapse between discontinuation of an MAOI and initiation of
therapy with fluoxetine. In addition, at least 5 weeks, perhaps longer, should be
allowed aft; stopping fluoxetine before starting an MAOI (see CONTRAINDICA-
TIONS gpnd PRECAUTIGNS).

HOW SUPPLIED

Fluoxetine Oral Solution, USP is a mint flavored colorless to straw colored liquid
available in:

20 mg* per 5 mL NDC 49884-693-37- Bottles of 120 mL

* Fluoxetine base equivalent.

Store at 20° to 25°C (68° to 77°F) [See USP Contrelled Room Temperature].
Dispense in a tight, light-resistant container as defined in USP.

Protect from light,

ANIMAL TOXICOLOGY

Phospholipids are increased in some tissues of mice, rats, and dogs given fiuoxetine
chronically. This effect is reversible after cessation of fluoxetine treatment.
Phospholipid accumulation in animals has been observed with many cationic
amphiphilic drugs, including fenfluramine, imipramine, and ranitidine. The signifi-
cance of lhis effect in humans is unknown.

Sarafem™ is a trademark of Eli Lilly and Company.

Manufactured by:
PAR PHARMACEUTICAL, INC.
Spring Vafley, NY 10977

Issue: 01/04



