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B‘ecauye T dort want 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.

ZYPIEXa

Olanzapine

For resources to help you help your patients with
schizophrenia, visit www.ToolsForTheFight.com
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The labeling for ZYPREXA

includes a boxed warning:

e Elderly patients with
dementia-related psychosis
treated with atypical
antipsychotic drugs are at
an increased risk of death
compared to placebo.

o ZYPREXA is not approved
for the treatment of elderly
patients with dementia-related
psychosis.

ZYPREXA is approved for the
treatment of schizophrenia,
acute bipolar mania, and for
maintenance treatment in
bipolar disorder.

For Important Safety Information,
including boxed warning,

see adjacent page and
accompanying Brief Summary
of Prescribing Information.
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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

(eq, 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—Hyperglycemia, 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 basetine and periodic fasting blood glucose testing. Patients who
develop symptoms of hyperglycemia during treatment should undergo fasting
blood glucose testing.

Neuroleptic malignant syndrome (NMS)—As with all antipsychotic
medications, a rare and potentially fatal condition known as NMS

has been reported with ofanzapine. If signs and symptoms appear, immediate
discontinuation is recommended. Clinical manifestations of NMS are
hyperpyrexia, muscle rigidity, altered mental status ang 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 renai failure,

Tardive dyskinesia (TD)—As with allantipsychotic 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
resut 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.

OL47057 0707 ©2007, ELI LILLY AND COMPANY. ALL RIGHTS RESERVED.
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ZYPREXA® (0ianzapine Tablets)
ZYPREXA® ZYDIS® (0lanzapine Orally Disintegrating Tablets)
ZYPREXA® IntraMuscular (o1anzapine for Injection)

Brief Summary: Please consult package insert for complete prescribing information.

WARNING .

ncreased 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. AnaIJses of seventeen placebo-controtled 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 varled, most of the deaths appeared to be either
cardiovascular (aﬂ, heart failure, sudden death) or infectious (eg, pneumonia) in nature. ZYPREXA is
not approved for the treatment of patients with dementia-related psychosls.

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 | 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
usefuiness of the drug for the individual patient. ZYPREXA IntraMuscular is indicated for treatment of agitation
associated with schizophrenia and bipolar | mania.

CONTRAINDICATIONS: Known hypersensitivity to olanzapine.

WARNINGS: rly Patients with Dementia-Rel Psychosis—Elderly patients
with dementia-related psychosis treated with atypical antipsychotic drugs are at an increased risk of death
cnmﬁared to placebo. ZYPREXA is not approved for the treatment of patients with dementia-related
psychosis (see BOX WARNING).

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

ncluding Stroke, in Elderly Patients with ntia—Cerebrovascular

adverse events (eg, stroke, transient ischemic attack), including fatalities, were reported in patients in trials of
olanzapine 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 ofanzapine compared to patients
treated with placebo. Olanzapine is not approved for the treatment of patients with dementia-related psychosis.

I i iius—Hyperglycemia, in some cases associated with ketoacidosis, coma, or
death, has been reported in patients treated with atypical antipsychotics including olanzapine. 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 schi ja and the i ing 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.

i i —Potentially fatal NMS has been reported in association with
administration of antipsychotic drugs, including olanzapine. 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.

i inesi —Potentially irreversible TD may develop in patients treated with antipsychotic drugs.
Aithough the prevalence of TD appears to be highest among the elderly, especially efderly 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: Hemodynamic Effects—Otanzapine may induce orthostatic hypotension associated with dizziness;
tachycardia; and in some patients, syncope. Hypotension, bradycardia with/without hypotension, tachycardia,
and syncope were also regoned during the clinical trials with intramuscular olanzapine for injection. Incidence of
syncope was 0.6%, 15/2500 with oral olanzapine in phase 2-3 trials and 0.3%, 2/722 with intramuscular
olanzapine for injection in clinical trials. Three normal volunteers in phase 1 studies with intramuscular olanzapine
experienced hypotension, bradycardia, and sinus pauses of up to 6 seconds that spontaneously resolved (in
2 cases the events occurred on intramuscular ofanzapine, and in 1 case, on oral olanzapine). 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 olanzapine for injection until examination has indicated they are not experiencing
postural hypotension, bradycardia, and/or hypoventilation. Olanzapine 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 olanzapine 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.

i —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.

inemia—Like other drugs that antagonize dopamine D2 receptors, olanzapine elevates prolactin
levels; a modest elevation persists during chronic administration. Tissue culture experiments indicate that
approximately one third o human 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.
i vations—iIn placebo-controlled studies, clinically significant ALT (SGPT) elevations
(23 times the upper fimit of normal) were observed in 2% (6/243) of patients exposed to olanzapine compared
to no (0/115) placebo patients. None of these patients experignced jaundice. Among about 2400 patients with
basefine SGPT <90 1U/L, 2% (50/2381) had asymptomatic SGPT elevations to >200 IU/L. Most were transient
changes that tended to normalize while olanzapine treatment was continued. Among 2500 patients in oral
olanzapine trials, about 1% (23/2500) discontinued treatment due to transaminase increases. Rare postmarksting
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 hepatatoxic drugs {see Laboratory Tests, below).
i it i —Somnolence was a commonly reported, dose-related adverse
event in premarketing trials (olanzapine 26% vs placebo 15%). Somnolence led to discontinuation in 0.4%
(9/2500) of patients in the oral premarketing database.
jon—Use appropriate care when prescribing olanzapine for patients who will be
experiencing conditions that may contribute to an elevation in core body temperature.
ja—Esophageal dysmotility and aspiration have been associated with antipsychotic drug use.
Aspiration pneurnonia is a common cause of morbidity and mortality in patients with advanced Alzheimer's disease.
Olanzapine and other antipsychotic drugs should be used cautiousty in patients at risk for aspiration pneumonia.

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

i i i i —~0lanzapine 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-refated psychosis (n=1184), these
treatment-emergent adverse events were reported, with olanzapine at an incidence of 22% 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 olanzapine than placebo (13% vs 7%). Elderly patients with dementia-
related psychosis treated with olanzapine are at an increased risk of death compared to placebo. Olanzapine is
not approved for treatment of patients with dementia-related Rmchosis. If the prescriber elects to treat this
patient population, vigilance should be exercised (see BOX WARNING and WARNINGS).

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

ZYPREXA® (Qlanzapine Tablets)
ZYPREXA® ZYDIS® (Olanzapine Orally Disintegrating Tablets)
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| Information for Patients—See full prescribing information for information to discuss with patients taking
olanzapine.

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

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

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

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

Carcinogenesis, Mutagenesis, Impairment of Fertitity—The incid of liver h i 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
olanzapine at 0.5 and 2 times the MHDOD respectively (mg/m? basis). In other studies, serum prolactin
measurements of olanzapine 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 olanzapine has been found.

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

—There are no adequate and well-controlled studies in pregnant women. Olanzapine
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 olanzapine; its effect on labor
and delivery in humans is unknown. In a study in factating, healthy women, olanzapine 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 olanzapine 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 olanzapine 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 olanzapine are at an increased risk of death compared to placebo.
Olanzapine is not approved for treatment of patients with dementia-related psychosls. 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 olanzapine (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 olanzapine and 722 patients with exposure to
intramuscular ofanzapine for injection, including patients with schizophrenia, bipofar mania, or Alzheimer's disease
(oral olanzapine trials) and patients with agitation associated with schizophrenia, bipolar | disorder (manic or mixed
episades), or dementia (intramuscular olanzaping for injection trials). See the full prescribing information for
details on these trials. Certain portions of the discussion helow 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 olanzapine trials (olanzapine vs placebo: schizophrenia, 5% vs 6%; bipolar mania
monotherapy, 2% vs 2%; bipolar mania cotherapy, 11% [olanzapine plus lithium or valproate] vs 2% [lithium or
valproate alone%); or in placebo-controlied intramuscular olanzapine for injection trials (olanzapine for injection,
0.4%; placebo 0%). Discontinuations in oral schizophrenia trials due to increases in SGPT were considered to
be drug related (olanzapine 2% vs placebo 0%; see PRECAUTIONS).

Commonly Observed Adverse Events—In 6-wegk, placebo-controlled, premarketing schizophrenia trials, the
most common treatment-emergent adverse events associated with oral olanzapine (incidence 25% and
olanzapine incidence at least twice that for placebo) were: postural hypotension, constipation, weight gain,
dizziness, personality disorder (COSTART term for 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 olanzapine 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 olanzapine 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 olanzapine for injection for
agitation associated with schizophrenia or bipolar mania, somnolence was the one adverse event observed at an
incidence of 25% and at least twice that for placebo (clanzapine for injection 6%, placebo 3%).

Adverse Events with an Incidence 22% in Oral Monotherapy Trials—The following treatment-emergent
events were reported at an incidence of 2% with oral olanzapine (doses =2.5 mg/d), and at a greater incidence
with olanzapine than with placebo in short-term placebo-controlled trials (olanzapine 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; Melabolic and Nutritlonal—weight gain, peripheral edema;
Musculoskeletal—extremity pain (other than joint), joint pain; Nerveus System—somnolence, insomnia,
dizziness, abnormal gait, tremor, akathisia, hypertonia, articulation impairment; Besplratory—rhinitis, cough
increased, pharyngitis, Special Senses—amblyopia; Urogenital—urinary incontinence, urinary tract infection.

Adverse Events with an Incidence 22% in Oral Combination Therapy Trials—The following treatment-emergent
events were reported at an incidence of 2% with oral olanzapine {doses 25 mg/d) pius lithium or valproate (N=229),
and at a greater incidence than with placebo plus lithium or vaiproate (N=115) in short-term placebo-controlled
trials: Body as a Whole—asthenia, back pain, accidental injury, chest pain; Cardlovascular—hypertension;
Digestive—dry mouth, increased appetite, thirst, constipation, increased salivation; Metabolic and Nutritional—
weight gain, peripheral edema, edema; Nervaus System—somnolence, tremor, depression, dizziness, speech
disorder, amnesia, paresthesia, apathy, confusion, euphoria, incoordination; Raspiratery—pharyngitis, dyspnea;
Skin and Appendages—sweating, acne, dry skin; Speeial Senses—amblyopia, abnormal vision; Uroganital—
dysmenorrhea, vaginitis.

Adverse Events with an Incidence =1% in Intramuscular Trials—The following treatment-emergent adverse
events werg reported at an incidence of 21% with intramuscutar olanzapine for injection (2.5~10 mg/injection)
and at incidence greater than placebo in short-term, placebo-controlled trials in agitated ?atients with
schizophrenia or bipolar mania: Body as a Whole—asthenia; Cardiovascular—hypotension, postural hypotension;
Nervaus Systam—somnolence, dizziness, tremor.

Dose Dependency of Adverse Events in Short-Term, Placebo-Controlled Trials—Exirapyramidal Symptoms:
In an acute-phase controlled clinical trial in schizophrenia, there was no significant difference in ratings scales
incidence between any dose of oral olanzapine (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 22). 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 olanzapine than with placebo. The
incidence of patients reporting any extrapyramidal event was significantly greater than placebo only with the

ZYPREXA® (Olanzapine Tablets)
ZYPREXA® ZYDIS® (Olanzapine Orally Disintegrating Tablets)
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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 ditferences from placebo in occurrence of any
treatment-emergent extrapyramidal symptoms, assessed by either rating scales incidence or
spontaneously reported adverse events.

- Dose-relatedness of adverse events was assessed using data from this same
clinical triat involving 3 fixed oral dosage ranges (5+2.5, 10£2.5, or 15+2.5 mg/d) compared with
placeho. 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.

ital Si ral 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).

i in—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.

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 2600 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
2240 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 baseling 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.

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 =1 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 =1/100 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, cerebr lar accident, ct ive heart
failure, heart arrest, hemarrhage, 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; Aare: aphthous stomatitis, enteritis,
eructation, esophageal ulcer, glossitis, ileus, intestinal obstruction, liver fatty deposit, tongue
discoloration. Endacrine—infrequent: diabetes mellitus; Rare: diabetic acidosis, goiter. Hemic and
Lymphatic—Infrequent: anemia, cyanosis, leukocytosis, leukopenia, lymphadenopathy, thrombocytopenia;
Rare: normocytic anemia, thrombocythemia. Metabolle 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.
Musculoskeletal—Frequent: joint stiffness, twitching; Infrequent: arthritis, arthrosis, leg cramps,
myasthenia; Rare: bone pain, bursitis, myopathy, osteoporosis, rheumatoid arthritis. Mervoss
System—Frequent: abnormal dreams, amnesia, delusions, emotional lability, euphoria, manic reaction,
paresthesia, schizophrenic reaction; /nfrequent; akinesia, alcohol misuse, antisocial reaction, ataxia,
CNS stimulation, cogwheel rigidity, delirium, dementia, depersonalization, dysarthria, facial paralysis,
hypesthesia, hypokingsia, hypotonia, incoordination, fibido decreased, libido increased, obsessive

pulsive symp phobias, ization, 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; /nfrequent: apnea, asthma, epistaxis, hemoptysis, hyperventilation, hypoxia,
laryngitis, voice alteration; Rare: atelectasis, hiccup, hypoventilation, lung edema, stridor. Skin and
Appendages—Frequent: sweating; /nfrequent: alopecia, contact dermatitis, dry skin, eczema,
maculopapular rash, pruritus, seborrhea, skin discoloration, skin ulcer, urticaria, vesiculobullous rash;
Rare: hirsutism, pustular rash. Speclal Senses—Frequent: conjunctivitis; /nfrequent: 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.
Yrogenital—Frequent: vaginitis*; nfrequent: 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 ong or more doses 22.5 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 reparted 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 Lymphatie—Infrequent: anemia.
Metabolic and Nutritional— infrequent: creatine phosphokinase increased, dehydration, hyperkalemia.
Musculoskelatal—Infrequent: twitching. Nervous System—Iinfrequent: abnormal gait, akathisia,
articulation impairment, confusion, emotional lability. Skin and Appendages—Infrequent: sweating.

Postintraduction Reports—Reported since market introduction and temporally (not necessarily
causally) related to olanzapine therapy: allergic reaction (eg, anaphylactoid reaction, angioedema,
pruritus or unicariag), diabetic coma, jaundice, neutropenia, pancreatitis, priapism, rhabdomyolysis, and
venous thromboembolic events (including pulmenary embolism and deep venous thrombosis). Random
cholesterol levels of 2240 mg/dL and random trigtyceride levels of 21000 mg/dL have been reported.

DRUG ABUSE AND DEPENDENCE: Olanzapine is not a controlied 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
7 Eli Lilty and Compan
Indianapolis, IN 46285, USA
www.ZYPREXA.com
ZYPREXA® (Olanzapine Tablets)
ZYPREXA® ZYDIS® (Olanzapine Orally Disintegrating Tablets)
ZYPREXA® IntraMuscular {Olanzapine for Injection) PV 5197 AMP
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BRIEF SUMMARY. See package insert for full prescribing information.

Increased Mortality in Elderty Patients wit i : Elderty patients with dementia-related psychosis treated with
atypical antipsychotic drugs are at an increased risk nt death cnmpared fo placeho Analyses of seventeen placsbo controlled trials
(modal durationof 10 wseks) in these patients revealed arisk of death inthe drug-treated patients of hetween1.610 1.7 times thatseen
Inplacebo-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
{obe either cardiovascular(e.9., heart failure, sudden death) or infectious (6.g., pneumonia) in nature. GEODON (ziprasidone) is not
approved forthe traatment of patients with Dementia-Related Psychosis.

INDICATIONS—GEODON ind chizophrenia and acute manic or mixed epi
bipolar disorder with or without psychotic teahrres GEODON® (ziprasitone mesylate) for Injection is indicated for acute agrtatron rn
schizophrenic patients.

CONTRAINDICATIONS — QT Prolongation:Because of GEODON's dose-related prolongation ofthe QT interval and the known association
of fatal arrhythmias with QT prolongation by some other drugs, GEODON is contraindicated in patients with a known history of QT
prolongation (including ital long OT with recent acute myocardial infarction, or with uncompensated heart failure (see
WARNINGS ). F ineti ic studies between GEODON and other drugs that prolong the QT interval have not been
performed. An additive effect of GEODON and other drugs that prolong the QT interval cannot be excluded, Therefore, GEODON should not
be given with dofetilide, sotalol, quinidine, other Class la and Il antr arrhyttrmrcs mesoridazine, thioridazine, chlorpromazme droperidol,
pimozide, spi i natrtloxacrn i ide, levomethadyl acetate, dolasetron
mesylate, probucol, or tacrolimus. GEODON i is aiso contraindicated with drugs that have demonstrated QT prolongation as one of their
pharmacodynamic effects and have this effectd bingi aboxed orbolded waring
{sec WARNINGS ). GEODON is contraindicated in individual with aknown fy itivity to the product. WARNINGS—Increased
Mortatity in Eiderty Patients with Dementia-Related Psychosis: Elderty| patlents with dementia-reiated psychosis treated with atypical
antipsychotic drugs are at an increased risk of death compared to placebo. GEODON (ziprasidone) is not approved for the reatment
of patignts with dementia-related psychosis (see Boxed Waming). QT Prolongalion and Risk of Sudden Death: GEODON us should
he avoided in combination with other drugs that are known to prolong the GT; interval. Additionally, clinicians should be alertto the
identification of other drugs that have heen consistentty observed o prolong the T, interval. Such drugs should not be prescribed with
GEODON. A study directly comparing the QT/QT,-prolonging effect of GEODON with several other drugs effective in the treatment of
sehizophrenia was conducted I patient volunteers. The mean increase in QT, from baseline for GEODON ranged from approximately
910 14 msec greater than for tour of the comparator drugs (risperidone, olanzapine, quetiapine, and haloperidol), but was
approximately 14 msec less than the prolongation observed for thioridazine. Inthis study, the effect of GEODON on QT; length was not
augmentad by the presence of ametabolic inhibitor (ketoconazole 200 mg bid). In placebo-controlied trials, GEODON increased the
T, interval compared to placebo by approximately 10 msec at the highest recommended daity dosa of 160 mg. in clinical trials the
elactrocardiograms of 2/2088 (0.06%) GEODON patients and 1/440 (0.23%) placebo patients revealed QT, inervals exceeding the
potentially clinically ralevant threshold of 500 msec. In the GEODON patients, neither case suggested a role of GEODON. Some drugs
that prolong the QT/QT, Interval have heen associated with the occurrence of torsade de pointes and with sudden unexplained death.
The retationship of AT prolangation to torsade de polntes s clearest for larger increases (20 msec and greater) but it is possible that
smaller QT/QT, prolongations may also increase risk, or increase i in susceptible individuals, such as those with hypokalemia,
hypomagnesemia, or genetic predisposition. Although torsade de pointes has not baen observed inassociation with the use of GEODON
atrecommended doses In premarketing studies, experience istoo limited o rule out an increased risk. A study evaluating the QT/0T,
prolonging effect of intramuscular GEODON, with intramuscular haloparidol as a control, was conducted in patient volunteers. In the
frial, ECGs were obtained at the time of maximum plasma concentration following two injections of GEODON (20 mg then 30 mg) or
hatoperidol {7.5 mg then 10 mg) given four hours apart. Note that a 30 mg dose of intramuscular GEODON is 50% higher than the
recommended therapeutic dose. The mean change in T, from baseline was calculated foreach drug using asample-based comection
that removes the effect of heart rate on the OT interval. The mean incraase in QT; from baseline for GEODON was 4.6 msec following
the firstinjectionand 12 njection. The ! in OT, from baseline for haloperidol was 6.0 msec
following the first injection and 14.7 msec following the second injection. In this study, no patient had a QT, interval exceeding 500
msec. As with other antipsychotic drugs and placebo, sudden unexplained deaths have been reported in patients taking GEODON at
racommended doses. The premarketing exparience for GEODON did not reveal fmortailty for GEODON comparedio other
antlpsychetic drugs or placebo, but the extent of exposure was lirmited, especiaily for the drugs used as active controls and placeho.
Nevertheless, GEODON's larger prolongation of OT, length compared to several other antipsyehotlc drugs raises the possibility that
the risk of sudden death may be greater for GEODON than for other available drugs for treating schizophrenia. This possibility needs
fobeconsidersd indeclding among alterative drug products. Certain circumstances may increase the risk of the occurrenca of torsade
de pointes and/or sudden death in association with the use of drugs that prolong the QT, interval, including (1) bradycardia; (2}
hypokalsmia or hypomagnesemia; (3) concomitant use of other drugs that prolong the OT; intarval; and (4) presence of congenital
prolongation of the QT interval. GEODON should aiso be avoided in patients with congenital long OT syndrome and in patients with a
history of cardiac amhythmias (see CONTRAINDICATIONS, and see Drug Inferactionsunder PRECAUTIONS). it is recommended that
patiants being considerad for GEODON treatment who are atrisk for significant electrolyle disturbances, hypokalemia in particular,
have baseline serum potassium and magnes|um measurements. Hypokalemia (and/or hypomagnesemia) may increase the risk of
QT prolongation and arvhythmia. Hypokalemia may resultfrom diuretie thera,ry, diarrhea, and ather causes. Patients with low serum
potassiumand/ormagnesiumshould Risessential topariodically
‘monitor serum elactrolytes in patients for whom diuretic therapy is introdused dunna GEODON treatment. Persrstently prolonged OT,
intervals may also increase the risk of further prolongation and arrhythmia, butitis not clearthat routine screening ECG measures are
effactive indetecting such patients. Rather, GEODON should be avolded in patients with histories of significant cardiovasculariliness,
e, QT prolongation, recent acute myocardial infarction, uncompensated heart failure, or cardiac arrhythmia. GEODON should he
discontinvedin uaﬂoﬂls vmoare found to have persistent AT, measurements >500 msec. NmmleplIoMalmnamSymlmm (NMS):A
potentially toas ic Malignant Syndrome (NMS) has b tedinassociation with
administration of antlpsychotlc drugs. The management of NMS should include: 1) immediate discontinuation of antipsychotic drugs and
other drugs not essential to therapy; (2) intensive atic 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 NMS, the potential veintroduction of drug therapy should be carefully considered. The patient should be carefully momtored
since recurrences of NMS have been reported. Tardive Dyskinesia (TD): A sy of potentiallyi ible, involuntary, dyski
movements may develop in patients undergoing treatment with antip: i "'"gs Although th of TD-appears to be highest
among the elderty, especially elderly women, itis |mposstble to rely upon prevalence estimates to predrct atthe inception of antipsychotic
freatment, which patients are likely to develop TD. If 0f TD appearinapatienton GEODON, drug discontinuation should
be considered. Hyperglycemia and Diabetss Mellius: 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 itis not known if GEODON is associated with these events. Patients treated with an atypical antipsychotic should be monitored for
symptoms of hyperglycemia. PRECAUTIONS — General: Rash: In premarketing trials, about 5% of GEODON patients developed rash
and/or urticaria, with discontinuation of treatment n about ong-sixth ofth .The f rash was dose refated, although the
finding mightalso be explained by longer ients. Several patients with rash had si
systemic illness, e.g., efevated WBCs. Most patients |mproved promptly upon treatment with antihistamines or steroids and/or upon
discontinuation of GEODON, and all patients were reported to recover completely. Upon appearance of rashfor which an atemative etiology
cannot be identified, GEODON shouid be discontinued. Qrthostatic Hypotension: GEODON may
with dizziness, tachycardra and, in some patients, syncope, especially during the initial dose-titration period, probably reflecting its o.,-
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 myocardial infarction or ischemic heart disease, heart failure or conduction
abnormalities), cerebrovascular disease or conditions that would pred patients to hy ia, and
treatment with antihypertensive medications). Sﬂm n cinical trials, seizures occurred in 0.4% of GEODON patrents There were
conloundmu factors that may have contnbuted {0 seizures in many of these cases. As with other antipsychotic drugs, GEODON should be
lyin patients witha history of sei withconditionsthat potentially lower the seizure threshold, e.g., Alzheimer's dementia.
Conditions that Iowerthe seizure treshold may be more prevalentin a population of 65 years or older. Dysphagia; Esophageal dysmotilty
and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia s 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. {Sae also Boxed WARNING, WARNINGS: Increassd Moriality in Elderly Patients
with Dementia-Related Psyohosls) Hyperprolactinemia; As with other drugs that amagonrze dopamine D, receptors, GEODON elevates

prolactin levelsin humans. Ti Iture experi ’ntsrndlcate imately onethird ofh

invitro, atactorofpotentlal itthe prescrip drug Imntemplated|napatlentwnhprevroustydetectedbreastcancer

Neither clinical studi iologic studi ductedtodats dministrationof this class

otdrugsandtumongenestslnhumans the available evid i limited to be conchusive at this time. Potential for Cognitive
: Somnolence ] dad ntin GEQDON patients. Inthe 4- and 6-week placebo-controlled

trials, somnolence was reported in 14% of GEODON patients vs 7% of placebo patients. Somnolence fed 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 shoutd be
cautioned about performing activities requiring mental alertness, such as operating a motor vehicle (including automobiles) oroperating
hazardous machinery untitthey are reasonably certainthat GEODON therapy does notaffect them adversely. Priapism: One case of priapism
was reported in the premarketing database. B ture Regulation: Although not reported with GEODON in premarketing trials,
disruption of the body’s abillty to reduce core body temperature has been attributed to antipsychotic agents. Suicide: The possibilty of a
suicide attempt is inherent in psychotic ilness and close supervision of high-risk patients should accompany drug therapy. GEGDON
prescriptions should be written for the smallest quantity of capsules consistent with good patrent management to reduce overdose I'ISk

information and i inthe Pati Laboratory Tests: 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). Drug Infaractions: (1) GEODON should not be used with any drugthat prolongs
the QT interval. (2) Given the primary CNS effects of GEODON, caution should be used when it s taken in combination with other centrally
acting drugs. (3) Because of its potential for inducing hypotensron GEODON may enhance the effects of certain antihypertensive agents.
(4) GEODON may antagonize the effects of levodopa and doparnine agonists. Effect of Qther Drugs on GEQDON; Carbamazepine, 200 mg
bid for 21 days, resulted in a decrease of approximately 35% in the AUC of GEODON. Kefoconazole, a potent inhibitor of CYP3A4, 400 mg
qd for 5 days, increased the AUC and G, of GEODON by about 35%-40%. Cimetidine, 800 mg qd for 2 days, did not affect GEODON
pharmacokinetics. Coadmrmstratron of 0mi of Maalaxdrd not affect GEODON pharmacokinetics. Population pharmacokinetic analysis
of linically significant pharmacokinetic interactions with benztropine,
propranolol, or lorazepam. Effect of GEQDON on Qther Drugs: In vitro stud|es revealed little potential for GEODON to interfers with the
metabolism of drugs cleared primarily by CYP1A2, CYP2C9, CYP2C19, CYP2D6, and CYP3Ad, and little potential for drug interactions with
GEODON dueto displacement. GEODON 40 mg bid administered concomitantly with #hium450 mg bid for 7 days did not affect the steady-
state level or renat clearance of lithium. GEODON 20 mg bid did not affect the pharmacokinetics of concomitantly administered oral
contraceptives, ethinyl estradiol (0.03 mg) and levonorgestre! (0.15 mg). Consistentwith invitro results, a studyin normal healthy volunteers
showed that GEODON did not alter the metabotism of dextromethorphan, a CYP2D6 model substrate, to its major metabolite, dextrorphan.
There was no statistically significant change in the urinary dextromethorphan/dextrorphan ratio. Carsinogenssis, Mutagenesis,
Impairment of Fertility: Lifetime carcinogenicity studies were conducted with GEODON in Long Evans rats and CD-1 mice. n 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 ina 1-month dietary study in female, but not male, mice. GEODON had no effect on serum profactin in rats in a 5-week dietary
study atthe doses that were used in the carcinogenicity study. The relevance for human risk of the findings of prolactin-mediated endocring
tumors in rodents is unknown (see Hyperprolactinemia). Mutagenesis: There was a reproducible mutagenic response in the Ames assay
inone strain of S. typhimurium in the absence of metaboiic activation. Positive results were ohtarned in both the invitro mammalian cell
gene mutation assay and the in vitro chromosomal aberration assay in human lymphocytes. . GEODON increased
fime to copulation in Sprague-Dawley rats in two fertility and earty embryonic development studies at doses of 10to 160 mgg/day (0.5t
8times 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 noeffectonfertility at40 mg/kg/oay (2 trmes the MRHD onamg/me basis). Thefertilty of female rats was reduced. Pragnancy—
Pregnancy Category C: Th ies in pregnant women. GEODON shoud be used during pregnancy
anlyifthe potential benefit justifies the potentral nsk to the fetus. Laborand Delivery: The effect of GEODON onlaborand delivery in humans
is unknown. Narsing Mothers: 1t s not known whether, and if soin what amount, GEODON or its metabolites are excreted in human milk.
Itis recommended that women receiving GEODON should not breast feed. Padialric Use: The safety and effactiveness of GEODON in
pediatric patients have not been established. Geriatric Use: Of the approximately 4500 patients treated with GEODON in clinical studies,
2.4% (108) were 65 years of age or over. In general, there was noindication of any different tolerability for GEODON 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,
slowerttration, and careful monitoring during theinitial dosing period for some elderly patients. ADVERSE REACTIONS — Adverss.
in Short-larm, Piaceho-Controlied Trials: The following findings are based on the short-term placebo-controlled premarketing
frials torschrzophrema (apool of twoB-week, and two 4-week fixed-dose trials) and bipolar mania (a pool of two 3-week figxible-dose trials)
in which GEODON was administered in doses ranging from 10 to 200 mg/day. Adverse Events Associsted with Discontinuation:
Schizophrenia: Approximately4.1% (29/702) of GEODON-treated patients in short-tarm, placebo-controlled studies discontinued treatment
due to an adverse event, compared with about 2.2% (6/273) on placebo. The most common event associated with dropout was rash,
including 7 dropouts for rash among 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-controtied studies discontinued treatment due to an
adverse event, compared with about 3.7% (5/136) on placebo. The most common events associated with dropoutin the GEODON-treated
kathisia, anety, depression, dizziness, dystonia, rashand vomiting, with 2 dropouts foreachof thess events among GEODON
patlems (1%} compared to one placebo patient each for dystonia and rash (1%) and no placebo patients for the remaining adverse events.
Adverse Events al an Incidence 5% and at L east Twice the Rale of Placabo: The most commonly observed adverse events associated
with GEQDON 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%), tizziness
(16%), akathisia (10%), abnormal vision (6%}, asthenia (6%), and vomiting (5%). The following list enumerates the treatment-emergent
adverse events that occurred during acute therapy, inchuding 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. Cardiovastular—tachycardia.
Digestive—nausea, constipation, dyspepsia, diarrhea, dry mouth, anorexia. Nervous—extrapyramidal symptoms, somnclence, akathisia,

diziness. Respiratory—respiratory tractinfection, rhrnrtrs coughincreased. Skin and Appendages— rash, fungat dermati. Special
Senses— abrormal vision. Bipofar Mania: B_o_dy_as_u_e—headache asthenra acctdental injury. —hypertension.
Digestive—nausea, diarrhea, dry mouth, vomiting, i d myalgia. Nervous—

somnolence, extrapyramidal symptoms, dizziness, akathisia, anxiety, hypesthesra speech disorder. Respiratory—pharyngitis, dyspnea.
kin ant —fungal dermatitis. So_ecral_s_e_ies—-abnormal vision. Dose Depandency: An analysis for dose response in the
schizophrenia trials revealed an apparent relation of adverse event to dose for the folowing: asthenia, postural hypotension, anorexia, dry
mouth, increased salivation, arthralgia, anxiety, dizziness, dystonia, hypertonia, somnolence, tremor, rhinitis, rash, and abnormal vision.
Extrapyramidal Symptoms (EPS): Theincidence of reported EPS for GEODON patientsinthe short-term, placebo-controlled schizophrenia
frials was 14% vs 8% for placebo. Objectively collected datafromthose trials on the Simpson-Angus Rating Scale and the Bames Akathisia
Scale did not generally show a difference between GEQDON and placebo. Vital Sign Changes: GEODON is associated with orthostatic
hypotension (see PRECAUTIONS). Weight Gain: In short-term schizophrenia trials, the propartions of patients meeting a weight gain
criterion of 27% of body weight were compared, revealing a statistically significantly greater incidence of weight gain for GEODON patients
{10%) vs placebo patients (4%). A median weight gain of 0.5 kg was observed in GEODON patients vs 0.0 kg in placebo patients. Weight
gain was reported as an adverse event in 0.4% of both GEODON and placebo patients. During long-term therapy with GEODON, a
categorization of patients at baseline onthe basis of body mass index (BMI) showed the greatest mean weight gain and the highestincidence
of clinically significant weight gain (>7% of body weight) in patients with a low BMI (<23) comparedto 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 witha “normal” BMI, and a 1.3
kg mean weight loss for patients with a “high” BMI. ECG Changas: GEODON is associated with an increase in the QT, interval {see
WARNINGS). In schizophrenia trials, GEODON was associated with a mean increase in heart rate of 1.4 beats perminute comparedtoa(.2
beats per minute decrease among placeho patients. Other Adverse Events Observed During the Premarketing Evaluation of GEODON:
Frequent adverse events are those occurring in at least 1/100 patients; infrequent adverse events are those occurring in 1/100to 171000
patients; rare events are those occurring in fewer than 1/1000 patients. Schizophrenia: — Frequent: abdominal pain, flu
syndrome, fever, accidentaifall, face edema, chills, photosensitivity reaction, flank pain, hypothermia, motor vehicle accident. Cardipvascular
— Frequent-tachycardia, hypertension, postural hypotension; nfrequent: bradycardia, angina pectoris, atrial fibrillation; Rare: first-
degree AV block, bundle branch block, phiebitis, pulmonary embolus, cardiomegaly, cerebral infarct, cerebrovascular accident, deep
thrombophlebitis, myocarditis, thrombophlebitis. Digestive System— Frequent: anorexia, vomiting; /nfrequent rectal hemorrhage,
dysphagia, tongue edema; Rare; gum hemorrhage, jaundice, fecal impaction, gamma glutamyl transpeptidase increased, hematemesis,
cholestatic jaundice, hepatitis, hepatomegaly, leukoplakia of mouth, fatty liver deposit, melena. Ep_d_qmng— Rare: hypothyroidism,

hyperthyroidism, thyroiditis. Hernic ant tem— Infrequent: anemia, ecchymoss, | sis, laukopenia, eosinophilia,
lymphadenopathy, Rare: thrombocytopenia, hypoch tymph basophilia, lymphedema polycythemia,
thrombocythemia. Metabolic and Nutsitional Disorders — nfrequent.thirst, transaminase increased, peripheral edema, hyperglycemia,

creatine phosphokinase increased, alkaline phosphatase increased, hypercholesteremia, dehydration, lactic dehydrogenase increased,
albuminuria, hypokalemta Rare BUN increased, creatining mcreased hypertipemia, hypocholesteremia, hyperkalemia, hypochioremia,
mia, hypoproteinemia, glucose tolerance decreased gout, hyperchioremia, hyperuricemia, hypocalcemia,

hypoglycemrc reaction, hypomagnesemia, ketosis, respiratory alkalosis. —Frequent: myalgia;
Infrequent: tenosynovitis; Rare: yopathy. N m— Frequent: agitation, extrapyramidal syndrome, tremor, dystonia, hyperionia,
dyskinesia, hostility, twitching, paresthesia, confusion, vertigo, hypokinesia, hyperkinesia, abnormal gat, oculogyric crisis, hypesthesia,
ataxa, amnesia, cogwhesl rigidity, delirium, hypotonia, akinesia, dysarthria, withdrawal syndrome, buccoglossalsyndrome, chorsoathetosis,
liplopia, incoordination, neuropamy Infreguent:paralysis; Rare: myoglonus, nystagrus, torticolis, circumoral parssthesia, opisthotones,
reflexes increased, trismus. B tem— Frequent dyspnea; /nfrequent; pneumonia, epistaxis; Rare: hemoptysis, Iaryngrsmus
kin and A —Infrequenl maculopapular rash, urticaria, alopecia, eczema, exfoliative dermatitis, contact dermatitis,
vesiculobulious rash. —Frequent. fungal dermatitis; infrequent. conjunctivitis, dry eyes, tinnitus, blepharitis, cataract,
photophabia; Rare: eyehemorrhage visualfield defect, keratitis, keratoconjunctivits. — nfrequent impotence, abnormal
ejaculation, amenorrhea, hematuria, menorrhagia, female lactation, polyuria, urinary retention, metrorrhagia, male sexual dysfunction,
anorgasmia, glycosuria; Rare: gynecomastia, vaginal hemorrhage, nocturia, oliguria, female sexuat dysfunctlon uterine hemorrhage.
Adverse Finding Observedin Trials of Intramuscular GEODON: In these studies, the most nts associaled
with the use of intramuscular GEODON (25%) and observed at a rate on |ntramuscularGEODON (in the hrgher dose groups) at least twice
that of the lowest intramuscular GEQDON group were headache (13%), nausea (12%), and somnolence (20%). Adversa Events at an
Incidenca >1% In Short-Term Fixed-Dose Intramuscular Trials: The following list enumerates the treatment-emergent adverse events
thatoccurred in 1% of GEODON patients (in the higher dose groups) and at least twice that of the lowest intramuscular GEQDON group.
Whole—headache, injection ite pain, asthenia, abdominal pain, fu syndrome, back pain. Gardiovascular—postural ypotension,
hypertension, bradycardia, vasodilation. Digestive—nausea, rectal hemorrhage, diarrhea, vomiting, dyspepsia, anorexia, constipation,
footh dlsorder dry mouth. Nervous— dizziness, anxiety, insomnia, somnolence, akathisia, agitation, extrapyramidal syndrome, hypertonla

Use inPatients with Concomitant [ngss: Cinical experience with GEODONinp

GEODON has not been evaluated or used to any appreciable extentin patients witharecent history of myocardialinfarction or unstable heart
disease. Patients with these diagnoses were excluded from premarketing clinical studies. Because of the risk of QT, prolongation and
orthostatic hypotension with GEODON, cautlon shouid be observed in cardiac patients (see QT Profongation and Risk of Sudden Deathin
WAHNINGS and in PRECAUTIONS). Information for Patients: To ensure safe and effective use of GEODON, the

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

esem 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 Ciin Psychiatry. 2001 62 12-18. 3. Brook S,

Waiden J, Benattia I Siu €O, Romano SJ. lerasrdone and haloperidol in the treatment of acute exacerbation of schizophrenia and schizoaffective disorder: comparison of jar and oral f lat in a 6- ek
: Lucey JV, Gunn KP, for the Ziprasidone IM Study Group. Intramuscular ziprasidone compared with intramuscular haloperidol in the treatment of acute psychosis.

efarent
2001 155:128-134, 2, L¢

study. 201 14-523. 4. Brook S,
J Clin Psychiatry. 2060 61:933-941, 5. Data on file. Pfizer Inc, New York NY.

gwheel rigidity, p y disorder, psychosis, speech disorder. Respiratory—rhinitis.

furunculosis, sweatln llmﬂﬁmlal—dysmenorrhea prraprsm DRUG ABUSE AND DEPENDENCE—Controfled Substance CIm
GEODONis notacontrol!ed substance. OVEHDOSAGE—Inpremarketmg trialsin over 5400 patients, accidental or intentional overdosage
0fGEODON was documentedin 10 pati Inthe patient taking the largest confirmed amount (3240

mg), the only symptoms reported were minimal sedation, slumng of speech, and transrtoryhypertensron (BP 200/95).

blinded:
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Control acute agitation with

GEODON

for Injection (ziprasidone mesylate)

In schizophrenia. . .

Rapid control* with low EPS™

e Low incidence of movement disorders'*

— —y

e Smooth transition, with continued improvement, from IM to oral therapy3*
e May be used concomitantly with benzodiazepines?**

*In 2 pivotal studies vs control, significance was achieved at the 2-hour primary end point (10 mg study)

and at the 4-hour primary end point (20 mg study).

GEODON for Injection is indicated for the treatment of acute agitation in
schizophrenic patients for whom treatment with GEODON is appropriate
and who need intramuscular antipsychotic medication for rapid control
of the agitation.

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

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

As with all antipsychotic medications, a rare and potentially fatal
condition known as neuroleptic malignant syndrome (NMS) has been
reported with GEODON. NMS can cause hyperpyrexia, muscle rigidity,
diaphoresis, tachycardia, irregular pulse or blood pressure, cardiac
dysrhythmia, and altered mental status. If signs and symptoms appear,
immediate discontinuation, treatment, and monitoring are recommended.

GEODON

Oral Capsules (ziprasidone HC)
and Injection [ziprasidone mesylate]

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
of hyperglycemia.

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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We think they'll be great together. At Vanda, we're using pharmacogenetics to match promising molecules
to the right patients. So selecting the right medicine will be easier, thanks to our more personal approach.
To learn more, visit www.vandapharma.com.

& VANDA

PHARMACEUWUTICALS INC,

we take medicine personally

Printed in the USA  © 2007 VANDA PHARIMACEUTICALS INC. 11/07 VPN-COO1

https://doi.org/10.1017/51092852900015613 Published online by Cambridge University Press


https://doi.org/10.1017/S1092852900015613

