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PROZAC®
FLUOXETINE HYDROCHLORIDE
DESCRIPTION
Prozac® (Fluoxetine Mydrochlonide) 1s an dep 1t for oral ads n, it 1s chemically unrelated to

tncyclic, tetracyclic, or other avallable antidepressant agents Tt 1s designated (x}-N-methyl-3-phenyl-3-{{e « «-
lnﬂuor&p(o!yl)oxvpropylamm hydrochionde and has the empirical formuta of Cy7H:aF3NO=HC! 1ts molecular

weight 1s 345 79 The structural formula is s

F.C O— CHCH,CH,NHCH, "+ HCI

Fluoxetine hydrochlonde 1s a white to off-white crystaline solid with a solubility of 14 mg/mbL 1n water

Each Pulvule® contains fluoxetine hydrochlonde equivalent 1o 10 mg (32 3 pmol)}, 20 mg (64 7 pmol), or
40 mg (129 3 pmol) of fluoxetne The Pulvules also contain starch, gelatin, siicone, titanum dioxide, 1ron oxide
and other inactive ingredients The 10 mg and 20 mg Pulvules aiso contain F D & C Blue No 1, and the 40 mg
Pulvule also contains F D & C Blue No 1 and F D & C Yellow No 6

Each tablet contams fi hy yride equivalent 1o 10 mg (32 3 pmol) of fluoxetine The 1ablets also
contam microcrystalline . g pOVick hydraxypropyl methyicetluk
dioxide, polyethylene glycol, and yellow wron oxide [n addition to the above ingredients, the 10 mg tablet contains
F D & C Blue No 1 aluminum lake, and polysorbate 80

The oral solution contains fluoxetine hydrochloride equivalent to 20 mg/5 mL (64 7 pmol) of fluoxetine It also
contains alcohol 0 23%, benzorc acid, flavoring agent, glycenn, punfied water, and sucrose

CLINICAL PHARMACOLOGY

Pharmacodynamics

The p 3 , and antb actions ot fluoxetineg are p d to be
linked 10 fis mhibition of CNS neuronal uptake of serotonin Studies at clinically relevant doses i man have
demonstrated that fiuoxetine blocks the uptake of serotonin info human platelets Studies i animals also
suggest that fluoxetine 1s a much more potent uptake mhibrtor of serotonm than of norepinephrine

Antag of 'ergic, and uy-adrenergic receplors has been hypothesized to be
associated with vanous antic gic, and cardi lar effects of f 4 dep
drugs Fluoxetine binds to these and other membrane receptors from bramn tissue much less potently in vitro than

do the tncychic grugs

, M bolism and E:

Systemic_Bioavatlabiity—in man, following a single oral 40 mg dose, peak plasma concentrations of
fiuoxetine from 15 to 55 ng/mL are observed after 6 10 8 hours

The Pulvule, tablet, and oral solution dosage forms of fluoxetine are broequivalent Food does not r to
affect the systermic bioavailability of fluoxetine, although it may delay its absorption inconsequentially Thus
fluoxetine may be administered with or without

ing— Over the concentration range from 200 to 1,000 ng/mL, approxmately 94.5% of fluoxetine

1s Bound n vitro to human serum proteins, ncluding albumun and a,-glycoprotel The 1
fluoxetine and other highly protem-bound drugs has not been fully evaluated, but may be important {see
Precautions)

Enantiomers:
models, h enantiomers are specdic and potent serofonin uptake ly eq it
S-h Is d more slowly and i1s the predommant

phari actvity The S
enantomer present in plasma at steady state
—F ly bolized In the hver to norfluoxetine and a number of other,

18 Y
umidentified metaboltes The only identied active metabolite, norfluoxetine, 1s formed by demethylaton of
fluoxetine In ammal models, S-norfluoxetine 1s a potent and selective inhibrtor of serotonm uptake and has
activity ess lly equivalent to A- or S-fl stine A-norfluoxeting 13 signficantly less potent than the parent
drug In the iInhibition of serotonin uptake The primary route of elimination appears to be hepatc metabolism to
nactive metabolites excreted by the kidney

— Fluoxetne 15 a racemnic mixture (50/50) of A-fluoxetine and Sﬂuoxe:'n“? enantiomers In animal

Iy —The comp of the b of flu has
several consequences thal may potentally affect fluoxetne’s chnical use -

—A subset (about 7%} of the population has reduced of the drug metabolizng
enzyme cytochrome P450IID6 Such indwduals are referred 10 as "poor me! zers® of drugs such as
« quin, ph andmtncydmanndepmssantslnastuaywwo'w‘glabeledandumaboled
5 d as a these indmduals lized S-fi at a slower rate and thus

hieved higher of S-fiuoxetine C. thy of S-norfi at steady state

were lower The metabolism of A-fluoxetine in these poor metabolizers appears normal When compared with
normal metabolizers, the total sum at steady state of the plasma concentrations of the 4 active enantiomers ﬁ:

not signihcantly greater among poor metabalizers. Thus, the net p y were y
same Alternative, nonsaturable pathways (non-1lD6) also contribute to the tism of Ths exp!
how fluoxetine achieves a sleady-state col rather than g without himat

Because fluoxetine's mef ism, like that of a number of other compounds including tncychc and other
. ser D 3 ) the P450IID6 system, concomiant therapy with drugs also
metabolized by this enzyme system (such as the tncyciic antdepressants) may lead to drug inferactions (see

Drug | ns under F ) .
Accumulation and Slow Elimination—The relatively slow etimination of fluoxetine (ehmination haif-ife of 1 to
3 days after acute admnistration and 4 to 6 days after chromic administration) and #ts actve metabolite,
norfluoxetine (elmination half-ife of 4 to 16 days after acute and chronic ), leads to sig! it
accumutation of these active species in chronic use and delayed attanment of steady state, aven when a fixed
dose i1s used After 30 days of dosing at 40 mg/day, plasma concentrations of fluoxetine n the range of 91 to
302 ng/mL and norfluoxetine m the range of 72 to 258 ng/mL have been observed Plasma concentrations of
fluoxetine were higher than those predicted by single-dose studies, b i 's 5 not
proportional to dose Norfluoxetine, however, appears o have linear ph tics s mean ! haif-
ife after a single dose was 8 6 days and after multiple dosing was 9 3 days Steady state levels after prolonged
dosing are similar to levets seen at 4-5 weeks
fong 1 half-ives of 1) tne and norfluoxetine assure that, even when dosing Is stopped, active
drug substance wilt persist in the bod{ for weeks (pnmanly depending on individual patient char
previous dosing regimen, and length ot previous therapy at discontinuation) This 1s of potental consequence
when drug discontinuation 1s required or when drugs are prescribed that might interact with fluoxetine and
norfluoxetine following the discontinuation of Prozac
—As might be predicted from its primary site of metabolism, liver smpairment can affect the
ehmination of fluoxetime The elmination half-ife of fluoxetine was prolonged in a study of cirhotic patients, with
a mean of 7 6 days compared to the range of 2 to 3 days seen n subjects without hver disease, norfluoxetine
elimination was also delayed, with a mean duration of 12 days for curhotic patients compared to the range of
7 to 9 days in normal subjects This suggests that the use of fuoxetine in patents with bver disease must be
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normal me@bolizers, Ihe 101al SUIT dl O Uy ol A P T o  t m arre —emembio s thom
not significantly greater among poor metabohzers Thus, the net pharmacodynamic activities were essentially the
same Alternative, nonsaturable pathways (non-1D6) also contnibute to the bolism of i This expl
how fluoxetine achieves a steady-state concentration rather than increasing without limit

Because fiuoxetine's metaborlsm. fike that of a number of other compounds including tncyciic and other

1 p Ives the P450liD6 system, concomiant therapy with drugs also
metabolized by this enzyme system (such as the tncyciic antdepressants) may lead to drug interactions (see
Drug Interactions under Precautions)

i

hon and Slow Ehmination—The rel ly slow of fluo (elimunation half-ife of 1 to
3 days after acute admwustration and 4 to 6 days after chronic administration) and 1ts active metabolite,
norfluoxetine {ekmination half-ife of 4 to 16 days after acute and chronic administration), leads to significant
accumulation of these active species in chronic use and delayed attanment of steady state, even when a fixed
dose 1s used After 30 days of dosing at 40 mg/day, plasma concentraons 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
fluoxetine were thigher than those pi ed by single-dose studies, because fluoxetine's metabolsm 15 not
proportional to dose Norfluoxetine, however, appears to have linear pharmacokinetics its mean terminal half-
Ife atter a single dose was 8 6 days and after multiple dosing was 9 3 days Steady state levels after prolonged
dosing are similar to levels Seen at 4-5 weeks

The fong el half-hves of fi and norfl ve assure that, even when dosing 1s stopped, active
drug substance will persist in the for weeks (pnmanly depending on indndual patient characternstics,
previous dosing regimen, and length ot previous therapy al discontinuation) This 15 of potential consequence
when drug discontinuation is required or when drugs are prescribed that might interact with fluoxetine and
norfluoxetine followang the discontinuation of Prozac

Liver Disease—As might be predicted from s primary sie of metabolism, liver )/mparment can affect the
elimmanon of fluoxetine The elimination half-fe of fluoxetine was prolonged i a study of cirrhotic patients, with
a mean of 7 6 days compared fo the range of 2 to 3 days seen in subjects without hiver disease, norfluoxetine
ehmination was also delayed, with a mean duration of 12 days for curhotic patients compared to the range of
7 10 9 days in normal subjects This suggests that the use of fluoxetine 1n patients with hiver disease must be
approached with caution |f fluoxetine 1s adminstered 10 patients with liver disease; SEJpweL Of less frequent dose
should be used (see Precautions and Dosage and Admmstration)

Renal Dispase—In depressed patients on dialysts (N=12), fluoxetine administered as 20 mg once daily for
two months produced steady-state fluoxetine and norfluoxetine plasma concentrations comparable to those
seen In patients with normal renal function While the possibiity exists that renally excreted metabolites of
fluoxetime may accumulate to higher levels in palients with severe renal dysfunction, use of a lower or less
frequent dose ts nol routinely necessary in renally impaired patients (see Use in Patients with Concormtant
iness under Precautions and Dosage and Administration)

Age—The disposition of single doses of fluoxetine in healthy elderly subjects (greater than 65 years of age)
chd not differ significantly from that 1 r normal subjects However, given the long hall-ife and nonfinear
disposition of the drug, a single-dose study 1S not adequate 10 rule out the possibility of altered pharmacokinetics
n the elderly, particutarly if they have systemic finess or are recenving muttiple drugs for concomitant diseases
The effects of age upon the metabolism of fluoxetine have been nvestigated in 260 elderty but otherwise healthy
depressed patients (> 60 years of age) who recetved 20 mg tiuoxetine for 6 weeks Combined fluoxetine plus
norfluoxetine plasma concentrations were 209 3 + 85 7 ng/ml at the end of 6 weeks No unusuat age-associated
pattern of adverse events was observed i those elderly patents

Chrical Trials

Depression—The efficacy of Prozac for the treatment of patients with depression (2 18 years of age) has
been studied in 5- and 6 week placebo-controlled tnals Prozac was shown to be signicantly more effective than
placebo as measured by the Hamitton Depression Rating Scale (HAM-D} Prozac was also significantly more
eflective than placebo on the HAM-D subscores for depressed mood sleep disturbance, and the anxiety
subfactor .

Two 6-week controlled studies (N=671 randomized) companng Prozac 20 mg and pﬁcet;o have shown
Prozac 20 mg daily 1o be effective i the treatment of eiderly patients (260 years of age) with depression In
these studies Prozac produced a significantly higher rale of response and remssion as defthed respectively by
a 50° decrease n the HAM-O score and a totat endpoint HAM-D score of < 8 Prozac was well lolerated and the
rale of treatment discontinuations due to adverse events did not differ between Prozac (12%}) and placebo (9%)

A study was conducted mnvolving depressed oulpatients who had responded (modified HAMD-17 score of <7
duning each of the last 3 weeks of open label treatment and absence of major depression by DSM-111-R critena)
by the end of an intial 12-week open treatmenl phase on Prozac 20 mg/day These patients (N=298) were
-andomized 1o continuaton on double-bind Prozac 20 mg/day or placebo At 38 weeks {50 weeks total) a
statstically significantly lower relapse rate (defmed as symptoms sufficient to meet a diagnosis of major
depression for 2 weeks or a modited HAMD-17 score of 2 14 for 3 weeks) was observed for patients taking
Prozac compared to those on placebo

Obsessive Compulsive Disorder—The effectiveness of Prozac for the treatment for obsessive compulsive
disorder (OCD) was demonstrated in two 13-week multicenter parallel group studies (Studies 1 and 2) of aduft
outpatients who received hixed Prozac’doses of 20 40 or 60 mg/day (on a once a day schedule in the morming)
or placebo Patients i both studies had moderale to severe OCO (DSM-lII-R), with mean baseline ratings on
the Yale-Brown Obsessive Compulsive Scale (YBOCS total score) ranging from 22 fo 26 In Study 1, patients
receving Prozac expenenced mean reductions of approximately 4 fo 6 units on the YBOCS total score
compared to a 1-unt reduction for placebo patients In Study 2 palients receiving Prozac expenenced mean
reductions of approximately 4 to 9 umts on the YBOCS total score, compared to a 1-unit reduction for placebo
patients While there was no indication of a dose response relatonship for effectiveness in Study 1, a dose
response relationship was observed in Study 2 with numencally better responses m the 2 higher dase groups
The following table provides the outcome classification by treatment group on the Chnical Global Impression
(CGI) mprovement scale for studies 1 and 2 combined

Qutcome Classtication (%) on 'CGl Improvement Scale for

Comp in Pool of Two OCD Studies
Prozac
Outcome Classification Placebo 20 mg 40 mg 60 mg
Worse 8% 0% 0% 0%
No Change 64% 21% 33% 29%
Minmally improved 17% 23% 28% 24%
Much Improved 8% 28% 27% 28%
Very Much improved 3% 8% 12% 19%

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

Bulimia Nervosa—The eflectiveness of Prozac for the treatment of bulima was demonstrated in two 8-week
and one 16-week, multicenter, parallel group studies of adult outpatients meeting DSM-11-R cnitena for bulinma
Patients in the 8-week studres received etther 20 mg/day or 60 mg/day of Prozac or placebo mn the morning
Patients in the 16-week study received a fixed Prozac dose of 60 mg/day (once a day) or placebo Patents in
these 3 studies had moderate 1o severe bulimia with median bnge-eating and vomiting frequencies ranging from
7 10 10 per week and 5 to 9 per week, respectvely In these 3 studies, Prozac, 60 mg, but not 20 mg, was
statistically significantly supenor to placebo m reducing the number of binge-eating and vomiing episodes per
week The statistical slgmhcam%‘:u nor effect of 60 mg vs placebo was present as early as week 1 and
persisted thi 'each study rozac related in bulimic ep app d to be independent
of i p as d by the Hanuiton Dep Rating Scale In each of these 3 studies, the
treatment effect, as measured by differences between Prozac, 60 mg, and placebo on median reduction from
baseline in frequency of bulimic behaviors at endpont, ranged from 1 to 2 episodes per week for b ating
and 2 to 4 episodes per week for vomiting. The size of the effect was related to basaline frequency, greater
reductions seen In patients with higher baseline frequencies Although some f!:anems achieved freedom from
binge-eating and purging as a fesult of treatment, for the majonty, the benefit was a parbal reduction in the
frequency of binge-eating and purging

INDICATIONS AND USAGE "

Dep — Prozac s d for the 1 of dep The efficacy of Prozac was established in
5- and 6-week Inals with depressed aduit and genainc outpatents (218 years of age) whose diagnoses
corresponded most closely to the DSM-III (currently DSM-1V) category of major depressive disorder (see Cimcal
Tnals under Chrical Pharrnacology)

A major depressive episode (DSM-1V) imphes a prominent and relatively persistent (nearly every day for at
least 2 weeks) depressed or dysphonc mood that usually nterferes with daily luncbomn%. and includes at least
5 of the tollowing 9 symptoms depressed mood, loss of interest in usual activities, signi change In weight
and/or appetre, Insomnia or hypersommia, psychomotor agtation or d tatigue, feel of
quiit or wor slowed g or impaired cot 1, a suicide attempt or suicxdal ideation

The anhdepressant action of Prozac m hosp p d patients has not been adequately studied

The efficacy of Prozac n maintamning an anhdepressant response for up to 38 weeks following 12 weeks of
open-label acute treatment (50 weeks total) was demonstrated i a placebo-controlled tnal The usefuiness of
the drug In pahents recesving Prozac for extended pernods should be reevaluated penodically (see Cliirucal Tnals

under Chmcal Pharmacology) .

Ob: Compul rder— Prozac 1s Indi d for the of s and pul n
patients with pul der (OCD), as defined mn the DSM-I-R, e the obsesswons or
compulsions cause marked are time- g, or significantly interfere with social or occupational
funchoning

The efficacy of Prozac was established in 13-week tnais with ob pul ip whose
diagnoses corresponded most closely to the DSM-ill-R category of i disorder (see Chimcal
Tnals under Climcal Pharmacology)

Obsessive-compulsive disorder IS ¢ d by nt and p ideas, thoughts, impulses, or
images (obsessions) that are ego-dy and/or reps purposeful, and Ir beh

(compulsions) that are recognized by the person as excessive of unreasonable

The effectiveness of Prozac i long-term use, te, for more than 13 weeks, has not been systematically
evaluated in placebo-controlled tnals Therefore, the physician who elects to use Prozac for extended penods
should penodically reevaluate the long-term usefuiness of the drug for the individual patient (see Dosage and
Admmstration)

Bulimia Nervosa— Prozac 1s indicated for the treatment of binge-eating and vomiting behaviors in patients
with moderate to severe buhmia nervosa

The efficacy of Prozac was established in 8 to 16 week tnals for adult outpatents with moderate to severe
bulimia nervosa, ie at least 3 bulmic episodes per week for 6 months (see Chinical Tnats under Clinical
Pharmacology)

The effectiveness of Prozac in long-term use, 1e, for more than 16 weeks Pl?s not ‘been syftemalocally
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norfluoxetine following the discontinuation of Prozac

Liver Disease—As might be predicted from its prnimary site of metabohsm, liver impairment can atfect the
elimination of fluoxetine The ehimination half-fe of fluoxetine was prolonged in a study of cirrhotic patients with
a mean of 7 6 days compared to the range of 2 to 3 days seen in subjects without liver disease, norfluoxetine
ehmmation was also delayed, with a mean duration of 12 for cithotic patients compared to the range of
7 lo 9 days in normal sul This suggests that Ihe use of fluoxetine in patients with liver disease must be

approached with caution | with iver disease, a lower or less frequent dose
should be used (see Precautions and Dosage and Admumslrabon)

Renal Discase—In depressed pabents on dtalys's (N-12) ﬂuoxetme administered as 20 mg once dally for
two months steady-state fi and r o those
seen n panents with normal renal function While the possibility exlsls that renally excreted me(abo!nes of
fluoxetine may acwmulate lo hugher levels in patients with severe renal dystunchon, use of a lower or less
frequent dose is not y in renally impal p {see Use in Patients with Concomitant
liness under Precautions and Dosage and Adrmenistration)

Age—The of doses of fluoxehne In healthy elderly subjects (greater than 65 years of age)
did not differ significantly from that in younger normal subjects However, given the Iong half-ife and nonlinear
disposition of the dm?a e study is not adequate to rule out the p of altered ph: janetics
n the elderty, particul rly [ have systarmc sliness or are recerving mulnple drugs for concomnant diseases
The effects of age upon the have been in 260 efderly but otherwise healthy
depressed patsems (2 60 years of age) who received 20 mq fluoxetine for 6 weeks Combined fluoxetine plus

lasma were 209 3 + 85 7 ng/mL at the end of 6 weeks No unusual age-associated
pattem of adverse events was observed m those elderty patients

Chmcal Tnals

Depression—The efficacy of Prozac for the of p with dep (2 18 years of age) has
been studied n 5- and 6-week placebo-controlled trials Prozac was shown to be significantly more effective than
placebo as measured by the Hamilion Depression Rating Scale (HAM-D) Prozac was also significantly more
eﬂg;:lwe than piacebo on the HAM D subscores for depressed mood, sleep disturbance, and the anxiety
subfactor

Two 6-week controlled studies (N=671 randomized) companng Prozac 20 mg, andﬁaceho have shown
Prozac, 20 mg daily to be effective in the treatment of elderly patients (2 60 years of age) with depression In
these studies Prozac produced a significantly hugher rate of response and remission as defined respectively by
a 50% decrease n me HAM-D score and a total endpomnt HAM-D score of < 8 Prozac was well tolerated and the
rate of disi due to ady events did not differ between Prozac (12%) and placebo (9%)

A study was conduded nvolving depressed outpatients who had responded (modified HAMD-17 score of < 7
dunng each of the last 3 weeks of open-label treatment and absence of major depression by DSM-II-R cntena)
by the end of an nthal 12-week open treatment phase on Prozac 20 mg/day These patients (N=298) were
randomized to continuation on double-bhnd Prozac 20 mg/day or placebo At 38 weeks (50 weeks total), a
statistically significantly lower relapse rate (defined as symptoms sufficient 1o meet a dragnosis of major
depression for 2 weeks or a modified HAMD-17 score of 2 14 for 3 weeks) was observed for patients taking
Prozac compared to those on placebo

Obsesswve Compuisive Disorder—The effectiveness of Prozac for the treatment for obsessive compulsive
disorder (OCD) was demonstrated in two 13-week multicenter parafiel group studies (Studies 1 and 2) of adult
outpatients who received fixed Prozac doses of 20, 40 or 60 mg/day (on a once a day schedule, m the morning)
or placebo Patients in both studies had moderate 10 severe OCD (DSM-1li-R) with mean baseline ratings on
the Yale Brown Obsessive Compulsive Scale (YBOCS totat score) ranging trom 22 to 26 In Study 1, patients
receving Prozac expenenced mean reductions of approximately 4 to 6 units on the YBOCS total score
compared to a 1-unit reduction for placebo patients in Study 2 patients recetving Prozac expenenced mean
reductions of approximately 4 to 9 units on the YBOCS total score, compared 10 a 1-unit reduction for placebo
patrents While there was no ) of a dose resp relattonship for effectiveness in Study 1, a dose
response relationship was observed in Study 2 with numerically better responses in the 2 higher desp-groups
The toliowing table provides the outcome classification by treaiment group on the Chrucal Global Impression
{CGI) wprovement scale for studies 1 and 2 combined -

Qutcome Classification (%) on CGI Improvement Scale for -
Completers n Pool of Two OCD Studies

Prozac
Outcome Classitication Placebo 20 mg 40 mg 60 mg
Worse 8% 0% Q% 0%
No Change 64% 41% 33% 29%
Minimally Improved 17% 23% 28% 24%
Much Improved 8% 2B8% 27% 28%
Very Much Improved 3% 8% 12% 19%

Exploratory analyses for age and gender effects on outcome did not suguest any differennal responsiveness
on the basis of age or sex
Bulirma Nervosa—The effectiveness of Prozac for the treatment of buhmia vzas demonstrated in two 8-week
and one 16-week, multicenter, parallel group studies of adult outpatients meeting DSM-11-R cntena for pulmia
Patients In the 8-week studies received etther 20 mg/day or 60 mg/day ot Prozac or placebo in the morning
Patients in the 16-week study received a fixed Prozac dose of 60 mg/day (once a day) or placebo Patients in
these 3 studies had moderate to severe bulimia with median binge-eating and vemiting frequencies ranging from
7t010 per week and 5 1o 9 per week respectively In these 3 studies, Prozac 60 mg, but not 20 mg was
top bo in reducing the number of binge-eating and vomiting episodes per
week The stanshcal!y ssgmfunl!xh:upenor effect of 60 mg vs placebo was present as early as week 1 and
persus!ed throughout each study Prozac related reduction in bulimic episodes appeared 1o be independent
P ) as d by the Hamllton Depression Rating Scale In each of these 3 studies the
effect, as d by d ) Prozac, 60 mg, and placebo on median reduction from
basehne in !requency of bubmic behaviors at endpoint, ranged from 1 to 2 episodes per week for binge-eating
and 2 to 4 episodes per week for vomiting The size of the effect was related to baseline fraquency, with greater
reductions seen in patients with higher baseline frequencies. Although some patients achieved freedom from
binge-eating and purging as a resuft of treatment for the majortty, the benefit was a partial reduction 1n the
frequency of binge-eating and purging
INDICATIONS AND USAGE
Depressi Prozac 1s «f d for the 1t of dep The efficacy of Prozac was estabhished in
5- and 6-week trials with depressed adult and genatric outpatents (2 18 years of age) whose diagnoses
corresponded most closely to the DSM-Ili (currently DSM-IV) category of major depressive disorder (see Clinical
Tnals under Chmcal Pharmacology)
A major depressive episode ‘(,SSM -IV) implhes a prominent and relatively persistent (nearly every day for at
least 2 weeks) depressed or dysphonc mood that usually interferes with daily functioming, and includes at least

5 of the foll ymp P d mood foss of interest in usual activities, sign icant change in weight
and/or app [ or hyp wa, psych agitation or retardation, increased fatigue, feelings of
guilt or wortt slowed g Or Imp col ), a suicide attempt or suicidal ideation

The antidepressant action of Prozac in ed has not been adequately studied

pi

The efficacy of Prozac m maintaining an anudepressanl response for up to 38 weeks following 12 weeks of
open-label acute treatment (50 weeks total) was demonstrated in a placebo-controlled tnai The usefulness of
the drug in patients receving§Prozac for extended penods should be reevaluated penodically (see Clinical Trials
under himical Pharmaoology)

—Prozac 1s Ir d the and pulsions n
pahenls with obsesswe—compulswe disorder (OCD), as defined in the DSM ill-R, te, the obsessions or
compuisions cause marked d . are ime-¢ g, Of Sigr y interfere with social or occupatignal
tunctioning

The efficacy of Prozac was established in 13-week tnals with -COMpuls: tp s whose
diagnoses corresponded most closely to the DSM-III-R category of ob Omp (see Chnical
Tnals under Climcal Pharmacology)

15 o by recurrent and persistent rdeas, thoughts, impulses or

lmages (obsess:ons) that are ego dystonic and/or repetitive, purposeful, and mtentional behaviors
{cc ) that are gl the person as excessive of unreasonable
The eﬂectwensss of Prozac mn long-term use, ie, for more than 13 weeks, has not been systernatcally

d In controlled tnals , the physictan who elects to use Prozac for extended pernods
should penodncany feevaluate the long-term usefulness of the drug for the individual patient (see Dosage and
Administration)

Bulima Nervosa—Prozac 15 for the of binge-eating and vomitng behawviors in patients

with moderate to severe bulimia nervosa

The efficacy of Prozac was established in 8 to 16 week tnals for adult outpatents with moderate to severe
bulimia nervosa, te, at least 3 bulimic episodes per week for 6 months (see Chinical Tnals under Chinical
Pharmacology}

The effectiveness of Prozac in long-term use, e, for more than 16 weeks has not been systematically
evaluated in placebo-controlled tnatls Therefore, the physician who elects to use Prozac for extended perods
should penodically reevaluate the long-term usefulness of the drug for the individuat patient (see Dosage and
Adrministration)

CONTRAINDICATIONS
Prozac is contraindicated in patients known to be hypersensitive to
Oxidase There have been reports of serious, sometimes fatal, reactons (including
hypertherra, ngidity, myock autononic bility with p rapid fluctuations of vital signs, and mental
status changes that include to del and coma) In patients receving fluoxetine

n with a mx 1d: inhibitor (MAOI) and in pauems who have recently discontinued
fluoxetine and are then started on an MAOI Some cases p with

malignant syndrome Therefore, Prozac should not be used n ‘combination with an MAOI, or within a minimum
of 14 days of discontinuing therapy with an MAOI Since fluoxetine and its major metabolite have very long
elimination half-fives, at least 5 weeks (perhaps longer especially if fluoxetine has been prescnbed chronically
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and/or at higher doses
allowed after stopping Pr

Rash and Possibly
tvpes of rashes and/o
almost a third were wi
with the rash Chnical

PROZAC® (Filuoxetine Hydrochlonde)

[see Accumulation and Slow Elmnation under Cinical Pharmacology}) should be
ozac before starting an MAOI

WARNINGS
Allergic Events—In US fluoxetine chnical tnals, 7% of 10 782 patients developed vanous
r urticana Among the cases of rash and/or urticana reported in premarketing chrical thals

thdrawn from treatment because
findings reported i assoctation

of the rash and/or Systemic signs or symptoms assocrated
with rash include fever, leukocytosis, arthralgias edemna,

carpal tunnel syndrome p y . lymp opathy,
Most patients improved promptly with discontinuation of fluoxetine and/or adjunctive treatme; 1 with antihistamines

or sterods, and alt pa

Anaphylactod events

been reported
Puimonary events

, and mild transaminase elevation

, possibly related to vascuiis have developed i patients
ents are rare they may be serous nvolving the iung, kidney, of liver Death has

ncluding bronchospasm angioedema, and urticana alone and 1n combmation have

including nflammatory processes of varying histopathology and/or fibrosis, have been
reported rarely These events have occurred with dyspnea as the only preceding symptom

has not been identitied Upon the appearance of rash or of other possibly aflergic phenomena for which an
alternative etiology cannot be dentibed, Prozac should be discontinued

PRECAUTIONS

13— In US placebo-controlled chincal tnals for depression, 12% to 16% of patients treated
with Prozac and 7% to 9% of patients treated with placebo reported anxiety, nervousness, or insomnia

General
A

In US placebo-controlled cinical tnals for ob:

patients treated with Prozac and m 22% of patients treated with placebo Anxkaty was reported in 14% of patients

treated with Prozac ang in 7% of patients treated with

In US placebo-cont
with Prozac, 60 mg,

respectively n 15% and 11°

placebo

roll

Compuisive disords was reported in 28% of
i

placebo

led clinical tnals for bubmia nervosa, Insomnia was reported in 33% of patients treated

and 13% of patients treated with placebo Anxisty and nervousness were reported

- of patients treated with Prozac 60 mg, and in 9% and 5% of patients treated with

may be an und

result of 1 with ac

In US placebo-controlled chrical tnals for depression, 11% of patents treated with Prozac and 2% of pabents
reported {ck

treated with placeb.

(1% in dep ) (see Table 3,

08s, esp y in ght dep. d or bultnic p

Weight loss was reported in 1 4% of patients

treated with Prozac and in 0 5% of pah:rln's treated with pfaceb’c However, only farely have patients discontinued
because of anorexia or weight loss

treatment with Prozac

In US placebo-controlled cli
treated with placebo reported

inical tnals for OCD, 17% of patients treated with Prozac and 10% of patients

because of anorexia

pp )} One patient discontinued treatment with Prozac

In US placebo-controlied chinical tnals for bulmia nervosa, 8% of patients treated with Prozac, 60 mgband 4%
of patients treated with placebo reported anorexia (decreased appetite) Patents treated with Prozac, 60 mg, on
average lost 0 45 kg compared with a gain of 0 16 kg by patients treated with placebo in the 16-week doubie-

the

blind tnal Weight change should be monitored dunng therapy
n US placebo-controlied chinical tnats for d D on, /hyp
was reported in 0 1% of patients treated with Prozac and 0 1% of p treated with placebo A of
mania/hypomania has also been reported m a small proportion of with Major Aff Drsorder treated
with other marketed agtidepressants
In US placebo-controlled chinical tnals for OCD, maniahypomania was reported in 0 8% of patents treated

with Prozac and no patients treated wrth placebo No patents reported mania/hypomania in US placebo-
controlled chnical tnals for bulima In all US Prozac clinical tnals, 07% of 10,782 panents/reponed

mania/hypomania

re n US placebo-controlled clinical thals for asp J
were reported n 0 1% of patients treated with Prozac and 0.2% of &nems treated with
ed

that with oth

hustory of seizures

—The possibilty of a sucide attem
rermission occurs Close sapervision of

er

Prozac should be wrtten for the smallest quantity of

onierloreduwhenskofove

of well

same precautions

with OCD or bulimia
The Long Elm

of the parent drug

nauon nall-Lives of
and ts major active
weeks, affecting both strategies for utraton to

F! joxXeune n
metaboiite, cl

Pharmacology and Dosage and Administration)
—Clinical experience with Prozac in patients with concomstant
systemic liness 15 inuted Caution is advisable in using with di o ct

atfect metaboiism or

Namic responses

dep on, i (or events describ

D or bulmia In all .

s reported convulsions The percentage appears to be simiar4g”
p Prozac should be introduced with care In patients with a

Pt is inherent n depression and may persist untt significant
high nisk patents should accompany mial drug therapy Prescnptions for

capsules consistent with good patient management, in

ed ¢ rbidity bety both OCD and depresston and bulimia and depression, the
observed when treating patients with depression should be observed when treating patents

Metaboltes—Because of the long ehmination haif-tives
S in dose will not be fully reflected n plasma for several

)

final dose and withdrawal from treatment (see Chnical

Prozac n d that could

Fluoxetine has not been evaluated or used to any appreciable extent n patents with a recent history of
my farction or heart d. Pabentswnhlhese'“, werg sy ly exchuch
from chrucal studies du the product's premarket testing However, the el diog of 312
who recerved Prozac n ble-biind tnals were retr P ly d, no di b that
resulted in heart block were observed The mean heart rate was reduced by approximately 3 beats/min

In subjects with cirhosis of the fiver,

decreased, thus ncreasing the elimination half-lives of

be used in patients wit

Studies in depressed
n plasma (see Renal D

h cirthosis

the clearances of fluaxetme and fts actve metabolite, norfluoxetine, were

these substances A lower or less frequent dose should

patients on dhalysis did not reveal tation of fi or norfl
isease under Chmcal Pharmacology) Use of a lower or less frequent dose for renally

impaired p is not (see Dosage and Administration)

T
y
In patients with diabetes, Prozac may alter gly

Prozac, and hyperglycemia has
of medication when taken

control Hypc has occurred duning therapy with

developed following discontinuation of the drug As 1s true with many other types
concurrently by patients with diabetes, insulin and/or oral hypoglycermic dosage may

need to be adjusted when therapy with Prozac 1s mstituted or discontinued
ity

or motor skills, and patients should be cautioned about

until they are reasonabi

Information for Patie,
prescribe Prozar

nts—Physicians are advised to

Any psychoactve drug may impair judgment, thinking,
operating hazardous machinery, nctuding automobiles,

y centam that the drug treatment does not allect them adversely

discuss the following 1ssues with Datients fnr wharm fhae




The Long ClMINADAT FIAN LS R A5
of ihe parent drug and 1ts major active metabolite, changes m dose will not be TUlly FETIETITW W pasizia v e =
weeks, affecting both strategies for utration to final dose and withdrawal trom treatment (see Chrucat
Pharmacology and Dosa and Administration)
" Chinical expenence with Prozac in patients with concomitant
temic iiness Is imited Caution 1s advisable in using Prozac in patients with diseases of conditions that could
botsm of h

ai

N Y L4
Fluoxetine has not been evaluated or used to any app! ble extent in patients with a recent tstory of
myocardial infarctron or unstable heart disease Patents mﬂ\.tmse g were sy lly excluded

from chmcal studies dunng the product's premarket testing 1 the g ot 312 patents
who recewed Prozac in double-blind tnals were retrospectively evaluated, no conduction abnormalties that
resulied in heart block were observed The mean heart rate was duced by app tely 3 /

|nsub)edswnhcmhoscso¢mehver,lhe-, of tine and its actve bolt 4l , were
the halt-lives of these substances A lower or less frequent dose should

be used in patients with cirrhosts

Studies in depressed patients on dhalysts dd not reveal ve of or norfi e
n plasma (see Renal Disease ‘under Chimcal Pharmacology) Use of a lowes of less trequent dose for renally
imparred patients 1s not routinely necessary (see Dosage and Admmustraton)

In pahents with diabetes, Prozac may alter gly control Hypogly has occurred dunng therapy with
Prozac, and hyperglycemia has developed following discontinuation of the drug As 1s true with many other types
of medication when taken concurrently by patents with ‘diabetes, insulin and/or oral hypoglycermic dosage may
need to be adjusted when therapy with Prozac 1s nstituted or discontinued

!nxeﬂ_ese_r_@_mm_@gnmmmﬁem—my psychoactve drug may impas judgment, thinking,
or motor skills, and patients shouid be cautioned about op o hinery, ncluding automobiles,
until they are reasonably certain that the drug treatment does not affect them adversely

Information for Patients— Physicians are advised to discuss the followng issues with patients for whom they
prescribe Prozac

Because Prozac may impan judgment, thinking, or motor slulls, patients should be adwised to avoid diwing
a'car oé operating hazardous machinery unti they are reasonably certain that thet performance 15 not
affecte ..

Patients should be adwised to inform thew physician if they are taking or pian o lakany Pescription of
over-the counter drugs or aicohot

Patients should be advised to nohly thewr physician it they become pregnant of intend to become pregnant
dunng therapy

Patients should be advised to noty their physician if they are breast feeding an infant

Patients should be advised to notfy their physician if they develop a rash or hives

Laboratory Tests—There are no specific laboratory tests recommended

Drug Interactions—As with all drugs, the potental for nteracton by a vanely of mechamisms {(eg.
pharmacodynamic, pharmacokinetic drug \nhibtion or enhancement etc) 15 a possibiity {see Accumulation and
Slow Elimination under Chinical Pharmacology)

wlmmm—wpwxm\alely 7% of the normal population has a genetic defect that leads
to reduced levels of activity of the cytochrome P450 1soenzyme P450IID6 Such tndwiduals have been referred
to as "poor metabohizers” of drugs such as debrisoquin, dextromethorphan, and tricyche antdepressants Many
drugs, such as most antidepressants including fluoxetine and other selective uptake inhibrtors of serotorin are
metabohzed by this 1soenzyme thus, both the pharmacokinetic properties and relative proportion of metaboldes
are attered in poor metabohzers However, for fluoxetine and its metabolite the sum of the plasma concentrations
of the 4 active enantiomers IS comparable between pool and extensive metabolizers (see Vanabiity m
Metabolism under Chinical Pharmacotogy)

Fluoxetine like other agents that are metabohzed by PASOHDS, inhibits the actwity of this 1soenzyme and thus
may make normal bol ble *poor ' “ Therapy with that are p Wy
metabo"zed by the P450IID6 system and that have a relatively narrow therapeutic ndex (see list below), should
be inwated at the low end of the dose range i a patent s recenving Huoxetine concurrently or has et it m the
previous 5 weeks Thus his/her dosing requirements resemble those of “poor metabolizers ©  fluoxetine 1S
added to the treatment regimen of a patient already recening 3 drug metabolized by P4501iD6 she need for
decreased dose ol the ongnal medication should be considered Drugs with a narmow therapeutic index
represent the greatest concern {eg flecanide vinblastine, and tricyclic antidepressants)

Drugs Metabohzed by Cytochrome P450IlIA4 —1n an in vivo interaction study involving co-administration of
fiuoxetine with single doses of tedenadine (a cytochrome P450MA4 substrate) no wncrease n plasma
terfenadine concentrations occurred with concomiant fluoxetne In addmon, in wilio studies have shown
keloconazole a potent inhibitor of P4501ItA4 actvity, to be at least 100 hmes more potert than Huoxetine of
norfluoxetine as an nhibior of the metabolism of sevesal substrates for this enzyme Including astermizole
cisapride and ridazolam These data ndicate that fluoxetine's extent of mhibition of cytochrome P4501IA4
achwvity 15 not ikely to be of chinical significance

CNS Active D —The nsk of using Prozac m combination with other CNS active drugs has not been
systematically evaluated Nonetheless, caution 1S dwvised i the t adh » of Prozac and such
drugs 1s required In evaluating indmidual cades, consideration should be gven 1o using lower nital doses of the
concomitantly administered drugs usin conservative itralion schedules and monitoring of chinical status {see
Accumutation and Slow Elmination unader Ciiical Pharmacology)}

Anticonvutsants — Patients on stable doses of phenyton and carbamazepine have developed elevaied
plasma anticonvulsant concentrations and chinical anticonvuisant toxicity following mitiation of concomitant
fluoxetine treatment

Amms_ygngugs—Some chrcal data suggests & possible harmacodynamic and/or pharmacokinetic

interaction between serotonin specific retiptake nhibrtors (SSRIs) and antipsychotics Elevation of blood

Jevels of halopendol and clozapine has been obse: n p: s receving ant H A single

case report has suggested possible addiive effects of pimozide and fluoxetine {eading to bradycardia

Benzodiazepines—ine half-ife of concurrently administered diazepam may be prolonged In some tients

(see Accumulation and Slow Emmation under Chnical Pha logy) Co: of alpi m and

fluoxetine has resulted In increased alprazolam plasma concentrations and 1n further psychomotor
performance decrement due to mncreased alprazolam levels

Lithiym—There have been reports of both increased and decreased \ithium fevels when hthium was used

concomitantly with fluoxetine Cases of thium toxicty and ncreased serotonergic effects have been
reported Lithium levels should be monitored when these drugs are adrministered concomitantly
n—Five patents recewving Prozac m oombmauo.n’mm tryptophan expenenced adverse

Tryptopha
reactions ncluding agitation, , and gastrc
Monoamine Oxidase 'nmmg[g——-Sea Contraindications
—1In two studies, prev;ousmeplasnn levels of imipramine and desipramine

Other Antidepressants

have mncreased greater than 2 to 10-fold when has been administered in combination This
nfluence may persist for three weeks of longer after fluoxetine 1S dscontinued Thus, the dose of tricychc
antidepressant (TCA) may need to be reduced and plasma TCA co need to be monitored
temporanly when fluoxetine 15 coadministered or has been ntly d {see A tation and
Siow Ehmination under Chnical Pharmacology, and Drugs Metabolized by P450HD6 under Drug
lmeracho'?s)

Potental EHec G oleins— Because fluoxetine 1S
ughtly bound to plasma protemn, the administral nother drug that i1 tghtly
bound to protemn (eg, Coumadin, digoxm) may cause a shift in plasma [ Iy fing i an

o effect Cor ‘} o\ effects may result from displacement of protem bound fluoxetne by other
tightty bound drugs (see ik and Slow E under Chirucat Pharmacology)

Warfann —Attered anuga ulant effects, mcluding increased bleeding, have been reported when fluoxetine
\s co-administered with wariarin Patients receiving wartann therapy should recewve careful coagulation
monttanng when fluoxetine 1S d or stopped

W‘rnﬂe are no clinical studies establishung the benefit of the combined use of ECT
and fluoxetne There have been rare reports of pi ged n patients on fluoxetne recening ECT

treatment -

C. Mutag P t of Fertity—There 1S no d of carcinog nery,
or impairment of fertility with Prozac

Carcnogenicity—The dietary administration of fluoxetine to rats and mice for 2 years at doses of up to 10 and

ly, the ded human

12 m?/kgday, respectively (approximately 12 and 0 7 times, resp y
dose [MRHD]} of 80 mg on a mg/m? basis) produced no evidence of carcinogenicity -
Mmggnmm—ﬂuoxanne and norfluoxebne have been shown to have no genoloxvc effects based on the
following assays baclerial mutation assay, DNA repair assay n cultured rat hepatocytes, mouse lymphoma
assay, and In vivo sister chromatid exchange assay in Chinese hamster bone marrow cells

mﬂgmjﬁjemlm—Two terniity studies conducted n rats at doses of up to 75 and 125 mg/kg/day
(ap‘proxumalely 09 and 1 5 tmes the MRHD on a mg/m? basis) ndicated that fluoxetine had no adverse ©
on fertihty

Pregnancy—Pregnancy Category C In embryo-fetal development studies n rats and rabbits, there was no
evidence of ucty g of up to 125 and 15 mg/kg/day, respectively (15 and
36 umes, respectively, the maxmum recommended human dose [MRHD) of 80 mg on a mg/m? basis)
throughout organogenesis However, n rat reproduction studies, an increase in shilborn pups, a decrease in pup
weughi,andanmcreasempupdea\hsdunngﬁseﬁrsﬂdaysmsmamJnu d maternal
to 12 mglrl:g/day (1 5 times the MRHD on a mg/m? basis) dunng gestaton or 7 smgday {0 9 imes the MRHD
on a mg/ basvs)dunnggeslabonandlammmmmsmamdemeof ntal neurotoxicty m the
surviving offspring of rats Treated with 12 mg/kg/day dul gestation The no-effect dose for rat pup mortaldy
was 5 mg/kg/day (0 6 imes the MRHD on a mg/m? basts) Prozac should be used dunng pregnancy only if the
potential benefit Justifies the potential nsk 1o the fetus.

Labor and Delvery—The effect otProzaconlabotanddeﬁverymmmnssunkmwn However, because
i the p and of the possibility that f tine may have ad\ effects on the
nes:rbom, ﬂ':oxehne should be used dunng labor and delvery only if the potential benefit Justifies the potential
nsk to the fetus

Nursing Mothers— Prozac s d tn human milk, nursing while on Prozac Is not recommended
In 1 breast mitk sample, the cof ) of fl tine plus NC mne was 70 4 ng/mL The concentration in
the mother's plasma was 295 0 mL No adverse effects on the intant were reported In another case, an nfant
nursed by a mother on Prozac crying, sleep disturbance, vormiting, and watery stools The infant’s
plasma drug levels were 340 n%mL of fiuoxetine and 208 ng/mL. of ‘nodfiuoxetine on the second day of feeding

Pechatnic Use— Salety and eflectiveness n pediatnic patents have not been estabhshed

Genatrc Use—U S fluoxetine clinscal tnals (10,782 paﬁentsLainduded 687 265 éaars of age and 93
patents > 75 years of age The efficacy In geratnc patients has been est ished (see Chnical Tnials under
Chnical Pharmacology) For pharmacokinetic information in genatnc patients see Age under Chnical
Pharmacology No overall differences in safety and effectiveness were observed between these subjects and
younger subjects, and other reported clinical expenence has not identified ditferences in resp the
elderly and younger patients, but greater sensitivity ‘of some older ndividuals cannot be ruled out As with other
SSRIs fluoxetine has been associated with cases of chincally significant hyp n elderty p ts (see




Cbriehcaidotd ‘upu- arb

mmﬁmmm . thus, both the p and relative proporti on of boll
are aftered in poor met: rs However, for fiuoxetine and its metabolite the sum of the plasma concentrations
of the 4 acive poor and metabohizers {see Vanabiity n

Metabolism under Chimecal Pharmaoology)
Fluoxetine, like other agents that are metabohzed by P4501iD6, inhibits the actity of this 'soenzyme and thus
may make normal with that a
metabolized by the P450HD6 system and that have a relatvely narmow therapeutic ndex (soelusl below) should
be whated at the low end of the dose range if a patient i1s d of has taken it in the
previous th weeks Thus, histher dosing requirements resemble thou of "poor metabgfxzs%r‘s[‘)elf g‘:oxenne "lxs
added to treatment of a patient admgme&abohzedby 450U need
W shmmm‘ Drugs with a narow therapeutic index

P the g concem (eg, and tncychc antdepressants)

Drugs Metabolized by Cyvtochrome P45 —Inanmvwmmemc\msmdymvolvmgco-adnmnshabmd
fluoxetine with single doses of terk {a cytoch P450iilaAd no in plasma
terfenadi d with fi in addition, i vitro studies have shown
ketoconazole, a potent inhibitor of P450MA4 adMly 1o be at leasl 100 tmes more poten’l Ihan fluoxetine or
! as an of the of several for thus Y g astem zole,

data indicate that ’s extent of of cytoch P4S0INA4

nde, and rmdazolam These
1s not hkely to be of chmcal significance.

—The nsk MusvnngzacmwmbnahonwﬂhoﬂchSactwemufhasmbeen
systematically ev d unon ] rozac and such
drugs 1s d In eval >n should be given to using lower initial doses of the
concomnam’ry administered drugs usnnlgconservanve wrabon schedules and monitoning of chnical status (see
and Slow r Chirucal Pharmacology)

_m\_rmsa_]_s-—PaNems on stable doses of phenytoin and pine have developed
plasma anticonvuisant concentrations and clinical anticonvulsant toxicity lollowing insiation é:on‘pmnam
fluoxetine treatment

—Some chnical dala suggests a possible macodynamic and/or pharmacokinetic
interaction between serotorn specific reuptake inhibitors (SSRIs) and antipsychotics Elevation of blood
levels of halopendol and clozapine has been observed in panen(s receving concomitant fluoxetine A smgie

case report has sted possible adds effects of and fi leading to

Benzodiazepines—The halt-fe of concurrently adminislered diazepam may be prolonged in some patients

(seer‘- ‘ and Sfow E) ion under Clirucal Pharmacology) Coadmmlstrahon ot alprazolam and
has fted n plasma ¢ in further psychomotor

performance decrement due to ncreased : alprazolam levels

Littuum—There have been reports of both increased and decreased lithium levels when lithum was used

concomitantly with fluoxetine Cases of fithwm loxcity and ncreased serotonerge effects have been

reporied Lithiurmn ievels should be monitored when these are admimstered concomitantly
han— Five pauents receiving Prozac in combination with tryptophan experenced adverse
veachons mnciud tessness, and gastrointesbnatl distress
Qﬂgl_ag_ln_l@g;s— See Contraindicatons

Mmms—ln two studies, previously stable plasma leveis of imipramine and desipramine

have increased greater than 2 fo 10-lold when Huoxetine has been adminisiered in combination This

influence may persist for three weeks or longer after fluoretine ts discontinued Thus, the dose of tncyclc
anhdepressant (TCA) may need to be reduced and plasma TCA concentrations may need to be monitored
temporarity when tluoxetine is coadmmisiered or has been recently discontinued (see Accumulation and

'Skm Eimination under Chiical Pharmacology, and Drugs Metabolized by P450HD6 under Dgug.

nterachons)

Potental Effects of Coadministration of Drugs Tigh tly Bound to Plasma Protens-— Because fluoxeting 1s
ughtly bound Yo ptasma protein the admimstration of fluoxetine 1o a patient taking another drug that 1s llgﬂny
bound to protein (eg, Coumadin digitoxin) may cause a shift in plasma concentrations potentatly resutting i an
adverse effect Conversely adverse etfects may result from displacement of protemn bound fluoxetine by other
tightly bound drugs {see Accumulation and Slow Efrmination under Climcal Pharmacology}

Wartarin—Altered ant-coagulant effects including increased bleeding, have been reported when fluoxetine
15 co-administered with warfann  Patients recerving warfann therapy should receve careful coagulation
moniforing when fluoxetine 15 initiated or stopped
Electroconvuisive Therapy—There are no chmcail studies establishing the benefit of the combined use of ECT
and fiuoxetine There have been rare reports of prolonged seszures in patients on fluoxetine recewving ECT
treatment
Carcinogenesis, Mutagenes:s, impairment of Fertiity—There 15 no evidence or carcinogenicity, rnutagenicity,
or tmpawment of fertitty with Prozac
nicity—The dietary administration of Hluoxetine to rats and mice for 2 years at doses of up to 10 and
12 mg/kg/day, respectively {approximately 1 2 and 0 7 fimes, respectively, the maximum 1ecommerded human
dose [MRHD] of 80 mg on a mg/m? basis) produced no ewdence of carcinogenicity
—Fiuoxetine and norfluoxetine have been shown to have no ?‘enotoxlc effects based on the
following assays bactenal mutation assay, DNA repair assay n cultured rat palocytes. mouse lymphoma
assay, and in vivo sister chromatid exchange assay in Chinese hamster bone marrow celis
impawment of Fertiity—~Two fertiity studies conducted in rats at doses ol upto?7 5 and 125 mg/k%lday
(approxtmately 0 9 and 1 5 times the MRHD on a mg/m? basis) d that
on fertity
Pregnancy—F gnancy Category C In embryo-tetal development studies i rats and rabbds, there was no
evidence of feratogenicity following admirustration of up to 125 and 15 mg/kg/day, respectively (15 and
36 umes, respectively, the maximum recommended human dose [MRHD] of 80 mg on a mg/m? basis)
orgar w rat studies, an 858 N pups, a 0 pup
andanmeasempupdeamsdunngmefrst7dayspostpa um d followin ternal
!o 12 mg/[l'(gday {1 5 imes the MRHD on a mg/m? basis) durng gestation or 75 g%day 0 9 trmes the MRHD
on a mg/m© basis) dunng gestation and lactalion There was no evidence al neurotoxicity in the
surviving offspring of rats treated with 12 mg/kg/day dunn%geslaﬂon The no-effect dose for rat pup mortalty
was 5 mglkg/day (0 6 tmes the MRHD on a mg/m? basis) Prozac shouid be used dunng pregnancy only if the
nefit the p ! nisk to the fetus.
" Labor and Del:very-'l'he effect of Prozac on labor and dehvery in However, b
the and b of th bilty that fluoxetme may have adverse effects on the
nwovge 1:|eloxet|ne should be used dunng labor and delivery only 1t the potential benefit justifies the potential
nsk to tus
Nursing Mothers—Because Prozac is excreted m human milk, nursing while on Prozac Is not recommended
In 1 breast milk sample, the concentration of fluoxetine plus norfiuoxetine was 70 4 ng/mL. The concentration in
the mother's plasma was 295 0 No adverse sffects on the infant were reported In another case an infant
nursed by a mother on Prozac crying, sleep disturbance, vomiting, and watery stools The infant's
plasma drug levels were 340 nglml. of ﬂuoxetlne and 208 ng/mL of norfluoxetine on the second day of feeding
Pediatnc se—Sa!%and have not been emablnshed
Genatric Use—U S fluoxetine chinical mals (m 782 &ears of age and 93
patients > 75 years of age The efficacy m genatnc panems has been es'thshed (see hmeal Tnals under
Chnical Pharmacology) For pharmacokinetic informaton in genatnc patients see Age under Chimcal
Pharmacdogy No overalt differences in safety and e«ectweness were observed between A sub;ects and
r subjects, and other reported chngn xpenenoe has not 1k
elde and younger patents, but grea!er sitrvity of some older indviduals cannot be ruled out As with other

SSF!ls fluoxetine has been ed with cases of chnically significant hyponatrermia i efderly patients (see
"Hy vases of ,,‘ (some with serum sodium lower than 110 mmoll) have been
reponed The h d 1o be when Prozac was discontnued Although these cases

were oomplex with varying possi b!e etologies, some were possbly due to the syndromé of mappropnate
{SIADH) The majonity of these occurrences have been in older patients and in

pahents taking diuretics or who were otherwise volume depleted In two B-week controlled studies m patients 2

60 years of age, 10 of 323 fluoxetine patients and 6 of 327 placebo recipients had a lowenng of serum sodium

befow the reference range, this d was not signiicam The lowest observed concentration
was 129 mmoWL. The observed dk were not ly Sig)
. PV 3312 DPP
/ i
Vs
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Pilatelet Funchon—There have been rare reports of allered platelel function and/or abnormal resufts from
Iaboralo«y studnes n patients taking ﬂuoxenne tle there have been reports of abnormal bieeding in several
p taking fi it 1s unclear a causative role

ADVERSE REACTIONS

Multiple doses of Prozac had been 10 10,782 p with vanous diagnoses in US clmml nals

as of May 8, 1995 Adverse events were recorded by clinicat 9 using logy of thewr
tly, it 15 not to provide a ful of the | opomonollndiwduals
expenemngadversaevenlswnhanuslgrwpmgsnmlanypesofevemsmwalwnned(w reduced) number of

event
in the tables and tabulabons that follow, COSTART torminology has been usedtodassnyreponea
adverse events. The stated # Dmonary ok?y d, at least once
-emergemadverseevemoimtypehstedkneventwas of it
occurred for the first tme or worsened while therapy foﬂowmg baselme evaluanon it 1s important to
ngﬁl:snze that events reported dunng therapy were not necessarily caused

nber should be aware manheﬁguresmmelablesandlabulahonscannotbeusedto redict the
wwence of side effects in the course of usual medical where patient charactenstics and other factors
differ from those that prevalled m the chnical tnals Snmnlany the cited frequencies cannot be compared with
figure~ obtaned from other chrical different uses, and investigators The
cted tgures, however, do provide the prescnbing rrhysoan with some basis for estmatmg relatve

contnbution of dmgand nondrug factors to the side effect mcidence rate in the population studsed

e T

A speciic caution involves patients who are szglor have recently taken fluoxetine and nught ingest
excmve quantities of a tncychc anhdepressanl In a case, accumulation of the parent trcyclic and/or an

may y s:gmlncam lae and extend the time needed for
close medical observation (see Other A )
Basedmexpenememammals whtchmaynolbevelevamlo i o that fail
1o remit sp ly may resp
in o me p ity of muttiple dmg h The phy should
con! “a porson control center for add Te

of any
numbers for certified potson contro! centers are |I$(Bd n the Physaaans Desk Reference (PDR)
DOSAGE AND ADMINISTRATION

Depression—
— In controlled tnals used to support the
momung doses ranging from 20 mg to 80 mg/day Su.ldlesoomparhglluoxennezo 40, andGOmgldayto
placebo indicate that 20 ts sufficient to obtain a n most cases.
Consequently, a dose of 20 mg/day, administered m the morning, 15 reoxxnmended as the mitial dose
A dose increase may be considered after several weeks if ho clinical improvement 1s observed Doses above
20 mg/day may be admumistered on a once a day (morning) or b1 d schedule (ie, morning and noon) and should

not exceed a maximum dose of 80 mg/day
As with other the full effect may be delayed untl 4 weeks of treatment or

longer
As with many other medications, a lower or less frequent dosage should be used m patients with hepatic

A lower of less frequent dosage should also be considered lor the eldedy {see Genatnc Use under

Incidence m trolied Chinical Tnals ding data from of tnals)—Table 1
the most d with the use of Prozac (
of at least 5% for Prozac and at least twice that for vmhm al least one of the ) for the

) and for p with of on

placebo
of depression, OCD, and bulmua in US controlied climcal tnais Table 2
events that occurred In 2% or more pattents treated with Prozac and with incidence greater than placebo who
participated i US controlled clinical trials comparing Prozac wa bo 1n the 1t of dep , OCD,
gvagulsmla Table 2 provides combined data for the pool of smdles that are provided by ir n
e 1
E 1

TABLI
MOST COMMON TREATMENT-EMERGENT ADVERSE EVENTS INCIDENCE IN US DEPRESSION,
OCD, AND BULIMIA PLACEBO-CONTROLLED CLINICAL TRIALS

F age of patents reporting event

Dosa
for renal mp. it are not routinely necessary (see Liver Disease and Renal Disease u
Cllmcal Pharmacotogy, and Use m Patients with Concomitant Hiness under Precautions)

/i —Itis generally agreed that acute eptsodes of depression
require several months or longer of sustained therapy Whether the dose of antidepressant
needed to induce remuission is identical to the dose needed to maiftain and/or sustain euthymia s unknown

Systematic evaluaton of Prozac has shown that iis antidepressant efficacy is mantamed for penods of up to
38 weeks lollowing 12 weeks of open-labet acute treatment (S0 weeks total} at a dose of 20 mg/day (see Clincal
lr'(Lals under Chimcal PhaDrmaoology)

mmgj_‘[f_gag_e_m-ln the oornrolled chmceal tnals of fluoxetine supporting iy in the of

b: ompulsive di were administered fixed daily doses ol 20, 40, or 60 mg of fluoxetne or

ptacebo (see Chnical Tnals under Ciinical Pharmacotogy) in one of these studies, no dose response relatronship

for effectiveness was demonstrated Consequently, a dose of 20 mg/day, ad d n the g, 1S

recommended as the inthal dose Since there was a suggestion of a possible dose response relatonship for

effectiveness in the second study, a dose increase may be considered after several weeks if insutficient clincal
15 observed The full therapeutic eflect may be delayed until 5 weeks of treatment or longer

Doses above 20 mg/day may be adminustered on a once a day {ie, moring) or bt d schedule (ie, morning
and noon) A dose range of 20 to 60 mg/day 1s recommended, however, doses of up to 80 mglday have been
well tolerated in open studies of OCD The maximum fiuoxetine dose should not exceed 80 m

As with the use of Prozac in depression, a lower or less frequent dosage should be u: n panems with
hepatic impairment A lower or less frequent dosage should also be considered for the elderly (see Genatnic Use
under Precautions), and for patients with ooncurrenl disease or on multiple concomitant medications Dosage
adju for renal are not y {see Liver Disease and Renal Disease under
Chirvcal Pharmacology, and Use n Patients with Concomitant iliness under Precautions)

n Treatment —While there are no systematic sfudies that answer the question of how
long to continue Prozac OCD s a chronic condition and it 15 rea e to consider continuabion for a
responding patient Although the efficacy of Prozac after 13 weeks has not been documented in controlled tnats
patients have been continued In therapy under double-bind conditions™or up to an addiional 6 months without
loss of benefit However, dosage adjustments should be made to mantain the patient on the lowest eflective
dosage, and patients should be penodically reassessed to determine the need for treatment

imtial Treatment—in the controlted clinical tnals of fluoxetine supporting its effectiveness in the treatment of
bubmia nervosa patients were administered fixed datly fiuoxetine doses of 20 or 60 mg, or placebo (see Clinical
Tnals under Clinicat Pharmacology} Only the 60 mg dose was statistically significantty superor to placebo in
reducing the frequency of binge-eating and vomiting Consequently, the recommended dose 15 60 mg/day
administered in the morming For some patients it may be advisable to titrate up to this target dose over several
days Fluoxetine doses above 60 mg/day have not been systematically studied in patients with buhmia
As with the use of Prozac m depsession and OCD, a lower or less frequent dosage be used m patents
with hepatic impairment A lower or less frequent dosage should also be considered for the elderly (see
Genatric Use upder Precautions) and for patients with concurrent disease or on multiple concomitant
medications Dosage adjustments for renal smpairment are not routinely necessary (see Liver Disease and
Renal Disease under Clinscal Pharmaoolo‘%' and Use in Patents with Concomitant liiness under Precautions)
T ie there are no systematic studies lha' answer the queston of how
long to continue Prozac, bulima i1s a chronic and 1t 1S for a
responding patient Although the efficacy of Prozac after 16 weeks has not been documented m controlled trials,
some patients have been continued In Rherapx under double-blind condmons for up to an additonal 6 months
the need for continued

without loss of benefit However, p

Switching Patents to a Tncychic Antidepressant (TCA)
Dosage of a TCA may need to be reduoed and plasma TCA comentratlons may need to be monitored

| |
1 Dep 0OCD Bulimia i
:+ Body Systenv . Prozac Placebo Prozac Piacebo Prozac Placebo |
¢ Adverse Event (N=1728)  (N=975)  (N=266) (N=89) (N=450)  (N=267) !
" Body as a Whole X
Asthenia 9 5 15 11 21 9 i
{___Flu syndrome 3 a 10 7 8 3
¢ _Cardiovascular System ]
Vascdilatation 3 2 5 2 T
Digestive System
" Nausea 21 9 26 13 29 k] .
Anorexia 1 2 17 10 8 4 )
Dry mouth 10 7 12 3 9 6
! Dyspepsia 7 5 10 4 10 6

Nervous System '
Insornria 16 9 28 22 33 13 )
Anxiety 12 7 14 7 15 9 '
Nervousness 14 9 14 15 11 5 ) Bulmia Nervosa—
Somnolence 13 6 17 7 13 5 )
Tremor 10 3 9 1 13 1 ]

) Libido decreased 3 - 1 2 5 1
Abnormal dreams 1 1 5 2 5 3 !
.__Respiratory System §
" “Pharyngtis 3 3 " 9 10 5
Sinusitis 1 4 2 6 4 [
’ Yawn - - 7 - 11 -

Skin and Appendag: 1
Sweating 8 3 7 - 8 3 ;
Rash 4 3 _ 6 3 4 4

Urogenital System '
Impotencet 2 - - - 7 - :
Abnormal ejaculationt - - 7 - 7 - I
tw%cmc‘)an_u ed was mbi::wy (N= sm dopresson N=410 placebo depression, N=116 Prozac OCD Ned3

~Incidence less than 1%

TABLE 2
TREATMENT-EMERGENT ADVERSE EVENTS INCIDENCE IN US DEPRESSION,
OCD, AND BULIMIA PLACEBO-CONTROLLED CLINICAL TRIALS

Percentage of patients reporting event
H - Depression, OCD, and buliria combined

Body System/ Prozac Placebo
! Adverse Event' (N=2444) {N=1331)
| Body as a Whole
i Headache 21 20
{___Asthenia - 12 6
Flu syndrome 5 4
Fever 2 1
Cardi y -
Vasodht 3 1
( ‘Palp 2 1
[ Digestive Sy
N Nausea 23 10
{ Danhea 12 8
Anorexta 11 3
{__ Dry mouth 10 7
H Dyspepsia 8 5
! Flatulence 3 2
T Vomiting 3 2
{ _Metabolic and Nutritional Disorders
. Weight loss 2 1
" Nervous System
Insomnia - 20 1
Anety 13 8
. Nervousness 13 9
TS lence 13 76 A
{___ Duzziness 10 7 1
\ Tremor 10 s 3
b Libido d d 4 - |
{_Respiratory Sy {
) "Pharyngttis 5 4 .
‘ Yawn 3 -
Skin and App 0
Sweating - 8 3
Rash 4 3
;. Pruntus 3 2
| Special Senses
{  Abnormal vision 3 1
me( mpomdlgallaasizxofpawmmﬁouc exoepnhablbnwmms mad&m

cough (inciudes suicxdal disorder, infecton,
myalgul pam paresthesia, ttunmis smusitus, thinking abnormal
-Incrdence less than 1%
d with D tion in US PIacebo—Comrolled Chinical Tnials (excluding data from extenstons of

Inals)—Table 3 hists the ach events uation of Prozac treatment (incidence at least
twice that for placebo and at least 1% for Prozac in cl-mcal tnals collecting only a primary event assoctated with
discontinuation) in depression, OCD, and bulmia

TABLE 3
MOST COMMON ADVERSE EVENTS ASSOCIATED WITH DISCONTINUATION iN

HS NDFPARFQGION (WD ANR RINIBAIA DI ACCDA AOMTDNAL L N CUIRNC AL TDIAL ©

y when ft or has been recently di ed (5ee Other D
under Dru interactons)
Switching Patients to or from a Monoamine Oxidase inhibitor
At least 14 days should elapse between discontinuation of an MAOI and intiation of therapy with Prozac In
addmon at least 5 weeks, perhaps longer, should be allowed after stopping Prozac before starting an MAOI (see
1s)

ons and P

HOW SUPPLIED
The f d by Ei Litty and Company for Dista Products Company
Prozac® Pulvules° USP are avaslable in
The 10 mg" Pulvule 1s opaque green and green, impnnted with DISTA 3104 on the cap and Prozac 10 mg on
the body

NDC 0777-3104-02 (PU3104) - Bottles of 100
NDC 0777-3104-07 (PU3104) - Bottles of 2000
NDC 0777-3104-82 (PU3104) - 20 FlexPak™§ blister cards of 31
The 20 mg" Pulvute 1s an opaque green cap and off-white body, impnnted with DISTA 3105 on the cap and
Prozac 20 mg on the body
NDC 0777-3105-30 {(PU3105) - Bottles of 30
NDC 0777-3105-02 (PU3105) - Bottles of 100
NDC 0777-3105-07 (PU3105) - Botties of 2000
NDC 0777-3105-33 (PU3105) - (ID1100) Bhisters
# NDC 0777-3105-82 (PU3105) - 20 FlexPak™#§ blister cards of 31
The 40 mg" Pulvule is an opaque green cap and opaque orange body, imprinted with DISTA 3107 on the cap
and Prozac 40 mg on the body-
NDC 0777-3107-30 (PU3107) - Bottles of 30 -
Liquid, Oral Soluton s available in
20 mg* per 5 mL with mint flavor
NDC 0777-5120-58 (MS-5120%) - Bottles of 120 mL
The followin: dh are k d and buted by Eli Lilly and Company -
Prozac® Tablets are available in
The 10 mg" tablet 1s green, elliptical shaped, and scored, with PROZAC 10 debossed on opposite side of

-

NDC 0002-4006-30 gAA%OOG; Bottles of 30
NDC 0002-4006-02 Bottles of 100

“Fluoxeting base equivalent
tident-Dose® (une dose medication, Lily)
3Dispense in & byt ight-resistant contaner
§FlexPak™ (fexbdle bister card, Lity).
Store at controfied room temperature, 59° to 86°F (15° to 30°C)
ANIMAL TOXICOLOGY
Phospholipids are increased in some tissues of mice, rats, and dogs given ﬂugxeme chronically This effect
has

15 reversible after cessation of fluoxetine 1t Phosphohpid been observed
with many cationic anmwn:pmﬁc drugs, Ir g fenfl p and The sig of this
effect m humans 1s un

Rx only




vnaryngms 5 4

Yawn 3 -
Skin and Appendage

Sweating 8 3

Rash 4 3

Pruntus 3 2

Abnormal wvision 3 1

mm&maumuammmmwmmmm:ﬂm

Mzmlw pam, pasn, chest
(mcludes sucxdat ly ndaction,
mmmﬁmmmmmm
—incidence less than 1%

d with D; 1K mUSPlaoabo-CommlledClmm/Tnals’ fuding data from of
tnals)—Table 3 tists the ach events with of Prozac treatment (incidence at least
Nmelhaﬂorpl?,oeboamaueask})%ummmcmmmsedmwuwyamwmmasmaedwm

Jation and bulimia

MOST COMMON ADVERSE EVENTS ASSOCIATED WITH DISCONTINUATION IN
US DEPRESSION, OCD AND BULIMIA PLACEBO—CONTROLLED CUNICAL TRIALS

| Dep Depression, OCD, and T

{ bulimia combined Depression ocD Bulimia

: (N=1108) (N=392) (N=266) {N=450)

t - - Anx:ely (2%) -

' Insommia (1%) - Insommia (2%)

Nervousness (1%}
- Rash n%) -

Other Events Observed In All US Chinvcal Tnais— Followmg 1s a st of all treatmenbemergem adverse events
reported at anﬁ: by individuals taking fluoxetine In US chnical tnals (10,782 patients) excep! C&é those listed
n the es of Tables 1 or 2 above or eisewhere m labeiing, (2) those for which the TART terms
were uni tve or misleading, (3) those events for which a causal relationship to Prozac use was considered
remote, and (4) events occurnng n only 1 paben treated with Prozac and wiuch did not have a substantiat
probabiiity of being acutely Iife-threatening

Events are classified within body system categornes using the following definitions frequent adverse events
are defined as those occurrning on 1 or more occastons m at least 1/100 patients, infrequent adverse events are
those occurning i 1/100 to 1/1,000 patients, rare events are those occurnng i less than 1/1 000 pahsms

Body as a oh—FrequenI chills, infrequent chils and fever, tace edema,
pelvic pain, suicide attempt, Rare abdominal sy acute, hermia, al inury, new p
mahgnam syndrome pholosensmvny reaction
! hemorrhage hypertension, infrequent angina pectons arrhythmia,
congeshve heart 1allure hypotenston, migraine myocardial infarct, postural hypotension, syncope, tachycardia,
vascular headache Aare atnal hibrillation, bradycardia, cerebral emboiism, cerebral ischemia, cerebrovascular
accident, exlrasystoles hean arrest, heart block, pallor, penpheral vascular disorder, phlebiis, shock,

th: b . thr P ventncular arrhythmia, ventricular extrasystoles, ventncular
fibrillation

Digestive System—Frequent increased appetite, nausea and vomitmg, Infrequent: aphthous stomatitis,
cholelthiasis, colitis, dysphagia, efuctation, esophagits, g: terivis, gl gum hemorrhage,

hyperchlorhydna, sncreased salivation, hver function tests abnormal melena, mouth ulceration,
nausea/vomiting/diarthea, stomach ulcer, stomatiis thust, Rare bikary pan, bloody diarthea, chotecystiis,
duodenal ulcer, ententrs, esophageal ulcer, lecal incontinence, gastrointestinal hemorrhage, hematemesss,
hemorrhage of colon hepatiis, intestinal obstruction hver fatty depost, pancreatiis, peptic ulcer, rectal
hemonhage saivary gland enlavgemenl stomach ulcer hemorrhage, longue edema
hypotr dism, Rare diab it

Hemlc andl ? anemla ecchymosis, Rare blood dyscrasia, hypochromic

anemua, ‘eukopema tymphedema lymphocy(osxs petechua, purpura thrombocy!herma ttummoo/\opema

Metabobc and Nulrmonal-—F/equenl weight gam Infy d edema, gout,
hypevchoiesleremua r e hypc p 1 edema, Rare alcohol intolerance  alkaline
d, creatine phosp hyp hyperuncemia,

hypocalcemla Iron deﬁc‘ency anemla SGPT mcreased
q arthntis bone pamn, bursilis, leg cramps, tenosynovitis, Rare
anhrosas chondrodyslrophy myasthena, myopathy, myosmis, osleomyehis, osteoporosts, Theumatoid arthnis
Nervous System—Frequent agitahon, amnes:a, confusion, emotional lability, sleep disorder, infrequent
abnormal gait, acute brain syndrome, akathisia, apathy, ataxia, buccoglossal syndrome, CNS depression, CNS
stimulation, depersonalization euphona, hallucmauons hostily, hyperkinesia, hypenoma hypesthesia,
i hbido , myoclonus, personality
disordert, psychosls vertigo, Rare abnormal electroencephalogram antisocial reaction, crrcumoral
paresthesia, , coma, deluswns dysa na, dy apy toot drop, hyp neuritis,

paraly A d, stupor
Resp y Sy infreq asthma, huocup hyperventllatlon Rare apnea, atelectasis,
cough Ot d, phy h pty hyp yp larynx edema, lung edema,

pneumomorax stridor

Skin and A infreq contact dermattis, eczema, maculopapular rash, skin
skin ulcer, lobulk rash Rare turunculosts, herpes zoster, hirsubsm, petechial rash,

rash,
SpechISuuos—Heqwmempamtastepememonmmus quent con) b dry eyes my

Th hyr
mus. p , ' 1y taste Ioss vrsual eld detecl
' Fi t unna abortion®, albuminuna, amenormea‘.
®, f reast’,

y q iy
v breast larg breast pain, cysuns dysuna temale | f Y
ieukorrh , uninary , unnary \, urinary
urgency, vagmal hsmorrhage Rare breast gly yp ea’, kldney pain oliguna,
pnapism®, uterne hemormage utenne fibrowds enla!ged'
1 Personality disorder is the COSTART term for designating non-aggressive objectionable behavior
* Adjusted for gemu

y reports of ady events th d with Prozac that have
wenreoevvedsumemanm"gtrodtmonandmtmayhavenocausalralanmshfpwnhlhedmgmcludem
al Lk
(mdudxng , for example, a case of buccali !
reporyedtodeveiopmaﬂyear-old'emaleanerSwmksd‘tmunQMrapyamMoometelyresolved
over the next lew months foliowng drug P erythema
hean arrsst hepabc falurey: yperp N
immune-related hemolytic anenua.g;’dneyiaulure. o ping in p with
nskfaclocsndudmgdmgsassomledmﬂ’-wduavemsand ,01,. ] disord:
dke events, p at
Stevens-Jo ynd sudden unexpected' deam sunudal \deaton, lhrombocy'topema
Mrombocytopemc P vagmal“ ding after drug and violent b

DRUG ABUSE AND DEPENDENCE
Controlled Subsmncs Class——Prozac 1S nota eonlrolled substance
Physical and Psy Prozac has been systematically studied, n ammals or
humans, for its p 'brbuse. While the p! micat
expenence with Prozac did not reveal any \endency for a wnhdrawal syndrome or any drug seeking %ehavtor
lheseobservanonswerenotsystevnancandntls»otposibleloprediaonmebassoim:shmnade nence
the ex'em lo wh-ch a CNS active drug will be misused, diverted, and/or abused once marketed Consequently,

fully evaluate p for history of drug abuse and follow such patlents close!y
Qhem for signs of misuse or abuse of Prozac (eg, d of i dose,
drug-see?ong behawvior)
OVERDOSAGE

Human E; As of D ber 1987, there were 2 deaths among approx-matem reports of acute
overdose with fluoxetine, erther alone or in oombmanon with od'tearngrugs and/or alcohol death involved a
0 1,800
Piasma of fluoxetine and oy were 4 57 mg/L and 4 1 Bmg/L,/arespecttve A second
mm nvolved 3 d;ug yelding plasma “concentrations as follows fluoxetine, 193 mglL, norﬂuoxeuna

mglL, 380 m
Onaomerpauemwmreponedlylooiaooontgo?". P ‘z&e rand mal

that
(see M rdose) The actual amount of
dmgabsorbedmayhavebeenlessduetovamhng
and were | s ivohving hngher fluoxetine doses Other prornent
it nd other signs of CNS excitation Except

of
for the 2 deaths noted above, aHOMeruverdasecasesreoweredmth out residua
Since o , reports of death attnibuted to overdosage of fluoxetine alone have been extremet
Animal E; Studnes n do not provide precise or necessanly vahd nformation the
it of human Hi animal expenments can provide useful insights into possible treatment
strategles
The oral median tethal dose in rats and mice was found to be 452 and 248 mg/kg respectively Acute high oral
doses produced hypenmitability and convulsions In several animal species
Among 6 dogs purposely uven‘lased wnh oral fluoxetine, 5 expenenced grand mal seizures Seizures stopped
immediately upon the bolus nofa dard veteninary dose of diazepam In this short
term study, the lowest plasma comenlrahon at which a sewzure occurred was only twice the maximum plasma
concentration seen in humans taking 80 mg/day, chronicaily
In a separate single-dose study, the ECG of dogs given tugh doses dud f\Ol YBVGGI gauon af the PR,
QRS, of QT intervals Tachy and an SEJ‘ood were obsel tly, the value
of the ECG i predicting cardiac toxicity is unknown Nonelheless the ECG should ordinarily be monnored n
cases of human overdose (see Management ot Overdose]
f it should consist of those general measures employed in the
manaqement of overdosaae with anv antideoressant

B s F o ore reeased T SOME 1Ssues Of e, 1als, aid 909s givet uoxenne el omcauy
has

FTlo THUL

8 reversobie after cessation of fi pholip n observed
wath many drugs, g fenfl p and of this
effect m humans s unknown
Rx only
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SEIRGRIES,

fibrilation
fhey

t4

gesti Y Frequent app nauseaandvommng“‘, t aphitx
colitis, dysphag! ctation, esophagitis, g g gum h
hyp lorhydna, d hver tests abnonnal mouth
nauseave g/ uloer thirst; Rare bikary pam, bloody dsanhea cholecysﬁhs

ulcer,
hemorrhage of colon, hepam:s,imeshnalobstmwon ﬁvevhtlydeposlt.vamm peptic ulcer, rectal
hemorrhage, salrvarygland 9 ulcer mngue

q ypothy Rare

Hemic and Ly f anemia, Rare blood dyscrasia, hypochromic
anemia, i k - th bocyiop

Metabolic andnwﬁw—ﬁuquencwe.gngam frog tion, generalzed edema, gout,
hyp S P p edema, Rare alcohol mtolerance, alkaline
nypocalcenua Irondeﬁaevwanemua SGPTlncteased o "

3 nhm:s bone pamn, bursitis, leg cramps, tenosyvmms Rare

arthrosis, chondrodystrophy, my . myopathy, my Y Ins d arthntis

Nervous Sy Freq ti labimy sleepdusorder Inlraquem

abnormal gan. acute brain syndrome, akathusia, apathy. ataxia, b Y CNS

perso euphona, i yp hypeﬂoma. hypesthesm

disordert, psychosls vemgo, Rare abnormal el phalog W |

pares , coma, dysanhria. y apy dal sy foot drop, ‘,,, h neurtis,
P Y d "

p y Sy freq asthma, ep hiccup, hyper Rare apnea, atelectasis,
cough d d, phy h pty hyp yp larynx edema, lung edema,
pneumothorax, stndor.

Skin and A fi o lar rash, skm

discoloration, skin ulcer, vesu:uiobullous rash Rare furunwlosts herpes zoster, hirsutism, petechial rash,
psonasis, purpurnc rash, pustular rash, seborthea
Special Senses—Frequent ear pam, taste perversion, unnnus Inlrequenl conjunctivitis, dry eyes, mydnasis,

photophobra, Rare pl eye ge, glaucoma, hyp
mhs taste loss, vnsualﬁelddebcl

ital Sy Freq unnary fi abomon', albumnuna, amenorrhea',
ar breast breast pain, cysuns dysuna.temale reast”, h 5

orrhea’, mer a* nnary unnary
urgency, vagmal hemonhage Rare breast engorgement g&ycosuna hypomenonhea kidney pam, oliguna
priapism’, uterne hemorrhage®, utenne fibrords enlarged”

4 Personahity disorder 1s the COSTART term for designating non-aggressive objectionable behavior

* Adjusted for gender

Postintroduction Reports—Voluntary reports of adh events d with Prozac that have
been recetved since market mtroduction and mat may have no causal velanonshrp with the drug lndude the
following aptastic anema, atna! fibniiation, b confusion, dy

(including for example, a case of buccalingual-masticatory syndrome with mvo!unlary tongue p'rotmsuon
reported to develop in a 77-year-old female after 5 weeks of fluoxetine therapy and which completely resolved

over the next few months k g drug hilic pneumonia eptdevmal necro’ysts erythema
nodosum, exfolative derrnalms gynecomasua hean arrest, hepatc hyperp
immune-related hemotytic anemia, kidney failure, misuse/; . g In P with
ask factors including drugs associated with such events and g of p movemenl d

neuroleptic malignant syndrome-ike events, par p QT
prolongation, Stevens-Johnson srndrome sudden unexpected deth " suicidal 1deation, lhrombocytopema
thrombocytopenic purpura, vaginal bleeding after drug withdrawal, and violent behaviors
DRUG ABUSE AND DEPENDENCE
Controlled Substance Class—Prozac 1s not a controlled substance

Physical and Psychological Dependence—Prozac has not been Ity studied n or
humans for ns potential for abuse, tolerance, or physocal dependence While the premarketing clinical
expenence with Prozac did not reveal any tend: for or any drug seeking behawvior,

these observations were not systematic and it 1s not possuble to predlct on the basis of this hmited expenence
the extent to which a CNS active drug will be misused, diverted, and/or abused once marketed Consequently,
physicians should carefully evaluate patents for history ol drug abuse and follow such patents closely,
observing them for signs of misuse or abuse of Prozac (eg, & pment of tc ncrer of dose,
drug-seeking behavior)

OVERDOSAGE
Human Exp As of D ber 1987, there were 2 deaths among appvoxlmatelé 38 reporls of acme
overdose wnh fluoxetine, erther alone or m combination with other drugs and/or alcohol death
with app 1,800 of fluoxetine and an ur d amount of map
Plasma of and were 457 mg/iL and 4 18 mgA., respectvely A second

death mnvolved 3 drugs yielding plasma ‘concentrations as follows fluoxetine, 193 mgA. norfluoxetine,
1 10 mg/,, codene, 1 80 mgA., temazepam, 3 80 mglL

One other pahenl who reportedly took 3,000 mg of fluoxetine expenenced 2 grand mal seizures that remutted
spontaneously without speciic anticonvulsant treatment (see Management of Overdose) The actual amount of
drug absom may have been less due to vomiting

g were p it In overdoses mvolvnng higher fluoxetine doses Other prominent
o juded and other signs of CNS excitation Except
for the 2 deaths noted above, allomeroverdosecasesreowedmmmrem
Since mlroduchon reports of death of atone have been extremely rare
Ammal E) Studies n Is do nol provide pfwse or nacessanly vahd informaton the
of human ch Hi ammal exp can provide useful insights into possible treatment

strategies.
“The oral median lethal dose in rats and mice was found to be 452 and 248 mg/kg respectively Acute high oral
doses produoed hyperumiabibty and convulsions in severat animal species
dogs purposely dosed with oral fluoxetine, 5 expenenced grand mal sewzures Seizures stop,
|mmedlalely upon Ihe bolus on of a veterinary dose of diazepam In thns
term study, the lowest plasma concentration at which a seizure occurred was only twice the maximum plasma
seen n takung 80 mgld:r chronically
Ina segarate single-dose study the ECG high doses did not reveal &olongabon of the PR,
QRS, T intervals Te were nsequently, the value
of the ECG m prsd!igng cardiac onn:«y s unknown Nonemeles the ECG should ovdmanly be monitored In

cases of human of O
g ose- shouldconscslolmose, | ployed n the
g dosage with any
Ensure an quate airway, OXyg and i Monnof cardiac rhythm and vital signs General
supportive are aiso r of emesis 1s not recommended

lfGastr”\:,: favage mth a Iarge—bom orogastnc tube with appropnate aiway protecton, if needed, may be indicated
performed soon after

Activated charooal should be adrmruslered Due to the large volume of distribution of this drug, forced diuresis,
dialysss, g 1 are uniikely to be of beneft No specific antdotes for
fluoxetine are known
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