BRIEF SUMMARY. See package insert for full prescribing information.

Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with dementia-related psychosis treated with
atypical antipsychotic drugs are atan increased risk of death compared to placebo. Analyses of seventeen placebo controlled trials
(modal duration of 10 weeks) inthese patients revealed a risk of death inthe drug-treated patients of between 1.6t0 1.7 times that seen
in placebo-treated patients. Over the course of a typical 10 week controfled trial, the rate of death in drug-treated patients was about
4.5%, compared to a rate of about 2.6%in the placebo group. Although the causes of death were varied, most of the deaths appeared
to be either cardiovascular (e.g., heart faiture, sudden death) or infectious (e.g., pneumonia) in nature. GEODON (ziprasidone) is not
approved for the treatment of patients with Dementia-Related Psynhnsis

INDICATIONS—GEQDON Capsules is indi ute manic or mixed episodes associated with
bipolar disorder with or without psychotic Ieatures GEODON’ {ziprasidone mesylale) for Injection is indicated for aoule agitation in
schizophrenic patients.

CONTRAINDICATIONS — QT Prolongation: Because of GEODON's dose-related prolongation of the QT interval and the

information and instructions inthe Patient di ith patients. Laboralory Tests: Patients being considered
for GEODON treatment who are at Tisk of significant e)ectrolyte disturbances should have basefine serum potassium and magnesium
Low serum and should be repleted before treatment. Patients who are started on diuretics during

GEQDON therapy need periodic of serum potassium and magnesium. Discontinue GEODON in patients who are found to have
persistent QT measuremems >500 msec (see WARNINGS). DrugInteractions: (1) GEODON should not be used with any drug that prolongs
the QT interval. (2) Given the primary CNS effects of GEODON, caution should be used when it is taken in combination with other centrally
acting drugs. (3) Because of its potential for inducing hypotension, GEODON may enhance the effects of certain antihypertensive agents.
{4) GEODON may antagonize the effects of levodopaand dopamine agonists. Effect of Other Drugs on GE : Cartiamazeping, 200 mg
bid for 21 days, resulted in a decrease of approximately 35% in the AUC of GEODON. Ketaconazode, a potent inhibitor of CYP3A4, 400 mg
qd for 5 days, increased the AUC and Crnax 0f GEODON by about 35%-40%. Cimetiding, 800 mg qd for 2 days, did not affect GEODON
pharmacokinetics. Coadministration of 30 mL of Maafox did not affect GEODON ics. Population inetic analysis
of schnzophremc patients in controlled clinical trials has not revealed any clinically significant pharmacokinetic interactions with benztropine,
or) Effect of GEODON on Other Drugs: In vitro studies revealed little potential for GEODON to interfere with the

of fatal arrhythmias with QT prolongation by some other drugs, GEODON is contraindicated in patients with a known history of QT
prolongation (inchsding congenital lang QT syndrome), with recent acute myocardial infarction, or with uncompensated heart failure (see
WARNINGS ). Pharmacokinetic/pharmacodynamic studies between GEODON and other drugs that prolong the QT interval have not been
performed. Anadditive effect of GEODON and other drugs that pralangthe O interval cannot be excluded. Therefore, GEODON should not
be given with dofetilide, sotalol, quinidine, other Class la and Hll anti-arrhythmi
pimozide, sparfloxacin, gatifloxacin, moxifioxacin, halofantrine, mefloguine, pentamidine, arsenic trioxide, Ievomethadyl acetate, dolasetron
mesylate, probucol, or tacrotimus. GEODON is also contraindicated with drugs that have demonstrated QT prolongation as one of their
pharmacodynamic effects and have this effect described in the full i ion ora boxed or bolded warming
(see WARNINGS ). GEODON is contraindicated in individuals with a known hypersensnwny to the product. WARNINGS —Increased
Mortality in Elderly Patients with Dementia-Related Psychosis: Eiderly patients with d with atypical
antipsychotic drugs are at an increased risk of death compared to placebo. GEODON (ziprasidone) is not approved for the freaiment
of patients with dementia-related psychosis (see Boxed Waming). QT Prolongation and Risk of Sudden Death: GEODON use should
be avoided in combination with other drugs that are mown to prolong the QT; interval. Additionally, clinicians should be alert to the
identification of ather drugs thathave been consistently observed to prolong the QT interval. Such drugs should not be prescribed with
GEODON. A study directly comparing the QT/QT;-prolonging effect of GEODON with several other drugs effective in the treatment of
schizophrania was conducted in patientvolunteers. The mean ingrease in QT; from haseline for GEODON ranged from approximately
9to 14 msec greater than for four of the cnmparalnr drugs lnsperldone olanzapine, quetiapine, and haloperidol), but was
approximately 14 msec lessthan the ine. Inthis study, the effect of GEODON on QT lengthwas not
augmented by the presence of 2 metabolic inhibitor (koloconazols 200 mg bid). In placeho -controlled trials, GEODON increased the
QT interval compared to placebo by approximately 10 mse atthe highest recommended daily dose of 160 my. In clinical trials the
elgctrocardiograms of 2/2988 (0.06%) GEODON patients and 1/440 (0.23%) placebo patients revealed QT intervals exceeding the
potentially clinically relevant threshold of 500 msec. In the GEODON patients, nsllhsr casasuggested arole of GEODON. Some drugs
that prolong the QT/QT, interval have heen associated with th with sudden unexplained death.
The relationship of AT prolongation to torsade de pointes is clearest for larger increases |zu msec and greater) but itis possible that
smaller QT/QT; prolongations may also increase risk, or mcrease tin susceptible individuals, such as those with hypukalemla
hypomagnesemia, or genetic predisposition. Al observel GEO!
atrecommended doses in premarketing studies, expenenco istoo limited to rule outan increased risk. Astudy evaluating lha arAaT,
prolonging effect of intramuscular GEODON, with ntval, was conducted in patientvolunteers. Inthe
trial, ECGs were obtained at the ttme of maximum plasma concentration following two |n|eo1|ons of GEODON (20 mg then 30 mg) or
halopendol (7.5my then 10 mg) uwan four hours apar. Note that a 30 mg dose of intramuscular GEODON is 50°% higher than the
hange in QT from haseline was calculated for each drug using a sample-based correction
that removes the effect of heart ma onthe QT interval. The mean increase in QT from baseline for GEODON was 4.6 msec following
thefirstinjectionand 12.8 Themeani T, from baseline for haloperidol was 6.0 msec
following the first injection and 14.7 msec following the second injection. In this study, no patient had a QT, interval exceeding 500
msec. As with other antipsychotic drugs and placebo, suddsn unexplained deaths have been reported in patients taking GEODON at
recommended doses. The premarketing experience for GEODON did notreveal an excess of mortality for GEODON compared o other
antipsychotic drugs or placebo, but the extent of exposure was limited, especially for the drugs used as active controls and placebo.
Nevertheless, GEODON's larger prolangation of QT, length compared to several other antipsychotic drugs raises the possibility that
the risk of sudden death may be greater for GEODON than for ather availahle drugs for treating schizophrenia. This possibility needs
to be considered in deciding among alternative drug products. Certain circumstances mayincrease the risk of the occurrence of torsade
de pointss and/or sudden death in association with the use of drugs that prolong the T interval, including (1) bradycardia; (2)
hypokalemia or hypomagnesemia; (3) concomitant use of other drugs that prolong the QT interval; and (4) presence of congenital
prolongation of the QT Intervat. GEODON should also be aveided in patients with congenital fong AT syndrome and in patients with a
history of cardiac arrhythmias (sea CONTRAINDICATIONS, and see Drug Inferactionsunder PRECAUTIONS). Itis recommended that
patients being considered for GEODON treatment who are at risk for significant electrolyte disturbances, hynokalemia in particular,
have baseline sarum potassium and magnesium measurements. Hypokalemia (and/or hypomagnessmia} may increase the risk of
QT prolongation and amlythmla Hyuokalomla may result lrnm diuretic therapy, diarthea, and other causes. Patients with low serum
with Itis essential fo periodically
monitor in patients for g GEODONtreatment. Persistently prolonged QT
intervals may also increase the risk of further prnlnnqatlonand armylhmla butitisnot clearthatroutine screening ECG measures are
effectivein detecting such patients. Rather, GEODON should be avoided in patients with histories of significant cardiovascular ilness,
69, QT prolongation, recent acute myocardial infarction, uncompensated heart failure, or cardiac arrhythmia. GEODON should be
discontinued i in patients who are found to have persistent OT, measurements >600 msec. Neuroleplic Malignant Syndrome (NMS):A
potentially ptom corr Iplex imes referred toas drome (NMS}) has been reported inassociation with
administration of antip . The of NMS should include: (1) immediate discontinuation of antipsychotic drugs and
other drugs not essential to concurremtherapy (2) intensive symptomatic treatment and medical monitoring; and (3) treatment of any
concomnitant serious medical problems for which specific treatments are available. If a patient requires antipsychotic drug treatment after
recovery from NMS, the potential reintroduction of drug therapy should be carefully considered. The patmmshould be carefully monitored,
since recurrences of NMS have been reported. Tardive Dyskinesia (TD): A of potentially i , involuntary, dyski
movements may develop in patients undergoing treatment with antipsychotic drugs. Although the prevaience of D appears fo be highest
among the elderly, especially elderly women, it is impossible to rely upon prevalence estimates to predict, at the inception of antipsychotic
treatment, which patients are likety to develop TD. If signs and symptoms of TD appearina patient on GEODON, drug discontinuation should
be considered. Hyperglycemia and Diabstes Mellitus: Hyperglycemia-related adverse events, sometimes serious, have been reported in
patients treated with atypical antipsychotics. There have been few reports of hyperglycemia or diabetes in patients treated with GEODON,
and it is not known if GEODON is associated with these events. Patients treated with an atypical antipsychotic should be monitored for
symptoms of hyperglycemia. PRECAUTIONS — General: Rash: In premarketing trials, about 5% of GEODON patients developed rash
and/or urticaria, with discontinuation of treatrent in about one-sixth of these cases. The occurrence of rash was dose refated, athough the
finding mightalso be explained by longer exposure in higher-dose patients. Several patients with rash had signs and symptoms of associated
systemic iliness, &.9., elevated WBCs. Most patients improved promptly upon treatment with antihistamines or steroids and/or upan

discontinuation of GEODON, and all patients were reponed to recovercompletery Upon appearance of rash for\Mhmh logy

metabolism of drugs cleared primarily by CYP1A2, CYP2CS, CYPZC19 CYP2D6,and CYP3A4, and little potential for drug interactions with
GEODON due to displacement. GEODON 40 mg bid administered ooncomnantlywnh lithium450 mg bid for 7 days did not affect the steady-
state level or renal clearance of lithium. GEODON 20 mg hid did not affect the pharmacokinetics of concomitantly administered oraf
contraceptives, ethinyl estradiot (0.03 mg) and levonorgestrel (0.15 mg). Consistent within vitro results, a studyin normal healthy volunteers
showed that GEODON did not alter the metabolism of dextromethorphan, a CYP2D6 model substrate, to its major metabolite, dextrorphan.
There was no statistically significant change in the urinary dextromethorphan/dextrorphan ratio. Carcinogenesis, Mutagenesis,
Impairment of Fertility: Lifetime carcinogenicity studies were conducted with GEODON in Long Evans rats and CD-1 mice. In male mice,
there was no increase in incidence of tumors refative to controls. In female mice there were dose-related increases in the incidences of
pituitary gland adenoma and carcinoma, and mammary giand adenocarcinoma at alf doses tested. (ncreases in serum prolactin were
observed ina 1-month dietary study in female, but not male, mice. GEODON had no effect on serum prolactin in rats in a 5-week dietary
study at the doses that were used in the carcinogenicity study. The relevance for human risk of the findings of prolactin-mediated endocring
{umors in rodents is unknown (see Hyperprolactinemia). Mutagenesis: There was a reproducible mutagenic response in the Ames assay
in one strain of 5. typhimuriumin the absence of metabolic activation. Positive results were obtained in both the in vitro mammalian celt
gene mutation assay and the in vitro chromosomal aberration assay in human lymphocytes. I[mpairment of Fertility, GEODON increased
time to copulation in Sprague-Dawley rats in twa fertility and early embryonic development studies at doses of 10to 160 mg/kg/day (0.5t0
8 times the MRHD of 200 mg/day on a mg/m* basis). Fertility rate was reduced at 160 mg/kg/day (8 times the MRHD on a mg/m? basis).
There was no effect on fertility at 40 mg/kg/day (2 times the MRHD onamg/? basis). The fertity of female rats was reduced. Pragnancy—
Pragnancy Category - There are no adequate and well d studies in pregnant women. GEODON should be used during pregnancy
onlyifthe potential benefit justifies the potermal riskto the fetus. Labor and Delivery: The effect of GEODON onlabor and dellverycn humans
isunknown. Nursing Mothers: tis not known whether, and if s0 in what amount, GEGDON or its metabolites are excreted in human milk,
itis recommended that women receiving GEODON should not breast feed. Pediatric Use: The safety and effectiveness of GEODON in
pediatric patients have not been established. Gerialric Use: Of the approximately 4500 patients treated with GEODON in clinical studies,
2.4% (109) were 65years of age or over. In general, there was na indication of any different tolerabilty for GEODON or of reduced clearance
of GEODON inthe elderly compared to younger adults. Nevertheless, the presence of multiple factors that might increase the
pharmacodynamic response to GEGDON, or cause poorer tolerance or orthostasis, should lead to consideration of a lower starting dose,
slower titration, and careful monitoring during the initiat dosi for some elderly patients. ADVERSE REACTIONS — Adverse Findings
Observed in Short-term, Placebo-Controlled Trials: The following findings are based on the short-term placebo-controlled premarketing
trials for schizophrenia (a pool of two 6-week, and two 4-week fixed-dose trials) and bipolar mania (a pool of two 3-week flexible-dose trials})
inwhich GEODON was administered in doses ranging from 10 to 200 mg/day. Adverse Events Associated with Discontinuation:
Schizophrenia: Approximately 4.1% (29/702) of GEODON-treated patients in short-term, placebo-controlled studies discontinued treatment
due to an adverse event, compared with about 2.2% (6/273) on placebo. The most common event associated with dropout was rash,
including 7 dropouts for rash among GEGDON patients (1%) compared to no placebo patients (see PRECAUTIONS). Bipolar Mania:
Approximately 6.5% (18/279) of GEODON-treated patients in short-term, placebo-controlled studies discontinued treatment due to an
adverse event, compared with about 3.7% (5/136) on placebo. The mostcommion events assaciated with dropout in the GEODON-treated
patients were akathisia, anxiety, depression, dizziness, dystonia, rash and vomiting, with 2 dropouts for each of these events among GEODON
patients (1%} compared to one placebo patient each for dystonia and rash (1%) and no placebo patients for the remaining adverse events.
Adverse Events at an Incidence>5% and at Least Twice the Rate of Placebo: The most commonly observed adverse events associated
with GEODON in schizophrenia trials were somnolence (14%) and respiratory tract infection {8%). The most commonty observed adverse
events associated with the use of GEODON in bipolar mania triais were somnolence (31%), extrapyramidal symptoms (31%), dizziness
(16%), akathisia (10%), abnormal vision (6%), asthenia (6%}, and vomiting (5%). The following list enumerates the treatment-emergent
adversg events that occurred during acute therapy, including only thosg events that occurred in 2% of GEODON patients and at a greater
incidence than in placebo. Schizophrenia: Body as a Whole—asthenia, accidental injury, chest pain. r—tachycardia.
Digestive—nausea, constipation, dyspepsia, diarrhea, dry mouth, anorexia. Nervous —extrapyramidal symptoms, somnolence, akathisia,
dizziness. Respiratory—respiratory tract infection, rhinitis, cough increased. Skin ang Appendages—rash, fungal dermatitis. Special
Senses—abnormal vision. Bipolar Mania; _Qy,mﬂtmle—headache asthema acadental injury. QnLdl_ovasmla[ hypertension,
Digestive—nausea, diarrhea, dry mouth, vomiting, i d myalgia. Nervous—
somnolence, extrapyramidal symptoms, dizziness, akathisia, anxiety, hypes(hesm speech disorder. Besmmloﬂ—pharyngms dyspnea.
Skin and Appendages—fungal dermatitis. Special Senses——abnormal vision. Doss Dapendency: An analysis for dose response in the
schizophrenia frials revealed an apparent relation of adverse event to dose for the following: asthenia, postural hypotension, anorexia, dry
mouth, increased salivation, arthralgia, anxiety, dizziness, dystonia, hypertonia, somnolence, tremar, rhinitis, rash, and abnormal vision.
Extrapyramidal Symploms (EPS): The incidence of reported EPS for GEODON patients in the short-term, placebo-controlled schizophrenia
trials was 14% vs 8% for placebo. Objectivety collected data from those trials onthe Simpson-Angus Rating Scale and the Barnes Akathisia
Scale did not generally show a difference between GEODON and placebo. Vital Sign Changes: GEODON is associated with orthostatic
hypotension (see PRECAUTIONS). Weight Gain: In short-term schizophrenia trials, the proportions of patients meeting a weight gain
criterion of 27% of body weight were compared, revealing a statistically significantly greater incidence of weight gain for GEODON patients
(10%) vs placebo patients {4%). A median weight gain of 0.5 kg was observed in GEODON patients vs 0.0 kg in placebo patients. Weight
gain was reported as an adverse event in 0.4% of both GEODON and placebo patients. During long-term therapy with GEODON, a
categorization of patients at baseline on the basis of body mass index (BMI) mean weight gainand the highestincidence
of clinically significant weight gain (>7% of body weight) in patients with a low BMI (<23) compared to normal (23-27) oroverweight (>27)
patients. There was a mean weight gain of 1.4 kg for patients with a “low” basefing BMI, 0.0 kg for patients witha “normal” BMI, and a 1.3
kg mean welght toss for patients with a “high” BM). £C6 Changes: GEODON is associated with an increase in the Qg interval (ses
WARNINGS). In schizophrenia triais, GEODON was iated witha heart rate of 1.4 beats per minute compared toa 0.2
beats per minute decrease among placebo patients. Other Adverse Events Observed During the Premarketing Evaluation of GEODON:
Frequent adverse events are those occurring in at least 1/100 patients; infrequent adverse events are those occurring in 1/100 to 1/1000
patients; rare events are those occurring in fewer than 1/1000 patients. Schizophrenia: Body as a Whole — Frequent; abdominal pain, flu
syndrome, fever, accidental fal, face edema, chills, photosensitivity reaction, flank pain, hypothermia, motor vehicle accident. Cardigvascufar
tem— Freguent:tachycardia, hypertension, postural ypotension; /nfrequent bradycardia, angina pectoris, atrial fibrilfation; Aare: first-
degree AV block, bundle branch block, phlebitis, puimonary embolus, cardiomegaly, cerebral infarct, cerebrovascular accident, deep
thrombophlebitis, myocarditis, thrombophlebitis. Digestive System — Frequent; anorexia, vomiting; infrequent: rectal hemorrhage,
ia, tongue edema; Rare: gum hemorrhage, jaundice, fecal impaction, gamma glutamy! transpeplidase increased, hematemesis,

cannot be dentied, GEODON should be discontinued. ension N mayinduce orthostatich

with dizziness, tachycardia, and, in some patients, syncope, especially during the initial dose-titration period, probably refiecting its o=
adrenergic antagonist properties. Syncope was reported in 0.6% of GEODON patients. GEODON should be used with particutar caution in
patients with known cardiovascular disease (history of myocardiaf infarction or ischemic heart disease, heart failure or conduction
abnormalities), cerebrovascular disease or conditions that would predispose patients to hypotension (dehydration, hypovolemia, and
treatment with antihypertensive medications). Seizures: In clinical trials, seizures ocourred in 0.4% of GEODON patients, There were
confounding factors that may have contributed to seizures in many of these cases. As with other antlpsychotlc drugs, GEODON should be
used cautiouslyin patients witha history of seizres or with canditions tfiat potentially lower ¢.g., Alzheimer's dementia.
Conditions that lower the seizu e threshold may be more prevalem inapopulation of 65 years or older. Dmham Esophageal dysmotility
and aspiration have been with antipsychotic drug use. Aspirati ia is a common cause of morbidity and mortality in
eiderly patients, in particular those with advanced Alzheimer's demenna and GEGDON and other antipsychotic drugs should be used
cautiously in patients at risk for aspiration pneumonia. (See also Baxed WARNING, WARNINGS: Increased Mortality in Elderly Patients
with Dementia-Related Psychosis). Hyperprolactinemia; As with other drugs that antagonize dopamine Dy receptors, GEODON elevates
prolacnn levelsin humans. Ti (i that one third of human breast

invitro, afactor of potentialimportance ifthe prescription ofthese drugs is oontemplaled ina patlentwnh prewously deleo!ed brea51 cancer.
Neither clinical studies nor eptdemmlogu: studies conducted to d ofthisclass
of drugsand 1umongenesns inhumans; the available evidence d too limited to be conclusi th|s time. Patential for Cognitive

cholestatic jaundice, hepatms hepatomegaly, leukoplakia of mouth, fatty liver deposit, melena. Endacri -Rare hypothyroidism,
hyperthyroidism, thyroiditis. Hemic and Lymphatic System— infrequent. anernia, ecchymosis, is, leukopenia, eosmopmha
lymphadenopathy; Rare:thrombocytopenia, hypochi ia, | Iymphedema
thrombocythemia. Metabotic and Nutritional Disorders — infrequent: tmrst {ransaminase increased, penpheral edema, hyperglycemla
creatine phosphokinase increased, alkaline phosphatase increased, hypercholesteremia, dehydration, Iacnc dehydrugenase increased,
albuminuria, hypokalemia; Rare: BUN increased, creatinine inreased, hyperlipemia,
hypoglycemla hyponatremm hypoprotememla glucose tolerance decreased, gout, hyperchloremia, hyperuricemia, hypocalcemla
gly reaction, h ia, ketosis, respiratory alkaloss. Musculoskeletal System— Frequen{ myalgla
/nfrequent tenosynovitis; Rare myopathy. N ervou§ System tremor, dystonla
dyskinesia, hostilty, twitching, vertigo, h ia, abnormal gait, ocul crisis, h
ataxia, amnesia, cogwheel rigidity, delirium, hypotonia, akinesia, dysarthna withdrawal syndrome buccoglossal syndrome, choreoathetosis,
dlplop|a incoordination, neuropathy; Infrequent paralysis; Rare: 3 torticollis, op|sthotonos
reflexes increased, trismus. Respiratory System — Frequent: dysprea; infrequent: pneumonia, epistaxis; Rare: plysi
Skin and Apgendages—/n!requenl maculopapular rash, urticaria, alopecia, eczema, exfoliative dermatitis, oontactdermatltls
vesiculobulious rash. Special Senses —Frequent: fungal dermatitis; Infrequent conlunctlvms dry eyes, tinnitus, blepharitis, cataract,
photophobia; Aare:eye hemarrhage, visuatfield defect, keratitis, keratoconjunctivis. —Infrequent impotence, abnormal
ejacutation, amenorrhea hematuria, menorrhagia, female lactation, polyuria, urinary retennon metrorrhagia, male sexual dysfunction,

Frequem agnaoon idal

and Motor Impairment: St d itin GEODON patients. Inthe 4-and 6-week: controtied
trials, somnolence was reported in 14% of GEODDN palfents v5 7% of placebo patients. Somnolence led to discontinuation in 0.3% of
patients in short-term clinical trials. Since GEODON has the potential to impair judgment, thinking, or motor skills, patients should be
cautioned about performing activities requiring mental aleriness, such as operating amotor vehicle (including automobiles} or operating
hazardous machinery unil they are reasonably certain that GEODON therapy does not affect them adversety. Priapism: One case of priapism
was reported in the premarketing database. Body Temperature Requlation: Although not reported with GEODON in premarketing trials,
disruption of the body’s ability to reduce core body temperature has been atfributed fo antipsychotic agents. Suicide: The possibility ofa
suicide attempt is inherent in psychotic illness and close supervision of high-risk patients should accompany drug therapy. GEODON
prescriptions should be written for the smallest quantity of capsules consistent with good patient management to reduce overdose risk.

sein Patients with Concomitant Hiness: Clinical experience with GEODON in patients with certain concomitant systemic il

Rare: vaginal h nocturia, oliguria, female sexual dysfuncnon uterine hemorrhage
Advarse Fmqu Observed analsommamuswlarGEODDN Inthe dies, the mast,
with the use of intramuscular GEODON (25%) and observed atarate on intramuscular GEODON (in me h|gherdose groups) at least twice
that of the lowest intramuscutar GEODON group were headache (13%), nausea (12%), and somnolence (20%). Adverse Events atan
Incidence >1% in Short-Term Fixed-Dose Intramuscular Trials: The fotlowing list enumerates the treatment-smergent adverse events
that occurred in 21% of GEODON patients (in the higher dose groups) and at least twice that of the iowest intramuscular GEODON group.
Body asaWhote—headache, injection site pain, asthenia, abdominal pain, fiu syndrome, back pain. Qamiolasguja[—postural hypotension,
hypertensicn, bradycardia, vasoditation. Digestive—nausea, rectat hemorrhage, diarrhea, vomiting, dyspepsia, anorexia, constipation,

tooth disarder, dry mouth. Nervous—dizziness, anxiety, insomnia, somnolence, akathisia, agitation, extrapyramidal syndrome, hypertonia,
is limited. heel rigidity, pi X ity disorder, psychasis, speech disorder. Respiratory— rhinitis. Skin and Appendages—

GEODON has not been evaluated or used to any appreciable extent in patients with a recent history of myocardial infarction or unstable heart
disease. Patients with these diagnoses were excluded from premarketing clinical studies. Because of the risk of QT prolongation and
orthostatic hypotension with GEODON, caution should be observed in cardiac patients (see QT Prolongation and Risk of Sudden Dealhin
WARNINGS and Orthostatic Hypotension in PRECAUTIONS). Information for Patients: To ensure safe and effective use of GEODON, the

furunculosis, sweanng nital—dysmenorrhea, priapism. DRUG ABUSE AND DEPENDENCE—Controlled Subsiance Class:
GEODONis nota oontrolled subslance OVERDOSAGE—In premarketing trials in over 5400 patients, accidental orlmentlonal overdosage
of GEODON was d . Allp without sequelag. In the patient taking thel irmed amount (3240
mg}, the only symptoms reported were minimal sedation, slurring of speech, and transitory hypertension (BP 200/75).

References: 1. Daniel DG, Potkin SG, Reeves KR, Swift RH, Harrigan EP. Intramuscular (IM) ziprasidone 20 mg is effective in reducing acute agitation associated with psychosis: a double-blind, randomized trial.
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Control acute agitation with

GEODON

for Injeetion (ziprasidone mesylaie)
*
In schizophrenia. ..

Rapid improvement with low EPS'?

e Significant control achieved between 15 and 30 minutes* after injection
e Proven advantages over haloperidol IM

— twice the improvement as measured on the BPRS*'

— significantly lower incidence of movement disorders®
* Smooth transition, with continued improvement, from IM to oral therapy**
e May he used concomitantly with benzodiazepines

13

“In 2 pivotal studies vs control, significance was achieved at 15 minutes (with 10 mg dose) and 30 mmutes (w;th 20 mg dose) respectwely
'In a 7-day, open-label IM-to-oral transition study. .
“In a 6-week, open-label IM-to-oral transition study.

GEODON

Oral Capsules ziposidone HC|
and Infection (zipiosidone mesylole]

Elderly patients with dementia-related psychosis treated with atypical antipsychotic drugs are at an increased risk of death
compared to placebo. GEODON is not approved for the treatment of patients with dementia-related psychosis.

GEODON is contraindicated in patients with a known history of QT prolongation, recent acute myocardial infarction,
or uncompensated heart failure, and should not be used with other QT-prolonging drugs. GEODON has a greater capacity to prolong
the QT interval than several antipsychotics. In some drugs, QT prolongation has been associated with torsade de pointes,
a potentially fatal arrhythmia. In many cases this would lead to the conclusion that other drugs should be tried first.

In fixed-dose, pivotal studies, the most commonly observed adverse events associated with the use of GEODON for Injection (incidence
25%) and observed at a rate in the higher GEODON dose groups (10 mg, 20 mg) of at least twice that of the lowest GEODON dose group
(2 mg control) were somnolence (20%), headache (13%), and nausea (12%).

Please see brief summary of prescribing information on adjacent page.
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