Control acute agitation with

GEODON

for Injeetion (ziprasidone mesylofe]
——V
In schizophrenia.

Rapid improvement with low EPS'?

* Significant control achieved hetween 15 and 30 minutes* after injection'”
* Proven advantages over haloperidol IM

— twice the improvement as measured on the BPRS*!

— significantly lower incidence of movement disorders®

e Smooth transition, with continued improvement, from IM to oral therapy™
e May he used concomitantly with benzodiazepines

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

Oral Capsules ziprasidone HC)|
and Injection (zipiasidone mesylate)

Eiderly 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 in this bulletin.
GEODON (ziprasidone) is not available for sale in Canada.




BRIEF SUMMARY. See packags insert for full prescribing infommation.

Increased Mortality inElderly Patients with Dementia-Related Psychosis: Elderly patients wilh dementia-related psychoslstreated with
atypical antipsychotic drugs are at an increased risk of death compared to placebo. Analyses of seventeen placebo controlled trials
(murlal durationof 10 weeks) Inthesa patients revealed a risk of death inthe drug-treated palienlsol between1.6to1.7times thai seen
in placeho-treated patients. Gver the course of a typical 10 week controlled irial, the rate of deaih in drug-treated patients was about
4.5%, compared to a rate of about 2.6% Inthe placebo group. Although the causes of death were varied, most of the deaths appeared
to be either cardiovascular (e.0., hearifailure, sudden death) or infectious (e.g., pneumonia) in nalure. GEODON (ziprasdone) fs not
approved for the ireaiment of patients with Demanlla Related Psychosis.

INDICATIONS—GEQDON Capsulesisindicated forthe reatment of schizophrenia and acute manic or mixed episodes associated with
hipolar disorder with or without psychotic tealures. GEODON® (ziprasidone mesylate} for Injection is indicated for acute agitation in
schizophrenic patients.

CONTRAINDICATIONS —@T Profongation: Because of GEODON's dose-related prolc itheQTi | ciation
of fatal arrhylhmlas with QT prolongahon by some olher drugs, GEODON is conlrarndrcated in patients with a known history of QT
prolongation (including congenital long QT ), with recent |l infarction, or with uncompensated heart failure (see
WARNINGS), Pharmacolinetic/pharmiacodynamic studies between GEODON and other drugs that pralong the QT interval have not been

information andi ionsin the Pati Lahoratory Tests: Patients being considered
for GEODON treatment who are at risk of srgnrfloameleclrolyle disturbances should have baseline serum potassium and magnesium
measurements. Low serum potassium and magnesium should be repleted before treatment. Patients who are started on diurefics during
GEODON therapy need periodic moniloring of serum polassium and magnesium. Discontinue GEODON in patients who are found to have
persistent (T measurements >500 msec {see WARNINGS). Drug ifaractions: (1) GEODON should not be used with any drug thatprolongs
the QT interval. (2) Given the primary CNS effects of GEODON, caution should be used when itis 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 levodopa and dopamine agonists. Effect of Other D n GEQDON: Carbamazeping, 200 mg
bid for21 days, resulted in a decrease of approximately 35% in the AUC of GEODON. Ketoconazole, a pofent inhibitor of CYP3A4, 400 mg
qd for 5 days, increased the AUG and Cpya 0f GEODON by about 35%-40%. Cimetidine, 800 mg qd for 2 days, did not affect GEODON
pharmacokinetics. Goadministration of 30 mL of Maalox did not affect GEGDON pharmacokinetics. Population pharmacokinetic analysis
of schizophrenic patients in controlled clinical trials has not revealed any clinicalty significant pharmacokinetic interactions with benztroping,
propranolol, or lorazepam. Effect of GEODON on Other Diugs: invitro studies revealed litlle potential for GEODON to interfere with the
metabolismof drugs cleared primarily by CYP1A2, CYP2G9, GYP2G19, CYP206, and CY P3A4, and little potential for druginteractions with
GEODON due to displacement. GEODON 40 mg bid administered concomitantly with fthium450 mg bid for 7 days did not affect the steady-

slale level of renal clearanoe of lithium. GEQODON 20 mg bid did not affect the pharmacokinetics of concomilantly administered oraf

performed. An additive effect of GEODON and other drugs that prolong the QT interval cannot be excluded. Therefore, GEODON

be given with dofetitide, sotalal, quinidine, other Class fa and Il anti-arrhythmics, mesoridazine, thioridazine, chlorpromazine, droperidol,
pimozids, sparfloxacin, gatifioxacin, moxifioxacin, halofantrine, mefioquine, pentamidine, arsenic trioxide, levomethadyl acetate, dolasetron
mesylate, probucel, or tacrolimus. GEODON is dlso conlralndlcated with drugs that have demonstrated QT prolongation as one of their
pharmacodynamiceffecisand h i the full prescribing i ication ora boxed or bolded waming
(see WARNINGS ). GEODON is contraindicated in individuals with a known hyp ity to the product. WARNINGS —Increased
Maortality in Eldery Palieniswith Dementla-Related Psychosis: Elderly patients with dementia-related psychosis treated with atypical
antipsychotic drugs are at an increasad risk of death compared to placebo. GEODON {ziprasidone) is not approved for the treatment
of patienis with dementia-retated psychosis (see Boxed Warning). QT Profongation and Risk of Sudden Death: GEQDON use should
be avoided in combination with other drugs that are known fo prolong the QT, interval. Additionally, clinicians should be alert toihe
identification of olher drugs that have been consistenily ohserved to grolong the QT, interval. Suchdrugs should not be prescribedwith
GEQDON. A study directly comparing the AT/QT,-prolonging effect of GEODON with several ather drugs effective in the ireatment of
schizophreniawas conducted in patient volunteers. The meanincrease in QT; from baseline for GEODON ranged trom approximately
91014 msec greater than for four of the comparator drugs {risperidons, olanzapine, yuetiapine, and haloperidol), but was
approximately 14 msec less thanthe prolongatian observed for thloridazine. In this study, the eftect of GEODON on OT, lengthwas not
augmented by the presence of a metabolic inhibitor (ketoconazole 200 mg bid). In placeho-controlled trials, GEODON increased the
QT interval compared to placebo by approximately 10 msec at the highest recommended daily dose of 160 mg. [n clinical irials the
electrocardiograms of 2/2988 (0.06%) GEODON patients and 1/440 {0.23%) placeba patients revealed QT, intervals exceeding the
potentiallyclinlcally relevant threshold ol 500 msec. Inihe GEQDON patients, neither case supgested a role of GEODON. Some drugs
that pralong the QT/QT, interval have been associated wilh the accurrence oftorsade de pointes and with sudden unexplained deaih.
The relationship of QT prolongation to torsade de pointes is clearest for arger incraases (20 msec and greater) butitis possiile that
smaller QT/0T, prolongations may also increase risk, or inrease It in susceptlble individuals, such as those with hypokalemia,
typomagnesemia, orgenetic predisposition. Atkoughtorsade de paintes has notbeen oiserved lnassooralrunwllhlhe use of GEODON
atrecommended doses In premarketing studies, experience istoa limited toru'e out anincreased risk. A studyevaluatinthe QT/QT;
pralonging etfect of intramuscular GEODON, with inframuscular haloperidol as a contral, was conducted in patientvolunteers. Inthe
trial, ECGs were obtained at the time of maximum plasma concentralion following two In]eollons of GEODON (20 mg then 30 mg) or
haloperido! (7.5 mg then 10 mg) given four hours apart. Note that a 30 mg dose of intramuscular GEGDON is 50% higher than the
recommendedtherapeuticdose. The mean change in QT, from baseline was calculated for ach drug using a sample-hased correction
that remaves the effect of heart rate on the QT inferval. The mean increase in OT, fram baseline for GEODON was 4.6 msec toltowing
thefirstinjectionand 12.8 msecfollowing the second injection. The mean increase in QT, from basaline for haloperidol was 6.0 msec
following the first injection and 14.7 msec following the second Injactfan. In this study, no patient had a QT inferval exceeding 500
msec. Aswilh other antipsychotic drugs and placebo, sudden unexplained deaths have been reported in patients taking GEODON at
recommended dases. The premarketing experience for GEODON did notreveal an excess of mortality for GEODON compared toother
antipsychotic drugs or placeho, but the extent of exposure was limited, especiatly lor the drugs used as active controls and placebo.
Nevertheless, GEODON's larger prolongation of OT; length compared to several other antipsychotic drugs raises the possibility that
the risk of sudden death may be greater for GEODON than for other availahle drugs for freating schizophrenia. This possibility needs
to be considered in deciding among allemative drug products. Certain circumstances may increase the risk of the accurrence oftorsade
de poinies and/or sudden death in association with the use of drugs that prolong the QT, interval, including (1) bradycardia; (2}
hypokalemia or hypomagnesemia; {3) concomiant use of other drugs that prolong the QT interval; and (4) presence of congenial
prolongation of the QT inferval. GEODON should also be avolded in patients with congenital long OT syndrome and in patients with a
histary of cardiac arthythmias (see CONTRAINDICATIONS, and see Drug Inferactionsunder PRECRUTIONS). It isrecommended that
patienis being considered for GEODON treatment who are at risk for significant electrolyte disturbances, hypokalemia in particular,
have baseline serum potassium and magnesium measurements. Hypokalemia (and/or hypomagnesemia) may increase the risk of
QT prolongation and amhyihmia. Hypokalemta may result trom diuretic iherapy, diarthea, and other causes. Patieatswithlow serum
potassizm andor magnesium should be repleted with those electrolyles before proneedrnuwrlhlrealmenl Itis essential to perlodically
monitorserum elecirolytesin patients forwhom diurelic therapy isintroduced during GEODON treatment. Persistently prolonged AT,
intervals may also increase the risk of further protongation and arrhylhmra butitis natelearihat rautine screening ECG measures are
effeclive in delecting such patienis. Rather, GEODON should be avoided in patients with histories of significant cardiovascutar i iness,
eg, (T prolongation, recent acule myocardial infarction, uncempensated heart failure, or cardiac archythmia. GEODON should be
discontinued in patieniswho arefoundfohave persrslenl QT, measurements >500 msec. Neuroleptic Mafignant Syndrome (NMS): A
potentially fatal mplexsometi i to as Neuraleptic Malignant Syndrome (MMS) has been reportedin assocrahon wrlh
administration of antipsychotic drugs. Themanagementof NMS should : (1)immediate discontinuation of

ather drugs not essential to concurrentiherapy; (2) intensive symptomatic treatment and medical monitoring; and (3) treatment of any
concomitant serious medical problems for which specific treatments are available. If a patient requires antipsychotic drug treatment after
recovery from NS, the potential reintroduction of drug therapy should be carefully considered. The patient should be carefullymonitored,
since recurrences of NMS have been reported. Tardive Dyskinesia (TD): A syndrome of potentially irreversible, involuntary, dyskinetic
movements may dgvelopin patients undergoing treatment wilh antipsychotic drugs. Athough the prevalence of TD appears to be highest
among the elderty, especrally elderly women itisimpossible to rely upon prevalence esllmales fo predlol atthe inceplion of antipsychotic
treafment, which p .Ifs] appear tonGEODON, drugdiscontinuation should
beconsidered. Ilyperylycemra ang DrabelesMeIIﬂus Hyperglycemia-related ady s, fous, have been d i
patients treated with atypical antipsychotics. There have been few reports of hyperglycemia or diabetes in patients treated with GEODON
anditis not known if GEODON is associated with these events. Patiens treated with an atypical antipsychotic should be monitored for

diol (0.03 mg}and levonorgestre! (0.15 mg). Consistent withinvitro results, astudyin normal healthy volunteers
showed that GEODON did not alter the mefabolism of dextromethorphan, a CYP2D6 mode! substrate, toils major metabolite, dextrorphan.
There was no statistically significant change in the urinary dextromethorphan/dextrorphan ralio. Carcinogenesis, Mutagenesis,
Impalrment of Fertilify: Lifgtime carcinogenicity studies were conducted with GEODON in Long Evans rats and GD-1 mice, In male mice,
there was no increase in incidence of tumors relative to controls. In female mice there were dose-refated increases in the incidances of
pituitary gland adenoma and carcinoma, and mammary gland adenccarcinoma at al doses tested. Increases in serum profactin were
observedin a 1-month dietary study in female, but not male, mice. GEODON had no sffect on serum prolactin in rats in a 5 week dietary
studyathe dosesthatwere usedinthe carcrnogenrcnysludy The relevance forhuman risk of the i prolactin. docring
tumors in rodents is unkniown {see Hyperprolactinemia). Mutagenesis; There was a reproducible mutagenic responsg in the Ames assay
inone strain of S. fyphimuriumin the absence of metabolic activation. Positive results were obtained in both the in vitro mammalian cell
gene mutation assay and the in vitro chromosornal absrration assay in hurnan lymphocytes. Impairment of Fertiity: GEODON increased
time to copulation in Sprague-Dawley rats in two fertility and early embryonic development studies at doses of 10 to 160 mg/kg/day (0.5 to
8 times the MRHD of 200 mg/day o @ mg/m? basis). Fertility rate was reduced at 160 mg/kg/day (8 times the MRHD on a mg/my basis).
There ton fertlity al 40 mg/kg/day (2 times the MRHD onamg/m basis). The fertility of female rats was reduced. Pregnancy—
Pregnancy Category C:Thereare noadequale and well-controlled studies in pregnantwomen. GEODON should be used during pregnancy
onlyifthe potential benefit justifies the potential risk to the fetus. Labor and Defivery: The effect of GEODON onlaborand deliveryin humans
is unknown. Nursing Mothers: |t is not known whether, and if so in what amount, GEODON or its metabolites are excreted in human milk.
Itis recommended thal women receiving GEODON should not breast feed. Pedialric Use: The safety and effectiveness of GEODON in
pediatiic patients have not been established. Gerialric Use: Of the approximately 4500 patients treated with GEODON in cfinical studies,
2.4% (109} were 65 years ofage or over. Ingeneral, there was no indication of any different tolerability for GEODON or of reduced clearance
of GEODON in the elderly compared to younger adults. Nevertheless, the presence of multiple fagtors that might increase the
pharmacodynamic response to GEODON, or cause poorer lolerance or orthostasis, should lead to consideration of a lower starting dose,
slowertitration, and careful monitoring during the initial dosing period for some eldery 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 forschizophrenia (a pool of two 6-week, and two 4-wegk fixed-tlose trials) and bipolar mania (2 ponl of two 3-week flexible-dose trials)
inwhich GEODON was administered in doses ranging from 10 to 200 mg/day. Adverse Events Assuciated with Drsr:untrnualmn
Schizophrenia: Approximately4.1% (29/702) of GEODON-Irealed patients inshort-term, placebo treatment
due to an adverse event, compared with about 2.2% (6/273) on placebo. The most commeon event associated with dropout was rash,
including 7 dropouts for rash among GEODON patients (1%) compared ko no placebo patients (see PRECAUTIONS). Bipolar Mania:
Approximately 6.5% (18/279) of GEODON-treated patients in short-term, placebo- oontrolled studres digcontinued lrealmenl duetoan
adverse event, compared with about3.7% (5/136) on placabo. The most: inthe GEODON-treated
patients were akathisia, anxiely, depression, dizziness, dystonia, rash and vomiting, with 2 dropouts foreachaftheseevents among GEODON
patients (1%) toone placebo patient sach for dystonia and rash (1%) and no placebo patients for the remaining adv I
Adverse Eventsalan Inmderwezs % and at Least Twice the Rate alFIaeel;o "The most commonly observed adverse events associaled
with GEODON inschizophrenia trials were somnolence (14%) and respiratory tractinfection (8%). The most commonly observed adverse
events associated with the use of GEODON in bipolar mania triais were somnolence (31%), extrapyramidal symptoms (31%), dizziness
(16%), akathisia (10%}, abnormalvision (6%), asthenia {6%), and vomiting (5%). Thie following list enumerates the treatment-emergent
adverse events that occurred during acute therapy, including onfy those events that occurred in 2% of GEODON patients and ata greater
incidence than in placebo. Schizophrenia: Body as a Whole—asthenia, accidental injury, chest pain. Cardiovascular—lachycardia.
Digestive—nausea, constipation, dyspepsia, diarrhea, dry mouith, anorexia. Nervous—extrapyramidal symptoms, somnolence, akathisia,
dizzingss. Respiratory— respiratory tract infection, rinitis, coughincreased. Skin and Appendages—rash, fungal dermatitls. Special
Senses—abnomal vision. Bipolar Mania: Body as a Whol e——headaohe asthenia, accidental injury. Cardrovascular—hypenensron
Digestive—nausea, diarrhea, dry mouth, vomiting, increased salivation, longueedema dysphagia. Musculoskeletal—myalgia. Nervous—
somnolence, extrapyramidal symptoms, dizziness, akathisia, anxiety, hypeslhesra speech disorder. Respiralory— pharyngitis, dyspnea.
Skinand Appendages—lungal dermatitis. Special Senses—abomal visian, Dose Dependancy: An analysis for dose responsg in the
schizophrenia trials revealed an apparent relation of adverse event to dose for the foltowing: asthenia, postural hypotension, anorexia, dry
mouth, increased salivation, arthralgia, anxiety, dizziness, dystonia, hypertonia, somnolence, tremor, rhinitis, rash, and abnormial vision.
Exirapyramital Symploms (EPS): The incidence of reported EPS for GEODON patients in the short-lerm, placebo-controlled schizophrenia
trials was 14% vs 8% for placebo. Objectively collected data from those trials on the Simpson-Angus Rating Scale and the Bames Akathisia
Scale did not generally show a difference between GEODON and placebo. Vital Sign Ciranges: GEODON is associaled with ortfiostatic
hypotension (see PRECAUTIONS). Waight Gain: In short-term schizophrenia trials, the proportions of patients meeting a weight gain
criterion of27% 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% ol both GEODON and placebo patients. During long-term therapy with GEODON, a
categorization of patients atbaseling onthe basis of body index (BM1) showed meanweight gainand the highest |nC|denoe
ofclinically significant waight gain (7% of body werght) in patrentswrlh atow BMI (<23) comparedionormal {23+ 27) oroverweight (>27)
patients. There was a mean weight gain of 1.4 kg for patients with a “low” baseline BMI, 0.0%g for patients witha "norial’ BMI,anda1.3
kg mean weighi foss for patients with a "high” BMI. ECG Ghanges: GEODON is associated with an increase in the QT inlerval (see
WARNINGS). Inschizophrenia trials, GEODON was associated with a mean increasein heart rate of 1.4 beats perminute compared toa 0.2
heals per minute decreass among placebo patients. Other Adverse Events Observed During the Premarkeling Evaluation of GEODON:
Frequent adverse events are those accuring inatleast 1/100 patients; infrequent adverse events are those occurring in 1/100io 11000
patients; rare events are those occurring in fewer than 1/1000 patients. Schizophrenia: Body as a Witole — Frequent: abdominal pain, flu

symptoms of hyperglycemia. PRECAUTIONS — General: Rash: In premarketing friafs, about 5% of GEODON patients rash
and/orumcana with disconfinuationof treatment in aboutone slxth of these cases. The occurrence of rash was dose refated, aithough the

alse lained by longer exposurgin hight with rash d symptoms of associated
syslemrcrllness eg. elevated WBCs. . Most patients improved promplly upon treatment with antihistamines or steroids and/or upon

nof GEODON, torecover completely. Upon appearance of rash forwhich an alternative etiology
cannotbe identified, GEGDON should bediscontinued. Orthostatic Hypotension: GEODON mayinduce orthostatic hypotension associated
with dizziness, laohywrdra and, in some patients, syncope, especially during the initial dose-titration period, probably reflecting its a4~
adrenergic anlagonistproperﬁesl Syncope was reported in 0.6% of GEODON patients. GEODON should be used with particular caution in
patients with known cardiovascular disease (history of myocardial infarction or ischemic heart disease, heart failure or conduction
abnomnalities), cerebrovascular disease or conditions that would predispose patients to hypotension {dehydration, iypovolsmia, and
treatment wilh antihypertensive medications). Seizures: In clinical trials, seizures occurred in 0.4% of GEODON patients. There were
oonloundlng factors that may have contributed to seizuresin many of these cases. As with other antlpsychohc drugs, GEODON should b

fover, fall, Face edema, chills, photosensitivity reaction, lank pain, hypothermia, motor vehicle accident. Cardiovascular
Syslem— Frequent: ia, angina pectoris, atrial fbrillation; Aare: first-
degres AV block, bundle branch block, phiebitis, pulmonary embolus, car cerebral infarct, accrdenl deep
thrombophlebitis, myocardiis, thrombophlebitis. Digestive System— Frequent: anorexia, vomiling; Infrequent rectal hemorrhage,
dysphagia, tongue edema; Aare: gum hemorrhage, jaundice, fecal impaction, gamma glutamyl transpeplidase increased, hematemesis,
cholestatic jaundice, hepatitis, hepatomegaly, lewkoplakia of mouth, fatty liver deposit, melena. Endocring— Rare: hypothyroidism,
hyperthyridism, thyroiditis. Hemic and Lymphatic System— /nfrequent: anemia, ecchymosis, leukocytosis, lsukopenia, eosinophilia,
fymphadenopathy; Aare:thrombocytopenia, hiyp micanemia, ymphocytosis, sis, basophilia, lymphedema, polycythemia,
thrombocyihemia. Metabalic and Nutritional Disorders— /nfrequent: Whirst, fransaminase increased, peripheral edema, hypergiycemia,
creatine phosphokinase increased, alkaling phosphatase increased, hypercholesteremia, dehydration, factic dehydrogenase increased,
albuminuria, hypokalemia; Aare; BUN increased, creatining increased, hyperfipemia, hypocholesteremia, hyperkalemia, hypochloremia,
hypoglycemra hyponatrermia, hypoprolernemla glucose tolerance decreased goul hyperchloremia, hyperuricemia, hypocalcemia,

wilha history of seizures orwith conditions that potentially lower d, 6.0., Alzheimer's d

Conditions thatlower the seizLre threshold may be more prevalentin a population of 65 years or older. yephagr Esophageal dysmotility
and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia is a common cause of morbidity and mortafity in
elderly patients, in particular those with advanced Alzheimer's dementia, and GEQDON and other antipsychotic drugs should be used
cautiously in patients at risk for aspiration pneumonia. (See also Boxed WARNING, WARNINGS: Increased Mortalityin Eiderty Patients
with Dementia-Related Psychosis). Hyperprolactinemia: As with olhier drugs that antagonlze dopamine Dy receptors GEODON elevates
profactinlevelsinhumans. Tissue culture experiments indicale that { tin dependent
invitro, a factor of potential importance if the prescriptionof these dmg5|sconlemplaled ina paumll ith previousty d Cancer.
Neitherclinicalstudies nor epldemiotogic studi todate have she hroni fthisclass
ofdrugs and tumorigenesis in humans; the available evidence |scon5|dered too limited to be conclusive at this time. Potential for Cognitive

and Motor Impairment; St TepC 1tin GEODON patients. Inthe 4-and 6-week placebo-controlled
trials, somnolence was reporied in 14% of GEODON pallents vs 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 alertness, such as operating a motor vehicle (including automobiles) or operating
hazardous machinery until they are reasonably certain Ihat GEODON therapy does not affect them acversely. Priapism: One case of priapism
was reported in the premarketing database. Body Temperature Requlafion: Although not reported with GEODON in premarketing trials,
disruption of the body's ability to reduce core body temperature has been attributed to antipsychotic agents. Suicide: The possibility of a
suicide attempt s 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 nsk

gly reaction, hypomagnesemia, kel03|s Tespiratory aIkanSIS usculoskeleial System — Frequent; myalgia;
Infrequenl tenosynovitis; Rare: myopathy, — Froquent:agitation, extrapyramidal syndrome tremor, dystoma hypertonia,
dyskinesia, hostilty, twitching, paresthesta, confusi verhgo abnormal gait, 0y i hypeslhesra
ataxia, amnesia, cogwheel rigidity, delirium, hypotonia, akingsia, dysarttuia, withdrawat syndrome, frome, choreoathetosis
diplopia, incoordination, neuropathy; InIrequenl paralysis; Hare myaclonus, nystagmus, torticollis, circumoral paresthesia, opisthotonos,
reflexesincreased, trismus. Respiratory System— Frequent:dyspnea; fnfrequent:pneumonta, epistaxis; Rare:hemoptysis, faryngismus.
Skin and Appendages— /nfrequent: maculopapular rash, urticaria, alopecia, eczema, exfoliative dermatitis, contact dermatitis,
vesiculobullous rash. Spagial Senses—Frequent: fungal dermalitis; infrequent: conjunctivitis, dry eyes, tinnitus, blephasitis, cataract,
photophobia; Rare:eye hemorrhage, visual field defect, keratitis, keratoconjunctivitis. Urogenital System—infrequent:impotence, abnormal
ejaculation, amenorrhea, hematuria, menorrhagia, female factation, polyuria, urinary retention, metrorrhagia, male sexual dysfunction,
anorgasmia, glycosuria; Aare: gynecomastia, vaginal hemorrhage, nocturia, oliguria, female sexual dysfunction, uterine hemorrhage.
Adverse Finding Observed in Trials of Inframuscular GEGDON: Inth ies, thie most commonly observed ady nis associaled
wilnthe use of intramuscular GEODON (=5%} and observed ata rate on intramuscutar GEODON (in the higher dose groups) at least twice
that of the lowest Intramuscutar GEODON group were headache {13%), nausea (12%), and somnolence (20%). Adverse Evenis at an
Incidence >1% in Short-Term Fixed-Dose Intramuscular Trials: The following list enumerates the treatment-emergent adverse events
that accurred in=1% of GEODON patiens (in the higher dose groups) and at least twice that of the lowest intramuscular GEODON group.
BodyasaWhole—headache, injection site pain, asthenia, abdominal pain, flusyndrome, back pain. Cardiovascular—poslural hypotension,
hynertension, bradycardia, vasadilation. Digestive—nausea, rectal hemorrhage, diarchea, vomiting, Gyspepsta, anorexia, constipation,
tooth disorder, dry mouth. Nervous—diziness, anxiely, insomnia, sommolence, akathisia, agitation, extrapyramidal syndrome, hypertonia,
heel rigidity, hesia, personality disorder, psychosis, speech disorder. Respiratory— rhinilis. Skin and Appendages—

Usein Patienls witis Concomrlanllllness Clinical experience with GEODON in patients with certain concomitant

GEODON has not by I xtentin palients with a recent history of myocardial infarction or unstable heart
disease. Paients with these dlagnoses were excluded from premarkelmg clinical studies. Because of the risk of OT; prolongation and
onthostatic hypotension with GEODON, caution should be observed in cardiac patients (see OT Prafongation and Risk of Sudden Deathin
WARNINGS and Orthostatic Hypotension in PRECAUTIONS). Information for Patients: To ensure safe and effective use of GEODON, the

Psychopharmacolugy 2001 155: 128—134 2. Brook S, WaldenJ Benattia |, Siu CO, Romano SJ errasldone and haloperidol in the

in a 6-week, randomized, blinded

furunculosis, sweating. Urogenital—dysmenorrhea, priapism. DRUG ABUSE AND DEPENDENCE— Goniroled Substance Class:
GEQDON s notacontrolledsubstance. OVERDOSAGE— In premarksting trials in over 5400 patients, acci orintentionalc

3

0t GEODON was documented in 10 patisnts. All patients survived without sequetae. In the pati ingihe large ------rSZZO
mg), the only symptoms reporied were minimal sedation, sturring of speech, and transitory hypertension (BP 200/75).
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