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The synapse—crossroads for serotonin 
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a potent serotonin reuptake inhibitor... 
represents a new class 

: 991 of antidepressants: 

Effectively relieves depression" Avoid using MAO inhibitors 
ee CONCOMIANT OL IM pProximMicy, 

to Prozac 
Unlike the tricyclics, Prozac foe eee Oe Lene ae ee ee 
specifically inhibits serotonin 
uptake. Its minimal action on other Rash and/or urticaria occurred in 
neurotransmitters may explain its 4% of clinical trial patients 
favorable side-effect profile. Ee ee eee ee 

A wide margin of safety 
Fewer side effects to disrupt peat See SRP ee 
therapy 

20-mg once-a-day therapy 

Side effects are generally mild and 
manageable, and include nausea, 
anxiety/nervousness, insomnia, PROZAC... 

and drowsiness A specifically different 
——— antidepressant 

See ee 
Sor brief summary of 
prescribing information.



Prozac® ‘diner Antidepressants —There have been greater than twofold increases of _ Incidence in Controlled Clinical Trials —Table 1 enumerates adverse events 
_ ss previously stable plasma levels of other antidepressants when Prozachas been that occurred at a frequency of 1% or more among Prozac-treated patients who 

fluoxetine hydrochloride administered in combination with these agents (see Accumulation and Slow _ participated in controlled trials comparing Prozac with placebo. The prescriber 
Brief Summary: Consult the package literature for complete Elimination under Clinical Pharmacology). should be aware that these figures cannot be used to predict the incidence of 
prescribing information. ‘Diazepam Clearance—The halite of concurrently administered diazepam _ side effects in the course of usual medical practice where patient characteris- 

R may be prolonged in some patients (see Accumulation and Slow Elimination tics and other factors differ from those that prevailed in the clinical trials. 
Indication: Prozac is indicated for the treatment of depression. under Clnica Pharmacelog). ei se aa Vaasa Pk Similar, he cited frequencies cannot be compared wih igues obtained rom 

‘ i inpati .__ Potential Effects of Coadministration of Drugs Highly Bound to Plasma other clinical investigations involving diferent treatments, uses, and investiga 
Contraindication: Prozac is contraindicated in patients known tobe hypersen- proeins — Because tuoxetine is Holy Dound fo plasma proten, te adminis- tors. Th cited figures, however, do provide the prescribing physician wth 

me ae {ration of fluoxetine to a patient taking another drug that is tightly bound to some basis for estimating the relative contribution of drug and nondrug factors 
Warnings: Monoamine Oxidase Inhibitors —Data on the effects of the com- protein (ea, Coumadin, digitoxin) may cause a shift in plasma concentrations to the side-effect incidence rate in the Population studied. 
bined use of fluoxetine and MAO inhibitors are limited. Their combined use potentially resulting in an adverse effect. Conversely, adverse effects may Other Events Observed During the Premarketing Evaluation of Prozac — 
should be avoided. Based on experience with the combined administration of result from displacement of protein-bound fluoxetine by other tightly bound During clinical testing in the US, multiple doses of Prozac were administered to 
MAOIs and tricyclics, at least 14 days should elapse between discontinuation drugs (see Accumulation and Slow Elimination under Clinical Pharmacology), ‘approximately 5,600 subjects. Untoward events associated with this exposure 
of an MAO inhibitor and initiation of treatment with fluoxetine. NS-Active Drugs—The risk of using Prozac in combination with other were recorded by clinical investigators using descriptive terminology of their 

Because of the long half-lives of fluoxetine and its active metabolite, at least onSeaaive rugs ‘drugs has not been systematically evaluated. Consequently, cau- own choosing. Consequently, itis not possible to provide a meaningful estimate 
five weeks (approximately five half-lives of norfluoxetine) should elapse tion is advised if the concomitant administration of Prozac and such drugs of the proportion of individuals experiencing adverse events without first 
between discontinuation of fluoxetine and initiation of therapy with an MAOI. is required (see Accumulation and Slow Elimination under Clinical Pharma- grouping similar types of untoward events into a limited (ie, reduced) number of 
‘Administration of an MAOI within five weeks of discontinuation of fluoxetine cology). Standardized event categories 
‘may increase the risk of serious events. While a causal relationship to fluoxetine Econ sive Therapy —There are no clinical studies establishing the Inthe tabulations which follow, a standard COSTART Dictionary terminology 
has not been established, death has been reported to occur following the benefit of the combined use of ECT and fluoxetine. A single report of a has been used to classify reported adverse events. The frequencies ie 
initiation of MAO! therapy shortly after discontinuation of fluoxetine. prolonged seizure in a patient on fluoxetine has been reported. therefore, represent the proportion of the 5,600 individuals exposed to Prozac 
Rash and Accompanying Events — During premarketing testing of more than" Carcinogenesis, Mutagenesis, Impairment of fay There is no evi- who experienced an event of the type cited on at least one occasion while 

5,600 US patients given fluoxetine, approximately 4% developed arash and/or dence of carcinogenicity, mutagenicity, or impairment of fertility with Prozac. recive Prozac. All reported events are included except those already listed in 
urticaria. Among these cases, almost a third were withdrawn from treatment The ay administration of fluoxetine to rats and mice for two years at tables, those COSTART terms so general as to be uninformative, and those 
because of the rash and/or systemic signs or symptoms associated with the — jevels equivalent to approximately 7.5 and 9.0times the maximum human dose events where a drug cause was remote. It is important to emphasize that, 
rash. Clinical findings reported in association with rash include fever, leukocy- (80 mg) respectively y produced no evidence of carcinogenicity. although the events reported did occur during treatment with Prozac, they were 
tosis, arthralgias, edema, carpal tunnel syndrome, respiratory distress, Fluoxetine and norfluoxetine have been shown to have no genotoxic effects not necessarily caused by it. 
lymphadenopathy, proteinuria, and mild transaminase elevation. Most patients based on the following assays: bacterial mutation assay, DNA repair assay in Events are further classified within body system categories and enumerated 
improved promptly with discontinuation of fluoxetine and/or adjunctive treat- cultured rat hepatocytes, mouse lymphoma assay, and in vivo sister chromatid in order of decreasing frequency using the following definitions: frequent 
‘ment with antihistamines or steroids, and all patients experiencing these events ecane assay in Chinese hamster bone marrow cells. adverse events are defined as those occurring on one or more occasions in at 
were reported to recover completely. z ‘Two fertility studies conducted in rats at doses of approximately five andnine least 1/100 patients; infrequent adverse events are those occurring in 1/100 to 

Two patients are known to have developed a serious cutaneous systemic times the maximum human dose (80 mg) indicated that fluoxetine had no 1/1,000 patients; rare events are those occurring in less than 1/1,000 patients. 
illness. In neither patient was there an unequivocal diagnosis, but one was adverse effects on fertility. A slight decrease in neonatal survival was noted, but Body as a Whole—Frequent: chills; Infrequent: chills and fever, cyst, face 
considered to have a leukocytoclastic vasculitis, and the other, a severe this was probably associated with depressed maternal food consumption and edema, hangover effect, jaw pain, malaise, neck pain, neck rigidity, and pelvic 
desquamating syndrome that was considered variously to be a vasculitis of suppressed weight gain. pain; Rare: abdomen enlarged, cellulitis, hydrocephalus, hypothermia, LE 
erythema multiforme. Several other patients have had systemic syndromes Pregnancy Teratogenic fttets —Premancy Cateaory B— Reproduction syndrome, montis, and serum sickness 
Sng ae eure es stuaieshave been performed inras and rabbis atdoses nine and 1itmes the Cardovasoular System Infrequent: angina pectoris, arhythmia, nemor- 
Whether the association of rash and other events constitutes a true fluox- maximum daily human dose (80 mg) respectively and have revealed no rhage, hypertension, hypotension, migraine, postural hypotension, syncope, 

etine-induced syndrome, or a chance association of rash with the other signs evidence of harm to the fetus due to Prozac. There are, however, no adequate and tachycardia; Rare: AV block (istdeqree), brasyearaa, bundle-branch 
and symptoms of different etiology or pathogenesis, is unknowable atthis point and well-controlled studies in pregnant women. Because animal reproduction block, cerebral ischemia, myocardial infarct, thrombophlebitis, vascular 
inthe drug's development. studies are not always predictive of human response, this drug shouldbe used headache, and ventricular arrhythmia. 

Reassuring is the knowledge, cited above, that no patient is reported to have an pregnancy only if clearly needed. Digestive System—Frequent: increased appetite; Infrequent: aphthous 
sustained lasting injury. Even though almost two thirds of those developing a ——_{abor and Delivery —The effect of Prozac on labor and delivery inhumansis stomatitis, ae eructation, esophagitis, gastritis, gingivitis, glossitis, 
fash continued to take fluoxetine without any consequence, the physician unknown. liver function tests abnormal, melena, stomatitis, and ‘hist Rare: bloody 
should discontinue Prozac upon appearance of rash. Nursing Mothers —It is not known whether and, if so, in what amount this diarrhea, cholecystitis, cholelithiasis, colitis, duodenal ulcer, enteritis, fecal 
Precautions: General Anwiely a lnsamnia— Arwity, nervousness. and drug or metaboltes are excreted in huran mik. Because many drugs ae incontinence, hematemesis, hepatitis, hepatomegaly, hyperchlorhydra 
insomnia were reported by 10% to 15% of patients treated with Prozac. These excreted in human milk, caution should be exercised when Prozac is adminis- increased salivation, jaundice, liver tenderness, mouth ulceration, salivary 
symptoms led to drug discontinuation in 5% of patients treated with Prozac. _tered to anursing woman. gland enlargement, stomach ulcer, tongue discoloration, and tongue edema. 

Altered Appetite and Weight Significant weight loss, especially in under- Usage in Children— Safety and effectiveness in children have not been Endocrine System — Infrequent: hypothyroidism; Rare: goiter and hyperthy- 
weight depressed patients, may be an undesirable result of treatment with established. roidism. 
Prozac. Usage in the Elderly — Prozac has not been systematically evaluated in older _Hemic and Lymphatic System —infrequent: anemia and lymphadenopathy; 

In controlled clinical trials, approximately 9% of patients treated with Prozac patients; however, several hundred elderly patients have participated inclinical Rare: bleeding time increased, blood dyscrasia, leukopenia, lymphocytosis, 
experienced anorexia. This incidence is approxmately sifold that seen in studies with Prozac, and no unusual adverse age-related phenomena have pelechia, purpura, sedimentation rae increased, and thrombocythemia 

Blacebo controls. A weightloss of greater than 5% of Dody weight occurred in been identiied. However, these dala are insufficient to rule out possible Metabolic and Nulrional Frequent: weight ass, Infrequent: generalized 
19% of patents treated wit Prozac compare to 4% of placebo- and 3% of age-related differences during chronic use, particularly in elderly patients who pears hypog net Derpheral edema, and weight gain; Rare: dehydration, 
tycle-anicepressant treated paints. However ony rarely have patents have concomitant systemic nesses or who arereceving concomitant drugs. gout hypercholesteemia, hyperalycema, hyperipemia, hypoglycemic reac- 
been discontinued from treatment with Prozac because of weight loss. Hyponatremia — Several cases of hyponatremia (some with serum sodium tion, hypokalemia, hyponatremia, and iron deficiency anemia. 
Activation of Mania/Hypomania—During premarketing testing, hypomania _lowerthan 110 mmol/L) have been reported. The hyponatremia appearedtobe Musculoskeletal System—Infrequent: arthritis, bone pain, bursitis, 

‘or mania occurred in approximately 1% of fluoxetine-treated patients. Acti- reversible when Prozac was discontinued, Although these cases were complex tenosynovitis, Ses Rare: bone necrosis, chondrodystrophy, muscle 
vation of maniatypomania has also been reported in a small proportion with varying posible eologis, come were possibly due to the syndrome of hemormnage, myositis, oseoporass, pathological fracture, and rheumatoid 
of patients with Major Affective Disorder treated with other marketed anti- inappropriate antidiuretic hormone secretion (SIADH). The majority of these arthritis. 

depressants. ‘occurrences have been in older patients and in patients taking diuretics or who ‘Nervous System— Frequent: abnormal dreams and agitation; infrequent: 
Seizures Twelve patents among more than 6,000 evaluated worlwide in were otherwise volume depleted abnormal gt, acute bran syncrome, akatisia, amnesia apathy, laa, buc- 

the course of premarketing development of fluoxetine experienced convulsions , coglossal syndrome, CNS stimulation, convulsion, delusions, depersonaliza- 
(or events described as possibly having been seizures), a rate of 0.2% that Aevetse) Reactions: Cerro Otros! —The ines common coset tion, emotional lability, euphoria, hallucinations, hostility, hyperkinesia, 
appears to be similar to that associated with other marketed antidepressants. 2° nee events ea te : a oe a uoeac alana Seer ae hypesthesia, incoordination, libido increased, manic reaction, neuralgia, neu- 
Prozac should be introduced with care in patients with a history of seizures. bh He among placebo-treate rae were ae ays ae faints, ropathy, paranoid reaction, psychosis, and vertigo; Rare: abnormal electroen- 
‘Suicide —The possibilty of a suicide attempt is inherent in depression and IMcluding anxlely, NerVOUSTESS, AC MST ness a ataxia, ceDhalogram, antisocial reaction, chronic brain syndrome, circumoral 

may persist until significant remission occurs. Close supervision of bionisk asthenia; eet eae Gastrol Mh a 's, including anorexia, paresthesia, CNS depression, coma, dysarthria, dystonia, extrapyramidal syn- 
patients should accompany initial drug therapy. Prescriptions for Prozac ae ay SWI Bi an eNOS et in oH it cnarvert ats drome, hypertonia, hysteria, myoclonus, nystagmus, paralysis, reflexes 
should be written for the smallest quantity of capsules consistent with good fey 000 iH et tinual en Ireatme! te ifteer noe ca te oe decreased, stupor, and torticollis. i 
pete rarag eine in order to reduce the risk of overdose. ae A aed eS ou me secelie i rozac in ‘ prem ting yc a ica ki Respiratory System —Frequent: bronchitis, rhinitis, and yawn; Infrequent: 

The Long Elimination Hat-Lives of Fluoxetine andlts Metabolites—Because OlScontinied treatment tue a a ete ea) primariy nervousness, astima, epistaxis, hiccup, hyperventilation, and pneumonia; Rare: apnea, 
of the long elimination half-lives of the parent drug (two to three days) and its using ee nue Sr aine ae bbe atric ( ; ), primarily. aha ie hemoptysis, hypoxia, larynx edema, lung edema, lung fibrosis/alveolitis, and map acve metabolte (seven nine days), changsin dose willbe uly ange, an ncomna, gesing (AUR). pomany aus, Tova Pec esion 
reflected in plasma for several weeks, affecting both suategies fortirationto (1 4 porary ieaiss: body as a wnnls ( ea onmanly asiietva’an ‘Skin and Appendages— Infrequent: acne, alopecia, contact dermatitis, dry 
final dose and withdrawal from treatment (see Clinical Pharmacology and headache; and skin (1.4%), primarily rash and pruritus. skin, herpes simplex, maculopapular rash, and urticaria; Rare: eczema, ery- 
Dosage and Administration, é ip thema multforme, fungal derma, herpes zoster, isutsm, psoriasis, pur 

se in Patients With Concomitant liness — Clinical experience with Prozac in uric rash, pustular rash, seborrhea, skin discoloration, skin hypertrophy, 
patients wih concomitant systemic lines is mied. Caution is advisable in Ree Ee En ae DME Brae ep CIE subcutaneous nodule, and vesiculobulious rash. 
using Prozac in patients with diseases or condions tat could eect § ££" Special Senses —/nfrequent: amblyopia, conjunctivitis, ear pain, eye pain, 
metabolism or hemodynamic responses. ee Res mydriasis, photophobia, and tinnitus; Aare: blepharitis, cataract, corneal 

Fluoxetine has not been evaluated or used to any appreciable extent in oe pepe lesion, deafness, diplopia, eye hemorrhage, glaucoma, iritis, ptosis, strabis- 
patients with a recent history of myocardial infarction or unstable heart dis- goaySystenv_ Prozac ‘Placebo «Body System/_ Prozac Placebo -—«MUS, and taste loss. 3 
ease. Patients with these diagnoses were systematically excluded from clinical Adverse Event» (N=1,730) _(N=799) __AdverseEvents (N=1,730) _(N=799) Urogenital System—Infrequent: abnormal ejaculation, amenorrhea, breast 
studies during the product's premarket testing, However, the electrocardio-  jjeweus Body as aha SSCTST~SC«é, cystitis, dysuria,fibrocysstic breast, impotence, leukorrhea, menopause, 
grams of 312 patients who received Prozac in double-blind trials were retro- "Headache ms 185 ena 44 19 menorrhagia, ovarian disorder, urinary incontinence, urinary retention, urinary 
spectively evaluated; no conduction abnormalities that resulted in heart block Nervousness 149 85 Infection, vil 3:4 34 urgency urnton impaired, and vagiis; are: abortion, albuminuria, breast 
were observed. The mean heart rate was reduced by approximately three Insomnia 138 m1 Pain, ib 16 "1 enlargement, dyspareunia, epididymitis, female lactation, hematuria, hypo- 

beats/min. Drowsiness 18 83 feet id a menorthea, kidney calculus, metrorrhagia, orchitis, polyuria, pyelonephritis, 
in subjects with cirrhosis of the liver, the clearances of fluoxetine and its {™e. 79 34 ‘gee 12 i pyuria, salpingitis, urethral pain, urethritis, urinary tract disorder, urolithiasis, 

active metabolite, norfluoxetine, were decreased, thus increasing the elimina- _izziness 3 33 infveta 12 1 uterine hemorrhage, uterine spasm, and vaginal hemorrhage. 
tion half-lives of these substances. A lower or less frequent dose should be Fatigue 42 i ae aera Postintroduction Reports —Voluntary reports of adverse events temporally 
used in patients with cirrhosis. Sedated 19 13 ray associated with Prozac that have been received since market introduction and 

Since fluoxetine is extensively metabolized, excretion of unchanged drug in Sensation Fe Bh respiratory which may have no causal relationship with the drug include the following: 
urine is a minor route of elimination. However, until adequate numbers of ing infection 7.6 60 vaginal bleeding after drug withdrawal, hyperprolactinemia, and throm- 
patients with severe renal impairment have been evaluated during chronic decreased 16 = ee euaes ia bocytopenia. 
treatment with fluoxetine, it should be used with caution in such patients vit i pee, oF 13 Qverdosage: Human Experience —As of December 1987, there were two 
interference With Cognitive and Motor Performance Any psychoactive esreeron> 18 Nasal deaths among approximately 38 reports of acute overdose with fluoxetine, 

rug:may,Impalrhioa ments tNinaing cor motor skis and patents sholld’b6 |  srterrased 1 - sro eo 23 either alone or in combination with other drugs and/or alcohol. One death cautioned about operating hazardous machinery, including automobiles, until Headache, : He Rt ate hotionl Groctaatenect tram, Obesiee ‘ins 23 18 involved a combined overdose with approximately 1,800 mg of fluoxetine and 
eal y 9 Nausea a ‘04 Siusts 2h 29 an undetermined amount of maprotiline. Plasma concentrations of fluoxetine 

f. : jars ou “Information for Patients —Physicians are advised to discuss the following Mouth Dyspnea 14 = ee Godby peste coMncaiare a: ewe wate! 
issues with patients for whom they prescribe Prozac: dryness 95 Sun C0 Tt amherst ner 1193 mg/L: nortlicretie, 1/10 mgil: codeine, 1.80 mg/L: temazepam, 3.00 

Because Prozac may impait judgment, thinking, or motor skils, patents Anorea, a 8 ne 18 fa 1 : , 

Sa et = avg rg Or OU ere ace OO Tee cacti 45 33 Paplatons => 13 a4 ‘One other patiest who reportedly took 3,000 mg of fluoxetine experienced 
Gry und they are reasonably certain thattheir performance isnotaffected pan, Musculoskeletal two grand mal sures that remitted spontaneously without speci anticon- Patients should be advised to inform their physician if they are taking or plan ‘abdominal = 3.4 29 Pain back 2.0 24 NUISe ree srrirt Goel Manenetrertiotovarnese)iie acai aolme cf arg 
‘otake any prescription or over the-counte drugs or alcohol Vorting 24 13 Pain, joint 12 i ala ream ee ee 

Patients should be advised to notify their physician if they become pregnant Taste change 18 a Pain,muscle 1.2 10 5 y ) vomiting. oe i 
i Flatulence 18 14“ Uroqental jausea and vomiting were prominent in overdoses involving higher fluox- 

patie ae au be adv a raroaty Pe eee sian they are breast feat Gastroenterits 110 14  Asrerustony etine doses. Other prominent symptoms of overdose included agitation, rest- 
SC ee BIVSICAD MEY, 9 skin and pani 19 14 lessness, hypomania, and other signs of CNS excitation. Except for the two 

Patients should be advised to notify their physician if they develop a rash or een Be nae = deaths noted above, all other overdose cases recovered without residua. 

hives. ‘excessive 84 38 Frequent Pv2472DPP (111788) 
Laboratory Tests —There are no specific laboratory tests recommended. Rash 27 18 mmicturtion 1.6 = 
Drug Heaeitas a pai all drugs, the pect te ena a Prurtus 24 14 tansy bat 12 

variety of mechanisms (ie, pharmacodynamic, pharmacokinetic drug inhibition z i ion aval ic 
Grorinanierment Gin) possibinty Geet Accurrulanan and Siew ietanic ahh: Special Senses ‘Additional information available to the profession on request from 

under Clinical Pharmacology) iehience’ 28 18 
Tiyptonhan-Five patients receiving Prozac in combination with tryptophan : Dista Products Company 

experienced adverse reactions, including agitation, restlessness, and gas- a oa 
trointestinal distress. i Events reported by atleast 1% of Prozac-reated patients are included ce pada Division of Eli Lilly and Company 

Monoamine Oxidase Inhibitors — See Warnings. — Incidence less than 1%. Indianapolis, Indiana 46285 

Prozac® (fluoxetine hydrochloride, Dista) Prozac® (fluoxetine hydrochloride, Dista) Prozac® (fluoxetine hydrochloride, Dista)
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