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ecause I doiii u,ant to lose
my son to the voices again

The voices in his head are back.
I can't bear to see him like this.

He was doing so well on his own.
This will ruin everything.
It could send him back to the hospital.

We're fighting to get
things back under control.
But we need help now.

zvprexa
wOlanzapine

For resources to help you help your patients with
schizophrenia, visit www.ToolsForTheFight.com
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Important Safety Information for ZYPREXA (Olanzapine)

Increased Mortality in Elderly Patients
with Dementia-Related Psychosis

Elderly patients with dementia-related psychosis treated with
atypical antipsychotic drugs are at an increased risk of death
compared to placebo. Analyses of seventeen placebo-controlled
trials (modal duration of 10 weeks) in these patients revealed a
risk of death in the drug-treated patients of between 1.6 to 1.7
times that seen in placebo-treated patients. Over the course of a
typical 10-week controlled 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 (eg, heart
failure, sudden death) or infectious (eg, pneumonia) in nature.
ZYPREXA is not approved for the treatment of elderly patients
with dementia-related psychosis.

Cerebrovascular adverse events (CVAE), including stroke, in
elderly patients with dementia—Cerebrovascular adverse events
(eg, stroke, transient ischemic attack), including fatalities, were reported
in patients in trials of ZYPREXA in elderly patients with dementia-related
psychosis. In placebo-controlled trials, there was a significantly higher
incidence of CVAE in patients treated with ZYPREXA compared to patients
treated with placebo. ZYPREXA is not approved for the treatment of patients
with dementia-related psychosis.

Hyperglycemia and diabetes mellitus—Myperglycemia, in some cases
associated with ketoacidosis, coma, or death, has been reported in patients
treated with atypical antipsychotics including ZYPREXA. All patients taking
atypicals should be monitored for symptoms of hyperglycemia. Persons
with diabetes who are started on atypicals should be monitored regularly
for worsening of glucose control; those with risk factors for diabetes should
undergo baseline and periodic fasting blood glucose testing. Patients who
develop symptoms of hyperglycemia during treatment should undergo fasting
blood glucose testing.

Tardive dyskinesia (TD)—As with aH'antipsychotic medications, prescribing
should be consistent with the need to minimize the risk of TD. The risk of
developing TD and the likelihood that it will become irreversible are believed
to increase as the duration of treatment and the total cumulative dose of
antipsychotic increase. The syndrome may remit, partially or completely, if
antipsychotic treatment is withdrawn.

Medication dispensing and prescribing errors have occurred between
ZYPREXA® (olanzapine) and Zyrtec® (cetirizine HCI). These errors could
result in unnecessary adverse events or potential relapse in patients suffering
from schizophrenia or bipolar disorder. To reduce the potential
for dispensing errors, please write ZYPREXA clearly.

The most common treatment-emergent adverse event associated
with ZYPREXA (vs placebo) in 6-week acute-phase schizophrenia trials
was somnolence (26% vs 15%). Other common events were dizziness
(11 % vs 4%), weight gain (6% vs 1 %), personality disorder (COSTART
term for nonaggressive objectionable behavior; 8% vs 4%), constipation
(9% vs 3%), akathisia (5% vs 1%), and postural hypotension (5% vs 2%).

The most common treatment-emergent adverse event associated with
ZYPREXA (vs placebo) in 3- and 4-week bipolar mania trials was somnolence
(35% vs 13%). Other common events were dry mouth (22% vs 7%), dizziness
(18% vs 6%), asthenia (15% vs 6%), constipation (11 % vs 5%), dyspepsia
(11 % vs 5%), increased appetite (6% vs 3%), and tremor (6% vs 3%).

For complete safety profile, see the full Prescribing Information.

ZYPREXA is a registered trademark of Eli Lilly and Company.
Zyrtec is a registered trademark of UCB, SA.

Neuroleptic malignant syndrome (NMS)—As with all antipsychotic
medications, a rare and potentially fatal condition known as NMS
has been reported with olanzapine. If signs and symptoms appear, immediate
discontinuation is recommended. Clinical manifestations of NMS are
hyperpyrexia, muscle rigidity, altered mental status and evidence of autonomic
instability (irregular pulse or blood pressure, tachycardia, diaphoresis and
cardiac dysrhythmia). Additional signs may include elevated creatinine
phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure,
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ZYPREXA® (Oianzapine Tablets)
ZYPREXA® ZYDIS® (Oianzapine Orally Disintegrating Tablets)
ZYPREXA® intraMUSCUlar (Oianzapine for Injection)
Brief Summary: Please consult package insert for complete prescribing information.

WARNING
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INDICATIONS AND USAGE: ZYPREXA and ZYPREXA Zydis are indicated for short- and long-term treatment
of schizophrenia, for acute manic and mixed episodes of bipolar I disorder, and for maintenance treatment in
bipolar disorder. The use of ZYPREXA for extended periods should be periodically re-evaluated as to the long-term
usefulness of the drug for the individual patient. ZYPREXA IntraMuscular is indicated for treatment of agitation
associated with schizophrenia and bipolar I mania.

CONTRAINDICATIONS: Known hypersensitivity to oianzapine.

WARNINGS: Increased Mortality In Elderly Patients with D _ _
with dementia-related psychosis treated with atypical antlpsychotic drugs are at an increased risk of death
compared to placebo. ZYPREXA is not approved for the treatment of patients with dementia-related
psychosis [see BOX WARNING).

In placebo-controlled clinical trials of elderly patients with dementia-related psychosis, the incidence of death
in olanzapine-treated patients (3.5%) was significantly greater than placebo-treated patients (1.5%).

Cerebrovascular Adverse Events. Including Stroke, in Elderly Patients with Dementia—Cerebrovascular
adverse events (eg, stroke, transient ischemic attack), including fatalities, were reported in patients in trials of
o|anzapine in elderly patients with dementia-related psychosis. In placebo-controlled trials, there was a significantly
higher incidence of cerebrovascular adverse events in patients treated with oianzapine compared to patients
treated with placebo. Oianzapine is not approved for the treatment of patients with dementia-related psychosis.

Hyperglvcemia and Diabetes Mellitus—Hvqernlycemia. in some cases associated with ketoacidosis, coma, or
death, has been reported in patients treated with atypical antipsychotics including oianzapine. Assessment of the
relationship between atypical antipsychotic use and glucose abnormalities is complicated by the possibility of an
increased background risk of diabetes in patients with schizophrenia and the increasing incidence of diabetes
mellitus in the general population. Patients diagnosed with diabetes who are started on atypical antipsychotics
should be monitored regularly for worsening of glucose control. Patients with risk factors for diabetes who are
starting treatment with atypicals should have fasting blood glucose (FBG) testing at baseline and periodically
during treatment. Any patient treated with atypicals should be monitored for symptoms of hyperglycemia.
Patients who develop symptoms of hyperglycemia during treatment with atypicals should undergo FBG testing.

Neurolentic Malignant Syndrome (NMS)—Potentially fatal NMS has been reported in association with
administration of antipsychotic drugs, including oianzapine. See complete prescribing information for
information on management of NMS. Patients requiring antipsychotic drug treatment after recovery from NMS
should be carefully monitored since recurrences have been reported.

Tardive Dvskinesia (TD1—Potentially irreversible TD may develop in patients treated with antipsychotic drugs.
Although the prevalence of TD appears to be highest among the elderly, especially elderly women, it is impossible
to predict which patients are more likely to develop the syndrome. If signs and symptoms of TD appear, consider
drug discontinuation.

PRECAUTIONS: Hemodvnamic Effects—Oianzapine may induce orthostatic hypotension associated with dizziness;
tachycardia; and in some patients, syncope. Hypotension, bradycardia with/without hypotension, tachycardia,
and syncope were also reported during the clinicai trials with intramuscular oianzapine for injection. Incidence of
syncope was 0.6%, 15/2500 with oral oianzapine in phase 2-3 trials and 0.3%, 2/722 with intramuscular
oianzapine for injection in clinical trials. Three normal volunteers in phase 1 studies with intramuscular oianzapine
experienced hypotension, bradycardia, and sinus pauses of up to 6 seconds that spontaneously resolved (in
2 cases the events occurred on intramuscular oianzapine, and in 1 case, on oral oianzapine). The risk for this
sequence of events may be greater in nonpsychiatric patients compared to psychiatric patients who are possibly
more adapted to certain effects of psychotropic drugs. Patients should remain recumbent if drowsy or dizzy after
injection with intramuscular oianzapine for injection until examination has indicated they are not experiencing
postural hypotension, bradycardia, and/or hypoventilation. Oianzapine should be used with particular caution in
patients with known cardiovascular disease (history of myocardial infarction or ischemia, heart failure, or
conduction abnormalities), cerebrovascular disease, and conditions which would predispose patients to hypotension
(dehydration, hypovolemia, and treatment with antihypertensive medications) where the occurrence of syncope,
or hypotension and/or bradycardia might put them at increased medical risk. Caution is necessary in patients
receiving treatment with other drugs having effects that can induce hypotension, bradycardia, respiratory or CNS
depression (see Drug Interactions). Concomitant administration of intramuscular oianzapine and parenteral
benzodiazepine has not been studied and is not recommended. If such combination treatment is considered,
careful evaluation of clinical status for excessive sedation and cardiorespiratory depression is recommended.

Sfiizuies—During premarketing testing, seizures occurred in 0.9% (22/2500) of olanzapine-treated patients,
regardless of causality. Use cautiously in patients with a history of seizures or with conditions that potentially
lower the seizure threshold.

Hvperprolactinemia—Like other drugs that antagonize dopamine D2 receptors, oianzapine elevates prolactin
levels; a modest elevation persists during chronic administration. Tissue culture experiments indicate that
approximately one third ofhuman breast cancers are prolactin dependent in vitro. However, neither clinical nor
epidemiologic studies have shown an association between chronic administration of this class of drugs and
tumorigenesis in humans; the available evidence is inconclusive.

Transaminase Elevations—In placebo-controlled studies, clinically significant ALT (SGPT) elevations
(s3 times the upper limit of normal) were observed in 2% (6/243) of patients exposed to oianzapine compared
to no (0/115) placebo patients. None of these patients experienced jaundice. Among about 2400 patients with
baseline SGPT s90 IU/L, 2% (50/2381) had asymptomatic SGPT elevations to >200 IU/L. Most were transient
changes that tended to normalize while oianzapine treatment was continued. Among 2500 patients in oral
oianzapine trials, about 1% (23/2500) discontinued treatment due to transaminase increases. Rare postmarketing
reports of hepatitis have been received. Very rare cases of cholestatic or mixed liver injury have also been
reported in the postmarketing period. Exercise caution in patients who have signs and symptoms of hepatic
impairment; preexisting conditions associated with limited hepatic functional reserve; or concomitant treatment
with potentially hepatotoxic drugs (see Laboratory Tests, below).

Potential for Cognitive and Motor Impairment—Somnolence was a commonly reported, dose-related adverse
event in premarketing trials (oianzapine 26% vs placebo 15%). Somnolence led to discontinuation in 0.4%
(9/2500) of patients in the oral premarketing database.

Body Temperature Regulation—Use appropriate care when prescribing oianzapine for patients who will be
experiencing conditions that may contribute to an elevation in core body temperature.

Dvsphagia—Esqphageal dysmotility and aspiration have been associated with antipsychotic drug use.
Aspiration pneumonia is a common cause of morbidity and mortality in patients with advanced Alzheimer's disease.
Oianzapine and other antipsychotic drugs should be used cautiously in patients at risk for aspiration pneumonia.

Suicide—The possibility of a suicide attempt is inherent in schizophrenja and in bipolar disorder, and close
supervision of high-risk patients should accompany drug therapy. Prescriptions for otanzapine should be written
for the smallest quantity of tablets consistent with good patient management.

Use in Patients with Concomitant Illnesses—Oianzapine should be used with caution in patients with
clinically significant prostatic hypertrophy, narrow angle glaucoma, or a history of paralytic ileus.

In 5 placebo-controlled studies in elderly patients with dementia-related psychosis (n=1184), these
treatment-emergent adverse events were reported, with oianzapine at an incidence of s2% and significantly
greater than with placebo: falls, somnolence, peripheral edema, abnormal gait, urinary incontinence, lethargy,
increased weight, asthenia, pyrexia, pneumonia, dry mouth, visual hallucinations. Discontinuation due to adverse
events was significantly greater with oianzapine than placebo (13% vs 7%). Elderly patients with dementia-
related psychosis treated with oianzapine are at an increased risk of death compared to placebo. Oianzapine is
not approved for treatment of patients with dementia-related psychosis. If the prescriber elects to treat this
patient population, vigilance should be exercised (see BOX WARNING am/WARNINGS).

Because of the risk of orthostatic hypotension with oianzapine, use caution in cardiac patients (see
Hemodynamic Effects).

Information for Patients—See full prescribing information for information to discuss with patients taking
oianzapine.

Laboratory Tests—Periodic assessment of transaminases is recommended in patients with significant
hepatic disease.

Drug Interactions—Use caution when oianzapine is taken in combination with other centrally acting drugs
and alcohol. Oianzapine may enhance the effects of certain antihypertensive agents. Oianzapine may antagonize
the effects of levodopa and dopamine agonists. Agents that induce CYP1A2 or glucuronyl transferase enzymes
(eg, omeprazqle, rifampin) may cause an increase in oianzapine clearance. Inhibitors of CYP1A2 could
potentially inhibit oianzapine clearance. Although oianzapine is metabolized by multiple enzyme systems,
induction or inhibition of a single enzyme may appreciably alter oianzapine clearance. A dosage adjustment may
need to be considered with specific drugs.

Activated charcoal (1 g) reduced the Cmax and AUC of oral oianzapine by about 60%. Single doses of
cimetidine (800 mg) or aluminum- and magnesium-containing antacids did not affect the oral bioavailability
of oianzapine. Carbamazepine (200 mg bid) causes an approximately 50% increase in the clearance of oianzapine.
Higher daily doses of carbamazepine may cause an even greater increase in oianzapine clearance. Neither
ethanol (45 mg/70 kg single dose) nor warfarin (20 mg single dose) had an effect on oianzapine
pharmacokinetics. Fluoxetine at 60 mg (single or multiple doses) causes a small increase in the Cmax of
oianzapine and a small decrease in oianzapine clearance; however, the impact of this factor is small in
comparison to the overall variability between individuals, and dose modification is not routinely recommended.
Fluvoxamine decreases the clearance of oianzapine; lower doses of oianzapine should be considered in patients
receiving fluvoxamine concomitantly. In vitro data suggest that a clinically significant pharmacokinetic
interaction between oianzapine and valproate is unlikely.

Oianzapine is unlikely to cause clinically important drug interactions mediated by the enzymes CYP1A2,
CYP2C9, CYP2C19, CYP2D6, and CYP3A. Single doses of oianzapine did not affect the pharmacokinetics of
imipramine/desipramine or warfarin. Multiple doses of oianzapine did not influence the kinetics of diazepam/
N-desmethyldiazepam, lithium, ethanol, or biperiden. However, coadministration of either diazepam or ethanol
potentiated the orthostatic hypotension observed with oianzapine. Multiple doses of oianzapine did not affect
the pharmacokinetics of theophylline or its metabolites. Co-administration of intramuscular lorazepam
and intramuscular oianzapine for injection added to the somnolence observed with either drug alone (see
Hemodynamic Effects).

Carcinogenesis, Mutagenesis, Impairment of Fertility—The incidence of liver hemangiomas and
hemangiosarcomas in female mice was significantly increased in one carcinogenicity study at 2 times the
maximum human daily oral dose (MHDOD) but not in another study at 2-5 times the MHDOD (mg/m! basis). In
this study there was a high incidence of early mortalities in males in the 30/20 mg/kg/d group. The incidence of
mammary gland adenomas and adenocarcinomas was significantly increased in female mice and rats given
oianzapine at 0.5 and 2 times the MHDOD respectively (mg/m! basis). In other studies, serum prolactin
measurements of oianzapine showed elevations up to 4-fold in rats at the same doses used in the carcinogenicity
studies. The relevance for human risk of the finding of prolactin mediated endocrine tumors in rodents is
unknown. No evidence of mutagenic potential for oianzapine has been found.

In rats, fertility (females) and mating performance (males and females) were affected at doses 1.5-11 times
the MHDOD (mg/m2 basis). Diestrous was prolonged and estrous delayed at 0.6 times the MHDOD (mg/m! basis);
therefore, oianzapine may produce a delay in ovulation.

Pregnancy Category C—There are no adequate and well-controlled studies in pregnant women. Oianzapine
should be used in pregnancy only if the potential benefit justifies the potential risk to the fetus.

Labor and Delivery, Nursing Mothers—Parturition in rats was not affected by oianzapine; its effect on labor
and delivery in humans is unknown. In a study in lactating, healthy women, oianzapine was excreted in breast
milk. Mean infant dose at steady state was estimated to be 1.8% of the maternal dose. It is recommended that
women receiving oianzapine should not breast-feed.

Use in Pediatric and Geriatric Patients—Safety and effectiveness in pediatric patients have not been
established. In premarketing clinical trials in patients with schizophrenia, there was no indication of any different
tolerability of oianzapine in the elderly compared to younger patients. Studies in elderly patients with dementia-
related psychosis have suggested there may be a different tolerability profile in these patients. Elderly patients
with dementia-related psychosis treated with oianzapine are at an increased risk of death compared to placebo.
Oianzapine is not approved for treatment of patients with dementia-related psychosis. If the prescriber elects to
treat these patients, vigilance should be exercised. Consider a lower starting dose for any geriatric patient in the
presence of factors that might decrease pharmacokinetic clearance or increase the pharmacodynamic response
to oianzapine (see BOX WARNING, WARNINGS, and PRECAUTIONS).

ADVERSE REACTIONS: The following findings are based on a clinical trial database consisting of 8661 patients
with approximately 4165 patient-years of exposure to oral oianzapine and 722 patients with exposure to
intramuscular oianzapine for injection, including patients with schizophrenia, bipolar mania, or Alzheimer's disease
(oral oianzapine trials) and patients with agitation associated with schizophrenia, bipolar I disorder (manic or mixed
episodes), or dementia (intramuscular oianzapine for injection trials). See the full prescribing information for
details on these trials. Certain portions of the discussion below relating to dose-dependent adverse events, vital sign
changes, weight gain, laboratory changes, and ECG changes are derived from studies in patients with schizophrenia
and have not been duplicated for bipolar mania or agitation; however, this information is also generally applicable
to bipolar mania and agitation.

Associated with Discontinuation—Overall there was no difference in discontinuations due to adverse events
in placebo-controlled oral oianzapine trials (oianzapine vs placebo: schizophrenia, 5% vs 6%; bipolar mania
monotherapy, 2% vs 2%; bipolar mania cotherapy, 11 % [oianzapine plus lithium or valproate] vs 2% [lithium or
valproate alone]); or in placebo-controlled intramuscular oianzapine for injection trials (oianzapine for injection,
0.4%; placebo 0%). Discontinuations in oral schizophrenia trials due to increases in SGPT were considered to
be drug related (oianzapine 2% vs placebo 0%; see PRECAUTIONS).

Commonly Observed Adverse Events— In 6-week, placebo-controlled, premarketing schizophrenia trials, the
most common treatment-emergent adverse events associated with oral oianzapine (incidence s5% and
oianzapine incidence at least twice that for placebo) were: postural hypotension, constipation, weight gain,
dizziness, personality disorder (COSTART term tor nonaggressive objectionable behavior), and akathisia. In
3- and 4-week placebo-controlled bipolar mania monotherapy trials, the most common treatment-emergent
adverse events associated with oral oianzapine were: asthenia, dry mouth, constipation, dyspepsia, increased
appetite, somnolence, dizziness, and tremor. In short-term bipolar mania combination therapy trials, the most
common treatment-emergent adverse events observed with oianzapine plus lithium or valproate were dry
mouth, weight gain, increased appetite, dizziness, back pain, constipation, speech disorder, increased salivation,
amnesia, and paresthesia. In 24-hour placebo-controlled trials of intramuscular oianzapine for injection for
agitation associated with schizophrenia or bipolar mania, somnolence was the one adverse event observed at an
incidence of a5% and at least twice that for placebo (oianzapine for injection 6%, placebo 3%).

Adverse Events with an Incidence *2% in Oral Monotherapy Trials—The following treatment-emergent
events were reported at an incidence of a2% with oral oianzapine (doses *2.5 mg/d), and at a greater incidence
with oianzapine than with placebo in short-term placebo-controlled trials (oianzapine N=532, placebo N=294):
Body as a Whole—accidental injury, asthenia, fever, back pain, chest pain; Cardiovascular— postural
hypotension, tachycardia, hypertension; Digestive-dry mouth, constipation, dyspepsia, vomiting, increased
appetite; Hemic and Lymphatic—ecchymosis; Metabolic and Nutritional—weight gain, peripheral edema;
Mttsculoskelelal—extremity pain (other than joint), joint pain; Nervous System—somnolence, insomnia,
dizziness, abnormal gait, tremor, akathisia, hypertonia, articulation impairment; Respiratory— rhinitis, cough
increased, pharyngitis; Special Senses—amblyopia; Wrog«/i//»/—urinary incontinence, urinary tract infection.

Adverse Events with an Incidence z2% in Oral Combination Therapy Trials—The following treatment-emergent
events were reported at an incidence of £2% with oral oianzapine (doses *5 mg/d) plus lithium or valproate (N=229),
and at a greater incidence than with placebo plus lithium or valproate (N=115) in short-term placebo-controlled
trials: Body as a Whole—asthenia, back pain, accidental injury, chest pain; Cardiovascular—hypertension;
Digestive—dry mouth, increased appetite, thirst, constipation, increased salivation; Metabolic and Nutritional—
weight gain, peripheral edema, edema; Nervous System—somnolence, tremor, depression, dizziness, speech
disorder, amnesia, paresthesia, apathy, confusion, euphoria, incoordination; Respiratory—pharyngitis, dyspnea;
Skin and Appendages—sweating acne, dry skin; Special Ssnsss—amblyopia, abnormal vision; Urogenltal—
dysmenorrhea, vaginitis.

Adverse Events with an Incidence *1%in Intramuscular Trials—-The following treatment-emergent adverse
events were reported at an incidence of a 1 % with intramuscular oianzapine for injection (2.5-10 mg/injection)
and at incidence greater than placebo in short-term, placebo-controlled trials in agitated patients with
schizophrenia or bipolar mania: Body as a Whole—asthenia; Cardiovascular—hypotension, postural hypotension;
Nervous System—somnolence, dizziness, tremor.

Dose Dependency ot Adverse Events in Short-Term, Placebo-Controlled Trials—Extrapvramidal Symptoms:
In an acute-phase controlled clinical trial in schizophrenia, there was no significant difference in ratings scales
incidence between any dose of oral oianzapine (5±2.5,10±2.5, or 15±2.5 mg/d) and placebo for parkinsonism
(Simpson-Angus Scale total score >3) or akathisia (Barnes Akathisia global score *2). In the same trial, only
akathisia events (spontaneously reported COSTART terms akathisia and hyperkinesia) showed a statistically
significantly greater adverse events incidence with the 2 higher doses of oianzapine than with placebo. The
incidence of patients reporting any extrapyramidal event was significantly greater than placebo only with the
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highest dose of oral olanzapine (15±2.5 mg/d). In controlled clinical trials of intramuscular olanzapine
for injection, there were no statistically significant differences from placebo in occurrence of any
treatment-emergent extrapyramidal symptoms, assessed by either rating scales incidence or
spontaneously reported adverse events.

Other Adverse Events: Dose-relatedness of adverse events was assessed using data from this same
clinical trial involving 3 fixed oral dosage ranges (5±2.5,10±2.5, or 15±2.5 mg/d) compared with
placebo. The following treatment-emergent events showed a statistically significant trend: asthenia,
dry mouth, nausea, somnolence, tremor.

In an 8-week, randomized, double-blind study in patients with schizophrenia, schizophreniform
disorder, or schizoaffective disorder comparing fixed doses of 10, 20, and 40 mg/d, statistically
significant differences were seen between doses for the following: baseline to endpoint weight gain,
10 vs 40 mg/d; incidence of treatment-emergent prolactin elevations >24.2 ng/mL (female) or
>18.77 ng/mL (male), 10 vs 40 mg/d and 20 vs 40 mg/d; fatigue, 10 vs 40 mg/d and 20 vs 40 mg/d;
and dizziness, 20 vs 40 mg/d.

Vital Sign Changes—Oral olanzapine was associated with orthostatic hypotension and tachycardia
in clinical trials. Intramuscular olanzapine for injection was associated with bradycardia, hypotension,
and tachycardia in clinical trials (see PRECAUTIONS).

Weight Gain— In placebo-controlled 6-week schizophrenia studies, weight gain was reported in
5,6% of oral olanzapine patients (average 2.8-kg gain) compared to 0.8% of placebo patients (average
0.4-kg loss); 29% of olanzapine patients gained >7% of their baseline weight, compared to 3% of
placebo patients. During continuation therapy (238 median days of exposure), 56% of patients met the
criterion for having gained >7% of their baseline weight. Average gain during long-term therapy was 5.4 kg.

Laboratory Changes—Olanzapine is associated with asymptomatic increases in SGPT, SGOT, and
GGT and with increases in serum prolactin and CPK (see PRECAUTIONS). Asymptomatic elevation of
eosinophils was reported in 0.3% of olanzapine patients in premarketing trials. There was no indication
of a risk of clinically significant neutropenia associated with olanzapine in the premarketing database.

In clinical trials among olanzapine-treated patients with baseline random triglyceride levels of
<150 mg/dL (N=659), 0.5% experienced triglyceride levels of a500 mg/dL anytime during the trials. In
these same trials, olanzapine-treated patients (N=1185) had a mean triglyceride increase of 20 mg/dL
from a mean baseline of 175 mg/dL. In placebo-controlled trials, olanzapine-treated patients with
baseline random cholesterol levels of <200 mg/dL (N=1034) experienced cholesterol levels of
a240 mg/dL anytime during the trials more often than placebo-treated patients (N=602; 3.6% vs
2.2% respectively). In these same trials, olanzapine-treated patients (N=2528) had a mean increase of
0.4 mg/dL in cholesterol from a mean baseline of 203 mg/dL, which was significantly different
compared to placebo-treated patients (N=1415) with a mean decrease of 4.6 mg/dL from a mean
baseline of 203 mg/dL.

ECG Changes—Analyses of pooled placebo-controlled trials revealed no statistically significant
olanzapine/placebo differences in incidence of potentially important changes in ECG parameters,
including QT, QTc, and PR intervals. Olanzapine was associated with a mean increase in heart rate of
2.4 BPM compared to no change among placebo patients.

Other Adverse Events Observed During Clinical Trials—The following treatment-emergent events
were reported with oral olanzapine at multiple doses a1 mg/d in clinical trials (8661 patients,
4165 patient-years of exposure). This list may not include events previously listed elsewhere in
labeling, those events for which a drug cause was remote, those terms which were so general as to be
uninformative, and those events reported only once or twice which did not have a substantial
probability of being acutely life-threatening. Frequent events occurred in ai/100 patients; infrequent
events occurred in 1/100 to 1/1000 patients; rare events occurred in <1/1000 patients. Body as a
Whole—Frequent: dental pain, flu syndrome; Infrequent: abdomen enlarged, chills, face edema,
intentional injury, malaise, moniliasis, neck pain, neck rigidity, pelvic pain, photosensitivity reaction,
suicide attempt; Rare: chills and fever, hangover effect, sudden death. Cardiovascular—Frequent:
hypotension; Infrequent: atrial fibrillation, bradycardia, cerebrovascular accident, congestive heart
failure, heart arrest, hemorrhage, migraine, pallor, palpitation, vasodilatation, ventricular extrasystoles;
Rare: arteritis, heart failure, pulmonary embolus. Digestive—Frequent: flatulence, increased salivation,
thirst; Infrequent: dysphagia, esophagitis, fecal impaction, fecal incontinence, gastritis, gastroenteritis,
gingivitis, hepatitis, melena, mouth ulceration, nausea and vomiting, oral moniliasis, periodontal abscess,
rectal hemorrhage, stomatitis, tongue edema, tooth caries; Rare: aphthous stomatitis, enteritis,
eructation, esophageal ulcer, glossitis, ileus, intestinal obstruction, liver fatty deposit, tongue
discoloration. Endocrine—Infrequent: diabetes mellitus; Rare: diabetic acidosis, goiter. Hemic and
lymphatic—Infrequent: anemia, cyanosis, leukocytosis, leukopenia, lymphadenopathy, thrqmbqcytopenia;
Rare: normocytic anemia, thrombocythemia. Metabolic and Nutritional—Infrequent: acidosis, alkaline
phosphatase increased, bilirubinemia, dehydration, hypercholesteremia, hyperglycemia, hyperlipemia,
hyperuricemia, hypoglycemia, hypokalemia, hyponatremia, lower extremity edema, upper extremity
edema; Rare: gout, hyperkalemia, hypernatremia, hypoproteinemia, ketosis, water intoxication.
Musculoskeletah-Frequent: joint stiffness, twitching; Infrequent: arthritis, arthrosis, leg cramps,
myasthenia; Rare: bone pain, bursitis, myopathy, osteoporosis, rheumatoid arthritis. Nervous
System—Frequent: abnormal dreams, amnesia, delusions, emotional lability, euphoria, manic reaction,
paresthesia, schizophrenic reaction; Infrequent: akinesia, alcohol misuse, antisocial reaction, ataxia,
CNS stimulation, cogwheel rigidity, delirium, dementia, depersonalization, dysarthria, facial paralysis,
hypesthesia, hypokinesia, hypotonia, incoordination, libido decreased, libido increased, obsessive
compulsive symptoms, phobias, somatization, stimulant misuse, stupor, stuttering, tardive dyskinesia,
vertigo, withdrawal syndrome; Rare: circumoral paresthesia, coma, encephalopathy, neuralgia,
neuropathy, nystagmus, paralysis, subarachnoid hemorrhage, tobacco misuse. Respiratory—
Frequent: dyspnea; Infrequent: apnea, asthma, epistaxis, hemoptysis, hyperventilation, hypoxia,
laryngitis, voice alteration; Rare: atelectasis, hiccup, hypoventilation, lung edema, stridor. Skin and
Appendages—Frequent: sweating; Infrequent: alopecia, contact dermatitis, dry skin, eczema,
maculopapular rash, pruritus, seborrhea, skin discoloration, skin ulcer, urticaria, vesiculobullous rash;
Rare: hirsutism, pustular rash. Special Senses—Frequent: conjunctivitis; Infrequent: abnormality of
accommodation, blepharitis, cataract, deafness, diplopia, dry eyes, ear pain, eye hemorrhage, eye
inflammation, eye pain, ocular muscle abnormality, taste perversion, tinnitus; Rare: corneal lesion,
glaucoma, keratoconjunctivitis, macular hypopigmentation, miosis, mydriasis, pigment deposits lens.
Urogenltal—Frequent: vaqmHls'; Infrequent: abnormal ejaculation,* amenorrhea,* breast pain,
cystitis, decreased menstruation,* dysuria, female lactation,* glycosuria, gynecomastia, hematuria,
impotence," increased menstruation,* menorrhagia,* metrorrhagia,* polyuria, premenstrual
syndrome,* pyuria, urinary frequency, urinary retention, urinary urgency, urination impaired, uterine
fibroids enlarged,* vaginal hemorrhage*; Rare: albuminuria, breast enlargement, mastitis, oliguria.
('Adjusted for gender.)

The following treatment-emergent events were reported with intramuscular olanzapine for injection
at one or more doses a2.5 mg/injection in clinical trials (722 patients). This list may not include events
previously listed elsewhere in labeling, those events for which a drug cause was remote, those terms
which were so general as to be uninformative, and those events reported only once or twice which did
not have a substantial probability of being acutely life-threatening. Body as a Whole—Frequent:
injection site pain; Infrequent: abdominal pain, fever. Cardiovascular—Infrequent: AV block, heart
block, syncope. Digestive—Infrequent: diarrhea, nausea. Hemic and Lymphatic—Infrequent: anemia.
Metabolic and Nutritional— Infrequent: creatine phosphokinase increased, dehydration, hyperkalemia.
Musculoskeletal—Infrequent: twitching. Nervous System—Infrequent: abnormal gait, akathisia,
articulation impairment, confusion, emotional lability. Skin and Appendages—Infrequent:sweating.

Postintroductlon Reports—Reported since market introduction and temporally (not necessarily
causally) related to olanzapine therapy: allergic reaction (eg, anaphylactoid reaction, angioedema,
pruritus or urticaria), diabetic coma, jaundice, neutropenia, pancreatitis, priapism, rhabdomyolysis, and
venous thromboembolic events (including pulmonary embolism and deep venous thrombosis). Random
cholesterol levels of a240 mg/dL and random triglyceride levels of s1000 mg/dL have been reported.

DRUG ABUSE AND DEPENDENCE: Olanzapine is not a controlled substance.
ZYPREXA is a registered trademark of Eli Lilly and Company. ZYDIS is a registered trademark of

Cardinal Health, Inc. or one of its subsidiaries.

Literature revised November 30,2006

PV 5197 AMP PRINTED IN USA

Ell Lilly and Company
Indianapolis, IN 46285, USA

www.ZYPREXA.com

ZYPREXA® (Olanzapine Tablets)
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BRIEF SUMMARY. See package insertfor full prescribing information.

Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patienlswithdementia-related psychosis treated with

atypical antlpsychotlc drugs are at an increased risk of death compared to placebo. Analyses of seventeen placebo controlled trials

(modal duration oMOweeks)ln these patterns revealed a risk ol deadi in the drug-treated patients of between1.6to1.7timeslhat seen

in placebo-treated patients. Over the course of a typical 10 week controlled trial, the rate of death in drug-mated patients was about

4.5%, compared to a rate ol about2.6% in the placebo group. Although the causes of death were varied.mostol the deaths appeared

to be either cardlovescular(e.g., heart failure, sudden death) or Infectious |e.g.. nneumonial in nature. GEODON (ziprasidone) is not

approved forthe treatment of patients with Dementia-Related Psychosis.

INDICATIONS—GEODOH Capsules Is indicated fortho treatment ofschizophrenlaand acute manic or mixed episodes associated with

bipolar disorder with or without psychotic leetures. GEODON* (ziprasidone mesylate) lor Injection is indicated lor acute agitation in

schizophrenic patients.

CONTRAINDICATIONS—flrflro/imjaJf(»T.-BecauseofGEODON'sdose-related prolongation oftheQTinterval and the knownassociation

of fatal arrhythmias with QT prolongation by some other drugs, GEODON is contraindicated in patients with a known history of QT

prolongation (including congenital long QT syndrome), with recent acute myocardiai infarction, or with uncompensated heart failure (see

WARNINGS). Pharmacokinetic/pharmacodynamic studies between GEODON and other drugs that prolong the QTinterval have not been

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

be given with dofetilide, sotalol. quimdine. other Class la and III anti-arrhythmics, mesoridazine, thioridazine, chlorpromazine, droperidol,

pimozide, sparfloxacln, gatif loxacin, moxitloxacin, halofantrine, mefloquine, pentamidine, arsenic trioxide, levomethadyl acetate, dotasetron

mesylate, protocol, or tacrolimus. GEODON is also contraindicated with drugs that have demonstrated QT prolongation as one of their

pharmacodynamic effects and havettiis effect described in thef ull prescribing information asacontraindicationoraboxedorbolded warning

(see WARNINGS). GEODON is contraindicated in individuals with a known hypersensitivitytothe product. WARNINGS—Increased

Mortality In Elderly Patients with Dementia-Related Psychosis: Elderly patients with dementia-related psychosistreated with atypical

antlpsychotlc drugs are at an Increased risk of death compared to placebo. GEODON (ziprasidone) is not approved fortho treatment

of patients with dementia-related psychosis (see Boxed Warning). OTProlongalionandRiskotSuddenDeatliMODmusestmutt

be avoided in combination with other drugs that are known to prolong the QT, interval. Additionally, clinicians should be alert to the

IdentificatlDn ol other drugs that have been consistently observed to prolong the QTC Interval. Such drugs should not he prescrilwd with

GEDDDN. A study directly comparing the QT/QT,-prolonglng effect of GEODON with several other drugs affective in the treatment of

schizophrenia was conducted In patient volunteers. The mean increase in OT, from baseline for GEODON ranged from approximately

9 to 14 msec greater than for lour of the comparator drugs (risperidone, olanzapine, quetiapine, and haloperidol), but was

approximately14msec less than the prolongation ohservodforthioridazine.ln this study, the effect of GEODON on OT, length was not

augmented by the presence of a metabolic inhibitor (kotoconazole 200 mg bid). In placebo-controlled trials, GEODON increased the

QT, Interval compared to placebo by approximately 10 msec at the highest recommended daily dose of 160 mg. In clinical trials the

electrocardiograms of 2/2988 (0.06%) GEODON patients and 1/440 (0.23%) placebo patiBnts revealed OT, intervals exceeding the

potentially clinically relevant threshold of SOD msec. In the GEOOON patients, neither case suggested a role ol GEODON. Some drugs

Diet prolong the QT/QT, Interval have boon associated with the occurrence of torsade de pointes and with sudden unexplained death.

The relationship ol QT prolongation to torsade de polities Is clearest for larger increases (20 msec and greater) but it is possible that

smaller QT/QT, prolongations may also Increase risk, or Increase it In susceptible individuals, such as those with hypokalemia,

hypomagnesemla.or genetic predlsposltlon.Almough torsade de pointes has not been observed in association withthe use otGEODON

at recommended doses In premarketlng studies, experience is too limited to rule out an increased risk. A study evaluating the QT/QT,

prolonging effect of Intramuscular GEOOON, with intramuscular haloperidol as a control, was conducted in patient volunteers. In the

trial, ECGs were obtained at the time of maximum plasma concentration following two injections ef GEODON (20 mg then 30 mg) or

haloperidol (7.5 mg then 10 mg) given lour hours apart. Note that a 30 mg dose of intramuscular GEODON is 50% higher than the

recommendedtherapeutic dose. The mean change in 0T,from baseline was calculated foreach drug usingasample-based correction

that removes the effect of heart rate on the QT interval. The moan increase in QT, Irom baseline lor GEODON was 4.6 msec following

the first in|ectlonend12.8msec tallowing the second ln|ectlon. The mean Increase in QT,from baseline for haloperidol wastOmsec

tallowing the first ln|ection and 14.7 msec tallowing the second injection. In this study, no patient had a QT, interval exceeding 500

msec. As with other antipsychotic drugs and placebo, sudden unexplained deaths have been reported in patients taking GEODON at

recommended doses. The premarketlng experience forGEODONdid not revealan excess of mortality tar GEODON compared to other

antlpsychotlc drugs or placebo, but the extent of exposure was limited, especially tar the drugs used as active controls and placebo.

Nevertheless, GEODON's larger prolongation of QT, length compared to several other antipsychotic drugs raises the possibility that

the risk ol sudden death may be greater forGEODONthan for other available dregs tor treating schizophrenia. This possibility needs

to be considered In deciding among alternative drug products. Certain circumstances may increase the risk of the occurrence oftorsade

de pointes end/or sudden deeth In association with the use of drugs that prolong the QT, interval, Including (1) bradycardia; (2)

hypokalemia or hypomagnesemia; (3) concomitant use ol other drugs that prolong the QT, interval; and (4) presence of congenital

prolongation of the QT Interval. GEODON should also be avoided in patients with congenital long QT syndrome and in patients with a

history ol cardiac arrhythmias (see CONTRAINDICATIONS, end see Dwglnteractionsmim PRECAUTIONS). II Is recommended thai

patients being considered for GEODON treatment who are at risk lor 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 arrhythmia. Hypokalemia may result from diuretic therapy.diarrhea.andomor causes. Patients with low serum

potassium and/or magnesium should be repletedwimthoseelectrolyles before proceeding with treatment. It is essential to periodically

monitor serum electrolytes In patients tar whom diuretic therapy is introduced during GEODON treatment. Persistently prolonged QT,

intervals may also increase the risk of further prolongation and arrhythmia, but it is not clear tliat routine screening ECG measures are

effective In detecting such patients. Rather, GEODON should be avoided In patients with histories ol significant cardiovascularlllness,

eg, QT prolongation, recent acute myocardiai infarction, uncompensated heart failure, or cardiac arrhythmia. GEODON should be

discontinued in patients who are found to have persistent QT, measurements > 5 M msec. HeuroleptlcMalignantSyndrome(HMS)^

potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in associationwith

administration of antipsychotic drugs. The management of NMS should include: (1) immediate discontinuation of antipsychotic drugs and

other drugs not essential to concurrent therapy; (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 fJMS. the potential reintroduction of dnig therapy should be carefully considered Ttie patientshould be carefully monitored,

since recurrences of NMS have been reported. Tsnlin Dysklnesla (TD): A syndrome of potentially irreversible, involuntary, dyskinetic

movements may develop in patients undergoing treatment with antipsychotic drugs. Although the prevalence of TD appears to 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 likelytodevelopTD.lt signs and symptoms of TOappearinapatient on GEODON, drug discontinuation should

be considered. ty^/p7rwm/*M0'0/000fssJIM/ntf;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: Bash: In premarketing trials, about 5% of GEODON patients developed rash

and/or urticaria, with discontinuation of treatment in about one-sixth of these cases. The occurrence of rash was dose related, although the

finding might also be explainediylongerexposure in higher-dose patients. Several patients withrash had signs and symptoms of associated

systemic illness, e.g., elevated WBCs. Most patients improved promptly upon treatment with antihistamines or steroids and/or upon

discontinuation of GEODON.and all patients were reported to recover completely. Upon appearance of rash forwhich an alternative etiology

cannot be identified, GEODON should be discontinued. Orthostatic Hypotension: GEODON may induce orthostatjc hypotension associated

with dizziness, tachycardia, and, in some patients, syncope, especially during the initial dose-titration period, probably reflecting its a, -

adrenergic antagonist properties. Syncope was reported in 0.6% of GEODON patients. GEODON should be used with particular caution in

patients with known cardiovascular disease (history of myocardiai 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 occurred in 0.4% of GEODON patients. There were

confounding factors that may have contributed to seizures in many of these cases. As wrth other antipsychotic drugs, GEODON should be

used cautioustyin patients withahistory of seizu res orwithconditionsthatpotenfBHilowertheseEurethreshold,e.g.,Alzheimer'sdemenfa.

Conditions that lowerthe seizure threshold may be more prevalent in a population of 65 years or older. Dvsphagia: Esophageal dysmotility

and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia is a common cause of morbidity and mortality in

elderly patients, in particular those with advanced Alzheimer's dementia, and GEODON and other antipsychotic drugs should be used

cautiously in patients at risk for aspiration pneumonia. (See also Boxed WARNING, WARNINGS: Increased Mortality In Elderly Patients

with Dementia-Related Psychosis). Hvperprolactinemia: As with other drugs that antagonize dopamine D: receptors, GEODON elevates

prolactjn levels in humans. Tissue culture experiments indicate tot approxirratetyonethirdofhumanbreastcancersare prolactin dependent

in vitro, a factor of potential importanca if the prescription of these drugs is contempiated in a patientwith previously detected breast cancer.

Neither clinical studies norepidemiologic studies conducted to date have shown an association between chronic administration of this class

of drugs and tumorigenesis in humans; the available evidence is considered too limited to be conclusive atthistjme. Potential for Cognitive

and Motorlmoairment: Somnolence wasacommonlv reported adverse eventin GEODON patients. Inthe4-and 6-week Placebo-controlled

trials, somnolence was reported in 14% of GEODON patients 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 machineryuntiltheyarereasonabtycertainfnatGEODON therapy does notaffectthemadversely.PriapJsjn: One case ofpriapism

was reported in the premarketing database. Body Temperature Regulation: 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 is inherent in psychotic illness and close supervision of high-risk patients should accompany drug therapy. GEODON

prescriptions should be written forthe smallest quantity of capsules consistent with good patient management to reduce overdose risk.

Use in Patients with Concomitant Illness: Clinical experience withGEODON in patients with certain concomitant svstemicillnesses is limited.

GEODON has not been evaluated or used to any appreciable extent in patients wrtharecent history of myocardiai infarction orunstable 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 QTPmlongatiotiamlRisltiilSiidtenDeatim

information and instructions in the ftftjnth/ixmata S«*nshould be dKussed i * patents Laboratory lasts: Patients being considered

for GEODON treatment who are at risk of significant electrolyte disturbances should have baseline serum potassium and magnesium

measurements. Low serum potassium and magnesium should be repleted before treatment. Patients who are started on diuretics during

GEODON therapy need periodic monitoring of serum potassium and magnesium. Discontinue GEODON in patients who are found to have

persistent QT, measurements >500 msec (see WARNINGS). 0nvMBn)cfi(»».'(1) GEODON should not be used with any drug thatprolongs

the QT interval. (2) Gwen 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 levodopa and dopamine agonists. Effect of Other Drugs on GEODON: Catbamaspine, 200 mg

bid for 21 days, resulted in a decrease of approximately 35% in the AUC of GEODON. Ketarazofe a potent inhibitor of CYP3A4,400 mg

qd for 5 days, increased the AUC and d , of GEODON by about 35%-40%. Cimetidine, 800 mg qd for 2 days, did not affect GEODON

pharmacokinetics. Coadministration of 30 mL of Maatedid not affect GEODON pharmacokinetics. Population pharmacokinetic analysis

of schizophrenic patients in controlled clinical trials has not revealed any clinicalfysignificantpharmacokinetlc interactions with benztropine,

propranolol, or lorazepam. Effect of GFODON on Other Drugs: In vitro studies revealed little potential for GEODON to interfere with the

metabolism ofdrugs cleared primarily by CYP1A2, CYP2C9, CYP2C19, CYP2O6, and CYP3A4, and little potentialfordmo interactions with

GEODON due to displacement. GEODON 40 mg bid administered concomitantly with / « m 4 5 0 m g bid for7daysdid not affect the steady-

state level or renal clearance of lithium. GEODON 20 mg bid did not affect the pharmacokinetics of concomitantly administered oral

artacepSresethinylestradiol (0.03 mg) and levonorgestrel (0.15 mg). Consistent with in vitro results,astudy in normal hearthy volunteers

showed that GEODON did not alter the metabolism of dextimethorpim, a CYP2D6 model substrate, to its major metabolite, dextrorphan.

There was no statistically significant change in the urinary dextromethorphan/dextrorphan ratio. Carclnogenesls, Mutigenesis,

//uparaienf o / f t * / i ( j f 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 relative to controls. In female mice there were dose-related increases in the incidences of

pituitary gland adenoma and carcinoma, and mammary gland adenocarcinoma at all doses tested. Increases in serum prolactin were

observed in a 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 atthe doses that were used in the carcinogenicity study. The relevance torhuman risk of the findings of prolactin-mediated endocrine

tumors in rodents is unknown (see Hvperprolactinemia). Mutaoenesis: There was a reproducible mutagenic response in the Ames assay

in one strain of S. typhimurium in the absence of metabolic activation. Positive results were obtained in both the in vitro mammalian cell

gene mutation assay and the in vitro chromosomal aberration assay in human lymphocytes. Impairment of Fertility: GEODON increased

timeto copulation in Sprague-Dawley rats in two fertility and early embryonic development studies at doses of 10to 160 mg/kg/day (0.5 to

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 (2times the MRHD onamg/m'basis).The fertility of female rats was reduced. Ptenmey—

Pregnancy Category C:ltienm no adequate and well-controlled studies in pregnant women. GEODON should be used during pregnancy

only if the potential benefit justifies the potential risk to the fetus. l» to™dD»/ /w/y:The eflect of GEODON on labor and delivery in humans

is unknown. Nursing Mothers: It is not known whether, and if so in what amount, GEODON or its metabolites are excreted in human milk.

It is recommended that women receiving GEODON should not breast feed. PetlatrlcUse:Trte safety and effectiveness of GEODON in

pediatric patients have not been established. Geriatric Use: Of the approximately 4500 patients treated with GEODON in clinical studies,

2.4% (109) were 65 years of age or over. In general.there was no indication of anydifferenttolerabilityforGEODON or of reduced clearance

of GEODON in the elderly compared to younger adults. Nevertheless, the presence of multiple factors that might increase the

pharmacodynamic response to GEODON, or cause poorer tolerance or orthostasis, should lead to consideration of a lower starting dose,

slowertitration, and careful monitoringduring the initial dosing period for some elderly patients.ADVERSE REACTIONS—Advmi Findings

Observed in Short-term, Placebo-Controlled THWcThe following findings are based on the short-term placebo-controlled premarketing

trials lor schizophrenia (a pool of two 6-week, and two4-week fixed-dose trials)and bipolar mania(apool of two 3-weekflexible-dose trials)

in which GEODON was administered in doses ranging from 10 to 200 mg/day. Adverse Events Associated with Discontinuation:

Schizophrenia: Approximately4.1 % (29/702) of GEODON-treated patients in short-term, placebo-controlled studies discontinuedtreatment

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 GEODON 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 most common events associated with dropout in the GEODON-treated

patients wereakathisia.anxiety, depression, dizziness, dystonia, rash and vomiting, with2dropouts 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.

AdverseEventsalanlncidencez5%3ndatLeaslTwicemeRaleolPlacebo:JUe most commonly observed adverse events associated

with GEODON in schizophreniatrials were somnolence (14%) and respiratory tract infection (8%). The most commonly observed adverse

events associated with the use of GEODON in bipolar mania trials were somnolence (31 %), extrapyramidal symptoms (31 %), dizziness

(16%),akathisia (10%), abnormal vision (6%), asthenia (6%), and vomiting (5%). The following listenumerates the treatment-emergent

adverse events that occurred during acute therapy, including only those 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. Cardiovascular—tachycardia.

Digestive—nausea, constipation, dyspepsia, diarrhea, dry mouth, anorexia. Nejyau—extrapyramidal symptoms, somnolence, akathisia,

dizziness. Respiratory—respiratory tract infection, rhinitis, cough increased. Skin and Appendages—rash, fungal dermatitis. Spjcjaj

Senses—abnormal vision. Bipolar Mania: Body asaWhole—headache, asthenia, accidental injury. Cardiovascular—hypertension.

Digestive—nausea, diarrhea, drymouth. vomiting, increased salivation.tonoue edema. dvsohaoia,Musculoskeletal—mvaloia. Nervous—

somnolence, extrapyramidal symptoms, dizziness, akathisia, anxiety, hypesthesia, speech disorder. Respiratory—pharvnoHis. dyspnea.

Skin and Appendages—funoal dermatitis. Special Senses—abnormal vision. D o n Dependency:l\n analysis for dose response in the

schizophrenia trials revealed an apparent relation of adverse event to dose for thefollowing: asthenia, postural hypotension, anorexia, dry

mouth, increased salivation, arthralgia. anxiety, dizziness, dystonia, hypertonia, somnolence, tremor, rhinitis, rash, and abnormal vision.

ExtraoyrmitalSymptoms(EPS):!t\p, incidence of reported EPS forGEODON patients intheshort-tenm, placebo-controlled schizophrenia

trials was14%vs 8% for placebo. Objectively collected data from those trials on the Simpson-Angus Rating Scale and the Barnes Akathisia

Scale did not generally show a difference between GEODON and placebo. Vital Sign C»mo«s:GE0D0N is associated with orthostatic

hypotension (see PRECAUTIONS). Weight Gain: In short-term schizophrenia trials, the proportions of patients meeting a weight gain

criterion o f s7% of body weight were compared, revealing a statistically significantly greater incidence of weight gainforGEODON 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 baselineonthe basis of body mass index(BMI) showed thegreatest mean weight gain and the highest incidence

of clinically significant weight gain (>7% of body weight) in patients withalowBMI(<23) compared to normal (23-27) or overweight (>27)

patients. There was a mean weight gain of 1.4 kg for patients with a "low" baseline BMI, 0.0 kg for patients with a "normal" BMI, and a 1.3

kg mean weight loss for patients with a "high" BMI. ECG Changes: WDON is associated with an increase in the QT, interval (see

WARNINGS). In schizophrenia trials, GEODON was associated withamean increase in heart rate of 1.4beatsperminute compared toa0.2

beats per minute decrease among placebo patients. Other Adverse Emits Observed During the Premarketlng Evaluation ol 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 asaWhole—Frequent abdominal pain, flu

syndrome, fever, accidental fall, face edema, chills, photosensitivitvreaction.fiankoain.hvbothermia.motorvehicle accident. Cardiovascular

M e m — Frequent-tachycardia, hypertension, postural hypotension; Infrequent bradycardia, angina pectoris, atrial fibrillation; flare: first-

degree AV block, bundle branch block, phlebitis, pulmonary embolus, cardiomegaly, cerebral infarct, cerebrovascular accident, deep

thrombophlebitis, myocarditis, thrombophlebitis. Digestive System—Frequent: anorexia, vomiting: Infrequent rectal hemorrhage,

dysphagia, tongue edema; flare, gum hemorrhage, jaundice, fecal impaction, gamma glutamyl transpeptidase increased, hematemesis,

cholestatic jaundice, hepatitis, hepatomegaly, leukoplakia of mouth, fatty liver deposit, melena. E M M M — f l a r e : hypothyroidism,

hyperthyroidism, thyroiditis. Hemic and Lymphatic System— Infrequent:wmia, ecchymosis, leukocytosis, leukopenia, eosinophilia,

tyrnphadenopathy; flaee.ihrombocytopenia, hypochromfc anemia, lymphocytosis, monocytosis, basophilia, lymphedema, polycythemia,

thrombocvthemia. Metabolic and Nutritional Disorders—Infrequent thirst, transaminase increased, peripheral edema, hvperolvcemia.

creatine phosphokinase increased, alkaline phosphatase increased, hypercholesteremia, dehydration, lactic dehydrogenase increased,

albuminuria, hypokalemia; toe BUN increased, creatinine increased, hyperlipemia, hypocholesteremia, hyperkalemia, hypochloremia,

hypoglycemia, hyponatremia, hypoproteinemia, glucose tolerance decreased, gout, hyperchloremia, hyperuricemia, hypocalcemia,

hypoglycemic reaction, hypomagnesemia, ketosis, respiratory alkalosis. Musculoskeletal System—Frequent: myalgia;

//ifeoaei?f:tenosynovitis:fl3re:mvooathv.NervousSvstem—fiBnuentaoitation.eiitrapvramidalsvndrome.tremor.oVstonia.hvpertonia.

dyskinesia, hostility, twitching, paresthesia, confusion, vertigo, hypokinesia, hyperkinesia, abnormal gait, oculogyric crisis, hypesthesia,

ataxB.amnrsia.cogwheelngiOrty.delinum.hypotonia.akinesia.itysarthria.vjithdrawalsyndrome.buccoolossalsyiidrome.choreoattietosis,

diplopia, incoordination, neuropathy; Infrequent paralysis; Rare: myoclonus, nystagmus, torticollis, circumoral paresthesia, opisthqtonos,

reflexes increased, trismus. R js j j ra tgaSy i ten i— fnsjwnfdyspnea; Msoun tpneumon ia , epistaxis; flamhemoptysis, laryngismus.

Skin and Appendages—Jnfreizuenf: maculopapular rash, urticaria, alopecia, eczema, exfoliative dermatitis, contact dermatitis,

vesiculobullous rash. Special Senses—Frequantt imtt dermatitis; Infrequent:conjunctivitis, dry eyes, tinnitus, blepharitis, cataract,

Photophobia: flareeve hemorrhage, visual field defect, keratins. keratocon|unctivifJs. Umoenital System—MBflUMtimpotence. abnormal

ejaculation, amenorrhea, hematuria, menorrhagia, female lactation, polyuria, urinary retention, metrorrhagia, male sexual dysfunction,

anorgasmia, glycosuria; flare:gynecomastia, vaginal hemorrhage, nocturia, oliguria, female sexual dysfunction, uterine hemorrhage.

Adverse Finding Observed In Trials otlntramuscular GEODON: Inthese studies, the most commonly observed adverse events associated

with the use of intramuscular GEODON (25%) and observed at a rate on intramuscular GEODON (in the higher dose groups) at least twice

that of the lowest intramuscular GEODON group were headache (13%), nausea (12%), and somnolence (20%). Adverse Events at an

Incidence > 1 % In Short-Term Fixed-Dose Intramuscular Trials: The following list enumerates the treatment-emergent adverse events

that occurred in 2 1 % of GEODON patients (in the higher dose groups) and at least twice that of the lowest intramuscular GEODON group.

BodvasaWhole—headache, injection site pain, asthenia, abdominal pain.flu syndrome, back pain. Cardiovascular—postural hypotension,

hypertension, bradycardia, vasodilation. Digestive—nausea, rectal hemorrhage, diarrhea, vomiting, dyspepsia, anorexia, constipation,

tooth disorder, dry mouth. NSMUS—dizziness, anxiety, insomnia, somnolence, akathisia, agitation, extrapyramidal syndrome, hypertonia,

cogwheel rigidity, paresthesia, personality disorder, psychosis, speech disorder. Respiratory—rhinitis. Skin and Appendages—

furunculosis, sweating. llmaariM—dysmenorrhea, priapism. DRUG ABUSE AND DEPENDENCE-Coflfra/MSi/tef»M»C/«ss:
GEODON is notacontrolled substance. OVERDOSAGE—Inpremarketing trials in over 5400 patients, accidental orintentionaloverdosage

ofGEODON was documented in 10 patients. All patients survived without sequelae. Inthepatienttaking the largestcon«rmedamount(3240

mg),the only symptoms reported were minimal sedation, slurring of speech, and transitory hypertension (BP 200/95).WARNINGS and Orthostatic Hypotension in PRECAUTIONS). Information lor Patients:! o ensure safe and effective use of GEODON, the
References: 1 . Daniel DG, Potkin SG, Reeves KR, Swift RH, Harrigan EP. Intramuscular (IM) ziprasidone 2 0 mg is effective in reducing acute agitation associated with psychosis: a double-bl ind, randomized tr ial. Psychopharmacology.
2 0 0 1 ; 155 :128 -134 . 2. Lesem MD, Zajecka JM, Swift RH, Reeves KR, Harrigan EP. Intramuscular ziprasidone, 2 mg versus 10 mg, in the short-term management of agitated psychotic patients. J Clin Psychiatry. 2001 ;62 :12 -18 . 3. Brook S,
Walden J, Benattia I, Siu CO, Romano SJ. Ziprasidone and haloperidol in the treatment of acute exacerbation of schizophrenia and sctiizoaffective disorder: comparison of intramuscular and oral formulations in a 6-week, randomized, bl inded-
assessment study. Psychopharmacology. 2 0 0 5 ; 1 7 8 : 5 1 4 - 5 2 3 . 4 . Brook S, Lucey JV, Gunn KP, for the Ziprasidone IM Study Group. Intramuscular ziprasidone compared with intramuscular haloperidol in the treatment of acute psychosis.
JCIirt Psychiatry. 2 0 0 0 ; 6 i : 9 3 3 - 9 4 1 . 5. Data on f i le . Pfizer Inc. New York, NY. Revisrt Nwsmbw 2WK

GZU00257 © 2007 Pfizer Inc. All rights reserved. August 2007 U.S. Pharmaceuticals
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Control acute agitation with

for Injection iziprasidone mesylate,

In schizophrenia...

Rapid control with low EPS1

Low incidence of movement disorders14

Smooth transition, with continued improvement, from IM to oral therapy34

May be used concomitantly with benzodiazepines235

(10 mg study)

Oral Capsules iziprasidone HCI]
and Injection [z\pras\done mesylate)

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 QTC 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.
As will) all autipsychotic medications, a rare and potentially fatal

r blood pressure, cardiac
signs and symptoms appear,

f monitoring are recommended.

Prescribing should be consistent with the need to minimize tardive
dyskinesia (TD), a potentially irreversible dose- and duration-dependent
syndrome. If signs and symptoms appear, discontinuation should be
considered since TD may remit partially or completely.
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

Precautions include the risk of rash, orthostatic hypotension, and seizures.
In fixed-dose, pivotal studies, the most commonly observed adverse
events associated with the use of GEODON for Injection (incidence >5%)
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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