Treat schizophrenia

COMPARABLE EFFICACY

Consistent results in head-to-head studies'
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Mean % improvement from baseline at end point

A 6-week, double-blind, randomized study of GEODON vs olanzapine and an 8-week,
double-blind, randomized study of GEODON vs risperidone.

B BPRS core items include hallucinatory behavior, unusual thought content,
conceptual disorganization, and suspiciousness

B Comparable efficacy was maintained in double-blind extension studies
—up to 1 year vs risperidone!
—up to 6 months vs olanzapine*

GEODON is indicated for the treatment of schizophrenia and of acute manic or mixed
episodes associated with bipolar disorder.

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.

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.

In short-term schizophrenia trials, 10% of GEODON-treated patients experienced a weight
gain of 27% of body weight vs 4% for placebo. In the same short-term trials, the most common
adverse events were somnolence (14%) and respiratory tract infection (8%).
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Two 1-year open-label extensions of 6-week, open-label switch studies in patients suboptimally
controlled due to partial response or poor tolerability.

B Patients switching to GEODON from olanzapine and risperidone also
experienced reductions in triglycerides®

In the acute head-to-head studies...

B |n the GEODON vs olanzapine study, olanzapine significantly increased body
weight (8 Ib vs 2 |b for GEODON, P<0.0001)!2

B |n the GEODON vs risperidone study, risperidone increased body weight
(2 Ib vs O Ib for GEODON, P<0.01)+®

GEODON

ziprasidone HCl| Oral Capsules
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Please see brief summary of prescribing information on adjacent page. NEUROSCIENCE




BRIEF SUMMARY. See package insert for full prescribing information.

Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly pati istreated with
atypical antipsychotic drugs are at an increased risk of death compared to placeho. Analyses of seventeen placebo controlled trials
(modal duration of 10 weeks) in th tients darisk of death inthe drug-treated patients of between 1.6t 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
tobe eilher cardiovascular (e.g., heart failure, sudden death) or infectious (e.g., pneumonia) in nature. GEODON (ziprasidone) is not
approved for the treatment of patients with Dementia-Related Psychosis.

INDICATIONS—GEODON Capsules is indicated for the treatment of schizophrenia and acute ixed epi with
bipolar disorder with or without psychotic features. GEODON® (ziprasidone mesylate) for Inlenlmn isindicated for acute agllahon in
schizophrenic patients.
CONTRAINDICATIONS — QT Prolongation: Because of GEODON's dose-related prolongation of the 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 congenital long QT syndrome), with recent acute myocardial infarction, or with uncompensated heart failure (see
WARNINGS ). Pharmacokinetic/pharmacodynamic studies between GEODON and other drugs that prolong the QT interval have not been
performed. Anadditive effect of GEODON and other drugs that prolong the QT interval cannot be excluded. Therefore, GEODON should not
be given with dofetilide, sotalol, quinidine, other Class la and Il anti-ar mesoridazine, thiori chlorpromazine, droperidol,
pimozide, sparfloxacin, gatifloxacin, moxifloxacin, halofantrine, mefloquine, arsenic trioxide, | thadyl acetate, dolasetron
mesylate, probucol, or tacrolimus. GEODON is also contraindicated with drugs that have demonstrated QT prolongation as one of their
pharmacodynamic effects and have this effect described in the full prescribing information as a contraindication or a boxed or bolded warning
(see WARNINGS). GEODON is cc inindividuals with a known h itivi to the product. WARNINGS—Inereased
Mortalllym EIderIy Patremswdh Dementia-Related Psychosis: Elderly patients with d

drugs are atan i risk of death compared to placebo. GEODON (ziprasidone) is not approved for the treaiment
of patients with dementia-related psychosis (see Boxed Warning). QT Prolongation and Risk of Sudden Death: GEODON use should
be avoided in combination with other drugs that are known to prolong the QT interval. Addmonally, clinicians should be alert o the
identification of other drugs that have been consistently observed to prolong the QT interval. Such be with
GEODON. A study directly comparing the QT/QT;-prolonging effect of GEODON with several other drugs effective in the treatment of
schizophrenia was conducted in patient volunteers. The mean increase in QT from baseline for GEODON ranged from approximately
9to 14 msec grealer than for four of the comparator drugs (risperidone, olanzapine, quetiapine, and haloperidol), but was
ion observed for thioridazine. In this study, the effect of GEODON on QT; length was not

informationand i inthe Patient i i 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 a inue GEODON in patients who are found to have
persistent QT; measurements >500 msec (see WARNINGS). Drug Interactions: (1) GEODON should not be used with any drug that prolongs
the QT interval. (2) Given the primary CNS effects of GEODON, caution should be used when itis taken in combination with other centrally
acting drugs. (3) Because of its potential for inducing hypotension, GEODON may enhance the effects of certain antihypertensive agents.
(4) GEODON may antagonize the effects of levodopa and dopamine agonists. Effect of Other Drugs on GEODON: Carbamazepine, 200 mg
bid for 21 days, resulted in a decrease of approximately 35% in the AUC of GEODON. Ketoconazole, a potent inhibitor of CYP3A4, 400 mg
qd for 5 days, increased the AUC and Cyyax of GEODON by about 35%-40%. Cimetidine, 800 mg qd for 2 days, did not affect GEODON
pharmacokinetics. Goadministration of 30 mL of Maalox did not affect GEODON pharmacokinetics. Population pharmaeokrnetlc analysis
of schizophrenic patients in controlled clinical trials has not revealed any clinically pharmac jons with benztropine,
propranolol, or lorazepam. Effect of GEODON on Other Drugs: In vitro studies revealed Irme potential for GEODON to interfere with the
metabolism of drugs cleared primarily by CYP1A2, GYP2C9, CYP2G19, CYP2D6, and CYP3A4, and little potential for drug interactions with
GEODON due to displacement. GEODON 40 mg bid administered concomrtam\ywrth ithium450 mg bid for 7 days did not affect the steady-
state level or renal clearance of lithium. GEODON 20 myg bid did not affect the pharmacokinetics of concomitantly administered oral
contraceptives, ethinyl estradiol (0.03 mg) and levonorgestrel (0.15 mg). Consistent with in vitro results, astudy in normal healthy volunteers
showed that GEODON did not alter the metabolism of dextromethorphan, a CYP2D6 model substrate, to its major metabolite, dextrorphan.
There was no statistically significant change in the urinary dextromethorphan/dextrorphan ratio. Carcinogenesis, Mutagenesis,
Impairment of Fertility: Lifetime carcinogenicity studies were conducted with GEODON in Long Evans rats and GD-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
studyatthe doses that were used in the carcinogenicity study. The relevance for human risk of the findings of prolactin-mediated endocrine
tumors in rodents is unknown (see Hyperprolactinemia). Mutagenesis: There was a reproducible mutagenic response in the Ames assay
in one strain of S. typhimuriumin 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
time to copulation in Sprague-Dawley rats in two fertility and early embryonic development studies at doses of 10t 160 mg/kg/day (0.5t
8 times the MRHD of 200 mg/day on a mg/m? basis). Fertility rate was reduced at 160 mg/kg/day (8 times the MRHD on a mg/m’ basis).
There was no effect on fertility at 40 mg/kg/day (2 times the MRHD ona mg/m? basis). The fertility of female rats was reduced. Pregnancy—
Pregnancy Category C: There are no adequate and well-controlled studies in pregnant women. GEODON should be used during pregnancy

augmented by the presence of a metabolic inhibitor (ketoconazole 200 mg bid). In placebo-controlled trials, GEODON i the
QT; interval compared to placebo by approximately 10 msec at the highest recommended daily dose of 160 mg. In clinical frials the
electrocardiograms of 2/2988 (0.06%) GEODON patients and 1/440 (0.23%) placebo patients revealed QT intervals exceeding the
potentially clinically relevant threshold of 500 msec. Inthe GEODON patients, neither case suggested a role of GEODON. Some drugs
that prolong the QT/QT; interval have been associated with the occurrence of torsade de pointes and with sudden unexplained death.
The relationship of QT prolongation to torsade de pointes 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 mdrvumals such as lhose with hypokalemia,

hypomagnesemia, or genetic predisposition. Although jint ion with the use of GEODON
atrecommended doses in premarketing studies, experience istoo limited o rule outan increased risk. Astudy evaluating the QT/QT;
prolonging effect of intramuscular GEODON, with intramuscular haloperidol as a control, was conducted in patient volunteers. Inthe
trial, ECGs were obtained at the time of maximum plasma following two inj of GEODON (20 mg then 30 mg) or
haloperidol (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 QT; from baseline was calculated for each drug using asample-hased correction
that removes the effect of heart rate on the QT interval. The mean increase in QT; from baseline for GEODON was 4.6 msec following
the firstinjection and 12.8 msec following the second injection. The mean increase in QT from baseline for haloperidol was 6. ll msec

onlyifthe potential benefit justifies the potential risk to the fetus. Labor and Delivery: The effect of GEODON on labor and delivery in humans
is unknown. Nursing Mothers: Itis not known whether, and if so in what amount, GEODON or its metabolites are excreted in human milk.
Itis recommended that women receiving GEODON should not breast feed. Pediatric Use: The safety and effectiveness of GEODON in
pediatric patients have not been established. 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 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,
slowertitration, and careful monitoring during the initial dosing period for some elderly patients. ADVERSE REACTIONS — Adverse Findings
Observed in Short-term, Placebo-Controlled Trials: The following findings are based on the short-term placebo-controlled premarketing
trials for schizophrenia (a pool of two 6-week, and two 4-week fixed-dose trials) and bipolar mania (a pool of two 3-week flexible-dose trials)
in which GEODON was administered in doses ranging from 10 to 200 mg/day. Adverse Events Associated with Discontinuation:
Schizophrenia: Approximately 4.1% (29/702) of GEODON-treated patients in short-term, placebo-controlled studies discontinued treatment
due to an adverse event, compared with about 2.2% (6/273) on placebo. The most common event associated with dropout was rash,
including 7 dropouts for rash among GEODON patients (1%) compared to no placebo patients (see PRECAUTIONS). Bipolar Mania:
Approxmate\y 6.5% 18/279) of GEODON-treated patients in short-term, placebo-controlled studies discontinued treatment due to an
 compared with about 3.7% (5/136) on placebo. The most common events associated with dropout in the GEODON-treated

following the first injection and 14.7 msec following the second injection. In this study, no patient had a QT; interval 500
msec. As with other antipsychotic drugs and placebo, sudden unexplained deaths have been reported in patients taking GEODON at
recommended doses. The premarketing experience for GEODON did not reveal an excess of mortality for GEODON compared to other
antipsychotic drugs or placebo, but the extent of exposure was limited, especially for the drugs used as active controls and placebo.
Nevertheless, GEODON'’s larger prolongation of QT; length compared to several other antipsychotic drugs raises the possibility that
the risk of sudden death may be greater for GEODON than for other available drugs fortrealmg schizophrenia. This possibility needs
fo be considered in deci g alternative Certain circumstances may increase the risk of the occurrence of torsade
de pointes and/or sudden death i in association with the use of drugs that prolong the QT; interval, including (1) bradycardia; (2)
hypokalemia or hypomagnesemia; (3) concomitant use of other drugs that prolong the QT; interval; and (4) presence of congenital
prolongation of the QT interval. GEODON should also be avoided in patients with congenital long QT syndrome and in patients with a
history of cardiac arrhythmias (see CONTRAINDICATIONS, and see Drug Interactionsunder PRECAUTIONS). Itis recommended that
patients being consit for GEODOI who are at risk for significant disturbances, ia in particular,
have baseline serum potassium and magnesium measuremems Hypokalemia (and/or hypomagnesemia) may increase the risk of
ar prnlungallon and armvlhmla iamay result diarrhea, and other causes. Patients with low serum

hould b repleledwnh lhnse eleelrnlyles before| nrur:eedmg withtreatment. Itis essential to periodically
monitor serum electrolytes in patients forwhol GE Pemlslently prolonged QT;
intervals may also increase the risk of further prolongation and: arrhylhmra butitis not clearthat ECG

patients were akathisia, anxiety, depression, dizziness, dystonia, rash and vomiting, with 2 dropouts for each of these events among GEODON
patients (1%) compared to one placebo patient each for dystoniaand rash (1%) and no placebo patients for the remaining adverse events.
Adverse Events at an Incidence=5% and at Least Twice the Rate of Placebo: The most commonly observed adverse events associated
with GEODON in 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%), diziness
(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, 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 parn Card|ovascu|ar—tachycard|a
Digestive—nausea, constipation, dyspepsia, diarrhea, dry mouth, anorexia. Nervous—ext C akathisia,
dizziness. Respiratory—respiratory tract infection, rhinitis, cough increased. Skin and Appendages—rash, fungal dermatitis. Special
Senses—abnormal vision. Bipolar Mania: Body as aWho\e—headaohe, asthenia, accidental injury. Cardiovascular— hypertension.
Digestive—nausea, diarrhea, dry mouth, vomiting, increased salivation, tongue edema, dysphagia. Musculoskeletal—myalgia. Nervous—
somnolence, extrapyramidal symptoms, dizziness, akathisia, anxiety, hypesthesia, speech disorder. Respiratory—pharyngitis, dyspnea.
Skin and Appendages—fungal dermatitis. Special Senses—abnormal vision. Dase Dependency: An analysis for dose response in the
schizophreniatrials revealed an apparent relation of adverse event to dose for the following: asthenia, postural hypotension, anorexia, dry
mouth increased salivation, anhrangLla , anxiety, dizziness, dystonia, hypertonia, somnolence, tremor, rhinitis, rash, and abnormal vision.

effective in detecting such patients. Rather, GEODON should be avoided in patients with hist i illness,
eg, QT prolongation, recent acute myocardial infarction, uncompensated heart failure, or cardiac arrhythmia. GEODON should be
discontinued in patients who are found to have persistent QT; measurements >500 msec. Neuroleptic Malignant Syndrome (NMS): A
potentially fatal symptt ometimes referredtoas Malignant Syndrome (NMS) has been reported in association with
administration ofantrpsyehotledrugs The management of NMS shouldinclude: (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 NS, the potential reintroduction of drug therapy should be carefully considered. The patient should be carefully monitored,
since recurrences of NS have been reported. Tardive Dyskinesia (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, itis i ible to rely upon p estimates to predict, at the inception of antipsychotic
treatment, which patients are likely to develop TD. If signs and symptoms of TD appear in a patient on GEODON, drug discontinuation should
be considered. Hyperglycemia and Diabetes Mellitus: Hyperglycemia-related adverse events, sometimes serious, have been reported in
patients treated with atypical antipsychotics. There have been few reports of hyperglycemia or diabetes in patients treated with GEODON,
and 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 in about one-sixth of these cases. The occurrence of rash was dose related, although the
finding mightalso be explained by longer exposure in higher-dose patients. Several patients with rash had signs and symptoms of associated
systemic llness, 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 for which an alternative etiology

P idence of reported EPS for GEODON patients inthe short-term, pIacebo controlled schizophrenia
trlals was 14%vs 8% for placebo Objectively collected data from those trials on the Simpson-Angus Ratlng Scaleand the Barnes Akathisia
Scale did not generally show a difference between GEODON and placebo. Vital Sign Changes: GEODON is associated with orthostatic
hypotension (see PRECAUTIONS). Weight Gain: In short-term schizophrenia trials, the proponlons of patients meeting a weight gain
criterion of 27% of body weight were compared, revealing a greaterincidence of weight gain for GEODON patients
(10%) vs placebo patients (4%). A median welght gain of 0.5 kg was observed in GEODON patients vs 0.0 kg in placebo patients. Weight
gain was reported as an adverse event in 0.4% of both GEODON and placebo patients. During long-term therapy with GEODON, a
categorization of patients at baseline on the basis of body mass index (BMI) showed the greatest mean weight gain and the highest incidence
of clinically significant weight gain (>7% of body weight) in patients with alow BMI (<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: GEODON is associated with an increase in the QT interval (see
WARNINGS). In schizophreniatrials, GEODON was associated with a mean increase in heart rate of 1.4 beats per minute comparedtoa 0.2
beats per minute decrease among placebo patients. Other Adverse Events Observed During the Premarketing Evaluation of GEODON:
Frequent adverse events are those occurring in at least 1/100 patients; infrequent adverse events are those occurring in 1/100 to 1/1000
patients; rare events are those occurring in fewer than 1/1000 patients. Schizophrenia: Body as a Whole — Frequent: abdominal pain, flu
syndrome, fever, accidental fall, face edema, chills, photosensitivity reaction, flank pain, hypothermia, motor vehicle accident. Cardiovascular
System— Frequent:tachycardia, hypertension, postural hypotension; Infrequent: bradycardia, angina pectoris, atrial fibrillation; Rare: first-
degree AV block, bundle branch block, phlebitis, 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 idase increased, I

hol jaundice, hepatms hepatomegaly, leukoplakia of mouth, fatty liver deposit, melena. Endocrine— Rare: hypothyrmdlsm

cannot beidentified, GEQDON should be discontinued. Orthostatic Hypotension: GEODON may induce orthostatic hy
with dizziness, tachycardia, and, in some patients, syncope, especially during the initial dose-titration period, probably reflecting its ct4-
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 dlsease heartfallure orconduction

hyperthyroidism, thyroiditis. Hemic and Lymphatic System— -anemia, ecchymosis, | t Ieukopema
lymphadenopathy; Rare:thrombocytopenia, hypochromic anemia, lymphocytosis, mc is, basophilia, lymphedema, p
thrombocythemia. Metabolic and Nutritional Disorders — Infrequent: thirst, transammase |ncreased perlpheral edema hyperg\ycemla

creatine phosphokinase increased, alkaline phosphatase increased, hyperchol , lactic d increased,

i

abnormalities), cerebrovascular disease or conditions that would predispose patients to hypotension (d lemia, and
treatment with antihypertensive medications). Seizures: In clinical trials, seizures occurred in 0.4% of GEODON patrents There were
confounding factors that may have contributed to seizures in many of these cases. As with other antipsychotic drugs, GEODON should be
used cautiously in patients with a history of seizures or with conditions that potentially lower the seizure threshold, e.g., Alzheimer's dementia.
Conditions that lower the seizure threshold may be more prevalentin a population of 65 years or older. Dysphagia: Esophageal dysmotility
and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia is acommon 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 Psychosm) Hyperprolactinemia: As with other drugs that antagonize dopamine D, receptors, GEODON elevates
prolactin levelsin humans. Ti indicate that ap, onethird of human breast cancers are prolactin dependent
invitro, afactor of potentialimportance if the presenptlon ofthese drugs iscontemplatedin a patient with previously detected breast cancer.
Neither clinical studi to date have shown anassociation between chronic administration of this class
of drugs and tumorigenesis in humans; theavallable evidence is considered too limited to be conclusive at this time. Potential for Cognitive
and Motor Impairment: only reported ad entin GEODON patients. In the 4- 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 machinery until they are reasonably certain that GEODON therapy does notaffect them adversely. Priapism: One case of priapism
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 for the smallest quantity of capsules consistent with good patient management to reduce overdose risk.
Use in Patients with Concomitant lliness: Clinical experience with GEODON in patients with certain concomitant systemic llnesses s limited.
GEODON has not heen evaluated or used to any appreciable extent in patients with arecent history of myocardial infarction or unstable heart
disease. Patients with these diagnoses were excluded from premarketing clinical studies. Because of the risk of QT; prolongation and
orthostatic hypotension with GEODON, caution should be observed in cardiac patients (see QT Prolongation and Risk of Sudden Deathin
WARNINGS and Orthostatic Hypotension in PRECAUTIONS). Infarmation for Patients: To ensure safe and effective use of GEODON, the

albuminuria, hypokalemia; Rare: BUN increased, creatinine increased, hyperlipemia, hypocho\esteremla hyperkalemla hypochloremia,
hypog\ycemla hyponatremla hypoproteinemia, glucose tolerance decreased gout, hyperchloremia, hyperuricemia, hypocalcemia,
ypoglycemic reaction, hypc ketosis, respiratory alkalosis. Musculoskeletal System — Frequent; myalgia;
Infrequent:tenosynovitis; Rare: myopathy. Nervous System Frequent:agitation, extrapyramidal syndrome, tremor, dystonia, hypertonia,
dyskinesia, hostility, twitching, paresthesia, confusion, vertigo, hypokinesia, hyperkinesia, abnormal gait, oculogyric crisis, hypesthesia,
ataxia, amnesia, cogwheel rigidity, delirium, hypotonia, akinesia, dysarthria, withdrawal syndrome, buccoglossal syndrome, choreoathetosis,
diplopia, incoordination, neuropathy; Infrequent:paralysis; Rare:myoclonus, nystagmus, torticollis, circumoral paresthesia, opisthotonos,
reflexes increased, trismus. Respiratory System— Frequent: dyspnea; Infrequent: pneumonia, epistaxis; Rare: hemoptysis, laryngismus.
Skin and Appendages— Infrequent: maculopapular rash, urticaria, alopecia, eczema, exfoliative dermatitis, contact dermatitis,
vesiculobullous rash. Special Senses —Frequent: fungal dermatitis; /nfrequent: conjunctivitis, dry eyes, tinnitus, blepharitis, cataract,
photophobia; Rare:eye hemorrhage, visualfield defect, keratitis, keratoconjunctiviis. Urogenital System —/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 sexual dysfunctlon uterine hemorrhage
Adverse Finding Observed in Trials of Intramuscular GEODON: Inthese studres the most ly observed adh its
with the use of intramuscular GEODON (25%) and observed atarate on intramuscular GEODON (inthe 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 1% of GEODON patients (in the higher dose groups) and at least twice that of the lowest intramuscular GEODON group.
Body asaWhole—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. Nervous—dizziness, anxiety, insomnia, somnolence, akathisia, agitation, extrapyramidal syndrome, hypertonia,
cogwheel rigidity, paresthesia, personality disorder, psychosis, speech disorder. Respiratory—rhinitis. Skin and Appendages—
furunculosis, sweating. Urogenital —dysmenorrhea, priapism. DRUG ABUSE AND DEPENDENCE— Controlled Substance Class:
GEODON is nota controlled substance. OVERDOSAGE— In premarketing trials in over 5400 patients, accidental or intentional overdosage
of GEODON was documented in 10 patients. All patients survived without sequelae. Inthe patient taking the largest confirmed amount (3240
mg), the only symptoms reported were minimal sedation, slurring of speech, and transitory hypertension (BP 200/75).

References: 1. Data on file. Pfizer Inc., New York, NY. 2. Simpson GM, Glick ID, Weiden PJ, Romano SJ, Siu CO. Randomized, controlled, double-blind multicenter comparison of the efficacy and tolerability of ziprasidone and
olanzapine in acutely ill inpatients with schizophrenia or schizoaffective disorder. Am J Psychiatry. 2004;161:1837-1847. 3. Addington DEN, Pantelis C, Dineen M, Benattia I, Romano SJ. Efficacy and tolerability of ziprasidone
versus risperidone in patients with acute exacerbation of schizophrenia or schizoaffective disorder: an 8-week, double-blind, multicenter trial. J Clin Psychiatry. 2004;65:1624-1633. 4. Simpson GM, Weiden P, Pigott T,
Murray S, Siu CO, Romano SJ. Six-month, blinded, multicenter continuation study of ziprasidone versus olanzapine in schizophrenia. Am J Psychiatry. 2005;162:1535-1538. 5. Weiden PJ, Loebel A, Yang R, Lebovitz H.
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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 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 elderly
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 baseline 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 olanzapine. If signs and symptoms appear,
immediate discontinuation is recommended.

Tardive dyskinesia (TD)—As with all antipsychotic medications,
prescribing should be consistent with the need to minimize the

risk of TD. If its signs and symptoms appear, discontinuation should
be considered.

Orthostatic hypotension—In premarketing schizophrenia trials,
some patients taking ZYPREXA may have experienced orthostatic
hypotension associated with dizziness, tachycardia, and, in some
cases, syncope (15/2500, 0.6%).

Seizures—Occurred infrequently in premarketing clinical trials
(22/2500, 0.9%). ZYPREXA should be used cautiously in patients
with a history of seizures or with conditions that lower the
seizure threshold.

Effect on prolactin—Modest elevations of prolactin were seen with
ZYPREXA in acute-phase schizophrenia trials (incidence 34% vs 13%
with placebo), although mean changes from baseline to endpoint were
not statistically significantly different between olanzapine and placebo.
Some patients may have persisting modest prolactin elevations.

Transient, asymptomatic elevations of hepatic transaminase—
In placebo-controlled schizophrenia trials, clinically significant ALT
(SGPT) elevations (=3 times the upper limit of the normal range) were
observed in 2% (6/243) of patients exposed to ZYPREXA compared
to none (0/115) of the placebo patients. None of these patients
developed jaundice. 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. Periodic
assessment of transaminases is recommended in patients with
significant hepatic disease.

Special populations, elderly—Esophageal dysmotility and aspiration
have been associated with antipsychotic drug use. Olanzapine should
be used with caution in patients at risk for aspiration pneumonia. In

5 studies in elderly patients with dementia-related psychosis, adverse
events reported more commonly with olanzapine than with placebo
were falls, somnolence, peripheral edema, abnormal gait, urinary
incontinence, lethargy, increased weight, asthenia, pyrexia, pneumonia,
dry mouth, and visual hallucinations. Olanzapine should be used with
caution in elderly patients with dementia. Olanzapine is not approved
for treatment of patients with dementia-related psychosis.

Drug interactions—Coadministration of diazepam or ethanol with
ZYPREXA may potentiate orthostatic hypotension. Lower doses of
ZYPREXA should be considered in patients receiving concomitant
therapy with fluvoxamine.

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 events associated
with ZYPREXA (vs placebo) in 6-week acute-phase schizophrenia trials
were somnolence (26% vs 15%), 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 events associated
with ZYPREXA (vs placebo) in 3- and 4-week bipolar mania trials were
somnolence (35% vs 13%), 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%).

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

OL40447 0506 ©2006, ELI LILLY AND COMPANY.
ALL RIGHTS RESERVED.



Some of my patients suffer from schizophrenia.
They live a painful cycle, from emergency clinic,
to community mental health center, then back
to the street.

Where, all too often, the slow decline begins again.
It’s an illness of setbacks and bitter disappointments.
People have given up on some of my patients.
Sometimes even the patients give up.

My job isn't just to treat them.

But to be their constant
reminder that every
day of improvement

is worth fighting for. ;
ZYPREXA is approved for the treatment of
. . schizophrenia, for acute bipolar mania, and for
And I will not give up on them. maintenance treatment in bipolar disorder.

For Important Safety Information, including boxed
warning, see adjacent pages and Brief Summary
of Prescribing Information.

ZYPrexa

Olanzapine




ZYPREXA® olanzapine Tablets
ZYPREXA® ZYDIS® o1anzapine Orally Disintegrating Tablets
ZYPREXA® IntraMuscular olanzapine for Injection

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

WARNING: 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 d to placebo. yses of 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 patients with dementia-related psychosis.

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 usefulness 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: 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. ZYPREXA is not approved for the tr of pati with d ia-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 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 olanzapine compared to patients treated
with placebo. Olanzapine 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 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 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.

Neuroleptic Malignant Syndrome (NMS)—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.

Tardive Dyskinesia (TD)—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: Hemodynamic Effects—Olanzapine 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 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 olanzapine, 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.

Seizures—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.

Hyperprolactinemia—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 of 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.

Transaminase Elevations—In placebo-controlled studies, clinically significant ALT (SGPT) elevations (=3 times
the upper limit of normal) were observed in 2% (6/243) of patients exposed to olanzapine compared to no
(0/115) placebo patients. None of these patients experienced jaundice. Among about 2400 patients with baseline
SGPT <90 IU/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 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 (olanzapine 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 olanzapine for patients who will be
experiencing conditions that may contribute to an elevation in core body temperature.

Dysphagia—Esophageal 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.
Olanzapine 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 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 management.

Use in Patients with Concomitant llinesses—Olanzapine 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 olanzapine at an incidence of =2% 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.

ZYPREXA® Olanzapine Tablets
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Olanzapine 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 and WARNINGS).

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

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 olanzapine 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
(e.g., omeprazole, rifampin) may cause an increase in olanzapine clearance. Inhibitors of CYP1A2 could
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 (1 g) reduced the Crax 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 (single or multiple doses) causes a small increase in the Crax
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 unlikely to cause clinically important drug interactions mediated by the enzymes CYP1A2,
CYP2C9, CYP2C19, CYP2D6, and CYP3A. Single doses of olanzapine did not affect the pharmacokinetics
of imipramine/desipramine or warfarin. Multiple doses of olanzapine 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 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 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
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 delay in ovulation.

Pregnancy Category C—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 lactating, 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 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 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 olanzapine for injection, including patients with schizophrenia, bipolar mania, or Alzheimer's
disease (oral olanzapine trials) and patients with agitation associated with schizophrenia, bipolar | disorder
(manic or mixed episodes), or dementia (intramuscular olanzapine 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 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-controlled 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-week, placebo-controlled, premarketing schizophrenia trials, the
most common treatment-emergent adverse events associated with oral olanzapine (incidence =5% 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 5% and at least twice that for placebo (olanzapine 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 =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; Metabolic and Nutritional—weight gain, peripheral edema;
Musculoskeletal—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; Uragenital—urinary incontinence, urinary tract infection.

Adverse Events with an Incidence =2% in Oral Combination Therapy Trials—The following treatment-
emergent events were reported at an incidence of 2% with oral olanzapine (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
Senses—amblyopia, abnormal vision; Uragenital—dysmenorrhea, vaginitis.

Adverse Events with an Incidence >1% in Intramuscular Trials—The following treatment-emergent adverse
events were reported at an incidence of =1% with intramuscular olanzapine 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.
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Dose Dependency of Adverse Events in Short-Term, Placebo-Controlled Trials—Extrapyramidal
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 =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 olanzapine than with placebo. The incidence of patients reporting any
extrapyramidal event was significantly greater than placebo only with the 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 a clinical
trial involving 3 fixed oral dosage ranges compared with placebo. The following treatment-emergent
events showed a statistically significant trend: asthenia, dry mouth, nausea, somnolence, tremor.

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 =500 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
=240 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 =1 mg/d in clinical trials (8661patients,
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, 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,
thrombocytopenia; 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. Musculoskeletal—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. Urogenital—Frequent: vaginitis*; 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 =2.5 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.

Postintroduction 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, pancreatitis, priapism, rhabdomyolysis, and venous
thromboembolic events (including pulmonary embolism and deep venous thrombosis). Random
cholesterol levels of =240 mg/dL and random triglyceride levels of >1000 mg/dL have been rarely 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.
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PV 5195 AMP

Eli Lilly and Company
J Indianapolis, IN 46285, USA
www.ZYPREXA.com
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IMPORTANT SAFETY INFORMATION

* Antidepressants increased the risk of suicidal thinking and behavior (suicidality) in short-term studies in children
and adolescents with major depressive disorder (MDD) and other psychiatric disorders. All pediatric patients
being treated with antidepressants for any indication should be observed closely for clinical worsening,
suicidality, or unusual changes in behavior, especially during the initial few months of a course of drug therapy,
or at time of dose changes, either increases or decreases. Families and caregivers should be advised for the
need for close observation and communication with the prescriber. EMSAM is not approved for use in pediatric
patients (see Boxed WARNING)

Pooled analyses of short-term (4 to 16 weeks) placebo-controlled trials of nine antidepressant drugs (55RIs and
others) in children and adolescents with major depressive disorder (MDD), obsessive compulsive disorder (OCD),
or other psychiatric disorders (a total of 24 trials involving over 4400 patients) have revealed a greater risk of
adverse events representing suicidal thinking and behavior (suicidality) during the first few months of treatment
in those receiving antidepressants. The average risk of such events in patients receiving antidepressants was 4%,
twice the placebo risk of 2%. No suicides occurred in these trials

» To reduce the risk of hypertensive crisis, which is potentially life-threatening, foods and beverages high in
tyramine must be avoided while on EMSAM 9 mg/24 hr or 12 mg/24 hr, and for 2 weeks following
discontinuation of EMSAM at these doses or reducing the dose to EMSAM 6 mg/24 hr

« Due to the potential for serotonin syndrome, which is potentially life-threatening, EM5AM should not be used with
the following antidepressants: selective serotonin reuptake inhibitors (55RIs), dual serotonin and norepinephrine reuptake
inhibitors (SMRIs), tricyclic antidepressants (TCAs), monoamine oxidase inhibitors (MAOIs), mirtazapine, and bupropion;
meperidine and analgesics such as: tramadol, methadone, propoxyphene, and pentazocing; the antitussive
dextromethorphan; cyclobenzapring; oral seleqiling; and St. John's wort

« After stopping treatment with SSRIs, SNRIs, TCAs, MAOIs, mirtazapine, bupropion; meperidine and analgesics such as:
tramadol, methadone, and propoxyphene; dextromethorphan; St. John's wort; and buspirone, approximately 1 week
(5 weeks for flucxetine) should elapse before starting therapy with EMSAM. At least 2 weeks should elapse after stopping
EMSAM before starting therapy with buspirone or a drug that is contraindicated with EMSAM

= Carbamazepine and oxcarbazepine are contraindicated in patients taking MAQ inhibitors, including EMSAM

= The use of EMSAM is contraindicated for use with sympathomimetic amines, including amphetamines as well as cold
products and weight-reducing preparations that contain vasoconstrictors (eg, pseudoephedrine, phenylephrine,
phenylpropanclamine, and ephedring)

= Patients taking EMSAM should not undergo elective surgery requiring general anesthesia or be given
local anesthesia containing sympathomimetic vasoconstrictors

= EMSAM should not be used in the presence of pheochromocytoma since such tumors secrete pressor substances

¢ Adults with MDD or co-morbid depression in the setting of other psychiatric illness being treated with antidepressants
should be observed for clinical worsening and suicidality, especially during the initial few months of a course of drug
therapy, or at times of dose changes, either increases or decreases

= Risk of bipolar disorder should be ruled out prior to initiating antidepressant therapy. EMSAM is not approved for the
treatment of bipolar depression

 Due to the potential for elevated blood pressure, the use of EMSAM with buspirone is not recommended

= As with other MAOIs, postural hypotension can occur with EMSAM therapy. Dose increases in the elderly should be
made with caution and patients should be observed closely for postural changes in blood pressure throughout treatment

= EMSAM should be used with caution in patients with certain concomitant systemic illnesses that can produce altered
metabolism or hemodynamic responses

= As with other psychoactive drugs, EMSAM may have the potential to impair judgment, thinking, or motor skills.
Patients should not drive or operate hazardous machinery until they are certain EMSAM does not impair their ability
to engage in such activities

* The use of alcohol is not recommended while taking EMSAM
= EMSAM should not be used in combination with tyramine-containing nutritional supplements

= EMSAM should be used in pregnancy only if the potential benefit justifies the potential risk to the fetus, Caution should
be exercised when administering EMSAM to a nursing mother

= EMSAM is contraindicated in patients with known hypersensitivity to selegiline or to any component of the
transdermal system

= Treatment-emergent adverse events in short-term clinical trials that occurred at a 2% incidence with EMSAM and for
which the incidence was greater than placebo include; application site reaction (24% vs 12%), headache (18% vs 17%),
insomnia (12% vs 7%), diarrhea (9% vs 7%), dry mouth (8% vs 6%), dyspepsia (4% vs 3%), rash (4% vs 2%), pharyngitis
(3% vs 2%), and sinusitis (3% vs 1%)

Please see Brief Summary of FULL PRESCRIBING INFORMATION, including Boxed WARNING, on following pages.




Proven
Results.

The first and only
transdermal MAOI—
no dietary modifications at
the starting and target
dose of 6 mag/24 hr

Significant relief—
proven short-term efficacy
with longer time to relapse

Demonstrated
tolerability—
reported sexual dysfunction
similar to placebo;
minimal weight change

INDICATION
EMSAM is indicated for the treatment of Major Depressive Disorder (MDD).

Dose-Dependent Dietary Modifications:

To reduce the risk of hypertensive crisis, which is potentially life-threatening, foods and
beverages high in tyramine must be avoided while on EMSAM® 9 mg/24 hr and 12 mg/24 hr,
and for 2 weeks following discontinuation of EMSAM at these doses, or reducing the dose
to EMSAM 6 mg/24 hr.
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EMSAM® (SELEGILINE TRANSDERMAL SYSTEM) Rx only

CONTINUOUS DELIVERY FOR ONCE-DAILY APPLICATION

Brief Summary of Prescribing Information. For compiete prescribing information please consulft official
package circular.

Suicidality in Children and Adolescents

Antidepressants increased the risk of suicidal thinking and behavior (suicidality) in short-term
studies in children and adolescents with major depressive disorder (MDD} and other psychi-
atric disorders. Anyone considering the use of EMSAM or any other antidepressant in a child
or adolescent must balance this risk with the clinical need. Patients who are started on therapy
should be observed closely for clinical worsening, suicidality, or unusual changes in behavior.
Families and caregivers should be advised for the need for close observation and communica-
tion with the prescriber. EMSAM is not approved for use in pediatric patients. (See WARNINGS
and PRECAUTIONS, Pediatric Use.)

Pooled analyses of short-term (4 to 16 weeks) placebo-controlled trials of nine antidepressant
drugs (SSRIs and others) in children and adolescents with major depressive disorder (MDD),
obsessive compulsive disorder (OCD), or other psychiatric disorders (a total of 24 trials involving
over 4400 patients) have revealed a greater risk of adverse events representing suicidal
thinking or behavior (suicidality) during the first few months of treatment in those receiving
antidepressants. The average risk of such events in patients receiving antidepressants was
4%, twice the placebo risk of 2%. No suicides occurred in these trials.

INDICATIONS AND USAGE
EMSAM is indicated for the treatment of major depressive disorder.

The efficacy of EMSAM in the treatment of major depressive disorder was established in 6- and 8-week
placebo-controlied trials of outpatients with diagnoses of DSM-IV category of major depressive disorder (see
Clinical Efficacy Trials in Full Prescribing Infermation).

Amajor depressive episode (DSM-1V) implies a prominent and refatively persistent (nearly every day for at least
2 weeks) depressed or dysphoric mood that usually interferes with daily functioning, and includes at least five
of the following nine symptoms: depressed mood, loss of interest in usual activities, significant change in weight
and/or appetite, insomnia or hypersomnia, psychomotor agitation or retardation, increased fatigue, feelings of
guilt or worthlessness, slowed thinking or impaired concentration, and suicide attempt or suicidal ideation.

The benefit of maintaining patients with major depressive disorder on therapy with EMSAM after achieving
a responder status for an average duration of about 25 days was demonstrated in a controlled trial (see
Clinical Efficacy Trials under GLINICAL PHARMACGLOGY in Full Prescribing Information). The physician
who elects to use EMSAM for extended periods should periodically re-evaluate the long-term usefulness of
the drug for the individual patient (see DOSAGE AND ADMINISTRATION).

The antidepressant action of EMSAM in hospitalized depressed patients has not been studied.

CONTRAINDICATIONS
EMSAM is contraindicated in patients with known hypersensitivity to selegiline or to any component of the
transdermal system.

EMSAM is contraindicated with selective serotonin reuptake inhibitors (SSRIs, e.g., flucxetine, sertraline,
and paroxetine), dual serotonin and nerepinephrine reuptake inhibitors (SNRIs, e.g., veniafaxine and duloxeting),
tricyclic antidepressants {TCAs, e.g., imipramine and amitriptyline), bupropion hydrochloride; meperidine and
analgesic agents such as tramadof, methadone and propoxyphene; the antitussive agent dextromethorphan;
St. John's wort; mirtazapine; and eyelobenzaprine. EMSAM should not be used with oral selegitine or other
MAQ inhibitors (MAQIs ¢.g., isocarboxazid, phenelzine, and tranylcypromine) (see WARNINGS).

Carhamazepine and oxcarbazepine are contraindicated in patients taking selegiline {sese PRECAUTIONS,
Drug Interactions).

As with other MAOIs, EMSAM is contraindicated for use with sympathomimetic amines, including amphet-
amines as well as cold products and weight-reducing preparations that contain vasoconstrictors {e.g.,
pseudoephedrine, phenylephrine, phenylpropanolamine, and ephedrine).

As with other MAQIs, patients taking EMSAM should not undergo elective surgery requiring general anes-
thesia. Also, they should not be given cocaine or local anesthesia containing sympathomimetic vasocenstrictors.
EMSAM should be discontinued at least 10 days prior to elective surgery. If surgery is necessary sooner,
benzodiazepines, mivacurium, rapacuronium, fentanyl, morphine, and cedeine may be used cautiously.

As with other MACIs, EMSAM is contraindicated for use in patients with pheochromocytoma.

EMSAM is an irreversible MAO inhibitor. As a class, these eompounds have been associated with hyper-
tensive crises caused by the ingestion of foods containing high amounts of tyramine. In its entirety, the data
for EMSAM 6 mg/24 hours support the recommendation that a modified diet is not required at this dose.
Due to the more limited data available for EMSAM 9 mg/24 hours and 12 mg/24 hours, patients receiving
these doses should follow Dietary Modifications Reguired for Patients Taking EMSAM 9 mg/24 hours
and 12 mg/24 hours. (See WARNINGS and PRECAUTIONS, Drug Interactions, Tyramine.)

WARNINGS

Glinical Worsening and Suicide Risk

Patients with major depressive disorder (MDD}, both adult and pediatric, may experience worsening of their
depression and/or the emergence of suicidal ideation and behavior (suicidality) or unusual changes in
behavior, whether or not they are taking antidepressant medications, and this risk may persist until signifi-
cant remission occurs. There has been a long-standing concern that antidepressants may have a role in
inducing worsening of depression and the emergence of suicidality in certain patients. Antidepressants
increased the risk of suicidal thinking and hehavior (suicidality) in short-term studies in children and ado-
lescents with Major Depressive Disorder (MDD} and other psychiatric disorders.

Pooled analyses of short-term placebo-controlled trials of nine antidepressant drugs (SSRis and others) in
children and adolescents with MDD, OCD, or other psychiatric disorders (a total of 24 trials involving over
4400 patients) have revealed a greater risk of adverse events representing suicidal behavior or thinking
{suicidality) during the first few months of treatment in those receiving antidepressants. The average risk of
such events in patients receiving antidepressants was 4%, twice the placebo risk of 2%. There was consid-
erable variation in risk among drugs, but a tendency toward an increase for almost all drugs studied. The
risk of suicidality was most consistently observed in the MDD trials, but there were signals of risk arising
from trials in other psychiatric indications (obsessive compulsive disorder and social anxiety disorder) as
well. No suicides occurred in these trials. [t is unknown whether the suicidality risk in pediatric patients
extends to longer-term use, i.e., beyond several months. It is also unknown whether the suicidality risk
extends to adults.

All pediatric patients being treated with antidepressants for any indication should be observed
closely for clinical worsening, suicidality, and unusual cf in behavi ially during the initial
few months of a course of drug therapy, or at times of dese changes, either increases or decreases.
Such observation would generally include at least weekly face-to-face contact with patients or their
family members or caregivers during the first 4 weeks of treatment, then every other week visits for
the next 4 weeks, then at 12 weeks, and as clinically indicated beyond 12 weeks. Additional contact
by telephone may be appropriate between face-to-face visits.

Adults with MDD or co~-morbid depression in the setting of other psychiatric iliness being treated
with antidepressants should be observed similarly for clinical worsening and suicidality, especially
during the initial few months of a course of drug therapy, or at times of dose changes, either increases
or decreases.

The following symptoms, anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggressiveness,
impulsivity, akathisia (psychomotor restlessness), hypomania, and mania, have been reported in adult and
pediatric patients being treated with antidepressants for major depressive disorder as well as for other
indications, both psychiatric and nonpsychiatric. Although a causal fink between the emergence of such
symptoms and either the worsening of depression and/or the emergence of suicidal impulses has not been

established, there is concern that such symptoms may represent precursors to emerging suicidality.

Consideration should be given to changing the therapeutic regimen, including possibly discontinuing the
medication, in patients whose depression is persistently worse, or who are experiencing emergent suicidality
or symptoms that might be precursors to worsening depression or suicidality, especially if these symptoms
are severe, abrupt in onset, or were not part of the patient’s presenting symptoms.

If the decision has been made to discontinue treatment, medication should be tapered, as rapidly as is fea-
sible, but with recognition that abrupt discontinuation can be associated with certain symptoms.

Families and caregivers of pediatric patients being treated with antidepressants for major depres-
sive disorder or other i both psy ic and psy ic, should be alerted about the
need to monitor patients for the emergence of agitation, irritability, unusual changes in behavior, and
the other symptoms described above, as well as the emergence of suicidality, and to report such
symptoms immediately to healthcare providers. Such menitoring should include daily observation by
families and caregivers. Prescriptions for EMSAM (selegiline transdermal system) should be written for
the smallest quantity consistent with good patient management, in order to reduce the risk of overdose.
Families and caregivers of adults being treated for depression should be similariy advised.

Screening Patients for Bipolar Disorder

A major depressive episode may be the initial presentation of bipolar disorder. It is generally believed
(though not established in controlled trials) that treating such an episode with an antidepressant alone may
increase the likelihood of precipitation of a mixed/manic episode in patients at risk for bipolar disorder.
Whether any of the symptoms described above represent such a conversion is unknown. However, prior to
initiating freatment with an antidepressant, patients with depressive symptoms should be adequately
screened to determine if they are at risk for bipolar disorder; such screening should include a detailed psy-
chiatric history, including a family history of suicide, bipolar disorder, and depression. It should be noted that
EMSAM is not approved for use in treating bipolar depression.

Hypertensive Crisis

EMSAM is an irreversible MAQ inhibitor. MAQ is impoertant in the catabolism of dietary amines (e.g., tyramine).
In this regard, significant inhibition of intestinal MAQ-A activity can impose a cardiovascular safety risk fol-
lowing the ingestion of tyramine-rich foods. As a class, MAOIs have been asscciated with hypertensive
crises caused by the ingestion of foods with a high concentration of fyramine. Hypertensive crises, which in
some cases may be fatal, are characterized by some or all of the following symptoms: occipital headache
which may radiate frontally, palpitation, neck stiffness or soreness, nausea, vomiting, sweating (sometimes
with fever and sometimes with cold, clammy skin), dilated pupils, and photophobia. Either tachycardia or
bradycardia may be present and can be asscciated with constricting chest pain. Intracranial bleeding has
been reported in association with the increase in blood pressure. Patients should be instructed as to the
signs and symptoms of severe hypertension and advised to seek immediate medical attention if these signs
or symptoms are present.

In 6 of the 7 clinical studies conducted with EMSAM at doses of 6 mg/24 hours—12 mg/24 hours, patients
were not limited to a modified diet typically associated with this class of compounds. Although no hyperten-
sive crises were reported as part of the safety assessment, the likelihood of developing this reaction cannot
be fully determined since the amount of tyramine typically consumed during the course of treatment is not
known and blood pressure was not continuously monitored.

To further define the likelihood of hypertensive crises with use of EMSAM, several Phase [ tyramine chai-
lenge studies were conducted both with and without food (see PRECAUTIONS, Drug Interactions,
Tyramine). In its entirety, the data for EMSAM 6 mg/24 hours suppert the recommendation that a modified
diet is not required at this dose. Due to the more limited data available for EMSAM 9 mg/24 hours, and the
results from the Phase | tyramine chailenge study in fed volunteers administered EMSAM 12 mg/24 hours
(see PRECAUTIONS, Drug Interactions, 7yramine), patients receiving these doses should follow Dietary
Maodifications Required for Patients Taking EMSAM 9 mg/24 hours and 12 mg/24 hours.

If a hypertensive crisis occurs, EMSAM should be discontinued immediately and therapy to lower blood
pressure should be instituted immediately. Phentolamine 5 mg or labetalol 20 mg administered slowly
intravenously is recommended therapy te control hypertension. Alternately, nitroprusside delivered by con-
tinuous intravenous infusion may be used. Fever should be managed by means of external cooling. Patients
must be closely monitored until symptoms have stabilized.

Dietary Modifications Required for Patients Taking EMSAM 9 mg/24 hours and 12 mg/24 hours

The following foods and beverages should be avoided beginning on the first day of EMSAM 8 mg/24 hours

or 12 mg/24 hours treatment and should continue to be avoided for two weeks after a dose reduction to

EMSAM 6 mg/24 hours or following the discontinuation of EMSAM 9 mg/24 hours or 12 mg/24 houts.
Food and beverages to avoid and those which are acceptable':

Class of Food and Tyramine-Rich Foods and Beverages
Beverage to Avoid

Meat, Poultry and Fish | Air dried, aged and fermented meats,
sausages and salamis {including cacciatore,
hard salami and mortadella); pickled
herring; and any spoiled or improperly
stored meat, poultry and fish (e.g., foods
that have undergone changes in coloration,
odor, or become moldy); spoiled or
improperly stored animal livers

Acceptable Foods, Containing
No or Little Tyramine

Fresh meat, poultry and fish,
including fresh processed
meats {e.g., lunch meats, hot
dogs, breakfast sausage, and
cooked sliced ham)

Vegetables Broad bean pods (fava bean pods) All other vegetables

Dairy Aged cheeses Pracessed cheeses, mozzarella,
ricotta cheese, cottage cheese
and yogurt

Beverages All varieties of tap beer, and beers As with other antidepressants,

concomitant use of alcohol with
EMSAM is not recommended.
(Bottled and canned beers and
wines contain little or no
tyramine.}

Brewer’s yeast, baker’s yeast,
soy milk, commercial chain-

that have not been pasteurized so as
to allow for ongoing fermentation

Concentrated yeast extract {e.g., Marmite),
sauerkraut, most soybean products
{including soy sauce and tofu), 0TC restaurant pizzas prepared
supplements ¢ontaining tyramine with cheeses low in tyramine

T Adapted from K. 1. Shulman, S. E. Walker. Psychiatric Annals. 2001; 31:378-384.

Use With Other Drugs Affecting Moneamine Activity

Serious, sometimes fatal, central nervous system (CNS) toxicity referred to as the “serotonin syndrome” has
been reported with the combination of non-selective MAQIs with certain other drugs, including tricyclic or
selective serotonin reuptake inhibiter antidepressants, amphetamines, meperidine, or pentazocine.
Serotenin syndrome is characterized by signs and symptoms that may include hyperthermia, rigidity,
myoclonus, autonomic instability with rapid fluctuations of the vital signs, and mental status changes that
include extreme agitation progressing to delirium and coma. Simifar less severe syndromes have been
reported in a few patients receiving a combination of oral sefegiline with one of these agents.

Therefore, EMSAM should not be used in combination with selective serotonin reuptake inhibitors (SSRIs,
e.g., fluoxetine, sertraline, paroxetine); dual serotonin and norepinephrine reuptake inhibitors (SNRIs,
e.g., venlafaxine and duloxetine); tricyclic antidepressants {TCAs, e.g., imipramine and amitriptyline); oral
selegiline or other MAOIs {e.g., isocarboxazid, phenelzine, and tranylcypromine), mirtazapine; bupropion
hydrochloride; meperidine and analgesic agents such as tramadol, methadone, and propoxyphene; the anti-
tussive agent dextromethorphan, or St. John's wort because of the risk of life-threatening adverse reactions.
Also, EMSAM should net be used with sympathomimetic amines, including amphetamines as well as celd

Miscellaneous




products and weight-reducing preparations that contain vasoconstrictors (e.g., pseudoephedrine, phenyle-
phrine, phenylpropanolamine, and ephedrine). (See CONTRAINDICATIONS.)

Concomitant use of EMSAM (selegiline transdermal system) with buspirone hydrochloride is not advised
since several cases of elevated blood pressure have been reported in patients taking MAQIs who were then
given buspirene HCI.

After stopping treatment with SSRIs; SNRIs; TCAs; MAOIs; meperidine and analgesics such as tramadol,
methadone, and propoxyphene; dextromethorphan; St. John's wort; mirtazapine; bupropion HCI; or buspirone
HC, a time period equal to 4-5 half-lives (approximately 1 week) of the drug or any active metabolite shouic
elapse before starting therapy with EMSAM. Because of the long halif-life of fluoxetine and its active
metabolite, at least five weeks should elapse between discontinuation of fluoxetine and initiation of treat-
ment with EMSAM. At least two weeks should elapse after stopping EMSAM before starting therapy with
buspirone HCI or a drug that is contraindicated with EMSAM.

PRECAUTIONS

General

Hypotension

As with other MAOIs, postural hypotension, sometimes with orthostatic symptoms, can accur with EMSAM
therapy. In short-term, placebo-controlled depression studies, the incidence of orthostatic hypotension (i.e.,
a decrease of 10 mmHg or greater in mean blood pressure when changing position from supine or sitting
to standing) was 9.8% in EMSAM-treated patients and 6.7% in placebo-treated patients. It is recommend-
ed that elderly patients treated with EMSAM be closely observed for postural changes in blood pressure
throughout treatment. Dose increases should be made cautiously in patients with pre-existing orthostasis.
Postural hypotension may be relieved by having the patient reciine until the symptoms have abated. Patients
should be cautioned to change positions gradually. Patients displaying orthostatic symptoms should have
appropriate dosage adjustments as warranted.

Activation of Mania/Hypomania

During Phase !l trials, a manic reaction occurred in 8/2036 (0.4%) patients treated with EMSAM. Activation
of mania/hypomania can occur in a smail proportion of patients with major affective disorder treated with
other marketed antidepressants. As with all antidepressants, EMSAM should be used cautiously in patients
with a history of mania. :

Use in Patients With Concomitant fiiness

Clinical experience with EMSAM in patients with certain concomitant systemic ifinesses is limited. Caution
is advised when using EMSAM in patients with disorders or conditions that can produce aitered metaho-
lism or hemodynamic respenses.

EMSAM has not been systematically evaluated in patients with a history of recent myocardial infarction
or unstable heart disease. Such patients were generally excluded from clinical studies during the product’s
premarketing testing.

No ECG abnormalities attributable to EMSAM were observed in clinical trials.

Although studies of phenylpropanclamine and pseudoephedrine did not reveal pharmacokinetic drug inter-
actions with EMSAM, it is prudent to avoid the concomitant use of sympathomimetic agents, such as some
decongestants.

Information for Patients
Prescribers or other health professionals should inform patients, their families, and their caregivers about
the benefits and risks associated with treatment with EMSAM and should counsel them in its appropriate
use. A patient Medication Guide About Using Antidepressants in Children and Teenagers is available
for EMSAM. The prescriber or health professional should instruct patients, their families, and their care-
givers to read the Medication Guide and should assist them in understanding its contents. Patients should
be given the opportunity to discuss the contents of the Medication Guide and to obtain answers to any ques-
tions they may have. The complete text of the Medication Guide is reprinted at the end of this document.
Patients shouid be advised of the following issues and asked to alert their prescriber if these occur while
taking EMSAM.

Clinical Worsening and Suicide Risk

Patients, their families and their caregivers should be encouraged to be alert to the emergence of anxiety,
agitation, panic attacks, insomnia, irritability, hostility, aggressiveness, impulsivity, akathisia {psychomotor
restlessness), hypomania, mania, other unusual changes in behavior, worsening of depression, and suicidal
ideation, especially early during antidepressant treatment or when the dose is adjusted up or down. Families
and caregivers of patients should be advised to observe for the emergence of such symptoms on a day-to-
day basis, since changes may be abrupt. Such symptoms should be reported to the patient’s prescriber or
health professional, especially if they are severe, abrupt in onset, or were not part of the patient's present-
ing symptoms. Symptoms such as these may be associated with an increased risk for suicidal thinking and
behavior and indicate a need for very close monitoring and possibly change in the medication.

General
Patients should be advised not to use oral selegiline while on EMSAM therapy.

Patients should be advised not to use carbamazepine or oxcarbazepine while on EMSAM therapy.

Patients should be advised not to use meperidine and analgesic agents such as tramadol, methadone, and
propoxyphene.

Patients should be advised not to use sympathomimetic agents while on EMSAM therapy.

Patients should be advised not to use selective serofonin reuptake inhibitors (SSRis, e.g., fluoxetine,
sertraline, paroxetine, and St. John's wort), dual serotonin and norepinephrine reuptake inhibitors (SNRIs,
e.g., venlafaxine and duloxetine}, tricyclic antidepressants (TCAs, e.g., imipramine and amitriptyfing),
mirtazapine, oral selegiline or other MAOIs (e.g., isocarboxazid, phenelzine, and tranylcypromine), bupropi-
on hydrochloride or buspirone hydrochioride while on EMSAM therapy.

EMSAM has not been shown to impair psychomotor performance; however, any psychoactive drug may
potentially impair judgment, thinking, or motor skills. Patients should be cautioned about operating haz-
ardous machinery, including automobiles, until they are reasonably certain that EMSAM therapy does not
impair their ability to engage in such activities.

Patients should be told that, although EMSAM has not been shown to increase the impairment of mental
and motor skills caused by alcohol, the concomitant use of EMSAM and alcohol in depressed patients is not
recommended.

Patients should be advised to notify their physician if they are taking, or plan to take, any prescription or
over-the-counter drugs, including herbals, because of the potential for drug interactions. Patients should
also be advised to avoid tyramine-containing nutritional supplements and any cough medicine containing
dextromethorphan.

Patients should he advised to use EMSAM exactly as prescribed. The need for dietary modifications at
higher doses should be explained, and a brief description of hiypertensive crisis provided. Rare hypertensive
reactions with oral selegitine at doses recommended for Parkinson’s disease and associated with dietary
influences have been reported. The clinical relevance to EMSAM is unknown.

Patients should be advised that certain tyramine-rich foods and beverages should be avoided while on
EMSAM 9 mg/24 hours or EMSAM 12 mg/24 hours, and for two weeks following discontinuation of EMSAM
at these doses (see CONTRAINDICATIONS and WARNINGS).

Patients should be instructed to immediately report the occurrence of the following acute symptoms:
severe headache, neck stiffness, heart racing or palpitations, or other sudden or unusual symptoms.

Patients should be advised to avoid exposing the EMSAM application site to externat sources of direct
heat, such as heating pads or electric blankets, heat tamps, saunas, hot tuhs, heated water beds, and pro-
longed direct sunlight since heat may resutt in an increase in the amount of selegiline absorbed from the
EMSAM patch and produce elevated serum levels of selegiline.

Patients should be advised to change position gradually if lightheaded, faint, or dizzy while on EMSAM
therapy.

Patients should be advised to notify their physician if they become pregnant or intend to hecome pregnant
during EMSAM therapy.

Patients should be advised to notify their physician if they are breast-feeding an infant.

While patients may notice improvement with EMSAM (selegiline transdermal system) therapy in one to
several weeks, they shouid be advised of the importance of continuing drug treatment as directed.

Patients should be advised not ta cut the EMSAM system into smaller portions.

For instructions on how to use EMSAM, see DOSAGE AND ADMINISTRATION, How to Use EMSAM.

Drug Interactiens

The potential for drug interactions between EMSAM and a variety of drugs was examined in several human
studies. Drug interaction studies described below were conducted with EMSAM 6 mg/24 hours. Although
no differences are expected, drug interaction studies have not been conducted at higher doses {see In vitro
Metabolism in Full Prescribing Information). In all of the studies described below, no drug-related adverse
events were noted that required discontinuation of any subjects. Further, the incidence and nature of the
adverse events were consistent with those known for selegitine or the test agent.

Alcohof

The pharmacokinetics and pharmacodynamics of alcohot (0.75 mg/kg) alone or in combination with
EMSAM 6 mg/24 hours for 7 days of treatment was examined in 16 heaithy volunteers. No clinically signif-
icant differences were observed in the pharmacokinetics or pharmacadynamics of alcohol or the pharma-
cokinetics of selegiline during co-administration. Aithough EMSAM has not been shown to increase the
impairment of mental and motor skills caused by alcohol (0.75 mg/kg) and failed to alter the pharmacoki-
netic properties of aicohol, patients shouid be advised that the use of alcohol is not recommended while
taking EMSAM.

Alprazolam
In subjects who had received EMSAM 6 mg/24 hours for 7 days, co-administration with alprazolam
(15 mg/day), a CYP3A4/5 substrate, did not affect the pharmacokinetics of either sefegiline or alprazolam.

Carbamazepine

Carbamazepine is an enzyme inducer and typically causes decreases in drug exposure, however, slightly
increased fevels of selegiline and its metabolites were seen after single application of EMSAM 6 mg/24 hours
in subjects who had received carbamazepine (400 mg/day) for 14 days. Changes in plasma selegiline
concentrations were nearly two-fold, and variable across the subject population. The clinical relevance of
these observations is unknown. Carbamazepine is contraindicated with MAOIs, including selegiline {see
CONTRAINDICATIONS).

lbuprofen
In subjects who had received EMSAM 6 mg/24 hours for 11 days, combined administration with the CYP2C9
substrate ibuprofen (800 mg single dose) did not affect the pharmacokinetics of either selegiline or ibuprofen.

Ketoconazole

Seven-day treatment with kefoconazole (200 mg/day), a potent inhibitor of CYP3A4, did not affect the
steady-state pharmacokinetics of selegiline in subjects who received EMSAM 6 mg/24 hours for seven days
and no differences in the pharmacokinetics of ketoconazole were observed.

Levothyroxine

In healthy subjects who had received EMSAM 6 mg/24 hours for 10 days, single dose administration with
levothyroxine (150 g} did not alter the pharmacokinetics of either selegiline or levothyroxine (as judged by
Ty and T, plasma levels).

Olanzapine

In subjects who had received EMSAM 6 mg/24 hours for 10 days, co-administration with olanzapine, a
substrate for CYP1A2, CYP2D6, and possibly CYP2A, did not affect the pharmacokinetics of either selegi-
line or olanzapine.

Phenylpropanolamine (PPA)

In subjects who had received EMSAM 6 mg/24 hours for 9 days, co-administration with PPA (25 mg every
4 hours for 24 hours) did not affect the pharmacokinetics of PPA. There was a higher incidence of significant
blood pressure elevations with the co-administration of EMSAM and PPA than with PPA alone, suggesting
a possible pharmacodynamic interaction. it is prudent to avoid the concomitant use of sympathomimetic
agents with EMSAM.

Pseudoephedrine

EMSAM 6 mg/24 hours for 10 days, co-administered with pseudoephedrine (60 mg three times a day) did
not affect the pharmacokinetics of pseudoephedrine. The effect of pseudoephedrine on EMSAM was not
examined. There were no clinically significant changes in bicod pressure during pseudoephedrine adminis-
tration alone, or in combination with EMSAM. Nonetheless, it is prudent to avoid the concomitant use of
sympathomimetic agents with EMSAM.

Risperidone

In subjects who had received EMSAM 6 mg/24 hours for 10 days, co-administration with risperidone (2 mg
per day for 7 days), a substrate for CYP2D6, did not affect the pharmacokinetics of either selegitine or
risperidone.

Tyramine

Selegiline {the drug substance of EMSAM} is an irreversible inhibitor of monoamine oxidase (MAO), a
ubiquitous intraceltular enzyme. MAO exists as two isoenzymes, referred to as MAO-A and MAQ-B. Selegiline
shows greater affinity for MAO-B; however, as selegiline concentration increases, this selectivity is lost with
resulting dose-related inhibition of MAQ-A. Intestinal MAD is predominantly type A, while in the brain both
isoenzymes exist.

MAO plays a vital physiological role in terminating the biological activity of both endogenous and exogenous
amines. In addition to their role in the catabolism of monoamines in the CNS, MACs are also important in the
catabolism of exogenous amines found in a variety of foods and drugs. MAO in the gastrointestinal tract
(primarily type A) provides protection from exogenous amines with vasopressor actions, such as tyramine,
which if absorbed intact can cause a hypertensive crisis, the so-called “cheese reaction.” If a large amount
of tyramine is absorbed systemically, it is taken up by adrenergic neurons and causes norepinephrine
release from neuronal storage sites with resultant elevation of blood pressure. While most foods contain
negligible amounts or no tyramine, a few food products {see WARNINGS) may contain large amounts of
tyramine that represent a potential risk for patients with significant inhibition of intestinal MAO-A resulting
from administration of MAQIs. Tyramine-containing nutritional supplements should be avoided by patients
taking EMSAM.

Animal studies have indicated the transdermal administration of selegiline via EMSAM 6 mg/24 hours
allows for criticat levefs of MAQ inhibition to be achieved in the brain while avoiding levels of gastrointestinal
inhibition. To further define the risk of hypertensive crises with use of EMSAM, several Phase | tyramine
challenge studies were conducted both with and without food.

Fourteen tyramine challenge studies including 214 healthy subjects (age range 18-65; 31 subjects >50
years of age) were conducted to determine the pressor effects of oral tyramine with concurrent EMSAM
treatment (6 mg/24 hours—12 mg/24 hours), measured as the dose of tyramine required to raise systolic
blood pressure by 30 mmHg (TYR30). Studies were conducted with and without concomitant administration
of food. Studies conducted with food are most relevant to clinical practice since tyramine typically will be
consumed in food. A high-tyramine meal is considered to contain up to 40 mg of tyramine.

One study using a crossover design in 13 subjects investigated tyramine pressor doses {TYR30) after
administration of EMSAM 6 mg/24 hours and oral selegiline (5 mg twice daily) for 9 days. Mean pressor
doses {TYR30) of tyramine capsules administered without food were 338 mg and 385 mgq in subjects treated
with EMSAM and oral selegiline, respectively.

Another study using a crossover design in 10 subjects investigated tyramine pressor doses after
administration of EMSAM 6 mg/24 hours or tranylcypromine 30 mg/day for 10 days. Mean pressor doses
(TYR30) of tyramine capsules administered without food were 270 mg in subjects treated with EMSAM
6 mg/24 hours and 10 mg in subjects treated with tranylcypromine.

In a third crossover study, fyramine without focd was administered to 12 subjects. The mean tyramine
pressor doses (TYR30) after administration of EMSAM 6 mg/24 hours for 9 and 33 days were 292 mg and



204 mg, respectively. The lowest pressor dose was 50 mg in one subject in the 33-day group.

Tyramine pressor doses were also studied in 11 subjects after extended treatment with EMSAM (selegiline
transdermal system) 12 mg/24 hours. At 30, 60, and 90 days, the mean pressor doses (TYR30) of tyramine
administered without food were 95 mg, 72 mg, and 88 mg, respectively. The lowest pressor dose without
food was 25 mg in 3 subjects at day 30 while on EMSAM 12 mg/24 hours. Eight subjects from this study,
with a mean tyramine pressor dose of 64 mg at 90 days, were subsequently administered tyramine with
food, resuiting in @ mean pressor dose of 172 mg (2.7 times the mean pressor dose observed without food,
p <0.003).

With the exception of one study (N=153), the phase Hl clinical development program was conducted with-
out requiring a modified diet (N=2553, 1606 at 6 mg/24 hours, and 947 at 9 mg/24 hours or 12 mg/24 hours).
No hypertensive crises were reported in any patient receiving EMSAM.

In its entirety, the data for EMSAM 6 mg/24 hours support the recommendation that a modified diet is not
required at this dose. Due to the more fimited data available for EMSAM 9 mg/24 hours and 12 mg/24 hours,
patients receiving these doses should foliow Dietary Modifications Required for Patients Taking EMSAM
9 mg/24 hours and 12 mg/24 hours. (See WARNINGS.}

Warfarin
Warfarin is a subsirate for CYP2C9 and CYP3A4 metabolism pathways. In heaithy volunteers titrated with
Coumadin® (warfarin sodium) to clinical levels of anticoagulation (INR of 1.5 to 2), co-administration
with EMSAM 8 mg/24 hours for 7 days did not affect the pharmacokinetics of the individual warfarin
enantiomers. EMSAM did not alter the clinical pharmacodynamic effects of warfarin as measured by INR,
Factor Vit or Factor X levels.
Carei is, M
Carcinogenesis
In an oral carcinogenicity study in rats, selegiline given in the diet for 104 weeks was not carcinogenic up
{0 the highest evaluable dose tested (3.5 mg/kg/day, which is 3 times the oral maximum recommended
human dose on a mg/m2 basis).

Carcinogenicity studies have not been conducted with transdermal administration of selegiline.

Mutagenesis

Selegiline induced mutations and chromosomal damage when tested in the in vitro mouse lymphoma assay
with and without metabolic activation. Selegiline was negative in the Ames assay, the in vifro mammalian
chromosome abetration assay in human lymphocytes, and the in vivo oral mouse micronucleus assay.

Impairment of Fertility

A mating and fertility study was conducted in male and female rats at transdermal doses of 10, 30, and
75 mg/kg/day of selegiline (8, 24 and 60 times the maximum recommended human dose of EMSAM
[12 mg/ 24 hours] on a mg/m? basis). Slight decreases in sperm concentration and total sperm count were
observed at the high dose; however, no significant adverse effects on fertility or reproductive performance
were observed.

Impairment of Fertility

Teratogenic Effects - Pregnancy Category C

In an embryofetal development study in rats, dams were treated with transdermal selegiline during the pericd
of organogenesis at doses of 10, 30, and 75 mg/kg/day (8, 24, and 60 times the maximum recommended
human dose [MRHD] of EMSAM [12 mg/24 hours] on a mg/m? basis). At the highest dose there was a
decrease in fetal weight and slight increases in malformations, delayed ossification {also seen at the mic
dose}, and embryofetal post-impiantation lethaiity. Concentrations of selegiline and its metabolites in fetal
plasma were generally similar to those in maternal plasma. In an oral embryofetal development study in
rats, a decrease in fetal weight occurred at the highest dose tested (36 mg/kg; no-effect dose 12 mg/kg);
no increase in malformations was seen.

In an embryofetal development study in rabbits, dams were treated with transdermal selegifine during the
period of organogenesis at doses of 2.5, 10, and 40 mg/kg/day (4, 18, and 64 times the MRHD on a mg/m?
basis). A slight increase in visceral malformations was seen at the high dose. In an oral embryofetal devel-
opment study in rabbits, increases in total resorptions and post-implantation loss, and a decrease in the
number of live fetuses per dam, occurred at the highest dose tested (50 mg/kg; nc-effect dose 25 mg/kg).

In a prenatal and postnatal development study in rats, dams were Ireated with fransdermal selegiline at
doses of 10, 30, and 75 myg/kg/day (8, 24, and 60 times the MRHD on a mg/m? basis) on days 6-21 of ges-
tation and days 1-21 of the lactation period. An increase in post-implantaticn loss was seen at the mid and
high doses, and an increase in stillborn pups was seen at the high dose. Decreases in pup weight (through-
out lactation and post-weaning periods) and survival (throughout lactation periad), retarded pup physical
development, and pup epididymal and testicular hypoplasia, were seen at the mid and high doses. Retarded
neurobehavioral and sexual development was seen at all doses. Adverse effects on pup reproductive per-
formance, as evidenced by decreases in implantations and litter size, were seen at the high dose. These
findings suggest persistent effects on the offspring of treated dams. A no-effect dose was not established
for developmental toxicity. In this study concentrations of selegiline and its metabolites in milk were ~ 15
and 5 times, respectively, the concentrations in plasma, indicating that the pups were directly dosed during
the lactation period.

There are no adequate and well-controlled studies in pregnant women. EMSAM should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.

Lahor and Delivery
The effect of EMSAM on tabor and delivery in humans is unknown.

Nursing Mothers

In a prenatal and postnatal study of transdermal selegiline in rats, selegiline and metabolites were
excreted into the milk of Jactating rats. The levels of selegiline and mefabolites in milk were approximately
15 and 5 times, respectively, steady-state levels of selegiline and metabolites in maternal plasma. It is not
known whether this drug is excreted in human milk. Because many drugs are excreted in human milk,
caution should be exercised administering EMSAM to a nursing mother.

Pediatric Use
Safely and effectiveness in the pediatric population have not been established (see BOX WARNING and
WARNINGS, Clinical Worsening and Suicide Risk).

Anyone considering the use of EMSAM in a child or adolescent must balance the potential risks with the
clinical need.

Geriatric Use
One hundred ninety-eight (198) elderly (=65 years of age) patients participated in clinical studies with EMSAM
6 mg/24 hours fo 12 mg/24 howrs. There were no overall differences in effectiveness between elderly and
younger patients. In short-term, placebo-controlied depression trials, patients age 50 and older appeared to
be at higher risk for rash (4.4% EMSAM versus 0% placebo) than younger patients (3.4% EMSAM versus
2.4% placebo).

ADVERSE REACTIONS

The premarketing development program for EMSAM included selegiline expostires in patients and/or normal
subjects from twe different groups of studies: 702 healthy subjects in clinical pharmacology/pharmacoki-
netics studies and 2036 exposures from patients in controlted and uncontrolled major depressive disorder
clinical trials. The conditions and duration of treatment with EMSAM varied and included double-blind,
open-label, fixed-dose, and dose titration studies of shori-term and longer-term exposures. Safety was
assessed by monitoring adverse events, physical examinations, vital signs, body weights, laboratory analy-
ses, and ECGs.

Adverse events during exposure were obtained primarily by general inquiry and recorded by clinical
investigators. In the tables and tabufations that foliow, standard COSTART terminology has been used to
classify reported adverse events. The stated frequencies of adverse events represent the proportion of indi-
viduals who experienced, at least once, a freatment-emergent adverse event of the type listed. An event was
considered treatment-emergent if it occurred for the first time or worsened while receiving therapy follow-
ing baseline evaluation.

Adverse Findings Observed in Short-Term, Placebo-Controlled Trials

Adverse Events Associated with Discontinuation of Tr

Among 817 depressed patients who received EMSAM (seiegiline transdermal system) at doses of either
3 mg/24 hours {151 patients), 6 mg/24 hours (550 patients) or 6 mg/24 hours, 9 mg/24 hours, and
12 mg/24 hours {116 patients} in placebo-controlied trials of up to 8 weeks in duration, 7.1% discontinued
treatment due to an adverse event as compared with 3.6% of 668 patienis receiving placebo. The only
adverse event associated with discontinuation, in at least 1% of EMSAM-treated patients at a rate at least
twice that of placebo, was application site reaction (2% EMSAM vs. 0% placebo).

Adverse Events Occurring at an Incidence of 2% or More Among EMSAM- Treated Patients

Table 1 enumerates adverse events that occurred at an incidence of 2% or more (rounded to the nearest
percent) among 817 depressed patients who received EMSAM in doses ranging from 3 fo 12 mg/24 hours
in placebo-controlled trials of up to 8 weeks in duration. Events included are those occutring in 2% or more
of patients treated with EMSAM and for which the incidence in patients treated with EMSAM was greater
than the incidence in placebo-treated patients.

Only one adverse event was associated with a reporting of at least 5% in the EMSAM group, and a rate
at least twice that in the placebo group, in the pool of short-term, placebo-controlled studies: application
site reactions (see Application Site Reactions, below). In one such study which utitized higher mean doses
of EMSAM than that in the entire study pool, the following events met these criteria: application site reac-
tions, insomnia, diarrhea, and pharyngitis.

These figures cannot be used to predict the incidence of adverse events in the course of usual medical
practice where patient characteristics and other factors differ from those that prevailed in the clinical trials.
Similarly, the cited frequencies cannot be compared with figures obtained from other clinical investigations
involving different treatments, uses, and investigators. The cited figures, however, do provide the prescrib-
ing physicians with some basis for estimating the relative contribution of drug and non-drug factors to the
adverse event incidence rate in the population studied.

Table 1. Treatment-Emergent Adverse Events: Incidence in Placebo-Controlied Clinical Trials for
Major Depressive Disorder with EMSAM(

Body System/Preferred Term EMSAM (N=817) l Placebo (N=668)
(% of Patients Reporting Event)

Body as a Whole

Headache 18 17
Digestive

Diarrhea 9 7

Dyspepsia 4 3
Nervous

Insomnia 12 7

Dry Mouth 8 6
Respiratory

Pharyngitis 3 2

Sinusitis 3 1
Skin

Application Site Reaction 24 12

Rash 4 2

() Events reported by at least 2% of patients treated with EMSAM are included, except the following events
which had an incidence on placebo treatment = to EMSAM: infection, nausea, dizziness, pain, abdomi-
nal pain, nervousness, back pain, asthenia, anxisty, flu syndrome, accidental injury, somnolence, rhinitis,
and palpitations.

Application Site Reactions

In the pool of short-term, placebo-controlled major depressive disorder studies, application site reactions
{ASRs) were reported in 24% of EMSAM-treated patients and 12% of piacebo-treated patients. Most ASRs
were mild or moderate in severity. None were considered serious. ASRs led to dropout in 2% of EMSAM-
treated patients and no placebo-treated patients.

In cne such study which utilized higher mean doses of EMSAM, ASRs were reported in 40% of EMSAM-
treated patients and 20% of placebo-treated patients. Most of the ASRs in this study were described as ery-
thema and most resolved spontaneously, requiring no treatment. When treatment was administered, it most
commonly consisted of dermatological preparations of corticosteroids.

Male and Female Sexual Dysfunction with MAO-Inhibitors
Although changes in sexual desire, sexual performance and sexual satisfaction often occur as manifesta-
tions of a psychiatric disorder, they may alsc be a consequence of pharmacologic treatment.

Reliable estimates of the incidence and severity of untoward experiences involving sexual desire, per-
formance, and satisfaction are difficult to obtain, in part because patients and physicians may be reluctant
to discuss them. Accordingly, estimates of the incidence of untoward sexual experience and performance
cited in product labeling are likely to underestimate their actual incidence. Table 2 shows that the incidence
rates of sexual side effects in patients with major depressive disorder are comparable to the placebo rates
in placebo-controfled trials.

Table 2. Incidence of Sexual Side Effects in Placebo-Gontrolled Clinical Trials with EMSAM

Adverse Event EMSAM | Placebo
IN MALES ONLY
{N=304) (N=256)
Abnormal Ejaculation 1.0% 0.0%
Decreased Libido 0.7% 0.0%
Impotence 0.7% 0.4%
Anorgasmia 0.2% 0.0%
IN FEMALES ONLY
(N=513) (N=412)
Decreased Libido 0.0% 0.2%

There are no adequately designed studies examining sexual dysfunction with EMSAM treatment.

Vital Sign Changes
EMSAM and placebo groups were compared with respect to (1} mean change from baseline in vital signs
(pulse, systolic blood pressure, and diastolic bicod pressure) and {2) the incidence of patients meeting cri-
teria for potentially clinically significant changes from baseline in these variables. in the pool of short-term,
placebo-controlled major depressive disorder studies, 3.0% of EMSAM-treated patients and 1.5% of placebo-
freated patients experienced a low systofic blood pressure, defined as a reading less than or equal to
90 mmHg with a change from baseline of at least 20 mmHg. In one study which utilized higher mean doses
of EMSAM, 6.2% of EMSAM-treated patients and no placebo-treated patients experienced a low standing
systolic blood pressure by these criteria.

In the pool of short-term major depressive disorder trials, 9.8% of EMSAM-treated patients and 6.7% of
placebo-treated patients experienced a notable orthostatic change in blood pressure, defined &s a decrease
of at least 10 mmHg in mean blood pressure with postural change.



Weight Changes
In placebo-controlled studies (6-8 weeks), the incidence of patients who experienced =5% weight gain or
weight loss is shown in Table 3.

Table 3. Incidence of Weight Gain and Weight Loss in Placebo-Controlled Trials with
EMSAM (selegiline transdermal system)

Weight Change EMSAM Placebo
(N=757) (N=614)
Gained = 5% 21% 2.4%
Lost = 5% 5.0% 2.8%

In these trials, the mean change in body weight among EMSAM-treated patients was -1.2 Ibs compared to
+0.3 Ibs in placebo-treated patients.

Laboratory Changes

EMSAM and placebo groups were compared with respect to (1) mean change from baseline in various
serum chemistry, hematology, and urinalysis variables and (2) the incidence of patients meeting criteria for
potentially clinically significant changes from baseline in these variables. These analyses revealed no clini-
cally important changes in laboratory test parameters associated with EMSAM.

ECG Changes
Electrocardiograms (ECGs) from EMSAM (N=817) and placebo (N=668) groups in controlled studies were
compared with respect to (1) mean change from baseline in various ECG parameters and (2) the incidence
of patients meeting criteria for clinically significant changes from baseline in these variables.

No clinically meaningful changes in ECG parameters from baseline to final visit were observed for patients
in controlled studies.

Other Events Observed During the Premarketing Evaluation of EMSAM

During the premarketing assessment in major depressive disorder, EMSAM was administered to 2036
patients in Phase Ill studies. The conditions and duration of exposure to EMSAM varied and included
double-blind and open-label studies.

In the tabulations that follow, reported adverse events were classified using a standard COSTART-based
dictionary terminology. All reported adverse events are included except those already listed in Table 1 or
elsewhere in labeling, and those events occurring in only one patient. It is important to emphasize that
although the events occurred during treatment with EMSAM (selegiline transdermal system), they were not
necessarily caused by it.

Events are further categorized by body system and listed in order of decreasing frequency according to
the following definitions: frequent adverse events are those occurring on one or more occasions in at least
1/100 patients; infrequent adverse events are those occurring in less than 1/100 patients but at least
1/1000 patients; rare events are those occurring in fewer than 1/1000 patients.

Body as a Whole: Frequent: Chest pain, neck pain. Infrequent: Bacterial infection, fever, cyst, fungal infec-
tion, chills, viral infection, suicide attempt, neck rigidity, pelvic pain, photosensitivity reaction, face edema,
flank pain, hernia, intentional injury, neoplasm, generalized edema, overdose. Rare: Body odor, halitosis,
heat stroke, parasitic infection, malaise, moniliasis.

Cardiovascular System: Frequent: Hypertension. Infrequent: Vasodilatation, tachycardia, migraine, syncope,
atrial fibrillation, peripheral vascular disorder. Rare: Myocardial infarct.

Digestive System: Frequent: Constipation, flatulence, anorexia, gastroenteritis, vomiting. Infrequent:
Increased appetite, thirst, periodontal abscess, eructation, gastritis, colitis, dysphagia, tongue edema,
glossitis, increased salivation, abnormal liver function tests, melena, tongue disorder, tooth caries. Rare: G
neoplasia, rectal hemorrhage.

Hemic and Lymphatic System: Frequent: Ecchymosis. Infrequent: Anemia, lymphadenopathy. Rare:
Leukocytosis, leukopenia, petechia.

Metabolic and Nutritional: Frequent: Peripheral edema. Infrequent: Hyperglycemia, increased SGPT,
edema, hypercholesteremia, increased SGOT, dehydration, alcohol intolerance, hyponatremia, increased
lactic dehydrogenase. Rare: Increased alkaline phosphatase, bilirubinemia, hypoglycemic reaction.

Musculoskeletal System: Frequent: Myalgia, pathological fracture. Infrequent: Arthralgia, generalized
spasm, arthritis, myasthenia, arthrosis, tenosynovitis. Rare: Osteoporosis.

Nervous System: Frequent: Agitation, paresthesia, thinking abnormal, amnesia. Infrequent: Leg cramps,
tremor, vertigo, hypertonia, twitching, emotional lability, confusion, manic reaction, depersonalization, hyper-
kinesias, hostility, myoclonus, circumoral paresthesia, hyperesthesia, increased libido, euphoria, neurosis,
paranoid reaction. Rare: Ataxia.

Respiratory System: Frequent: Cough increased, bronchitis. Infrequent: Dyspnea, asthma, pneumonia,
laryngismus. Rare: Epistaxis, laryngitis, yawn.

Skin and Appendages: Frequent: Pruritus, sweating, acne. Infrequent: Dry skin, maculopapular rash, con-
tact dermatitis, urticaria, herpes simplex, alopecia, vesiculobullous rash, herpes zoster, skin hypertrophy,
fungal dermatitis, skin benign neoplasm. Rare: Eczema.

Special Senses: Frequent: Taste perversion, tinnitus. Infrequent: Dry eyes, conjunctivitis, ear pain, eye
paln otms medla parosmla Rare: Mydriasis, otitis external, visual field defect.

: Frequent: Urinary tract infection, urinary frequency, dysmenorrhea, metrorrhagia.
lnfrequant Urmary tract infection (male), vaginitis, cystitis (female), hematuria (female), unintended preg-
nancy, dysuria (female), urinary urgency (male and female), vaginal moniliasis, menorrhagia, urination
impaired (male), breast neoplasm (female), kidney calculus (female), vaginal hemorrhage, amenorrhea,
breast pain, polyuria (female).

DRUG ABUSE AND DEPENDENCE
Controlled Substance Class
EMSAM is not a controlled substance.

Physical and Psychological Dependence
Several animal studies have assessed potential for abuse and/or dependence with chronic selegiline admin-
istration. None of these studies demonstrated a potential for selegiline abuse or dependence.

EMSAM has not been systematically studied in humans for its potential for abuse, tolerance, or physical
dependence. While the clinical trials did not reveal any tendency for any drug-seeking behavior, these obser-
vations were not systematic and it is not possible to predict on the basis of this limited experience the extent
to which a CNS-active drug will be misused, diverted, and/or abused once marketed. Consequently, patients
should be evaluated carefully for a history of drug abuse, and such patients should be observed closely for
signs of EMSAM misuse or abuse (e.g., development of tolerance, increases in dose, or drug-seeking
behavior).

OVERDOSAGE
There are no specific antidotes for EMSAM. If symptoms of overdosage occur, immediately remove the
EMSAM system and institute appropriate supportive therapy. For contemporary consultation on the man-
agement of poisoning or overdosage, contact the National Poison Control Center at 1-800-222-1222.
EMSAM is considered to be an irreversible, MAOI at therapeutic doses and, in overdosage, is likely to
cause excessive MAO-A inhibition, and may result in the signs and symptoms resembling overdosage with
other non-selective, oral MAQI antidepressants (e.g., tranylcypromine [Parnate®], phenelzine [Nardil®], or
isocarboxazide [Marplan®]).

Overdosage With Non-Selective MAO Inhibition
NOTE: The following is provided for reference only; it does not describe events that have actually been observed
with selegiline in overdosage. No information regarding overdose by ingestion of EMSAM is available.

Typical signs and symptoms associated with overdosage of non-selective MAOI antidepressants may not
appear immediately. Delays of up to 12 hours between ingestion of drug and the appearance of signs may
occur, and peak effects may not be observed for 24-48 hours. Since death has been reported following
overdosage with MAOI agents, hospitalization with close monitoring during this period is essential.

Overdosage with MAOI agents is typically associated with CNS and cardiovascular toxicity. Signs and
symptoms of overdosage may include, alone or in combination, any of the following: drowsiness, dizziness,
faintness, irritability, hyperactivity, agitation, severe headache, hallucinations, trismus, opisthotonos, convul-
sions, coma, rapid and irregular pulse, hypertension, hypotension and vascular collapse, precordial pain,
respiratory depression and failure, hyperpyrexia, diaphoresis, and cool, clammy skin. Type and intensity of
symptoms may be related to extent of the overdosage.

Treatment should include supportive measures, with pharmacological intervention as appropriate.
Symptoms may persist after drug washout because of the irreversible inhibitory effects of these agents on
systemic MAO activity. With overdosage, in order to avoid the occurrence of hypertensive crisis (“cheese
reaction”), dietary tyramine should be restricted for several weeks beyond recovery to permit regeneration
of the peripheral MAO-A isoenzyme.

DOSAGE AND ADMINISTRATION

Initial Treatment

EMSAM (selegiline transdermal system) should be applied to dry, intact skin on the upper torso (below the
neck and above the waist), upper thigh or the outer surface of the upper arm once every 24 hours. The rec-
ommended starting dose and target dose for EMSAM is 6 mg/24 hours. EMSAM has been systematically
evaluated and shown to be effective in a dose range of 6 mg/24 hours to 12 mg/24 hours. However, the trials
were not designed to assess if higher doses are more effective than the lowest effective dose of 6 mg/24 hours.
Based on clinical judgment, if dose increases are indicated for individual patients, they should occur in dose
increments of 3 mg/24 hours (up to a maximum dose of 12 mg/24 hours) at intervals of no less than two
weeks. As with all antidepressant drugs, full antidepressant effect may be delayed.

Patients should be informed that tyramine-rich foods and beverages should be avoided beginning on
the first day of EMSAM 9 mg/24 hours or 12 mg/24 hours treatment and should continue to be avoided for
two weeks after a dose reduction to EMSAM 6 mg/24 hours or following the discontinuation of EMSAM
9 mg/24 hours or 12 mg/24 hours (see WARNINGS).

Special Populations

No dosage adjustment is required for patients with mild to moderate renal or hepatic impairment. The
recommended dose for elderly patients (=65 years) is EMSAM 6 mg/24 hours daily. Dose increases, in the
elderly, should be made with caution and patients should be closely observed for postural changes in blood
pressure throughout treatment.

How to Use EMSAM

1. EMSAM should be applied to dry, intact skin on the upper torso (below the neck and above the waist),
upper thigh or the outer surface of the upper arm. A new application site should be selected with each
new patch to avoid re-application to the same site on consecutive days. Patches should be applied at
approximately the same time each day.

2. Apply the patch to an area of skin that is not hairy, oily, irritated, broken, scarred or calloused. Do not
place the patch where your clothing is tight which could cause the patch to rub off.

3. After you have selected the site for your patch, wash the area gently and thoroughly with soap and
warm water. Rinse until all soap is removed. Dry the area with a clean dry towel.

4. Just before you apply the patch, remove it from the pouch. Remove half of the protective backing and
throw it away. Try not to touch the exposed side (sticky side) of the patch, because the medicine could
come off on your fingers.

5. Press the sticky side of the patch firmly against the skin site that was just washed and dried. Remove
the second half of the protective liner and press the remaining sticky side firmly against your skin.
Make sure that the patch is flat against the skin (there should be no bumps or folds in the patch) and
is sticking securely. Be sure the edges are stuck to the skin surface.

6. After you have applied the patch, wash your hands thoroughly with soap and water to remove any
medicine that may have gotten on them. Do not touch your eyes until after you have washed your
hands.

7. After 24 hours, remove the patch. Do not touch the sticky side. As soon as you have removed the
patch, fold it so that the sticky side sticks to itself.

8. Throw away the folded patch so that children and/or pets cannot reach it.

9. Wash your hands with soap and water.

10. If your patch falls off, apply a new patch to a new site and resume your previous schedule.

11. Only one EMSAM patch should be worn at a time.

12. Avoid exposing the EMSAM application site to external sources of direct heat, such as heating pads
or electric blankets, heat lamps, saunas, hot tubs, heated water beds, and prolonged direct sunlight.

Maintenance Treatment

It is generally agreed that episodes of depression require several months or longer of sustained pharmacologic
therapy. The benefit of maintaining depressed patients on therapy with EMSAM at a dose of 6 mg/24 hours
after achieving a responder status for an average duration of about 25 days was demonstrated in a con-
trolled trial (see Clinical Efficacy Trials in Full Prescribing Information and INDICATIONS AND USAGE). The
physician who elects to use EMSAM for extended periods should periodically re-evaluate the long-term
usefulness of the drug for the individual patient.

DISTRIBUTED BY:

VAV 2 Bristol-Myers Squibb Company
Princeton, NJ 08543 U.S.A.

MANUFACTURED FOR:
Somerset Pharmaceuticals, Inc.
Tampa, FL 33607 USA
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You Treat Depression...
Prescribe

®
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A, EPA, Folic Acid, B¢, B2, Rx Only)

For Related
Deficiencies

. : o : : _ DHA Intake Predicts
“There is good evidence that psychiatric illness is associated with _ Prevalence of Depression

depletion of [Omega-3] and, crucially, that supplementation can
result in clinical amelioration.”
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Adapted from Hibbeln, J.R. Lancet 1998;351:1213.

“..reduced membrane DHA emerged as a significant predictor of depression...”
Edwards, R., et al. J Affect Disord 1998;48:149—-155.

Postpartum-"...lower DHA content in mothers’ milk...[was] associated with higher rates

of postpartum depression.”
Hibbeln, J.R. J Affect Disord 2002;69:15-29.

“Trials have shown that folate supplementation hastens recovery from depressive
episodes and enhances the effect of antidepressants.”
Morris, M.S., et al. Psychother and Psychosom 2003;72(2):80-7.

For Samples Call:

1-800-485-9828

FDA “Qualified Health Claims” Omega-3 Fatty Acids & Coronary Heart Disease. Consumption of omega-3 fatty acids may reduce the risk of
coronary heart disease. FDA evaluated the data and determined that, although there is scientific evidence supporting the claim, the evidence
is not conclusive. Docket No. 91N-0103.

FDA “Qualified Health Claims” B Vitamins & Vascular Disease. As part of a well-balanced diet that is low in saturated fat and cholesterol, Folic Acid, Vitamin B
and Vitamin B12 may reduce the risk of vascular disease. FDA evaluated the above claim and found that, while it is known that diets low in saturated fat and

cholesterol reduce the risk of heart disease and other vascular diseases, the evidence in support of the above claim is inconclusive. Docket No. 99P-3029. PHM 06136 ADV



Animi-3*
Each Capsule contains:

Start Spreading The News...

Folic Acid 1 mg
Viani g Some October 5-8, 2006 New York, NY
O -3 Acid: 500
Bz%i‘)sahe;‘aesnoic Acid (DHA) 350 ‘n‘:i TRAUMA AND VIOLENCE IN
-Eicosapentaenoic Acid (EPA) 35mg
Patent Pending OUR COMMUNITIES
Rx Only X
Description

Animi-3* Capsules are intended for oral administration.

Each Capsule Contains: 1 mg Folic Acid USP, 12.5 mg Vitamin Bg (Pyridoxine Hydrochloride, USP), 500
meg Vitamin By, (Cyanocobalamin, USP) and Pharmaceutical Grade Omega-3 Fish Ol providing 500 mg
Omega-3 Acids; including 350 mg D I ic Acid (DHA) and 35 mg Eicosapentaenoic Acid (EPA).
Also Contains: Yellow Beeswax NF, Sunflower Oil FCC, Bleached Lecithin NF, Ascorbic Acid USP, Mixed
Tocopherols NF, Ascorbyl Palmitate NF and a soft shell capsule (which contains; Gelatin USP, Glycerin NF,
Titanium Dioxide USP, FD&C Red 40 and USP Purified Water).

Save the date now to attend the American

Indication Psychiatric Association’s 58" Institute on
Anirqij3" Capsl}ljcs are indi{:ated for impmving qutritional status bgfore,' during and aﬁe‘r pregnancy and in Psychlatric Services’ APA ’s Iead'ng education a |
conditions requiring Essential Fatty Acid, Vitamin By, B¢ and Folic Acid supplementation. o - B -
Contraindications conference on clinical issues and community
This product is contraindicated in patients with a known hypersensitivity to any of the ingredients.

mental health to meet the service needs of
Precautions people with severe mental illness.
Folic Acid in doses above 0.1 mg daily may obscure pernicious anemia in that hematological remission can
occur while neurological manifestations remain progressive. —prae T L re than 100

Pediatric Use . p . I
Safety and effectiveness in pediatric patients have not been established. = mam popu ar
Adverse Reactions eveni
Allergic sensitization has been reported following oral, enteral and parenteral administration of folic acid.
Dosage and Administration
Adults — One capsule daily or one capsule twice daily, or as directed by a physician.
How Supplied
Animi-3" supplied as red opaque oblong Capsules. Each Capsule is imprinted with “PBM 540” in black
opacode.
Animi-3" Capsules are available in bottles of 60 capsules (NDC 66213-540-60).
Keep out of reach of children.
Dispense in a well-closed, tight light-resistant container as defined in the USP using a child-resistant
closure.
Sty Conditions: Store at 20-25°C (68-77°F). See USP Controlled Room T ture. Protect i : es and outCOme St

orage Conditions: Store at 20- — . See ontrolled Room Temperature. Protect from % ¢
light and moisture. S tvice Resear orders; Schlzo-

Pharmaceuticals
Rev. 0705

_ ( chotic d rhueh m v
PBM Phafmacemicals, Inc. = i X . -
Gordonsville, VA 22942 D U| Who Should Aﬂend'> ' ‘

© 2004 PBM Pharmaceuticals + Al APA Members
Al Rights Reserved. 800-485-9828 + Psychiatrists and mental health professionals in
community practice or the public sector including state and
Vieterans Affairs hospitals, community clinics, and jails and
prisons
é h h ) + Psychiatric Administrators
y + Mental health professionals interested in social issues that
OSlel" I nStltute 1 09 to 1 1 4 have an impact on patients and their families
o o + Minority psychiatrists and International Medical Graduates
PsyChlatl‘y ReVleW COlll‘SCS + Psychiatric Residents (only $60 for advance registration)
. + Nonmember Residents and Advocacy Group Members
approved for AMA/PRA category 1 credit (only $85 fo advance registaton)

Medical Students (fre registration); and
Consumers interested in recovery issues

for Written Exams
. Why Should You Attend?
Sel:i\t/fmbzer64_28(;()2’;)06N_ Pl'?bllifgh Earn up to 40 hours of category 1 CME credit
ay -0, — INEW YOor

Receive a 40% discount on APA member registration fees
for Oral Boards

Network with colleagues at receptions and other events
] ) ) Industry-supported lunch and inner symposia
Optional didactic day & 3 days of mock orals Valuable exhiithal rzes drawn each day
September 4 & 5-7— Pittsburgh Visit New York City's fabulous restaurants, theaters, museums, and shopping!
December 8 & 9-11 — San Francisco How Wil You Benefi?
January 15 & 16-18 — Chicago Learn about the latest updates and acquire new skills in clinical psychiatry, that can be
utiized to improve patient care;
May 2 & 3_5’ 2007 — New York Acquire a deeper understanding of how the current health care system affects patient
care;
. Demonstrate and apply new skills useful in clinical and public psychiatry settings;
for Child and Adolescent
November 14-16 — Seattle
o The Preliminary Program, which includes registration, housing, and travel information will be
N ew — B es t Of P SyCh Audlo available in May at www.psych.orq/20061PS or call 1-888-35-PSYCH and request a copy.

Recognize and improve mental health disparities in the community;
Online registration will begin on June 1.

Understand all aspects of recovery and how this affects families and the community; and
C all TOday . (800) 3 5 6'753 7 For more information, please contact:

Learn to diagnose and treat victims of trauma and violence in the community.
American Psychiatric Association

WWW. O S le ro O rg/ y6 8 a 1000 Wilson Bivd., Suite 1825 + Arlington, VA 22209-3901

Phone: 1-888- 35-PSYCH or (703) 907-7300  Fax: (703) 907-1090
L Y E-mail: apa@psych.org » Web: www.psych.org/20061PS
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In patients with schizophrenia who have been discharged. .. o

Up to

are not fully compliant with
their antipsychotic medication
within 7-10 days-

When you recognize these patients...
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are not fully compliant with
their antipsychotic medication
within 1 year'




Consider

RISPERDAL

The only long-acting

RISPERDAL CONSTA is indieated for the treatment of schizophrenia.

Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Elderly patients with dementia-refated 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 placeho-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,
Aithough the causes of death were varied, most of the deaths appeared to be either cardiovascular (e.g., heart failure, sudden death)
or infectious (e.., pneumonia) in nature, RISPERDAL® CONSTA® {risperidong) is not approved for the treatment of patients with
Dementiz-Related Psychosis,
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CONSTA

atypical antipsychotic

Provides 2 weeks of
continuous coverage

® While not guaranteeing compliance,
RISPERDAL CONSTA enables you to
recognize and intervene when a

patient misses a dose
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BEFORE PRESCRIBING, PLEASE CONSULT COMPLETE PRESCRIBING INFORMATION OF WHICH
THE FOLLOWING IS A BRIEF SUMMARY.
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mmmwmﬂh«mmhmm
seaer

m«w‘gum in the and rising from &
RISPERDAL* CONSTA® shoud be usad wih pacticular caution In (1) paients we inown

FISPERDAL®* CONSTA®, When inftiaticn of fucxating o panxeling 15 considesed, may be plaoed on 4
mmamm-mwmmm4mmmwmmmmpum
therapy Yo adusi for the empected incease in plamecmaﬂmsnhq:em For patiants traated with the
lowest avaiiable dese {25 mg), It is recommended b continug iresiment with the 25-mg dose uniess clnical
nmmummdwmmﬁlm‘wn mmﬂmmd

and &

of oral ri g use wilh RISPEADAL® CONSTA® iz not approved for the
mtdmmwmm (e Boxad WARNING, WARNINGS: Increased Mortality

ADVERSE REACTIONS: with tion of Ti I the 12wk, piacebe-cantmiled
Irial, the Incidance of schizcphvenic patients who disconfinued reatment due 1o an adverse event was lowsr with
FISPERDAL® CONSTA® (11%; mmlmmm{ﬁi 1438 patianis), Incidence in Controfled
Trilas: Commonly Observed Adversa Events in lled Clinical Trials: dty reporiad, irosiment-
mwtmsemmanmdﬁuwnmmmammSFEm‘mrm
{25 mg or 50 mg) and & least iwice thal of placebo were: somnolence, skafhisia, parkinsanism, dyspepsis,
constipation, dry mouth, fatigue, weight increase. Dose Depmdunl:!' of Adverse Events: Emyum
Symptoms: The overal inzidence of EPS-reiated adversa events (kahisa ﬂymn
hmIWImmhzstISP‘EHDIL'WA'me1 that of patients treated cmn

e incidence of EPS-rolaled advarse events was highes in patiants treated with 50 mp RISPERDAL® A",
wtal 5ign Changes: RISPEHDAL° 3 i with and {sen
A

uﬁmnchppoem‘nn observed in 2% of patiants reated
WiN 25 ) of 30 mg AISPERDAL® COMSTA® {see PRECALITION Wdﬂ!ll:huqslnﬂ!!?-melm
m&ma‘;‘dmwmwn RNL‘MSTRE' mm
iplacebo, experienced a weight gain of ndmwmm : The percentage ol
patients realed with RISPEADAL® CONSTA® who experianced important changes in routing eensm
chaimislry, hamatology, of Mpmmmmmmwmmummlmwm
inuad traatment due to changes in serm chemisty,

mwmibmmtmﬂepemuﬁ dmummwmmmww@
mmhmmdmw {n=13), Valproate: Aegealed o

or paak plazma doses of risperidone (£ mg
QD) did ot allect the pre-dase o (AUC) of valpraato {1000 mpiday
mmmm}mmmmuwm.mamm walproats peak plasma
C ) Bf1ET Digox CAL® {025 mg BID) did not

show a mm.mmmmmmummwm cvnnem Clhuc'\'l'

populnl.lon aml that can be mmu;rw by & veriety of psynhnrwmc and oﬂm dm}a [see GI.]NiCAL
LOGY.in full PIj. ﬂnlredtﬁ

hamatology, or urnalysis pammelars. ECG
wms of 202 schizophrenic patients frealed wilh 25 mg or 50 mg RISPEADAL®
patiants trealed bt MWM
td with placeti, thete wesn no stal gta dfierences in OTc inlenvals
g’ DAL® Assessment

Utﬁo"nshimw‘lad patients 1sing & visusl analog

scale (3= no pain 1o 100 = unbearably pairtul) decreased in all trealment mwummw

@mtﬁ?h?l&%w]ﬂ]bﬂl}50:@'1521‘01'.81.%”&&%1!“ lwwr
indicated thet 196 of patients treated wih 25 mg or 50 mg RESPERDAL®

, of induration at the injection she. Other Events Observed Durin ngl!\'n.luﬂﬂlﬂ!

mﬂdlmaasa!'e plasma concentrations of risperidone and kwee the ol" by
mdmmmamwwmmﬂﬂmm-mmmmmmmm
poor and axiensive metabokzers have different rates of acverss eflecs. No comparison of effectivenass in tha two
has been mads, In v studies showed that mwmm? 1A1,
208, 2(:19 and 3A4, are ml'r weak inhibitars of risperidons matabolism. Thare were na signficant
balwean {see CLINICAL PHARMACCLOGY in lull PI). Drugs
Matabolized by CYP 206 hmmm«cmmm @ relatively wesk inhibilor of CYP 208
Theredcrs, RISPERDALY CONSTA® is not npecled 1o suhsmnh:ly Inhiit the clearance of drgs that are
mmbnhmdby enzymalic pathwey. In drug inferaction studiee, oral did not significantly alfect the

posiion].
cardiovascuiar tiseese (hisiory of myocardial Inlp.w:lsm or rscrnm heart fmlum ur
cotebiovastular

daw-aihul mh elderlr mthm haom
and ypavolemia, and (2) in e ang vmnranaw
signs wmmnummmwammmmm
= pocurs. Clnicaly mwwmsmmemmmmm
of oral RISPERDAL® and anfiyperiensive mecication. Selnmbm?ge Ng sgizires
pecurmed in 0.3% (511499 patients) of patients treated with RISPER) I.'QO TA®. Tharelcre,
RISPERDMAL® CONSTA® shoukd be usad cautiously in petients with a histary of seizures.
Esaphageal dysmatlity and asplration have been associated wilh antipsychatic drug use. Aspiration
gmmbammmﬂmmwmuﬂwnmmmm 5 demanta.
ISPERDAL® CONSTA® and alber annpsyunkk: drugs should be used cauticusly in pau.ems al risk for
REDIEION proumani, (See wso Boxed ARNINGS: In Elderly Patients
with Dementia-Related Psychosis.| and Tumars in Animals: RISPERDAL® CONSTA®
nmmmmna'wmmqnma?ﬂuumwm
mnmdﬂmgﬂya&mswmulumemh RISPERDAL’
s fats in the 2year

{adenoma, male
carcinoganicity study s 40 mg'ky adminizared IM mz weeks. bn addifion, RISPERDAL® CONSTA®
menamdmwmmmmmmmm1mhmm
&nd in renal fumes-bearing males in fe 2-year ca study &t 4D mofkg adminitened I every 2
mumnrhmulanrmlwmw ', were seen in studies of orally
was nof obsenved in dogs at doses up ko 14 times (beses on
m\‘lumuml}hﬂwummwm Ww#mmmﬂamwnmm_u

o or annepmll anﬁ which are i by CYP 2D8.
i - Oral: conduzted in Swiss

Y Studies were
‘albing mice and Wistar rais. mmmmmmmnmmmuusa 2.5, and 10 mgfkg for 18
manihs to mice and for 25 months 1o rats, ﬂmedumwmahmnzl 9.4, and 37,5 times e oral
mmnmmmmndmiumm on @ mghg basis, o 0.2, 0.75, and 3 imes the oral
MIRHD {mice) or DA, l_‘iamsmumi Dmmmamﬁmuﬁmm lod dese was nol
achiaved in maie mice. There wes massenplui umm-ﬂmma}mu?ﬁ
and 3 Bmes the ora! MAHD on a mgin® basis. There was ic adenomas
hmraﬁsum:smsmmwﬂ%ﬂwammmmm
‘significantly increased in female mice a¢ all doses tastd (0.2, 0.75, and 3 timas e oral MRHID an & mg/n basis),
In lomale tats &t o cosss tested (0.4, 1.5, and & limes the oral MAHD on & mg/m” basis), and n male rats af a
diose § times the orl MEHID on @ mg/m? basis. Carcinogenesis - IM: RISPERDAL® CONSTA® was evaluzied ina

Iherm
CONSTA™ Dunng 153 pmmunq assessnent, AISPEADAL® CONSTA® was administerad 1o
49 patientz in multiple-dose studiss, The condans and duralion of expesure t RISPERDAL® CONSTA® vasied
Mwm.ded[nmfbwnu
stuties, inpatient and cutpatiér! stdies, fong-term expostre
mmmmgmmsmmmpnmimh lmmmmmmmmmmwhsm
1I|Wpaﬁm|s.mammnmﬁmmﬂgnmmnmmmmmmm
oecurring In fewar than 111000 patients, It is imponant fo emphasize thal, although the reponied svents.
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Frequent: andely, psychosss, depression, agitalion, nenvousness, parancd reaction, deision,

eupharia, depersonaiization, pa defrm,
Peripheral System Disorders: Fraquent: hypestoni, dystonia. Anfreguent: dyskingssa, . g
cramps, lardive , | muscie , abaormal gait, brady osin,

taa, fecal i . peulogynic crisis, etany, aprs, dementa,

neirolaplic malignant synumme *in the Imuymu database of mlhplldm stuthies (1498 patients with
schizophireria of schizoallective , 8 patierds {0.6%) ireated with FISPERDAL® CONSTA® (i dotages.
wwsmaummwtdmwm a5 @ WholefGeneral Disorders:
back pain, chest pain, asihena. Inffequent: malaiss, choking. Disorders: wernmsea
vomating, pain gastitis, geal raflux, Ratutence, hemaorhoids, medena,
dﬁpnana. rectal hemorrhage, stomatiie, coiiiz, gastric uicer, gingniis, irntabile bowel syndrama, uberam

System Disorders: Fiequent: dyspoea. Infequen sirigat, hemoptysis. Rare:
mmsmmapmmrmm Infraquent: eczema, erythemalous.
rash, dermalilis, alapecia, ssborrhes, pholcsansilivity reaction, incibased sweling. ic and Nutritional

24-mandh stuty in which SPF Wistar rals were Irsaled overy 2 weeks with IM njecticns of aither
S mgkg or 40 mgykg of risperidone. These doses are 1 and 8 times the MAHD {50 mg) on a etz A control
gmmmuaﬁm.mammmmm with placebs There
was & adanomas, ne edenomas, and il

diabeles mellis, hyponaemia. Musculo-Skeletal System

sigrifican! incrasse I pituitary
phecchromecytomas at & limes the IM MHHD an & mgtm' basis. The incidence of mammary gllnu
Bboth dosas {1 and 8 times the IM MAHD ¢n & mafn®
basis). Aawmmummmmmmq agenoCAminomas| was obsenved in male rats &t 8
limes the IMMHHD ona mgh'r bisis. Plasma axposures [AUC) In rats wene 0.3 and 2 fimes (M 5 and 40 mg'kg,
{AUC] 2t the IM MRHD. The relevance for human risk of the
of prolanth mndlmd ‘encdacring Lmars in rodents s mknown {zee PRECAUTIONS - H
Mo evidence of mutagenie patandal for cral risparidone was found.

mﬁamm]
avidance of

no
potential was found in the m wira Ames revatse mitation test for RISPEHD.&L‘ CONSTA®.

and osher tumor findings ane desoribed in more detall ander FRECAUTIONS,
sirmient of Farfiity., Tha relevance of Mess findings to human sk is unknown. As
ith ciher drugs thet antaganize dopaming mmsﬂwmnmoﬂdmmwm
elevation persists during chonic adminisirafion, nar epidemioiogic studies contuced Wislar rats in thie

1o dais hava shown an betwdan ummmmw
mmrqmemémem.smmmmmumwuwwmmumMmﬁll‘or
Cognitive and Motor mmwmwummmmm@
CONSTA® in mulliple-dose irfals. Patients should be cautoned bou! operal nngn

autamobles, urll By are reasorably cetain that Watmant with RISP mL'GONSTJ\'m
wmm@vﬂqﬂmmmdmmm“munmmm treatod wilh
BESPERDAL® CONSTA". However, rare besn repanted in patients Ireated wilh oml
AISPERDAL®. Thrombotic Thrombor
year-old lemale patient receiving cral RSP
1300 patients]. She experiznced jaundice, fever,
plasmapheresis. The nedal wntsﬂmuﬂw.smmmmem
mnmlmaﬂw!nmvms:

rtpewm: apenis. Suicide: pmmu o m attempl n schizophrenis, and close
0 is inherent

supgrvision af high-fisk pmhenn Mammmﬁu%mw Use In Patients with Concomitant
lliness: Clinical experiance with RISPERDALY CONSTA® in patients wilh certain concomitant systemic
Ulinesses is limited. Fationts with Parkinsen's Disease or Dementia with Law Hodies who receive
antipsychofics, including RISPERDALY CONSTA®, m be 8t increased risk of Neuroleptic Malignani
Smﬂume&swllasramgnnmaasedwmvﬂy medicabions, Manifastation of this

Increased sensifvity can mclude confusion, obtundation, instability with frequant lals, in addition o
exirapyramidal toms Caution is advisable when using RISPERDAL® CONSTA® in patients with
diseasse of conditions that could alfect ism or P Increased plasma

lnpalmumr.ﬂFmiIilr Oral risperidone ({15 10 5 mp'kg) was shown to impair mating, bu tyn
meproductive studies al doses 0.1 (o 3 times fhe oral meximum Inmudoae
mating and ymmmﬁmwmsmwcmswmmmm
The teralogenic polential of ol Mmmmmmmmm&m
and Wisiar rats (0.63-10 cl(!ltbemaﬂ!sualwmm
& mgm* basia) ani n one MMHMNMWWaMmﬁm
the ol MRHD on & mgim? basis). The incidence of mallomnations was not increased comgand to contral in

obasily,

Disorders: Frequent: anhrajgm skalatal pain. Infrequent. toricollis, arlfrosis, muscie weaknass, landindtis,
arthriss, asth Rate and anmnr wnfreguant: AV
biock, paipiatian, bundle branch blog. FRare: T-wave nvarsion. Cardiovascular Disorders: Frsq-uenr
postur ystem Disorders; Frequant. urinary inconknence

.I.nfrzwm hematuria, micturiion fmquancy reral pain, unnan‘ retention, Vision Disorders: fni"\nqmnr
conjunciivifis, eye pain, abnomal accommodation. Female: Fr

Infregquent; nonpuarporl lactiation,
M:mmtnm mmmsmmm Frequent: increasad hepatic enzymas.
maesadsﬁ mmsmmwm

2 . incregsed SG0T, wmmm Male: infrequent: ejacuistion fzluse. Application
sih Dis mem hrnc‘inn sie pain. Infraquent’ Imalnn site reaction, Hearing and Vestibular
Disordars: infrguent: sarache, daaliess, hearing decreased Red Blood Coll Disorders: Freguent: antmia.
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during tha first 4 days o lictation t doses of 9.16-5
nmh!mnn:w &me\s‘aﬁ“ba&% ong peripast-netal
WS na oct doge fa% pup
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Placental trarsier mmﬂmmhmammwmwmmmnw
womgn. However, these was one report of & case of agenesis of the capus callosum in an infant axposed to
i 10 ol AISPERDAL® therepy & unknown. Reversibls exrapymmical
mmmlmmdmm Ie last irimester of
nqpmm:; the poterial berafilt justilies me
Wﬂfedu!ﬂlm CONSTA® on aber 2nd dalivery in
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, woman should nat

stugy), $here was &n increase in pup dealhs

o0 t3 mhwlﬂhnmawmlls
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ummmmnmmmt

Mm lwpuwd\at ischemia, angina peciods, nmcudm infarction. Vascular (Extracardiac) mmnluru
Mrmm phiebitis. Hare:
Wmmmmmmmn[w mﬁf:mm

ual RISPERDAL® therapy incluce the following: anaphylactic reaction, angipadema, apnea, airial fbrikiaton,
benign pitultn ldunuus. :ambmmlwzw mumbmmww dighates melilys

dinbetic kotoacidosis, hyparglycamsa, infesinal obatructian, jauncice, mania, pancrealits,
, pu mmmnmmummnnm
WMEMWWWWW' A causal relationship with oral AISPEADAL® has
nol been estabished, It is impodant to pote that sudden and unexpecled death may coour In psychatc patients
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KNOW THEFAGTS

13% of patients had diabetes in the
landmark CATIE schizophrenia study

at baseline—
than in the general population.’

Be aware.

Screen and monitor your patients.
Make a difference.

Vicer

Reference: 1. Goff DC, Sullivan LM, McEvoy JP, et al. A comparison of ten-year cardiac risk estimates in schizophrenia

patients from the CATIE study and matched controls. Schizophr Res. 2005;80:45-53.
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A POWERFULSSRI |1

that’s well tolerated | e8;
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UP TO 90% of depressed patients y

present with symptoms of anxiety” Lexapro

PROVEN EFFICACY for Major Depressive Disorder E‘S[ItEﬂDD ram —0OXd |1?1F|E

and Generalized Anxiety Disorder Poﬁm

IMPORTANT SAFETY INFORMATION - Depression is a serious condition that can lead to suicidal thoughts and behavior, Antidepressants increased
the risk of suicidal thinking and behavior (2% to &%) in short-term studies of ¥ antidepressant drugs in children and adolescents with major
depressive disorder (MDD] and other psychiatric disorders. Patients started on therapy should be observed closely for clinical worsening,
suicidality, or unusual changes in behavior, especially at the beginning of therapy or at the time of dose changes. This risk may persist until
significant remission occurs. Families and caregivers should be advised of the need for close ebservation and communication with the prescriber.
Lexapro is not approved for use in pediatric patients.

[ laking monoam

References: 1. M

Visit the LEXAPRD website at www.lexapro.com




LEXAPRO® (escitalopram oxalate) TABLETS/ORAL SOLUTION
Brief Summary: For complete details, please see full prescribing il fon for Lexapra.

Suicitality in Ghildren and Adolescents Antidepressants increased the risk of suicidal thinking and hehavior (suicidality) in shori-term studtes in chiliren and adolesents with Majar Depressive Disorder (MDD) and ofher sychiatric disorders. Anyone considering the use of Lexapro or any other antidepressant
in a child or adolescent must balance this risk with the clinical need. Patients who are started on therapy should he observed closely for clinical warsening, suicidality, or unusual ehanges in behavior. Families and caregivers should be advised of the need for close observation and communication with the
prescriber. Lexapro is not approved for use in pediatric patients. (See Warmnings and Precaullons: Pediatric Use) Pooied analyses of short-term (4 to 16 weeks) placeho-contralled trials af 9 antidepressant drugs (SSRIs and athers) in children and atolescents with major depressive disorder (MDD), ohsessive
campuisive disorder (0CD), or other psychiatric disorders (a total of 24 trials involving over 4400 patients) have revealed a greater risk of adverse events representing suigida thinking or behiavior (suicidafity) during the first few munihs of ireatment in ihose recefving antidepressants. The average risk of such
evenls in patients receiving antidepressants was 4%, twice the placeo risk af 2%. No suicides nccurred in these trials,

GONTRAINDICATIONS Concomitant use in patients taking monoamine oxidase inhibitors (MAOIs) is contraindicated Ssee WARNINGS). Concomitant use in patients taking pimozide is contraindicated (see Drug Interactions ~ Pimozide and Celexa). Lexapro is indi in patients with a itivity to eseitalo-
pram or citalopram or any of the inactive ingredients in Lexapro. WARNINGS-Clinical Worsening and Suicide Risk Clinical Worsening and Suiclde Risk Patients with major depressive disorder (MDD), hoth adult and pediatric, may experience worsening of their depression and/or the emergence of suicidal ideation and
befavior (suicidality) or unusual changes in behavior, whether or not they are taking antidepressant medications, and this risk may persist until significant remission ocours. There has been a long-standing concern that antidepressants may have a role in inducing worsening of depression and the emergence of suicidality
in certain patients. Antidepressanis increased the risk of suicidal thinking and behavior (suicidalty) in short-tarm studies in children and adolescents with Major Depressive Disorder (MOD) and other psychiatric disorders. A causal role for anti in inducing suicidality has been established in pediatric patients. Pooled analy-
56 of short-term placebo-controlled trials of 9 antidepressant drugs (SSRIs and others) in children and adolescents with MDD, OCD, or other psychiatric disorders (a total of 24 trials lnvolvmg over 4400 patients) have revealed a greater risk of adverse events representing suicidal behavior or thinking {suicidality) during
the first few months of treatment in those recsiving antidepressants. The average risk of such events in patients recelving anndepressams was 4%, twice the placebo risk of 2%. There was considerable variation in risk among drugs, but a tendency foward an increase for almost all drugs studied. The risk of suicidality was
most consistently observed in the MDD trials, but there were signals of risk arising from some trials in other psychiatric indications {obsessive compulswe disorder and social anxiety disorder) as well. No suicides occurred in any of these trials. It is unknown whether the suicidality risk in pediatric patients extends to
longer-term uss, i.¢., beyond several months. It is also unknown whether the suicidality risk extends to adults. All pediatric patients heing treated with antidepressants far any indication should be abserved closely for clinical worsening, suicidality, and unusual changes in behavior, especially during the initial few
months of a course of drug therapy, o at times of dose changes, either increases or desreases. Such observation would generally include at least weekly face-to-face contact with patients or their family members or caregivers during Ihe first 4 weeks of treatment, then every other week visits for the next
4 weeks, then at 12 weeks, and as clinically indicated beyond 12 weeks. Additional contact hy telephane may be appropriate between face-to-face visits. Adults with MDD or co-morhid depression in the setting of other psyehtatric iliness heing treated with amldeprassznts should he ohserved similarly for clin-
ical worsening and sulcldalllv, especially during the initial few months of a course of drug therapy, or at times of dose changes, either increases or decreases. The following symptoms, anxiety, agitation, nanic attacks, insomnia, irritability, hostility, aggressiveness, impulsivity, akathisia (psychomotor restlessness),
hypomania, and mania, have been reported in adult and pediairic patients being treated with antidepressants for major depressive disorder as well as for other indications, both psychiatric and nonpsychiatric. Although a causal link between the emergence of such symptoms and either the worsening of depression and/or
the emergence of suicicat impulses has not been established, there is concern that such symptoms may represent precursors to emerging suicidafity. Consideration should be given to changing the therapeutic regimen, including possibly discentinuing the medication, in patients whose depression is persistently worse, or
who are experiencing emergent suicidality or symptoms that | might be precursors to worsening depresswn or suicidaliy, especially f these symptoms are severe, abrupt in onset, or were no part of the patient's presenting symptoms. Families and caregivers of pedlatnc patiens being Ireated with anfidepressants for
major depressive disorder or other indicatians, both psychiatric and nonpsyehiatric, should be alerted abaut the need to monitor patients for the emergence of agitation, |mlab1|1!y, unusual changes in behavior, and ihe other symptoms described above, as well as the emergence of suicidality, and fo report
sugh symploms immediately o health care pmwdzrs Such monitoring should include daily abservation by families and caregivers. Prescriptions for Lexapro should be written for the smallest quantity of tablets consistent with good patient management, in order to reduce the sk of overdose. Families and caregivers
of adults being treated for depression should be similarly advised. Screening Patients for Bipolar Disorder: A major depressive episode may be the initial presentation of bipolar disorder. It is generally believed (though not established in controlled trials) thet treating such an episode with an antidepressan alone may
increase the likelitood of precipitation of a mixed/manic episode in patients t risk for bipolar disorcier. Whether any of the symptoms described above represent such a conversion is unknown. However, prior to initiating treatment with an antidepressant, patients with depressive symptoms should be adequately screened
to determine if they are at risk for bipolar disorder; such screening should include a detailed psychiatic history, including  family history of suicide, bipolar disorder, and depression. It should be noted hat Lexapro is not approved for uss in treating bipolar depression. Potential for Interaction with Monoamine Oxidase
Inhihitaes In patients receiving serotonin veumake inhibitor drugs in combination with a monoamine oxidase inhibitor (MAO1), there have heen reports of serious, sometimes fatal, reactions including hyperthermia, riyidity, myoelonus, autonomic instability with possible rapid fluctuations of vital signs, and
menta status changes that include exireme agitation progressing to deiirlum and coma. These reactions have aisa been reparied in patienis who have recenily discontinued SSRI ireatment and hiave been staried on an MAGI. Some cases presented with fealures resemhling neuroleptic malignant syndreme.
Furthgrmere, limited animal data on the effecls of combined use of SSRIs and MAOIs suggest that these drugs may act synergistically to elevate hload pressure and evoke behavioral excitation. Therefore, it is recommended that Lexapro should not be used in combination with an MAOL, ar within 14 days of
dlscnmmmng treatment with an MAOI. Similarly, at leas! 14 days should be allowed after stopping Lexapro before starting an MAOI. Serotonin syndrome has been reported in two patients who were nnnnomnantly receiving linezolid, an antibictic which is a reversible non-selective MAOL. PRECAUTIONS General
ent with Lexapro During marketing of Lexapre and ofher SSRIs and SNRIs (serofonin and norepinephrine reuptake inhibitors), there have been spontaneous reports of adverse events occurring pon discontinuation of these drugs, particularly when abrupt, including the following: dysphoric mood,
initability, agltation, dizziness, sensory disturbances (e.0., paresthesias such as electric shock sensahons) anxiety, confusion, headache, lethargy, emotional [ability, insomnia, and hypomania. While these events are generally self-limiting, there have been reports of serious discontinuation symptoms. Patients should be
monitored for these symptoms when discontinuing freatment with Lexapro. A gradual reduction in the dose raiher than ahrupt cessation is recommended whenever possible. If infolerable symptoms occur following a decrease in the dose or upon discontinuation of treatment, then resuming the previously prescribed dose
may be considered. Subsequently, the physician may continue decreasing the dose but at a more graduat rate (se¢ DOSAGE AND ADMINISTRATION in full prescribing information). Abpormal Bleeding Published case reports have documented the occurrence of bleeding episodes in patients treated with psychotropic drugs
that interfere with serotonin reuptake. Subsequent epidemiological studies, both of the case-control and cohort design, have demonstrated an association between use of psycholroplc drugs that interfere with serotonin reuptake and the occurrence of upper gastrointestinal blseding. n two studies, concurrent use of a non-
steroidal anti-inflammatory drug (NSAID) or aspirin potentiated the risk of bleedmg (se¢ Drag Interactions). Although these studies focused on upper gastrointestinal bleeding, there is reason to believe that bleeding at other sites may be similarly potentiated. Patients should be cautioned regarding the risk of bleeding asso-
ciated with the concomitant use of Lexapm with NSAIDs, aspirin, or other drugs ihat affect coagulation. Hyponatremia Gases of hyponatremia and SIADH {syndrome of inappropriate antidiuretic hormone secretion) have been reported in association with Lexapro treatment. All patients with these events have recovered with
of nd/or medical i . Hyponatremia and SIADH have also been reported in association with other marketed drugs effective in the treatment of major depressive disorder, Activation of Mania/Hypomaria In placebo-controlled trials of Lexapro in major depressive disorder, activation of
menia/hypomania was reported in one (0 1%) of 715 panenls reated with Lexapro and in nione of the 592 patients treated with placeba, One additional case of hypomania has been reparted in association with Lexapro freatment. Activation of mania/hypomania has also been repored in 2 small prapartion of patients with
major affective disorders treated with racemic citalopram and cther marketed drugs effective in the treatment of major depressive disorder. As with all drugs effective in the treatment of major depressive disorder, Lexapro should be used cautiously in patients with a history of mania. Seizures Although anticonvulsant effects
of racemic citalopram have been observed in animal studies, Lexapro has not been systematically evaluated in patients with a seizure disorder. These patients were excluded from cfinical siudies during the product's premarketing testing. In clinical trials of Lexapro, cases of convulsion have been reported in association
with Lexapro treztment. Like other drugs effective in the treatment of major depressive disorder, Lexapro should be introduced with care in patients with a history of seizure disorder. Interferance with Coanitive and Motor Performance In a study in normal volunteers, Lexapro 10 mg/day did not produce impairment of intel-
lectual function or psycfiomotor performance, Because any psychoactive drug may impair judgment, thinking, or motor skills, however, patients should be cautioned about operating hazardous machinery, inciuding automobiles, ntil they are reasonably certain that Lexapro therapy does not affect their ability to engage in
such activities. Use in Patients with Concomitant llingss Clinical experience with Lexapro in patients with certain concomitant systemic ilinesses is limited. Caution is advisable in using Lexapro in patients with diseases or congitions that produce altered metabolism or hemodynamic responses. Lexapro has not been sys-
tematically evaluated in patients with a recent history of myocardial infarction or unstable heart disease. Patients with these diagnoses wers generally excludad from clinical studies during the product's premarketing testing. In subjects with hepatic impairment, clearance of racemic citalopram was decreased and plasma
concenirations were increased. The recommended dose of Lexapra in hepatically impaired patients is 10 mg/day (see DOSAGE AND ADMINISTRATION in full prescribing information). Because escitalopram is extensively metabolized, excretion of unchanged drug in urine fs a minor route of elimination. Untit adequate num-
bers of patients with severe renal impairment have been evatuated during chronic treatment with Lexapro, howeve, it should be used with caution in such patients (see DOSAGE AND ADMINISTRATION in full prescribing mformatmn) Drug interactions GNS Drugs - Given ihe primary GNS effects of escitalopram, caution
should be used when it is taken in combination with other centrally acting drugs. Aleohol - Although Lexapre did not potentiate the cognitive and motor effects of alcohol in a clinical trial, as wnh other psychotmpxc medications, the use of alcohol by patients taking Lexapro is not recommended. Moncamine Oxidase
Inhibitors (MACIs) - See CONTRAINDICATIONS and WARNINGS. Drugs That Interfere With Hemaslasis (NSAIDs, Aspirin, Warfarin, ete.) Serotonin release by platelets plays an important role in i studis of the case-control and cohort design that have demonstrated an association between
use of psychotropic drugs that interfere with serotonin reuptake and the occurrence of upper gastrointestinal bleeding have also shown that concurrent use of an NSAID or aspirin potentiated the risk af h\eedlng ‘Thus, patients should he cautioned about the use of such drugs concurrently with Lexapro, Gimetidine -« In sub-
jects who had received 21 days of 40 mg/day racemic citalopram, combined administration of 400 mg/day cimetiding for 8 days resulted in an increase in citalopram AUG and G, of 43% and 39%, respectively, The cinical significance of these findings is unknown. Digoxin - In subjects who had recelved 21 days of
40 mgfday racemic citalopram, combined administration of citalopram and digoxin (single dose of 1 mg) did not significantly affect the pharmacokinetics of either citalopram or digosin, Lithium - Goadrministration of racernic citalopram (40 mo/day for 10 days) and lithium (30 mmol/day for 5 days) had no significant effect
on the pharmacokinetios of citalopram or lithium. Neverthless, plasrma fithium levels should be monitored with appropriate adjustment to the lithium dose in accordance with siandard clinical practice. Because lithium may enhance the serotonergic effects of escitalopram, caution should be exercised when Lexapro and
Iithium are coadrministered., Pimozide and Celexa - In a controlled study, a single dose of pimozide 2 mg co-administered with racemic citalopram 40 mg given once daily for 11 days was assoclated with a mean increase in GTc values of approximately 10 msec compared to pimozide given alone. Racemic citalopram did
not alter the mean AUC or Gy, 0f pimozide. The mechanism of this pharmacodynamic interaction s not known. Sumatriptan - There have been rare postmarketing reports describing patients with weakness, hyperrefiexia, and incoordination folfowing the use of an SSRI and sumatriptan. If concomitant treatment with suma-
triptan and an SSRI {e.g., fluoxetine, fluvoxamine, paroxetine, sertraline, cltalopram escitalopram) is clinically warranted, appropriate chservation of the patient is acvised. Theophyline - Combined administration of racenic citalopram (40 mg/day for 21 days) and the CYP1A2 substrate theophyline (single dose of 300 mg)
did not affect the of The effect of n the of citalopram was not evaluated. Warfarin - Administration of 40 mo/day racemic citalopram for 21 days did not affect the pharmacokinetics of warfarin, a CYP3Ad substrate. Prothrombin time was increased by 5%, the

clinical significance of which is unknown, Garbamazepine - Combined admlmstmllon of racemic citalopram (40 mg/day for 14 days) and carbamazepine ﬂmated 1o 400 mg/day for 35 days) did not sig! ly affect the of a CYP3A4 substrate, Although trough citaiopram plasma leveis
wers unaffected, given the enzyme-inducing properties of carbamazepine, the possibility that carbamazepine might increase the clearance of escitalopram should be considered if the two drugs are coadministered. Trazolam - Combined admiristraton of acemic citalopram {titrated o 40 mg/day for 28 days) and the CYP3A4
substras triazolam (single doss of 0.25 mg) did not significantly affect the pharmacokinetics of either citalopram or triazolam. Ketoconazole - Combined administration of racemic citalopram {40 mg) and ketoconazole (200 mg}, a potent CYP3A4 inhibitor, decreased the Gy, and AUC of ketoconazole by 21% and 10%,
respectively, and did not significantly affect the pharmacokinetics of citalopram. Ritonavir - Combined administration of a single dose of ritanavir (600 mg), bath a CYP3A4 substrate and a potent inhibitor of CYP3Ad, and escitalopram (20 mg) did not affect the pharmacokmet\cs of either ritonavir or escitalopram, CYP3Ad
and -2C19 |nh|h!t0[$ In vifro studies indicated that GYP3Ad and -2G19 are the primary enzymes involved in the metabolism of escitalopram. However, coadministraticn of escitalopram (20 mg) and ritenavir (600 mg) a potent inhibitor of CYP3A4, did not si ly affect the of Because
gscitalopram is metabolized by multiple enzyime systems, inhibition of a single enzyme may not apprectably decrease escitalopram clgarancs, Drigs Wetabolized by Gytochrome P450206 - fn vitro studies did not reveal an inhibitory effect of escna\opram on CYP2D6, In addition, steady state levels of racemic citalopram
wera not sxgnmcarmy different in poor metabollzers and extensive CYP2D6 metabolizers after multiple~ dose administration of citalopram, suggesting that coadminisiration, with escitalopram, of a drug that inhibits CYP2D8, is unlikely to have clinically significant effects on escnalupram metabolism. However, thete are
limited i vivo data suggesting a modest CYP2D6 inhibitory effect for le, (20 mg/day for 21 days) with the tncycilc ant\depressam Gesipramine (single dose of 50 mg), a substrate for CYP2D8, resulted in 2 40% increase in G,y and a 100% increase in AUC of desiprarine.
The clinical significance of this finding is unknown. Nevertheless, caution s indicated in the inistration of esci and drugs by GYP2D6. Metoprolol- Administration of 20 my/day Lexapro for 21 days in healthy volunteers resulted in 2 50% increase In Corax and 82% increase in AUC of the beta-
adrensrgic blocker metoprolol {given in a single dose of 100 mg). Increased metoprelo! plasma levels have been associated wnh decreased cardioselectivity. Coadministration of Lexapro and metoprolol had no elinically significant effects on blood pressure o heart rate. Flectroconvulsive Therapy (ECT) - There are no clin-
ical studies of the combined use of ECT and escitalopram. Carcinogenesis, Mutagenesls, Impairment of Feriility Carcinogensis Racemic citalopram was administered in the diet to NMRI/BOM strain mice and COBS WI sirain rats for 18 and 24 months, respectively. There was no evidence for carcinogenicity of racemic
citalopram in mice recelving up to 240 ma/kg/day. There was an increased incidence of small intestine carcinoma in rafs recelving 8 or 24 mo/kg/day racemic citalopram. A no-gffect dose for this finding was not established. The relevance o these findings 0 humans is Unknown. Mutagenesis Racemic citalopram was muta-
genic in the in vitro bacterial reverse mutation assy (Ames test) in 2 of  bacterial strains (Salmonelia TA98 and TA1537) in the ahsence of metabolic activation. It was clastogenic in the in vitro Chinese hamster lung cell assay for chromosomal aberrations in the presence and absence of metabolic activation. Racemic
citalopram was not mutagenic in the in vitro mammalian forward gene mutation assay (HPRT} in mouse lymphoma cells or in a coupled in vitra/n vivo unscheduled DNA synthesis (UDS) assay in rat liver. It was not clastogenic in the in vitro chromosomal aberration assay in human lymphocytes or in two i vivo mouse
micronucleus assays, Impairment of Fertility When racemic citalopram was administered orally to 16 male and 24 female rats pnono and throughout mating and gestation at doses of 32, 48, and 72 mg/kg/day, mating was decreased at all doses, and fertility was decreased at doses 2 32 mofkg/day. Gestation duration was
increased at 48 mg/kg/day. Pregnancy-Nonteratagenic Eftests Neonates exposed to Lexapro and other SSRIs or SNRIs, late in the third trimester, have developed complications requiring pm\onged hospitalization, respiratory support, and tube feeding. Such complications can arise immediately upon delivery. Reported
clinical findings have |nc|uded respiratory distress, cyanosis, apnea, ssizures, temperature instability, feeding difficulty, vommng hypoglycemia, hypotonla hypertonia, hyperreflexia, tremor; jitteriness, irritability, and constant erying. These features are consistent with either a direct toxic effect of SSRIs and SNRs or, pos-
sibly, a drug disconlinuation syndrome. It should e oted that, in some casss, the clinical picture s consistent with serotonin syndrome (se2 WARNINGS). When treating a pregnant wornan with Lexapro during the third trimester, the physician should carefully consider the potential risks and benefis of reatment (see
DOSAGE AND ADMINISTRATION in ful prescribing information). Lahot and Delivery The effect of Lexapro on fabor and delivery in humans is unknown. Nursing Mothers Racemic citalopram, like many other drugs, is excreted in human breast milk. There have been two reports of infants experiencing excessive somno-
lence, decreased feeding, and weight loss in association with breastfeeding from a citalopram-treated mother; in one case, the infant was reported to recover completely upon discontinuation of citalopram by its mother and, in the second case, no follow-up information was avallable. The decision whether to continue or
dlscommue either nursing or Lexapro therapy should take into account the risks of citalopram exposure for the Infant and the benefits of Lexapro treatment for the mother. Pediatric Use Safely and effectiveness in the pediatric population have nm been establishied (see BOX WARNING and WARNINGS-Clinical Worsening
and Suicide Risk). Geriatric Use Approximately 6% of the 1144 patients recelving escitalopram in controlled trials of Lexapro in major depressive disorder and GAD were 60 years of age or older, elderly patients in these trials received daily doses of Lexapro between 10 and 20 mg. The number of elderly patients in these
trials was insufficlent to adequately assess for possible differential efficacy and safety measures on the basis of age. Nevertheless, greater sensitivity of some eldery individuals to effects of Lexapro cannot be ruled out. n two pharmacokinetic studies, escitalopram half-fife was increased by approximately 50% in elderiy
subjects as compared 10 young subjects and Gy, was unchanged (see CLINIGAL PHARMACOLOGY). 10 mg/day is the recommended dose for elderly patients (see DOSAGE AND ADMINISTRATION in ful prescribing information), Of 4422 patients in clinical studles of racemic citalopram, 1357 were 60 and over, 1034 were
85 and over, and 457 were 75 and over. No overal Al differences in safety or effectiveness were observed hefween these subjects and younger subjects, and other reported clinical experience has not identified differences in responses between the elderly and younger patients, but again, greater sensitivity of some elderly indi-
viduals cannot be tuled out, ADVERSE REACTIONS Adverse event information for Lexapro was collected from 715 patients with major depressive disorder who were exposed to escitalopram and from 562 patients who were exposed to placeho in double-biind, placebo-controlied trials. An additional 284 patients with major
depressive disorder were newy exposed to escitalopram in open-labed trials. The adverse event informatin for Lexapro in patients with GAD was collected from 429 patients exposed to escitalopram and from 427 patients exposed to placebo in doubie-blind, placebo-controlled trials, Adverse events during expasure were
obtained primarily by general inquiry and recorded by clinical investigators using terminclogy of their own choosing. Consequently, it is not possible to provide a meaningful estimate of the proportion of indivicuals experiencing adverse events without first grouping similar types of events into 2 smaller number of stan-
dardized event categories. [n the tables and tabulations that follow, standard Warld Health Organization (WHO) terminology has been used to dlassffy reportad adverse events. The stated frequencies of adverse events represant the proportion of individuals who experienced, at least once, a treatment-emergent adverse event
of the type listed. An event was considered treatment-emergent i 1t occurred for the first fims or worsened while recelving therapy following baseline evaluztion. Adverse Events Associated with Discontinuation of Treatment Major Depressive Disorder Among the 715 depressed patients who received Lexapro in
placebo-controlled trials, 8% discontinued treatment due to an adverse event, as compared to 2% of 562 patients receiving placebo. In two fixed-dose studies, the rate of discontinuation for adverse events in patients recelving 10 mg/day Lexapro wes not significantly different from the rate of discontinuation for adverse
events in patients rceiving placebo. The rate of discontinuation for adverse events in patients assigned to a fixed dose of 20 mg/day Lexapro was 10%, which was siguificantly different from the rate of discontinuation for adverse events in patients receiving 10 m/day Lexapro (4%) and placebo (3%). Adverss events that
wera associated with the discontinuation of at least 1% of patients treated with Lexapro, and for which the rate was at least twice that of placebo, were nausea (2%) and ejaculation disorder {2% of male patients). Generalized Anxiety Disorter Among the 420 GAD patients wh received Lexapro 10-20 mgfday in placeho-
controlied trials, 8% discontinued treatment due to an adverse event, as compared to 4% of 427 patients receiving placebo, Adverse events that were associated with the discontinuation of at feast 1% of patients treated with Lexapro, and for which the rate was at least twice the placebo rate, were nausea (2%}, insomnia
Q%) and fatlgue (1%). ineldence of Adverse Fvents in Placeho- Controtled Clinical Trials Major Depressive Disorder Table 1 enumerates the incidence, rounded to the nearest percent, of treatment-emergent adverse events that occurred among 715 depressed patients who received Lexapro at doses ranging from
0 to 20 mg/day in placebo-controlled trials. Events included are those occurring in 2% or more of patients treated with Lexapro and for which the incidence in patients treated with Lexapro was greater than the incidence in placebo-treated patients. The prescriber should be aware that these figures can not be used to pre-
dict the incidence of adverse events in the course of usual medical practice where patient characteristics and other factors differ from thoss which prevailed in the clinical trials. Similarly, the cited frequencies cannt be compared with figures obtained from other clinical investigations invalving different treatments, uses,
and investigators. The cited figures, however, do provide the prescribing physician with some basis for estimating the relative contribution of drug and non-drug factors to the adverse event incidence rate in the population studied. The most commonly observed adverse events in Lexapro patients (incidence of approxi-
mately 5% or greater and approximately twice the Incldence in placebo pat\ent?) were insomnia, ejaculation disorder (primarily ejaculatory delay), nausea, sweafing increased, fatigue, and somnolence (see TABLE 1). TABLE 1: Treatment-Emergent Adverse Events: incidence in Placebo-Gontrolled Clinical Trials for Major
Depressive Disorder* [Lexapro (N=715) and Placeho (N=592}1: Autonomic Nervous System Disorders: Dry Mouth (6% and 5%); Sweating noreased }5% and 2%). Coniral & Peripheral Nervous System Disarders: Diziness (5% and 3%). Gastrointestinal Disorders: Nausea (15% and 7%); Diarrhea (8% and 5%);
Constipation (3% and 1%); Indgestion (3% and 1%); Abdominal Pain (2% and 1%), General: Influenza-like Symptoms (5% and 4%}: Fatigue (5% and 2%). Psychfatric Disorders: Insomnia (9% and 4%); Somnolence (6% and 2%); Appetite Decreased (3% and 1 %}; Linido Dacreased (3% and 1%). Respiratory System
Disordars: Rhinitis (5% and 4%}; Sinusitis (3% and 2%21 Uragenital: Ejaculation Disorder” (9% and <1%f Impotence? (3% and <1%); Anorgasmia® (2% and <1%).*Events reported by at least 2% of patients treated with Lexapro are reported, excepl for the following events which had an incidence on placebo > Lexapro:
headache, upper resplratorK tract infection, back pain, pharyngitls, inflicted injury, anxiety. 'Primarily ejacuiatory delay. 2Denominator used was for males only (N=225 Lexapro; N=188 placebo). 3Denominator used was for females only (N=490 Lexepro; N=404 placeho). Generalized Anxiely Disorder Table 2 enumerates
the incidence, rounded to the nearest pemem of treatment-emergent adverse events that occurred among 429 GAD patients who received Lexapro 10 to 20 mg/day in placebo-controlled trials. Events included are those occurring in 2% or more of patients ireated with Lexapro and for which the incidence in patients ireat-
ed with Lexapro wias greater than the incidence In placebo-treated patients, The most commonly observed adverse events in Lexapro patients (incidence of approximately 5% or greater and approximately twice the incidence in placebe patients) were nausea, ejaculation disorder (primarily ejaculatory delay), insomnia,
fatigue, decreased libidlo, and anorgasmia (see TABLE 2). TABLE 2: Treatment-Emergent Adverse Events: Incidence in Placebo-Controlled Clinical Trials for Generalized Anxiety Disorder* [Lexapro (N=429) and Placeho (N=427)]: Autonamic Nervons 8ysiern Disorders: Dry Mouth (9% and 5%); Sweating Increased
(4% and 1%). Central 3 Peripheral Nervous System Disorders: Headache (24% and 17%); Paresthesia (2% and 1%). Gastrointestinal Disorders: Nausea (18% and 8%); Diarrhea (8% and 6%}; Constipation 55% and 4%); Indigestion éﬁ% and 2%); Yomiting (3% and 1%); Abdominal Pain (2% and 1%); Flatulence (2%
and 1%); Toothache (2% and 0%). General: Fatigue (8% and 2%); Influgnza-lice symptoms (5% and 4%). Musculoskeletal: Neck/Shoulder Pain (3% and 1%). Psychiatric Disorders: Somnolence (13% and 7%); insomnia (12% and 6%); Libido Decreased (7% and 2%}; Dreaming Abnormal (3% and 2%); Appetite
Decreased {3% and 1 %); Letharay (3% and 1%); Yawning (2% and 1 %). Urogenitak: Ejaculation Disorder'2 {14% and 2%); Anorgasmia® (6% and <1%); Menstrual Disorder (2% and 1"/»} *Events reported by at least 2% of patients treated with Lexapro are reported, except for the following events which had an inci-
dence on placebo  Lexapra: inficted injury, dizziness, back pain, upper respiratory tréct infection, rhinitis, pharyngitis. ‘Prrrnan]y ejaculatory delay. “Denominator used was for males only (N=182 Lexapro; N=195 placebo). 3Denominator used was for females only (N=247 Lexapro; N=232 placebo). Dose Dependency of
Adverse Events The potential dose dependency of commen adverse events (defined as an incidencs rate of 25% in sther the 10 mg or 20 mg Lexapro groups) was examined on the basis of the combined incidence of adverse events in twa fixed-dose trials. The overall incidence rates of adverse events in 10 mg Lexapro-
treated patients (66%) was similar to that of the placebe-treated patients (61%), whle the incidence rate in 20 mg/day Lexapro-treated patients was greater (86%). Table 3 shows common adverse events that occurred in the 20 mo/day Lexapro group with an incidence that was approximately twice that of the 10 mg/day
Lexapra group and approximately twice that of the placebo group. TABLE 3; Incidence of Comman Advesse Events* in Patients with Major Depressive Disarter Receiving Placeho (N=311), 10 mo/day Lexapro {N=310), 20 my/day Lexapro (N=125)1: Insomnia (4%, 7%, 14%), Diarthea (5%, 6%, 14%); Dry Mouth
(8%, 4%, 9%); Somnolence (1%, 4%, %), Dizziness (2%, 4%, 7%); Swealing Increased (<1%, 3%, 8%); Gonstipation (1%, 3%, 6%); Fatigue (2%, 2%, 6%); Indigestion (1%, 2%, 6%)."Adverse events with an incidence rate of at least 5% in either of the Lexapro groups and with an incidence rate in the 20 mg/day
Lexapro group that was apprommately twice that of the 10 rng/day Lexapro group and the placebo group. Male and Female Sewal Dystunction wilh $SRIs Although changes in sorgdl desire, sexual performance, and sexua! satisfaction often occur as manifestations of a psychiatric disorder, they may also be a conse-
quence of pharmacologic treatment. In particular, some evidence Suggests that SSRIs can cause such untoward sexual experiences. Reliahle estimates of the incidence and severity of untoward experfences involving sexual desire, performance, and satisfaction are difficult to obtain, however, in part because patients and
physicians may he reluctant to discuss them. Accordingly, estimates of the incidence of untoward sexual experience and performance cited in product labeling are likely to underestimate their actual incidence. Table 4 shows the incidence rates of sexual side effects in patients with major depressive disorder and GAD in
placebo-controlled trials. TABLE 4: Incidence of Sexual Side Effects in Placebo-Controlled Glinical Trials [in Males Only: Lexapro {N=407) and Placeb (N=383)]: Efaculation Disorder (primarily ejaculatory delay) (12% and 1%}; Libido Decreased (6% and 2%); Impolence (2% and <1%}. [In Females Only: Lexapro
(N=737) and Placebo (N=536)]: Libido Decreased (3% and 1%& Anorgasmia (3% and <1%) There are no adequately designed stuies examining sexual dysfuncion with escitalopram treatment. Priapism has been reported with 2ll SSRIs. While itis cifficult to know he precise risk of sexual dysfunction associated with
the use of SSRIs, physicians should routinely inquire about such possible side effects. Vital Sign Changes Lexapro and placebo groups were compared with respect to (1) mean change from haseline in vital signs (pulse, systolic blood pressure, and diastolic blood pressure) and {2) he incidence of patients meting
criteria for pomnually clinically significant changes from baseline in these variables. These anaiyses did not reveal any clinically important changes in vilal signs associated with Lexapro treatment. In addition, a comparison of suping and standing vital sign measures in subjects receiving Lexapro indicated that Lexapro treat-
mant is not associated with orthostatic changes. Weight Ghanges Patients treated with Lexapro in controlled trials did not differ from placebo-treated patients with regard to clinically important change in budy weight. Lahoratary Changes Lexapro and placebo groups were compared with respect to (1) mean change from
hasellne in various serum chemistry, hematology, and urinalysis variables, and (2) the incidence of patients mesting criteria for potentially clinically significant changes from baseling in these variables. These analyses revealed no clinically important changes in laboratory test parameters associated with Lexapro freatment.
EGG Changes Electrocardiagrams from Lexapro (N=625), racemic cnalepram (N=351), and placebo (N=527) groups were compared with respect to (1) mean change from baseline in various ECG parameters and (2) the incidence of patients mesting criteria for potentially clinically significant changes from baseline in these
variables. Thess analyses revealed (1) a decrease in heart rate of 2.2 bpm for Lexapro and 2.7 bpm for rasemic citalopram, compared to an increase of 0.3 bm for placebo and (2) an increase in QTc interval of 3.9 msec for Lexapro and 3.7 mse for racemic citalopram, compared to 0.5 msec for placebo. Neither Lexagro
nor racemic citalopram were asscciated with the development of clinically significant ECG abnormalities. Other Events Observed During the Premarketing Evaluation of Lexapro Foliowing is a list of WHO terms that reflect freatment-emergent adverse events, as defined in the introduction to the ADVERSE REACTIONS
section, reported by the 1428 patients treated with Lexapra for periods of up to one year in double-blind or open-label clinical trials during its premarketing evaluation. All reported events are included except those already fisted in Tables 1 & 2, those oceurring in only one patient, event terms that are so general as o be
unlnformallve and these that are unfikely o be drug related. It is important to emphasizs that, although the events reported occurred during ireatment with Lexapro, they were not necessarily caused by it. Events are further categorized by body system and fisted in order of decreasing frequency according to the following
definitions: frequent adverse events are those accurring on one of more occasions in at least 1/100 patients; infrequent adverse events are those occurring in less than 1/100 patients but at least 1/1000 patients. Cardiovascular - Freguent: palpitation, hypertension. infrequent: bradycardia, tachycardia, ECG abnormal, fush-
ing, varicose vein. Central and Peripheral Nervous System Disorders - Frequent: light-headed feeling, migraine. /nfreguent: tremor, vertigo, restless legs, shaking, twitching, dysequifibrium, tics, carpal lunnel syndrome, muscle involuntary, abnormal, faintness, hyperreflexia, museu-
lar tone increased, Gastrointestinal Disorders - Frequent: heartburn, abdominal cramp, gastrosnteritis. infrequent; gastroesophageal reflux, bloating, abdominal discomfort, dyspepsia, nereased stocl frequency, belching, gastris, hemorrhoids, gagging, polypasis gastric, swallowing diffult, General - Freguent: allergy, pain
in limb, fever, hot flushes, chest pain. Infrequent: edema of extremities, chills, tightness of chest, leg pain, asthenia, syncope, malaise, anaphylams falt. Hemic and Lympnatrc Disorders - /nfrequent: bruise, anemia, nosebleed, hematoma, Iymphadenopathy cgrvical, Metabolic and Nutritional Disorders - Frequent: increased
weight. Infrequent: decreased weight, hyperglycemia, thirst, bilirubin mcreased Nepatic enzymes increased, gout, hyperchoiesterolemia. Musculoskeletal System Disorders - Frequent: arthralgia, myalgia. infrequent: jaw stiffness, muscle cramp, muscle stffness, arihritis, muscle weakness, back discomfort, arthropathy, jaw
pain, joint stifiness. Psychiatric Disorders - Fraquent: appetite increased, Iethargy, irritability, concentration \mpa\red Infrequent: jitteriness, panic reaction, agitation, apathy, forgetfulness, depressicn aggravated, nervousness, restlessriess aggravated, suicide attempt, amnesia, anxlety attack, bruxism, carbohydrate craving,
confusion, depersonaiization, disorientation, emotional lability, feeling unreal tremulousness nervous, erying abriormal, depression, excitability, audllory hallucination, suicidal tendency. Reproductive Discrders/Female* - Frequent: menstrual cramps, menstrual disorder. /nlrequenr menurrhagla breast neoplasm, pelvic
|nﬂarnmal|an premenstrual syndrome, spotting between menses. *% based on female subjects only: N= 905 Resp\ratory System Disorders - Frequent: bronchitis, sinus congestion, coughing, nasal congestion, sinus headache infrequent: asthma, breath shortness, laryngitis, pneumonta, tracheitis. Skin and Appencages
Disorders - Frequem‘ vash. nfrequent: prritus, acne, alopecia, eczema, dermatits, dry skin, folliculits, lipoma, furanculoss, dry fips, skin nodule, Special Senses - Frequent; vision blurred, tinnitus. /nfrequient; taste alteration, earache, conjunctivitis, vision abnormel, dry eyes, eye irriation, visual disturbance, eye infection,
pupils dilated, metallic taste. Urinary System Disorders - Frequent; urinary frequency, Urinary tract infection, Infrequent: urinary urgency, kidney stone, dysuria, blood in urine. Events Heponed Subsequent to the Marketing of Esmlalnpram Although no causal re\ancnshlp 10 escitalopram treatment has been found, the fol
lowing atverse events have been reported to have oceurred in patients and to be temporally associated with escitalopram treatment during pdslmarketmg experienice and were not observed during the premarketing evaluation of escitalopram: abnormal gait, acute renal failure, aggression, angioedema, trial fibriation,
diplopia, dystoniz, extrapyramidal disorders, gastrointestinal hemorrhage, grand mal seizures (or convulsions), hepatitis, hypotension, ryocardial infarction, neuroleptic malignant syndrome, orthostatic hypotension, pancreatits, puimonary embalism, QT prolongation, rhabdomyoly5|s selzures, serotonin syndrome, SIADH,
thrambocytopenia, torsadss de pointes, toxic epidermal necrolysis, ventricular tachycardia and visual hallucinations. Evenis Reported Subsequent io the Marketing of Racemic Citalopram Although no causal relationship to racemic citaiopram reatment has been found, the following adverse events have been reported to
have occurred in patients and to be temporally assoclated with racemic citalopram treatment and were not observed during the premarketing evaluation of citalopram: acute renal failure, akathisi, allergic reaction, anaphylaxis, angioedema, choreathetosis, delirium, dyskmeswa ecchymosis, erythema multiforme, gas-
trointestinal hemorrhage, grand mal seizures {or convulsions), hemolytic anemia, hepatic necrosis, myoclonus, neuroleptic malignant syndrome, nystagmus, pancreatitis, priapism, decreased ar is, serotonin syndrome spontaneous abortion, lhrombocy!opema
thrombasis, forsades de pointes, toxic epidermal necrolysis and ventricular arrhythmxa
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thanks to ARICEPT®’s overall effectiveness

ARICEPT helps patients
be more like themselves longer™

m Helped keep patients in the community for more than 5 years'*'

m Is proven effective in cognition, function, and behavior**
m Caregivers spend less time assisting patients with everyday activities®
m Established safety and tolerability

* Results from an observational follow-up of nursing home placement in mild to moderate AD patients (MMSE 10-26) previously enrolled in 1 of 3 randomized, double-blind,
placebo-controlled trials with open-label extension phases.

t As with all studies of this type, results may be attributable to various factors. ARICEPT treatment was one such factor.

ARICEPT is indicated for mild to moderate dementia of the Alzheimer's type.

The most common adverse events in clinical trials with ARICEPT were nausea, diarrhea, insomnia, vomiting, muscle cramps,

fatigue, and anorexia. In clinical trials, syncopal episodes have been reported (2% for ARICEPT versus 1% for placebo). Cholinesterase

inhibitors have the potential to increase gastric acid secretion. Patients at risk for developing ulcers, including those receiving

concurrent NSAIDs, should be monitored closely for gastrointestinal bleeding.

Clinical studies of ARICEPT have shown no increase, relative to placebo, in the incidence of either peptic ulcer disease or

gastrointestinal bleeding.

Please see brief summary of prescribing information on adjacent page.
ONCE-A-DAY
ONCE-A-DAY

\RICEPT" OJ1" \RICEPT
[donepezil HC) - e [donepezil HC

5-MG AND 10-MG TABLETS

fi 1. G DS, F G, McRae T, Mastey V, leni JR. Donepezil is associated with delayed nursing home placement in patients with Alzheimer's disease. J Am Geriatr Soc. 2003;51:
937-944. 2. Winblad B, Engedal K, Soininen H, et al, and the Donepezil Nordic Study Group. A 1-year, randomized, placebo-controlled study of donepezil in patients with mild to moderate AD. Neurology. 2001;57:
489-495. 3. Mohs RC, Doody RS, Morris JC, et al, for the “312” Study Group. A 1-year, placebo-controlled preservation of function survival study of donepezil in AD patients. Neurology. 2001;57:481-488.

4. Rogers SL, Doody RS, Mohs RC, Friedhoff LT, and the Donepezil Study Group. Donepezil improves cognition and global function in Alzheimer disease: a 15-week, double-blind, placebo-controlled study.
Arch Intern Med. 1998;158:1021-1031. 5. Rogers SL, Farlow MR, Doody RS, Mohs R, Friedhoff LT, and the Donepezil Study Group. A 24-week, double-blind, placebo-controlled trial of donepezil in patients with
Alzheimer's disease. Neurology. 1998;50:136-145. 6. Feldman H, Gauthier S, Hecker J, et al, and The Donepezil MSAD Study Investigators Group. Efficacy of donepezil on maintenance of activities of daily
living in patients with moderate to severe Alzheimer's disease and the effect on caregiver burden. J Am Geriatr Soc. 2003;51:737-744. AR273436A




ARICEPT® (Donepezil Hydrochloride Tablets)

ARICEPT® ODT (Donepezil Hydrochloride) Orally Disintegrating Tablets

Brief Summary—see package insert for full prescribing information. INDICATIONS AND USAGE ARICEPT® is indicated for the treatment
of mild to moderate dementia of the Alzheimer's type. CONTRAINDICATIONS ARICEPT® is contraindicated in patients with known
hypersensitivity to donepezil hydrochloride or to piperidine derivatives. WARNINGS ia: ARICEPT®, as a cholinesterase
inhibitor, is likely to exaggerate succinylcholine-type muscle relaxation during anesthesia. Cardiovascular Conditions: Because of their
pharmacological action, cholinesterase inhibitors may have vagotonic effects on the sinoatrial and atrioventricular nodes. This effect may
manifest as bradycardia or heart block in patients both with and without known underlying cardiac conduction abnormalities. Syncopal
episodes have been reported in association with the use of ARICEPT®. Gastrointestinal Conditions: Through their primary action,
cholinesterase inhibitors may be expected to increase gastric acid secretion due to increased cholinergic activity. Therefore, patients should
be monitored closely for symptoms of active or occult gastrointestinal bleeding, especially those at increased risk for developing ulcers,
e.9., those with a history of ulcer disease or those receiving concurrent nonsteroidal anti-inflammatory drugs (NSAIDS). Clinical studies
of ARICEPT® have shown no increase, relative to placebo, in the incidence of either peptic ulcer disease or gastrointestinal bleeding. ARICEPT®,
as apredictable consequence of its pharmacological properties, has been shown to produce diarrhea, nausea and vomiting. These effects,
when they occur, appear more frequently with the 10 mg/day dose than with the 5 mg/day dose. In most cases, these effects have been
mild and transient, sometimes lasting one to three weeks, and have resolved during continued use of ARICEPT®. Genitourinary: Although
not observed in clinical trials of ARICEPT®, cholinomimetics may cause bladder outflow obstruction. Neurological Conditions: Seizures:
Cholinomimetics are believed to have some potential to cause generalized convulsions. However, seizure activity also may be a
manifestation of Alzheimer's Disease. Pulmonary Conditions: Because of their cholinomimetic actions, cholinesterase inhibitors
should be prescribed with care to patients with a history of asthma or obstructive pulmonary disease. PRECAUTIONS Drug-Drug
Interactions (see Clinical Pharmacology: Clinical Pharmacokinetics: Drug-drug Interactions) Effect of ARICEPT® on the Metabolism
of Other Drugs: No in vivoclinical trials have investigated the effect of ARICEPT® on the clearance of drugs metabolized by CYP 3A4
(e.g. cisapride, terfenadine) or by CYP 2D6 (e.g. imipramine). However, in vitro studies show a low rate of binding to these enzymes (mean
K; about 50-130 uM), that, given the therapeutic plasma concentrations of donepezil (164 nM), indicates little likelihood of interference.
Whether ARICEPT® has any potential for enzyme induction is not known. Formal pharmacokinetic studies evaluated the potential of ARICEPT®
forinteraction with theophylline, cimetidine, warfarin, digoxin and ketoconazole. No effects of ARICEPT® on the pharmacokinetics of these
drugs were observed. Effect of Other Drugs on the Metabolism of ARICEPT ®: Ketoconazole and quinidine, inhibitors of CYP450,
3A4and 2D6, respectively, inhibit donepezil metabolism in viro. Whether there is a clinical effect of quinidine is not known. Ina 7-day crossover
study in 18 healthy volunteers, ketoconazole (200 mg q.d.) increased mean donepezil (5 mg g.d.) concentrations (AUCq 54 and Cis) by
36%. The clinical relevance of this increase in concentration is unknown. Inducers of CYP 2D6 and CYP 3A4 (e.g., phenytoin,
carbamazepine, dexamethasone, rifampin, and phenobarbital) could increase the rate of elimination of ARICEPTE. Formal pharmacokinetic
studies demonstrated that the metabolism of ARICEPT®is not significantly affected by concurrent administration of digoxin or cimetidine.
Use with Anticholinergies: Because of their mechanism of action, cholinesterase inhibitors have the potential to interfere with the activity
of anticholinergic medications. Use with Cholinomimetics and Other Cholinesterase Inhibitors: A synergistic effect may be expected
when cholinesterase inhibitors are given concurrently with succinylcholine, similar neuromuscular blocking agents or cholinergic agonists
such as bethanechol. Carcinogenesis, Mutagenesis, Impairment of Fertility No evidence of a carcinogenic potential was
obtained in an 88-week carcinogenicity study of donepezil hydrochloride conducted in CD-1 mice at doses up to 180 mg/kg/day
(approximately 90 times the maximum recommended human dose on a mg/m? basis), or in a 104-week carcinogenicity study in
Sprague-Dawley rats at doses up to 30 mg/kg/day (approximately 30 times the maximum recommended human dose on a mg/m? basis).
Donepezil was not mutagenic in the Ames reverse mutation assay in bacteria, or in a mouse lymphoma forward mutation assay in vitro.
In the chromosome aberration test in cultures of Chinese hamster lung (CHL) cells, some clastogenic effects were observed. Donepezil
was not clastogenic in the in vivomouse micronucleus test and was not genotoxic in an in vivounscheduled DNA synthesis assay in rats.
Donepezil had no effect on fertility in rats at doses up to 10 mg/kg/day (approximately 8 times the maximum recommended human dose
onamg/m? basis). Pregnancy Pregnancy Category C: Teratology studies conducted in pregnant rats at doses up to 16 mg/kg/day
(approximately 13 times the maximum recommended human dose on @ mg/m? basis) and in pregnant rabbits at doses up to 10 mg/kg/day
(approximately 16 times the maximum recommended human dose on a mg/m basis) did not disclose any evidence for a teratogenic potential
of donepezil. However, in a study in which pregnant rats were given up to 10 mg/kg/day (approximately 8 times the maximum recommended
human dose on amg/m? basis) from day 17 of gestation through day 20 postpartum, there was a slight increase in still births and a slight
decrease in pup survival through day 4 postpartum at this dose; the next lower dose tested was 3 mg/kg/day. There are no adequate or
well-controlled studies in pregnant women. ARICEPT® should be used during pregnancy only if the potential benefit justifies the potential
risk to the fetus. Nursing Mothers It is not known whether donepezil is excreted in human breast milk. ARICEPT® has no indication for
use innursing mothers. Pediatric Use There are no adequate and well-controlled trials to document the safety and efficacy of ARICEPT®
inany illness occurring in children. Geriatric Use Alzheimer's disease is a disorder occurring primarily in individuals over 55 years of
age. The mean age of the patients enrolled in the clinical studies with ARICEPT® was 73 years; 80% of these patients were between 65
and 84 years old and 49% of the patients were at or above the age of 75. The efficacy and safety data presented in the clinical trials section
were obtained from these patients. There were no clinically significant differences in most adverse events reported by patient groups >65
years old and <65 years old. ADVERSE REACTIONS Adverse Events Leading to Discontinuation The rates of discontinuation
from controlled clinical trials of ARICEPT® due to adverse events for the ARICEPT® 5 mg/day treatment groups were comparable to those
of placebo-treatment groups at approximately 5%. The rate of discontinuation of patients who received 7-day escalations from 5 mg/day
to 10 mg/day, was higher at 13%. The most common adverse events leading to discontinuation, defined as those occurring in at least
2% of patients and at twice the incidence seen in placebo patients, are shown in Table 1

Table 1. Most Frequent Adverse Events Leading to Withdrawal

from Clinical Trials by Dose Group
Dose Group Placebo 5 mg/day ARICEPT® 10 mg/day ARICEPT®
Patients Randomized 355 350 315
Event/% Discontinuing
Nausea 1% 1% 3%
Diarrhea 0% <1% 3%
\omiting <1% <1% 2%

Most Frequent Adverse Clinical Events Seen in Association with the Use of ARICEPT® The most common adverse events,
defined as those occurring at a frequency of at least 5% in patients receiving 10 mg/day and twice the placebo rate, are largely predicted
by ARICEPT®’s cholinomimetic effects. These include nausea, diarrhea, insomnia, vomiting, muscle cramp, fatigue and anorexia. These
adverse events were often of mild intensity and transient, resolving during continued ARICEPT® treatment without the need for dose modification.
There is evidence to suggest that the frequency of these common adverse events may be affected by the rate of titration. An
open-label study was conducted with 269 patients who received placebo in the 15 and 30-week studies. These patients were titrated to a
dose of 10 mg/day over a 6-week period. The rates of common adverse events were lower than those seen in patients titrated to 10 mg/day
over one week in the controlled clinical trials and were comparable to those seen in patients on 5 mg/day. See Table 2 for a comparison
of the most common adverse events following one and six week titration regimens.

Table 2. Comparison of Rates of Adverse Events in Patients
Titrated to 10 mg/day Over 1 and 6 Weeks

No titration One week titration Six week titration
Adverse Event Placeho 5 mg/day 10 mo/day 10 mg/day
(n=315) (n=311) (n=315) (n=269)
Nausea 6% 5% 19% 6%
Diarrhea 5% 8% 15% 9%
Insomnia 6% 6% 14% 6%
Fatigue 3% 4% 8% 3%
Vomiting 3% 3% 8% 5%
Muscle cramps 2% 6% 8% 3%
Anorexia 2% 3% 7% 3%

Adverse Events Reported in Controlled Trials The events cited reflect experience gained under closely monitored conditions of clinical
trials in a highly selected patient population. In actual clinical practice or in other clinical trials, these frequency estimates may not apply,
as the conditions of use, reporting behavior, and the kinds of patients treated may differ. Table 3 lists treatment emergent signs and symptoms
that were reported in at least 2% of patients in placebo-controlled trials who received ARICEPT® and for which the rate of occurrence was
greater for ARICEPT® assigned than placebo assigned patients. In general, adverse events occurred more frequently in female patients
and with advancing age.
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Table 3. Adverse Events Reported in Controlled Clinical Trials in at Least 2% of Patients
Receiving ARICEPT® and at a Higher Frequency than Placebo-treated Patients

Body System/Adverse Event Placebo ARICEPT®
(n=355) (n=747)

Percent of Patients with any Adverse Event 72 74
Body as a Whole

Headache 9 10

Pain, various locations 8 9

Accident 6 7

Fatigue 3 5
Cardiovascular System

Syncope 1 2
Digestive System

Nausea 6 1

Diarrhea 5 10

Vomiting 3 5

Anorexia 2 4
Hemic and Lymphatic System

Ecchymosis 3 4
Metabolic and Nutritional Systems

Weight Decrease 1 3
Musculoskeletal System

Muscle Cramps 2 6

Arthritis 1 2
Nervous System

Insomnia 6 9

Dizziness 6 8

Depression < 3

Abnormal Dreams 0 3

Somnolence <1 2
Urogenital System

Frequent Urination 1 2

Other Adverse Events Observed During Clinical Trials ARICEPT® has been administered to over 1700 individuals during clinical
trials worldwide. Approximately 1200 of these patients have been treated for at least 3 months and more than 1000 patients have been
treated for at least 6 months. Controlled and uncontrolled trials in the United States included approximately 900 patients. In regards to the
highest dose of 10 mg/day, this population includes 650 patients treated for 3 months, 475 patients treated for 6 months and 116 patients
treated for over 1 year. The range of patient exposure is from 1to 1214 days. Treatment emergent signs and symptoms that occurred during
3 controlled clinical trials and two open-label trials in the United States were recorded as adverse events by the clinical investigators using
terminology of their own choosing. To provide an overall estimate of the proportion of individuals having similar types of events, the events
were grouped into a smaller number of standardized categories using a modified COSTART dictionary and event frequencies were
calculated across all studies. These categories are used in the listing below. The frequencies represent the proportion of 900 patients from
these trials who experienced that event while receiving ARICEPT® All adverse events occurring at least twice are included, except for those
already listed in Tables 2 or 3, COSTART terms too general to be informative, or events less likely to be drug caused. Events are classified
by body system and listed using the following definitions: frequent adverse events—those occurring in at least 1/100 patients; infrequent
adverse events—those occurring in 1/100 to 1/1000 patients. These adverse events are not necessarily related to ARICEPT® treatment
and in most cases were observed at a similar frequency in placebo-treated patients in the controlled studies. No important additional adverse
events were seen in studies conducted outside the United States. Body as a Whole: Frequent: influenza, chest pain, toothache;
Infrequent: fever, edema face, periorbital edema, hernia hiatal, abscess, cellulitis, chills, generalized coldness, head fullness, listlessness.
Cardiovascular System: Frequent: hypertension, vasodilation, atrial fibrillation, hot flashes, hypotension; /nfrequent: angina pectoris,
postural hypotension, myocardial infarction, AV block (first degree), congestive heart failure, arteritis, bradycardia, peripheral vascular disease,
supraventricular tachycardia, deep vein thrombosis. Digestive System: Frequent: fecal incontinence, gastrointestinal bleeding, bloating,
epigastric pain; Infrequent: eructation, gingivitis, increased appetite, flatulence, periodontal abscess, cholelithiasis, diverticulitis, drooling,
dry mouth, fever sore, gastritis, irritable colon, tongue edema, epigastric distress, gastroenteritis, increased transaminases, hemorrhoids,
ileus, increased thirst, jaundice, melena, polydipsia, duodenal ulcer, stomach ulcer. Endocrine System: /nfrequent: diabetes mellitus,
goiter. Hemic and Lymphatic System: /nfrequent: anemia, thrombocythemia, thrombocytopenia, easinaphilia, erythrocytopenia. Metabolic
and Nutritional Disorders: Frequent: dehydration; Infrequent: gout, hypokalemia, increased creatine kinase, hyperglycemia, weight
increase, increased lactate dehydrogenase. Musculoskeletal System: Frequent: bone fracture; infrequent: muscle weakness, muscle
fasciculation. Nervous System: Frequent: delusions, tremor, irritability, paresthesia, aggression, vertigo, ataxia, increased libido,
restlessness, abnormal crying, nervousness, aphasia; /nfrequent: cerebrovascular accident, intracranial hemorrhage, transient ischemic
attack, emotional lability, neuralgia, coldness (localized), muscle spasm, dysphoria, gait abnormality, hypertonia, hypokinesia, neurodermatitis,
numbness (localized), paranoia, dysarthria, dysphasia, hostility, decreased libido, melancholia, emotional withdrawal, nystagmus, pacing.
Respiratory System: Frequent: dyspnea, sore throat, bronchitis; Infrequent: epistaxis, post nasal drip, pneumonia, hyperventilation,
pulmonary congestion, wheezing, hypoxia, pharyngitis, pleurisy, pulmonary collapse, sleep apnea, snoring. Skin and Appendages:
Frequent: pruritus, diaphoresis, urticaria; Infrequent: dermatitis, erythema, skin discoloration, hyperkeratosis, alopecia, fungal dermatitis,
herpes zoster, hirsutism, skin striae, night sweats, skin ulcer. Special Senses: Frequent: cataract, eye irritation, vision blurred; nfrequent:
dry eyes, glaucoma, earache, tinnitus, blepharitis, decreased hearing, retinal hemorrhage, otitis externa, otitis media, bad taste, conjunctival
hemorrhage, ear buzzing, motion sickness, spots before eyes. Urogenital System: Frequent: urinary incontinence, nocturia; Infrequent:
dysuria, hematuria, urinary urgency, metrorrhagia, cystitis, enuresis, prostate hypertrophy, pyelonephritis, inability to empty bladder, breast
fibroadenosis, fibrocystic breast, mastitis, pyuria, renal failure, vaginitis. Postintroduction Reports Voluntary reports of adverse events
temporally associated with ARICEPT® that have been received since market introduction that are not listed above, and that there is inadequate
data to determine the causal relationship with the drug include the following: abdominal pain, agitation, cholecystitis, confusion,
convulsions, hallucinations, heart block (all types), hemolytic anemia, hepatitis, hyponatremia, neuroleptic malignant syndrome,
pancreatitis, and rash. OVERDOSAGE Because strategies for the management of overdose are continually evolving, it is
advisable to contact a Poison Control Center to determine the latest recommendations for the management of an overdose
of any drug. As in any case of overdose, general supportive measures should be utilized. Overdosage with cholinesterase inhibitors can
result in cholinergic crisis characterized by severe nausea, vomiting, salivation, sweating, bradycardia, hypotension, respiratory depression,
collapse and convulsions. Increasing muscle weakness is a possibility and may result in death if respiratory muscles are involved. Tertiary
anticholinergics such as atropine may be used as an antidote for ARICEPT® overdosage. Intravenous atropine sulfate titrated to effect is
recommended: an initial dose of 1.0to 2.0 mg IV with subsequent doses based upon clinical response. Atypical responses in blood pressure
and heart rate have been reported with other cholinomimetics when co-administered with quaternary anticholinergics such as glycopyrrolate.
Itis not known whether ARICEPT® and/or its metabolites can be removed by dialysis (hemodialysis, peritoneal dialysis, or hemofiltration).
Dose-related signs of toxicity in animals included reduced spontaneous movement, prone position, staggering gait, lacrimation, clonic
convulsions, depressed respiration, salivation, miosis, tremors, fasciculation and lower body surface temperature. DOSAGE AND
ADMINISTRATION The dosages of ARICEPT® shown to be effective in controlled clinical trials are 5 mg and 10 mg administered once
per day. The higher dose of 10 mg did not provide a statistically significantly greater clinical benefit than 5 mg. There is a suggestion, however,
based upon order of group mean scores and dose trend analyses of data from these clinical trials, that a daily dose of 10 mg of ARICEPT®
might provide additional benefit for some patients. Accordingly, whether or not to employ a dose of 10 mg is a matter of prescriber and
patient preference. Evidence from the controlled trials indicates that the 10 mg dose, with a one week titration, is likely to be associated
with a higher incidence of cholinergic adverse events than the 5 mg dose. In open label trials using a 6 week titration, the frequency of
these same adverse events was similar between the 5 mg and 10 mg dose groups. Therefore, because steady state is not achieved for 15
days and because the incidence of untoward effects may be influenced by the rate of dose escalation, treatment with a dose of 10 mg should
not be contemplated until patients have been on a daily dose of 5 mg for 4 to 6 weeks. ARICEPT®/ARICEPT® QDT should be taken in the
evening, just prior to retiring. ARICEPT®/ARICEPT® ODT can be taken with or without food. Allow ARICEPT® ODT tablet to dissolve on
the tongue and follow with water.
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Control acute agitation with

GEODON

or Injection |ziprasidone mesylate)
*

In schizophrenia...

Rapid improvement with low EPS'?

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

— twice the improvement as measured on the BPRS*'

— significantly lower incidence of movement disorders®

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

K]

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

GEODON

Oral Capsules (ziprasidone HC|
and Injection (ziprosidone mesylole]

% =
S )

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

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

In fixed-dose, pivotal studies, the most commonly observed adverse events associated with the use of GEODON for Injection (incidence
>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.



BRIEF SUMMARY. See package insert for full prescnhmg information.

Increased Mnnalltyln Elderly Pati Related Psychosis: Elderly pati ith dementia-related psychosis treated with
atypical drugsare atani risk of death 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 1.610 1.7 times that seen
in placeho-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 (e.g., heart failure, sudden death) or infectious (€.g., pneumonia) in nature. GEODON (ziprasidone) is not

approved for the treatment of patients with Dementia-Related Psychnsis

INDICATIONS—GEODON Capsules is indi iaand acute manic or mixed episodes associated with
bipolar disorder with or without psychotic features. GEODON® (zmrasuinne mesylate) for Injection is indicated for acute agitation in
schizophrenic patients.

CONTRAINDICATIONS — QT Prolongation: Because of GEODON's dose-related prolongation of the 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 congenital long QT syndrome), with recent acute myocardial infarction, or with uncompensated heart failure (see
WARNINGS ). Pharmacokinetic/pharmacodynamic studies between GEODON and other drugs that prolong the QT interval have not been
performed Anadditive effect of GEODON and other drugs that prolong the QT interval cannot be excluded. Therefore, GEODON should not
be given with dofetilide, sotalol, quinidine, other Class laand Ill anti-arrhythmics, mesoridazine, thioridazine, chlorpromazme droperidol,
pimozide, sparfloxacin, gatifloxacin, moxifloxacin, halofantrine, mefloquine, pentamidine, arsenic trioxide, |

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

pharmacodynamic effects and have this effect described in the full prescri as oraboxed or bolded warning
(see WARNINGS). GEODON is indi inindividual wnhaknown yp i tothe product WARNINGS—Increased
Mortality in Elderly Pati RelatedF ithd related

drugs are atan i risk of death lnplacehn GEODON (ziprasidone) |snnlapprnved!urlhetrealmem

of pahenls with dementia-related psychosis (see Boxed Wamning). QT Prolongation and Risk of Sudden Death: GEODON use should
he avoided in combination with other drugs that are known to prolong the QT, interval. Additionally, clinicians should be alert to the
identification of other drugs that have been consistently observed to prolong the QT interval. Such drugs should not be prescribed with
GEODON. A study directly comparing the QT/QT,-prolonging effect of GEODON with several other drugs effective in the treatment of
schizophrenia was conducted in patient volunteers. The mean increase in QT from baseline for GEODON ranged from approximately
9to 14 msec greater than for four of the drugs (risp olanzapine, g ine, and haloperidol), but was
approximately 14 msec less than the prolongation nhservedlnrlhlurmazlne Inthis study, the effectof GEODON on QT; length was not
augmented by the presence of a metabolic inhibitor (ketoconazole 200 mg bid). In placeho-controlled trials, GEODON increased the
QT interval compared to placebo by approximately 10 msec at the highest recommended daily dose of 160 mg. In clinical trials the
electrocardiograms of 2/2988 (0.06%) GEODON patients and 1/440 (0.23%) placebo patients revealed QT intervals exceeding the
potentially clinically relevantthreshold of 500 msec. In the GEODON patients, neither case suggested a role of GEODON. Some drugs
that prolong the QT/QT interval have been associated with the occurrence of torsade de pointes and with sudden unexplained death.
The relationship of QT prolongation to torsade de pointes 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,
hypomagnesemia, or genetic predisposition. Although torsade de pointes has not been observed in association with the use of GEODON
atrecommended doses in premarketing studies, experience is too limited to rule out an increased risk. A study evaluating the QT/QT;
prolonging effect of intramuscular GEODON, with intramuscular haloperidol as a control, was conducted in patient volunteers. Inthe
trial, ECGs were obtained at the time of maximum plasma concentration following two injections of GEODON (20 mg then 30 mg) or
haloperidol (7.5mg then 1I] mg) given four hours apart. Note that a 30 mg dose of intramuscular GEODON is 50% higher than the
. Th QT from baseline was calculated for each drug using asample-based correction

that removes the effect of heart rate on the QT interval. The mean increase in QT; from baseline for GEODON was 4.6 msec following
thefirstinjectionand 12.8 dinjection. The i inQT, from haseline 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 heen reported in patients taking GEODON at
recommended doses. The premarketing experience for GEODON did not reveal an excess of mortality for GEODON compared to other
antipsychotic drugs or placebo, but the extent of exposure was limited, especially Inrlhe drugs used as active controls and placebo.
Nevertheless, GEODON's larger prolongation of QT; length to several other antipsy drugs raises the possibility that
lhe risk of sudden dealh may be grealerfor GEODON than for other available drugs Inrlreatmg schizophrenia. This possibility needs
g products. Certain circumstances may increase the risk of the occurrence of torsade
de pointes and/or sudden death in association with the use of drugs that prolong the QT interval, including (1) bradycardia; (2)
hypokalemia or hypomagnesemia; (3) concomitant use of other drugs that prolong the QT; interval; and (4) presence of congenital
prolongation of the QT interval. GEODON should also be avoided in patients with congenital long QT syndrome and in patients with a
history of cardiac arrhythmias (see CONTRAINDICATIONS, and see Drug Interactions under PRECAUTIONS). Itis recommended that
patients being considered for GEODON treatment who are at risk for significant electrolyte disturbances, hypnkalemia in particular,
have haseline serum potassium and magnesium measurements. Hypokalemia (and/or hypomagnesemia) may increase the risk of
OTprnInngatmn and arrhylhmla Hypnkalemla may resultfrom diuretic lherapy, dlarrhea and other causes. Patients with low serum
with Itis essential to periodically

monitorserum electrolytes in panenlslurwhnm diuretictherapy is introduced durmg GEODON treatment. Persistently prolonged QT
intervals may also increase the risk of further prolongation and arrhythmia, butitis nulclearlhal routine screening ECG measuresare

information and instructions i the Patient i i by with patients. 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 inue GEODON in patients who are found to have
persistent QT; measurements >500 msec (see WARNINGS). Drug Interactions: (1) GEODON should not be used with any drug that prolongs
the QT interval. (2) Given the primary CNS effects of GEODON, caution should be used when it is taken in combination with other centrally
acting drugs. (3) Because of its potential for inducing hypotension, GEODON may enhance the effects of certain antihypertensive agents.
(4) GEODON may antagonize the effects of levodopa and dopamine agonists. Effect of Other Drugs on GEODON: Carbamazepine, 200 mg
bid for 21 days, resulted in a decrease of approximately 35% in the AUG of GEODON. Ketoconazole, a potent inhibitor of CYP3A4, 400 mg
qd for 5 days, increased the AUC and Cyay 0f GEODON by about 35%-40%. Cimetidine, 800 mg qd for 2 days, did not affect GEODON
pharmacokinetics. Coadministration of 30 mL of Maalox did not affect GEODON pharmacokinetics. Population pharmacokmetlc analysis
of schizophrenic patients in controlled clinical trials has not revealed any clinically with benztropine,

propranolol, or lorazepam. Effect of GEODON on Other Drugs: In vitro studies revealed little potential for GEODON to interfere with the
metabolism of drugs cleared primarily by CYP1A2, CYP2C9, CYP2CG19, CYP2D6, and CYP3A4, and little potential for drug interactions with
GEODON due to displacement. GEODON 40 mg bid administered concomitantly with fithium450 mg bid for 7 days did not affect the steady-
state level or renal clearance of lithium. GEODON 20 mg bid did not affect the pharmacokinetics of concomitantly administered oral
contraceptives, ethinyl estradiol (0.03 mg) and levonorgestrel (.15 mg). Consistent within vitro results, astudy in normal healthy volunteers
showed that GEODON did not alter the metabolism of dextromethorphan, a CYP2D6 model substrate, to its major metabolite, dextrorphan.
There was no statistically significant change in the urinary dextromethorphan/dextrorphan ratio. Carcinogenesis, Mutagenesis,
Impairment of Fertility: Lifetime carcinogenicity studies were conducted with GEODON in Long Evans rats and CD-1 mice. In male mice,
there was no increase in incidence of tumors 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 prolactin in rats in a 5-week dietary
study at the doses that were used in the carcinogenicity study. The relevance for human risk of the findings of prolactin-mediated endocrine
tumors in rodents is unknown (see Hyperprolactinemia). Mutagenesis: There was a reproducible mutagenic response in the Ames assay
in one strain of S. typhimuriumin 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
time to copulation in Sprague-Dawley rats in two fertility and early embryonic development studies at doses of 10to 160 mg/kg/day (0.5to
8 times the MRHD of 200 mg/day on a mg/m? basis). Fertility rate was reduced at 160 mg/kg/day (8 times the MRHD on a mg/m? basis).
There was no effect on fertility at 40 mg/kg/day (2 times the MRHD ona mg/m? basis). The fertility of female rats was reduced. Pregnancy—
Pregnancy Category C:There are no adequate and well-controlled studies in pregnant women. GEODON should be used during pregnancy
only f the potential benefit justifies the potential risk to the fetus. Labor and Delivery: The effect 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.
Itis recommended that women receiving GEODON should not breast feed. Pediatric Use: The safety and effectiveness of GEODON in
pediatric patients have not been established. Geriatric Use: Of the approximately 4500 patients treated with GEODON in clinical studies,
2.4% (109) were 65 years ofage or over. In general, there was no indication of any differenttolerability 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,
slowertitration, and careful monitoring during the initial dosing period for some elderly patients. ADVERSE REACTIONS — Adverse Findings
Observed in Short-term, Placebo-Controlled Trials: The following findings are based on the short-term placebo-controlled premarketing
trials for schizophrenia (a pool of two 6-week, and two 4-week fixed-dose trials) and bipolar mania (@ pool of two 3-week flexible-dose trials)
in which GEODON was administered in doses ranging from 10 to 200 mg/day. Adverse Events Associated with Discontinuation:
Schizophrenia: Approximately 4.1% (29/702) of GEODON-treated patients in short-term, placebo-controlled studies discontinued treatment
due toan 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 dropoutin the GEODON-treated
patients kathisia, anxiety, ion, dizziness, dystonia, rash and vomiting, wnh2dropoutsmreachoTtheseeventsamongGEODON
patients (1%) compared to one placebo patlemeach fordystoniaand rash (1%) and no placebo patients for the remaining adverse events.

Adverse Events at an Incidence >5% and at Least Twice the Rate of Placebo: The most commonly observed adverse events associated
with GEODON in 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 list enumerates 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. Nervous—extrapyramidal symptoms, somnolence, akathisia,
dizziness. Respiratory—respiratory tract infection, rhinitis, cough increased. Skinand Appendages—rash, fungal dermatits. Special
Senses— abnormal vision. Bipolar Mania: Body asaWhoIefheadache asthenla accidental injury. Cardiovascular— hypertension.

Digestive—nausea, diarrhea, dry mouth, vomiting, increased salivati dysphagia. Musculoskeletal—myalgia. Nervous—
somnolence, extrapyramidal symptoms, dizziness, akathisia, anxiety, hypesthesm speech disorder. Respiratory—pharyngitis, dyspnea.

Skin and Appendages—fungal dermatitis. Specwa\ Senses—abnormal vision. Dose Dependency: An analysis for dose response in the
schizophrenia trials revealed an apparent relation of adverse event to dose for the following: asthenia, postural hypotension, anorexia, dry
mouth, mcreased salivation, anhralgla anxiety, dizziness, dystonia, hypertonia, somnolence, tremor, rhinitis, rash, and abnormal vision.

effective in detecting such patients. Rather, GEODON should be avoided i

eg, QT prolongation, recent acute myocardial infarction, uncompensated heart failure, or cardiac arrhythmia. GEODON shnuld he
discontinued in patients who are found to have persistent QT, 500 msec. (NMS):A
potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been reportedin assoaatlon with
administration of antipsychotic drugs. The management of NMS should include: (1) i iscontinuation of hotic 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 NS, the potential reintroduction of drug therapy should be carefully considered. The patient should be carefully monitored,
since recurrences of NMS have been reported. Tardive Dyskinesia (TD): A syndrome of potentially irreversible, involuntary, dyskinetic
movements may develop in patients undergoing treatment with ic drugs. Atthough the prevalence of TD appears to be highest
among the elderly, especially elderly women, itis impossible to rely upon prevalence estimates to predict, at the inception of antipsychotic
treatment, which patients are likely to develop TD. If signs and symptoms of TD appearin a patient on GEODON, drug discontinuation should
be considered. Hyperglycemia and Diabetes Mellitus: Hyperglycemia-related adverse events, sometimes serious, have been reported in
patients treated with atypical antipsychotics. There have been few reports of hyperglycemia or diabetes in patients treated with GEODON,
and 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 in about one-sixth of these cases. The occurrence of rash was dose related, although the
finding mightalso be explained by longer exposure in higher-dose patients. Several patients with rash had signs and symptoms of associated
systemicillness, 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. Up frashforwhichan ive etiology

EPS): Theincidence of reported EPS for GEODON patients in the short-term, placebo-controlled schizophrenia
trials was 14% 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 Changes: GEODON is associated with orthostatic
hypotension (see PRECAUTIONS). Weight Gain: In short-term schizophrenia trials, the proportions of patients meeting a weight gain
criterion of 7% of body weight were compared, revealing a statistically significantly greater incidence of weight gain for GEODON patients
(10%) vs placebo patients (4%). A median weight gain of 0.5 kg was observed in GEODON patients vs 0.0 kg in placebo patients. Weight
gain was reported as an adverse event in 0.4% of both GEODON and placebo patients. During long-term therapy with GEODON, a
categorization of patients at baseline on the basis of body mass index (BMI) showed the greatest mean weight gain and the highest incidence
of clinically significant weight gain (>7% of body weight) in patients with a low BMI (<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: GEODON is associated with an increase in the QT interval (see
WARNINGS). In schizophrenia rials, GEODON was iated with a mean increase in heart rate of 1.4 beats per minute comparedtoa0.2
beats per minute decrease among placebo patients. Other Adverse Events Observed During the Premarketing Evaluation of GEODON:
Frequent adverse events are those occurring in at least 1/100 patients; infrequent adverse events are those occurring in 1/100 to 1/1000
patients; rare events are those occurring in fewer than 1/1000 patients. Schizophrenia: Body as a Whole — Frequent: abdominal pain, flu
syndrome, fever, accidentalfall, face edema, chills, photosensitivity reaction, flank pain, hypothermia, motor vehicle accident. Cardiovascular
System— Frequent:tachycardia, hypertension, postural hypotension; Infrequent: bradycardia, angina pectoris, atrial fibrillation; Rare: first-
degree AV block, bundle branch block, phlebitis, pulmonary embolus, cardiomegaly, cerebral infarct, cerebrovascular accident, deep
thre is, myocarditis, thre itis. Digestive System— Frequent: anorexia, vomiting; Infrequent: rectal hemorrhage,

cannot beidentified, GEODON should be discontinued. Orthostatic Hypotension: n: GEODON may induce orthostatic hypotension associated
with dizziness, tachycardia, and, in some patients, syncope, especially during the initial dose-titration period, probably reflecting its ot4-

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 (istory of myocardial infarction or ischemic heart dlsease hearlfallure or conduction
abnormalities), cerebrovascular disease or conditions that would predi patients to hy lemia, and
treatment with antihypertensive medications). Seizures: In clinical trials, seizures occurred in 0.4% of GEODON patlents There were
confounding factors that may have contributed to seizures in many of these cases. As with other antipsychotic drugs, GEODON should be

hagia, tongue edema; Rare: gum hemorrhage, jaundice, fecal impaction, gamma glutamyl transpeptidase increased, hematemesis,
cholestatic jaundice, hepatitis, hepatomegaly, leukoplakia of mouth, fatty liver deposit, melena. Endocrine— Rare: hypothyroidism,
hyperthyroidism, thyroiditis. Hemic and Lymphatic Systemf anemia, ecchy , leukocytosis, ia, eosinophilia,
lymphadenopathy; Rare: ytopenia, hypc lymphocytosis, monacytosis, basophilia, lymphedema, polycythemia,
thrombocythemia. Metabolic and Nutritional Dlsordersfln!requenr thirst, transaminase increased, peripheral edema, hyperglycemia,
creatine phosphokinase increased, alkaline phosphatase increased, hypercholesteremia, dehydration, \acuc dehydrogenase increased,
albuminuria, hypokalemia; Rare: BUN increased, creatinine increased, hyperlipemia, hynn hypc

used cautiously in patients with a history of seizures or with conditions that potentially lower the seizure threshold, e.g., Alzheimer's dementi

Conditions that lower the seizure threshold may be more prevalent in a population of 65 years or older. Dysphagia: Esophageal dysmotlllty
and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia is acommon 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). Hyperprolactinemia: As with other drugs that antagonize dopamine D, receptors, GEODON elevates
prolactin levels in humans. Tissue culture experiments indicate that approximately one third of human breast cancers are prolactin dependent
invitro, a factor of potentialimportance if the prescription of these drugs is contemplated in a patient with previously detected breast cancer.

Neither clinical studies nor epidemiologic studies conducted to date have shownan between chronicadministration of this class
oidrugsandtumongeneswmhumanS' ilabl ewdencels too limited to be conclusive at this time. Potential for Cognitive
and Motor Impairment: Sc orted adh 1tin GEODON patients. In the 4-and 6-week placebo-controlled

trials, somnolence was reported in 14% ofGEODON panents Vs 7% of placebo patients. Somnolence led to discontinuation in 0.3% of
patients in short-term clinical trials. Since GEODON has the potential to impair judgment, thinking, or motor skills, patients should be
cautioned about performing activities requiring mental alertness, such as operating a motor vehicle (including automobiles) or operating
hazardous machinery until they are reasonably certain that GEODON therapy does notaffect them adversely. Priapism: One case of priapism
was reported in the premarketing database. Body Temperature Requlation: Afthough 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 for the smallest quantity of capsules consistent with good patient management to reduce overdose risk.
Usein Patients with Concomitant lIness: Clinical experience with GEODON in patients with certain concomitant systemicillnesses is limited.
GEODON has not been evaluated or used to any appreciable extent in patients with a recent history of myocardial infarction or heart

hypoglycemla hyponatremla, ypop ia, glucose tolerance gou mia, hyperuricemia, hypocalcemla
hypogly reaction, hyp ketosis, respiratory alkalosis. Muscu\oskeletal System— Frequenr myalgia;
Infrequent:tenosynovitis; Rare:myopathy. ervousSystem Frequentagltauon i idal syndrome, tremor, dystonia, hypert

dyskinesia, hostility, twitching, p vertigo, hypok h inesia, abnormal gait, oculogyric crisis, hypesthesia,

ataxia, amnesia, cogwheel ngldlty delirium, hypotoma akinesia, dysarthria, withdrawal syndrome, buccoglossal syndrome, choreoathetosis,
diplopia, i ion, neuropathy; paralysis; Rare:myoclonus, torticollis, p: .0 )
reflexes increased, trismus. Respiratory System— Frequent: dyspnea; Infrequent: pneumonia, epistaxis; Rare: ptysis, laryngi

Skin and Appendages— Infrequent: maculopapular rash, urticaria, alopecia, eczema, exfoliative dermatitis, contactdermatms
vesiculobullous rash. Special Senses —Frequent: fungal dermatitis; Infrequent: conjunctivitis, dry eyes, tinnitus, blepharitis, cataract,
photophobia; Rare:eye hemorrhage, visual field defect, keratitis, keratoconjunctivitis. Urogenital System — 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 sexual dysfunction, uterine hemorrhage.
Adverse Finding Observed in Trials of Intramuscular GEODON: In these studies, the most commonly observed adverse events associated
with the use of intramuscular GEODON (25%) and observed ata 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 1% of GEODON patients (in the higher dose groups) and at least twice that of the lowest intramuscular GEODON group.
Body as aWhole—headache, injection site pain, asthenia, inal pain, flu syndrome, back pain. Gardiovascular—postural hypotension,
hypertension, bradycardia, vasodilation. Digestive—nausea, rectal hemorrhage, diarrhea, vomiting, dyspepsia, anorexia, constipation,
tooth disorder, dry mouth. Nervous—dizziness, anxiety, insomnia, somnolence, akathisia, agitation, extrapyramidal syndrome, hypertonia,
cogwheel rigidity, paresthesia, personality disorder, psychosis, speech disorder. Respiratory—rhinitis. Skin and Appendages—

disease. Patients with these diagnoses were excluded from premarketing clinical studies. Because of the risk of QT; prolongation and
orthostatic hypotension with GEODON, caution should be observed in cardiac patients (see QT Prolongation and Risk of Sudden Deathin
WARNINGS and Orthostatic Hypotension in PRECAUTIONS). Infarmation for Patients: To ensure safe and effective use of GEODON, the

fur is, sweating. Urogenital—dysmenorrhea, priapism. DRUG ABUSE AND DEPENDENCE— Controlled Substance Class:
GEODON is nota controlled substance. OVERDOSAGE—In p ing trials in over 5400 patients, acci orintentional overdosage
of GEODON was documentedin 10 patients. All patients survived without sequelae. In the patient taking the largest confirmed amount (3240
mg), the only symptoms reported were minimal sedation, slurring of speech, and transitory hypertension (BP 200/75).

References: 1. Daniel DG, Potkin SG, Reeves KR, Swift RH, Harrigan EP. Intramuscular (IM) ziprasidone 20 mg is effective in reducing acute agitation associated with psychosis: a double-blind, randomized trial.
Psychopharmacology. 2001;155:128-134. 2. Brook S, Walden J, Benattia I, Siu CO, Romano SJ. Ziprasidone and haloperidol in the treatment of acute exacerbation of schizophrenia and schizoaffective disorder: comparison
of intramuscular and oral formulations in a 6-week, randomized, blinded-assessment study. Psychopharmacology. 2005;178:514-523. 3. Lesem MD, Zajecka JM, Swift RH, Reeves KR, Harrigan EP. Intramuscular ziprasidone,
2 mg versus 10 mg, in the short-term managemsnt of agitated psychotic patients. J Clin Psychiatry. 2001;62:12-18. 4. Brook S, Lucey JV, Gunn KP for the levaswdons M Study Group Intramuscular ziprasidone compared

with intramuscular haloperidol in the treatment of acute psychosis. J Clin Psychiatry. 2000;61:933-941.
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2-YEAR RECURRENCE PREVENTION
data for EFFEXOR XR'

IMPORTANT TREATMENT CONSIDERATIONS

Suicidality in Children and Adolescents

Antidepressants increased the risk of suicidal thinking
and behavior (suicidality) in short-term studies in
children and adolescents with Major Depressive Disorder
(MDD) and other psychiatric di rs. Anyone considering
the use of EFFEXOR XR or any other antidepressant in a
child or adolescent must balance this risk with the
clinical need. Patients who are started on therapy should
be observed closely for clinical worsening, suicidality, or
unusual changes in behavior. Families and caregivers
should be advised of the need for close observation and
communication with the prescriber. EFFEXOR XR is not
approved for use in pediatric patients. (See Warnings and
Precautions: Pediatric Use.)

Pooled analyses of short-term (4 to 16 weeks) placebo-
controlled trials of 9 antidepressant drugs (S5RIs and
others) in children and adolescents with Major
Depressive Disorder (MDD), obsessive-compulsive
disorder (OCD), or other psychiatric disorders (a total of
24 trials involving over 4,400 patients) have revealed a
greater risk of adverse events representing suicidal
thinking or behavior (suicidality) during the first few
months of treatment in those receiving antidepressants.
The average risk of such events in patients receiving
antidepressants was 4%, twice the placebo risk of 2%.
No suicides occurred in these trials.

«EFFEXOR XR is contraindicated in patients taking
monoamine oxidase inhibitors (MAOIs). EFFEXOR XR
should not be used in combination with an MAOI or

within at least 14 days of discontinuing treatment
with an MAOI; at least 7 days should be allowed after
stopping EFFEXOR XR before starting an MAOL.




Length and results of positive, randomized, double-blind,
placebo-controlled antidepressant clinical studies’

6 months 1 year 2 years
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Wellbutrin XL*
(bupropion HCl)

Zoloft®
{sertraline HCI)

Paxil®
{paroxetine HCl)
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v = demonstrated relapse/recurrence prevention at end point.

*Zoloft has been studied in 2-year recurrence prevention as monotherapy but
failed to show a significant difference vs. placebo at end point. Wilson KCM, et al.
Br J Psychiatry. 2003;182:492-497,

"Paxil has been studied in 2-year recurrence prevention in combination with

chotherapy/clinical management sessions with or without augmentation,
m not as monotherapy. In patients with recurrent depression, no significant
difference was seen between Paxil and placebo. Reynolds CF, et al. N Engl J Med.
2006;354:1130-1138.
in tha EFFEXOR XR PREVENT study, patients had at least 3 prior episodes of depression in their [ietime.
EFFEXOR® and EFFEXOR XR® are registered trademarks of Wyeth Pharmaceuticals |ng
Dther brands listed are the trademarks of their respective owners and are not trademarks of Wyeth Pharmaceuticals Inc

« Adult and pediatric patients with MDD can experience worsening  Pre-existing hypertension should be controlled. Reqular BP
of their depression and/or the emergence of suicidal ideation and ~ monitoring is recommended.
behavior, whether or not they are taking antidepressants. Patients Mydriasis has been ¢ . AN 2
A : . eported in association with venlafaxine;
?‘maa‘tjedmﬂt a"“wlﬂ:]?ﬂ? be "h“'“; m therefore, patients with raised intraocular pressure or those at
clinical worsening iy, "SP:{“HI risk of acute narrow-angle glaucoma (angle-closure glaucoma)
beginning of drug therapy, or at the time of increases 0 4 be monitored
decreases in dose. , nic attacks, insomn
irritability, hostility, aggﬁsﬁenez il::pulsivity, akathisiI:: . N_EJEE tﬁsc:;nﬂntuaﬁun or m‘f’ﬁ% E:Eﬂ associated
hypomania, and mania have been reported and esent  With discontinuation Symploms. Fatien counseled on
m to emeraina suicidality. Stopning or mndﬁ mﬁ'ﬁ, possible discontinuation symptoms and monitored while
gm;d mmﬁm&ﬁm@@ ﬂﬁ%mﬁumﬂ discontinuing the drug; the dose should be tapered gradually.
in onset, of not part of presenting symptoms. See the Precautions section of the Prescribing Information.

»The development of potentially life-threatening serotonin . .
syndrome may occur when EFFEXOR XR is coadministered Mf&mwﬂw Information
with other drugs that may affect the serotonergic neurotransmitter 21 adjacent pages.
systems. Concomitant use of EFFEXOR XR with MADIs is
contraindicated. If concomitant use of EFFEXOR XR with an SSRI, ONCE-DAILY

SNRI, or a triptan is clinically warranted, careful observation of
the patient is advised. Concomitant use of EFFEXOR XR with VENLAFAXINE H C 'l

tryptophan supplements is not recommended. EFEXOR XR@ RELEASE
CAPSLLES
B

* Treatment with venlafaxine is associated with sustained imeaﬁ
in blood pressure (BP) in some patients. Postmarketing cases
elevated BP requiing immediate treatment have been epored. — THE change they deserve.
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Effexor XR (8%) than placebo (4%) patients in MDD studies. The discontinuation rate for anorexia was 1.0% in MDD
studies. Treatment-emergent anorexia was more commonly reported for Effexor XR (8%) than placebo (2%) patients
in GAD studies. The discontinuation rate for anorexia was 0.9% for up to 8 weeks in GAD studies. Treatment-emergent
anorexia was more commonly reported for Effexor XR (20%) than placebo (2%) patients in SAD studies. The
discontinuation rate for anorexia was 0.4% for up to 12 weeks in SAD studies. Treatment-emergent anorexia was
more commonly reported for Effexor XR (8%) than placebo (3%) patients in PD studies. The discontinuation rate for
anorexia was 0.4% for Effexor XR patients in 12-week PD studies. Pediatric Patients: Decreased appetite was seen
in pediatric patients receiving Effexor XR. In GAD and MDD trials, 10% of Effexor XR patients aged 6-17 for up to
8 weeks and 3% of placebo patients had treatment-emergent anorexia. None of the patients receiving Effexor XR
discontinued for anorexia or weight loss. In the placebo-controlled trial for SAD, 22% and 3% of patients aged 8-17
treated for up to 16 weeks with Effexor XR and placebo, respectively, reported treatment-emergent anorexia
(decreased appetite). The discontinuation rates for anorexia were 0.7% and 0.0% for patients receiving Effexor XR and
placeho, respectively; the discontinuation rates for weight loss were 0.7% for patients receiving either Effexor XR or
placebo. Activation of Mania/Hypomania: Mania or hypomania has occurred during short-term depression and PD
studies. As with all drugs effective in the treatment of MDD, Effexor XR should be used cautiously in patients with a
history of mania. Hyponatremia: Hyponatremia and/or the syndrome of inappropriate antidiuretic hormone secretion
(SIADH) may occur with venlafaxine. Consider this in patients who are volume-depleted, elderly, or taking diuretics.
Seizures: In all premarketing depression trials with Effexor, seizures were reported in 0.3% of venlafaxine patients.
Use cautiously in patients with a history of seizures. Discontinue in any patient who develops seizures. Abnormal
Bleeding: Abnormal bleeding (most commonly ecchymosis) has been reported. Serum Cholesterol Elevation:
Clinically relevant increases in serum cholesterol were seen in 5.3% of venlafaxine patients and 0.0% of placebo
patients treated for at least 3 months in trials. Consider measurement of serum cholesterol levels during long-term
treatment. Use in Patients With Concomitant lliness: Use Effexor XR cautiously in patients with diseases or
conditions that could affect hemodynamic responses or metabolism. Venlafaxine has not been evaluated in patients
with recent history of Ml or unstable heart disease. Increases in QT interval (QTc) have been reported in clinical studies.
Exercise caution in patients whose underlying medical conditions might be compromised by increases in heart rate.
In patients with renal impairment or cirrhosis of the liver, the clearances of venlafaxine and its active metabolites were
decreased, prolonging the elimination half-lives. A lower dose may be necessary; use with caution in such patients.
Information for Patients—Prescribers or other health professionals should inform patients, their families, and their
caregivers about the benefits and risks associated with treatment with Effexor XR and should counsel them in its
appropriate use. A patient Medication Guide About Using Antidepressants in Children and Teenagers is available for
Effexor XR. The prescriber or health professional should instruct patients, their families, and their caregivers to read
the Medication Guide and should assist them in understanding its contents. Patients should be given the opportunity
to discuss the contents of the Medication Guide and to obtain answers to any questions they may have. The complete
text of the Medication Guide is available at www.effexorxr.com or in the approved prescribing information. Patients
should be advised of the following issues and asked to alert their prescriber if these occur while taking Effexor XR.
Clinical Worsening and Suicide Risk: Patients, their families, and their caregivers should be encouraged to be alert
to the emergence of symptoms listed in WARNINGS: Clinical Worsening and Suicide Risk, especially those seen
early during antidepressant treatment and when the dose is adjusted up or down. Families and caregivers of patients
should be advised to observe for the emergence of such symptoms on a day-to-day basis, since changes may be
abrupt. Such symptoms should be reported to the patient’s prescriber or health professional, especially if they are
severe, abrupt in onset, or were not part of the patient’s presenting symptoms. Symptoms such as these may be
associated with an increased risk for suicidal thinking and behavior and indicate a need for very close monitoring and
possibly changes in the medication. Caution patients 1) about operating hazardous machinery, including automobiles,
until they are reasonably sure that venlafaxine does not adversely affect their abilities; 2) to avoid alcohol while taking
Effexor XR; and 3) about the risk of serotonin syndrome with the concomitant use of Effexor XR and triptans, tramadol,
tryptophan supplements, or other serotonergic agents. Patients should be advised to notify their physician 1) if they
become pregnant or intend to become pregnant during therapy, or if they are nursing; 2) about other prescription or
over-the-counter drugs, including herbal preparations and nutritional supplements they are taking or plan to take; 3) if
they develop a rash, hives, or related allergic phenomena; or 4) if they have a history of glaucoma or |ncreased
intraocular pressure. Laboratory Tests—No specific laboratory tests are r |. Drug

and cholesterol increases considered to be clinically relevant were similar to that observed in adult patients. The
precautions for adults apply to pediatric patients. Geriatric Use—No overall differences in effectiveness or safety
were observed between geriatric and younger patients. Greater sensitivity of some older individuals cannot be ruled
out. Hyponatremia and SIADH have been reported, usually in the elderly. ADVERSE REACTIONS: Associated with
Discontinuation of Treatment—The most common events leading to discontinuation in MDD, GAD, SAD, and PD
trials included nausea, anorexia, anxiety, impotence, dry mouth, dizziness, insomnia, somnolence, hypertension,
diarrhea, paresthesia, tremor, abnormal (mostly blurred) vision, abnormal (mostly delayed) ejaculation, asthenia,
vomiting, nervousness, headache, vasodilatation, thinking abnormal, decreased libido, and sweating. Commonly
Observed Adverse Events in Controlled Clinical Trials for MDD, GAD, SAD, and PD—Body as a Whole: asthenia,
headache, flu syndrome, accidental injury, abdominal pain. Cardiovascular: vasodilatation, hypertension, palpitation.
Digestive: nausea, constipation, anorexia, vomiting, flatulence, diarrhea, eructation. Metabolic/Nutritional: weight loss.
Nervous System: dizziness, somnolence, insomnia, dry mouth, nervousness, abnormal dreams, tremor, depression,
hypertonia, paresthesia, libido decreased, agitation, anxiety, twitching. Respiratory System: pharyngitis, yawn,
sinusitis. Skin: sweating. Special Senses: abnormal vision. Urogenital System: abnormal ejaculation, impotence,
orgasmic dysfunction (including anorgasmia) in females. Vital Sign Changes: Effexor XR was associated with a mean
increase in pulse rate of about 2 beats/min in depression and GAD trials and a mean increase in pulse rate of
4 beats/min in SAD trials. (See WARNINGS-Sustained Hyp: Laboratory : Clinically relevant
increases in serum cholesterol were noted in Effexor XR clinical trials. Increases were duration dependent over the
study period and tended to be greater with higher doses. Other Events Observed During the Premarketing
Evaluation of Effexor and Effexor XR—N=6,670. “Frequent”=events occurring in at least 1/100 patients;
“infrequent”=1/100 to 1/1000 patients; “rare”=fewer than 1/1000 patients. Body as a whole - Frequent: chest pain
substernal, chills, fever, neck pain; Infrequent: face edema, intentional injury, malaise, moniliasis, neck rigidity, pelvic
pain, photosensitivity reaction, suicide attempt, withdrawal syndrome; Rare: appendicitis, bacteremia, carcinoma,
cellulitis. Cardiovascular system - Frequent: migraine, postural hypotension, tachycardia; Infrequent: angina pectoris,
arrhythmia, extrasystoles, hypotension, peripheral vascular disorder (mainly cold feet and/or cold hands), syncope,
thrombophlebitis; Rare: aortic aneurysm, arteritis, first-degree atrioventricular block, bigeminy, bundle branch block,
capillary fragility, cerebral ischemia, coronary artery disease, congestive heart failure, heart arrest, hematoma,
cardiovascular disorder (mitral valve and circulatory disturbance), mucocutaneous hemorrhage, myocardial infarct,
pallor, sinus arrhythmia. Digestive system - Frequent: increased appetite; Infrequent: bruxism, colitis, dysphagia,
tongue edema, esophagitis, gastritis, gastroenteritis, gastrointestinal ulcer, gingivitis, glossitis, rectal hemorrhage,
hemorrhoids, melena, oral moniliasis, stomatitis, mouth ulceration; Rare: abdominal distension, biliary pain, cheilitis,
cholecystitis, cholelithiasis, esophageal spasms, duodenitis, hematemesis, gastroesophageal reflux disease,
gastrointestinal hemorrhage, gum hemorrhage, hepatitis, ileitis, jaundice, intestinal obstruction, liver tenderness,
parotitis, periodontitis, proctitis, rectal disorder, salivary gland enlargement, increased salivation, soft stools, tongue
discoloration. Endocrine system - Rare: galactorrhoea, goiter, hyperthyroidism, hypothyroidism, thyroid nodule,
thyroiditis. Hemic and lymphatic system - Frequent: ecchymosis; Infrequent: anemia, leukocytosis, leukopenia,
lymphadenopathy, thrombocythemia; Rare: basophilia, bleeding time increased, cyanosis, eosinophilia,
lymphocytosis, multiple myeloma, purpura, thrombocytopenia. Metabolic and nutritional - Frequent: edema, weight
gain; Infrequent: alkaline phosphatase increased, dehydration, hypercholesteremia, hyperglycemia, hyperlipemia,
hypoglycemia, hypokalemia, SGOT increased, SGPT increased, thirst; Rare: alcohol intolerance, bilirubinemia, BUN
increased, creatinine increased, diabetes mellitus, glycosuria, gout, healing abnormal, hemochromatosis,
hypercalcinuria, hyperkalemia, hyperphosphatemia, hyperuricemia, hypocholesteremia, hyponatremia,
hypophosphatemia, hypoproteinemia, uremia. Musculoskeletal system - Frequent: arthralgia; Infrequent: arthritis,
arthrosis, bone spurs, bursitis, leg cramps, myasthenia, tenosynovitis; Rare: bone pain, pathological fracture, muscle
cramp, muscle spasms, musc iffness, myopathy, osteoporosis, osteosclerosis, plantar fasciitis,
rheumatoid arthritis, tendon rupture. Nervous system - Frequent: amnesia, confusion, depersonalization,
hypesthesia, thinking abnormal, trismus, vertigo; Infrequent: akathisia, apathy, ataxia, circumoral paresthesia, CNS
stimulation, emotional lability, euphoria, hallucinations, hostility, hyperesthesia, hyperkinesia, hypotonia,
incoordination, manic reaction, myoclonus, neuralgia, neuropathy, psychosis, seizure, abnormal speech, stupor,
suicidal ideation; Rare: abnormal/changed behavior, adjustment disorder, akinesia, alcohol abuse, aphasia,
i buccoglossal syndrome, cerebrovascular accident, feeling drunk, loss of consciousness, delusions,

Alcohol: A single dose of ethanol had no effect on the pharn (PK) of or 0-desmett ine
(ODV), and venlafaxine did not exaggerate the psychomotor and psychometric effects induced by ethanol. “Cimetidine:
Use caution when administering venlafaxine with cimetidine to patients with pre-existing hypertension or hepatic
dysfunction, and the elderly. Diazepam: A single dose of diazepam did not appear to affect the PK of either venlafaxine
or ODV. Venlafaxine did not have any effect on the PK of diazepam or its active metabolite, desmethyldiazepam, or
affect the psychomotor and psychometric effects induced by diazepam. Haloperidol: Venlafaxine decreased
total oral-dose clearance of haloperidol, resulting in a 70% increase in haloperidol AUC. The haloperidol Crnay increased
88%, but the haloperidol elimination half-life was unchanged. Lithium: A single dose of lithium did not appear to affect
the PK of either venlafaxine or ODV. Venlafaxine had no effect on the PK of lithium. Drugs Highly Bound to Plasma
Proteins: Venlafaxine is not highly bound to plasma proteins; coadministration of Effexor XR with a highly
protein-bound drug should not cause increased free concentrations of the other drug. Drugs That Inhibit
Cytochrome P450 Isoenzymes: CYP2D6 Inhibitors: Venlafaxine is metabolized to its active metabolite, 0DV, by
CYP2D6. Drugs inhibiting this isoenzyme have the potential to increase plasma concentrations of venlafaxine and
decrease concentrations of ODV. No dosage adjustment is required when venlafaxine is coadministered with a
CYP2D6 inhibitor. Concomitant use of venlafaxine with drug treatment(s) that potentially inhibits both CYP2D6 and
CYP3A4, the primary metabolizing enzymes for venlafaxine, has not been studied. Use caution if therapy includes
venlafaxine and any agent(s) that produces simultaneous inhibition of these two enzyme systems. Drugs
Me by Cy P450 Venlafaxine is a relatively weak inhibitor of CYP2D6. Venlafaxine
did not inhibit CYP1A2 and CYP3A4, CYP2C9 (in vitro), or CYP2C19. Imipramine: Venlafaxine did not affect the PK of
imipramine and 2-OH-imipramine. However desipramine AUC, Cax and Cryin increased by ~35% in the presence of
ine. The 2-OH-desi ine AUCS i by 2.5-4.5 fold. Imipramine did not affect the PK of venlafaxine and
ODV. Risperidone: Venlafaxine slightly inhibited the CYP2D6-mediated metabolism of risperidone to its active
metabolite, 9-hydroxyrisperidone, resulting in a ~32% increase in risperidone AUC. Venlafaxine coadministration did not
significantly alter the PK profile of the total active moiety (risperidone plus 9-hydroxyrisperidone). CYP3A4: Venlafaxine
did not inhibit CYP3A4 in vitro and in vivo. Indlinavir: In a study of 9 healthy volunteers, venlafaxine administration resulted
ina 28% decrease in the AUC of a single dose of indinavir and a 36% decrease in indinavir Cray. Indinavir did not affect
the PK of venlafaxine and ODV. CYP1A2: Venlafaxine did not inhibit CYP1A2 in vitro and in vivo. CYP2C9: Venlafaxine
did not inhibit CYP2C9 in vitro. In vivo, venlafaxine 75 mg by mouth every 12 hours did not alter the PK of a single
550-mg dose of tolbutamide or the CYP2C9-mediated formation of 4-hydroxy-tolbutamide. CYP2G19: Venlafaxine did
not inhibit the metabolism of diazepam, which is partially metabolized by CYP2C19 (see Diazepam above). MAOIs:
See CONTRAINDICATIONS and WARNINGS. CNS-Active Drugs: Use caution with concomitant use of venlafaxine
and other CNS-active drugs. Serotonergic Drugs and Triptans (see WARNINGS: Serotonin Syndrome): Based on
the mechanism of action of Effexor XR and the potential for serotonin syndrome, caution is advised when Effexor XR
is coadministered with other drugs that may affect the serotonergic neurotransmitter systems, such as triptans, SSRIs,
other SNRIs, linezolid, lithium, tramadol, or St. John’s wort. If concomitant treatment of Effexor XR with these drugs is
clinically warranted, careful observation of the patient is advised, particularly during treatment initiation and dose
increases. The concomitant use of Effexor XR with tryptophan supplements is not recommended. Electroconvulsive
Therapy (ECT): There are no clinical data establishing the benefit of ECT combined with Effexor XR treatment.
M of Fertility There was no increase in tumors in mice
and rats given up to 1.7 times the maximum recommended human dose (MRHD) on a mg/m? basis. Mutagenesis:
Venlafaxine and ODV were not mutagenic in the Ames reverse mutation assay in Salmonella bacteria or the
CHO/HGPRT mammalian cell forward gene mutation assay. Venlafaxine was not clastogenic in several assays. 0DV
elicited a clastogenic response in the in vivo chromosomal aberration assay in rat bone marrow. Impairment of
Fertility. No effects on reproduction or fertility in rats were noted at oral doses of up to 2 times the MRHD on a mg/m?
basis. Pregnancy— Teratogenic Effects—Pregnancy Category C. Reproduction studies in rats given 2.5 times, and
rabbits given 4 times the MRHD (mg/m? basis) revealed no malformations in offspring. However, in rats given 2.5 times
the MRHD, there was a decrease in pup weight, an increase in stillborn pups, and an increase in pup deaths during
the first 5 days of lactation when dosing began during pregnancy and continued until weaning. There are no adequate
and well-controlled studies in pregnant women; use Effexor XR during pregnancy only if clearly needed.
Nonteratogenic Effects. Neonates exposed to Effexor XR late in the third trimester have developed compllcanons
requiring prolonged hospitalization, respiratory support, and tube feeding. Complications can arise
delivery. Reports include respiratory distress, cyanosis, apnea, seizures, temperature instability, feeding dm‘lculty
vomiting, hypoglycemia, hypotonia, hypertonia, hyperreflexia, tremor, jitteriness, irritability, and constant crying. This is
consistent with a direct toxic effect of SNRIs or a drug discontinuation syndrome. In some cases, it is consistent with
serotonin syndrome. When treating a pregnant woman with Effexor XR during the third trimester, carefully consider the
potential risks and benefits of treatment and consider tapering Effexor XR in the third trimester. Labor, Delivery,
Nursing—The effect on labor and delivery in humans is unknown. Venlafaxine and ODV have been reported to be
excreted in human milk. Because of the potential for serious adverse reactions in nursing infants from Effexor XR, a
decision should be made whether to discontinue nursing or to discontinue the drug, taking into account the
importance of the drug to the mother. Pediatric Use—Safety and effectiveness in the pediatric population have not
been established (see BOX WARNING and WARNINGS: Clinical Worsening and Suicide Risk). No studies have
adequately assessed the impact of Effexor XR on growth, development, and maturation of children and adolescents.
Studies suggest Effexor XR may adversely affect weight and height (see PRECAUTIONS-General, Changes in Height
and Changes in Weight). Should the decision be made to treat a pediatric patient with Effexor XR, regular monitoring
of weight and height is recommended during treatment, particularly if long term. The safety of Effexor XR for pediatric
patients has not been assessed for chronic treatment >6 months. In studies in patients aged 6-17, blood pressure

ia, dystonia, energy increased, facial paralysis, abnormal gait, Guillain-Barré syndrome, homicidal ideation,
hyperchlorhydria, hypokinesia, hysteria, impulse control difficulties, libido increased, motion sickness, neuritis,
nystagmus, paranoid reaction, paresis, psychotic depression, reflexes decreased, reflexes increased, torticollis.
Respiratory system - Frequent: cough increased, dyspnea; Infrequent: asthma, chest congestion, epistaxis,
hyperventilation, laryngismus, laryngitis, pneumonia, voice alteration; Rare: atelectasis, hemoptysis, hypoventilation,
hypoxia, larynx edema, pleurisy, pulmonary embolus, sleep apnea. Skin and appendages - Frequent: pruritus;
Infrequent: acne, alopecia, contact dermatitis, dry skin, eczema, maculopapular rash, psoriasis, urticaria; Rare: brittle
nails, erythema nodosum, exfoliative dermatitis, lichenoid dermatitis, hair discoloration, skin discoloration, furunculosis,
hirsutism, leukoderma, miliaria, petechial rash, pruritic rash, pustular rash, vesiculobullous rash, seborrhea, skin
atrophy, skin hypertrophy, skin striae, sweating decreased. Special senses - Frequent: abnormality of accommodation,
mydriasis, taste perversion; Infrequent: conjunctivitis, diplopia, dry eyes, eye pain, hyperacusis, otitis media, parosmia,
photophobia, taste loss, visual field defect; Rare: blepharitis, cataract, chromatopsia, conjunctival edema, cormneal
lesion, deafness, exophthalmos, eye hemorrhage, glaucoma, retinal hemorrhage, subconjunctival hemorrhage,
keratitis, labyrinthitis, miosis, papilledema, decreased pupillary reflex, ofitis externa, scleritis, uveitis. Urogenital
system - Frequent: prostatic disorder (prostatitis, enlarged prostate, and prostate irritability), urination impaired;
Infrequent: albuminuria, amenorrhea, cystitis, dysuria, hematuria, kidney calculus, kidney pain, leukorrhea,
menorrhagia, metrorrhagia, nocturia, breast pain, polyuria, pyuria, urinary incontinence, urinary retention, urinary
urgency, vaginal hemorrhage, vaginitis; Rare: abortion, anuria, balanitis, bladder pain, breast discharge, breast
engorgement, breast enlargement, endometriosis, female lactation, fibrocystic breast, calcium crystalluria, cervicitis,
orchitis, ovarian cyst, prolonged erection, gynecomastia (male), hypomenorrhea, kidney function abnormal, mastitis,
menopause, pyelonephritis, oliguria, salpingitis, urolithiasis, uterine hemorrhage, uterine spasm, vaginal dryness.
Postmarketing Reports: agranulocytosis, anaphylaxis, aplastic anemia, catatonia, congenital anomalies, CPK
increased, deep vein thrombophlebitis, delirium, EKG abnormalities such as QT prolongation; cardiac arrhythmias
including atrial fibrillation, supraventricular tachycardia, ventricular extrasystoles, and rare reports of ventricular
fibrillation and ventricular tachycardia, including torsades de pointes; epidermal necrosis/Stevens-Johnson syndrome,
erythema multiforme, extrapyramidal symptoms (including dyskinesia and tardive dyskinesia), angle-closure
glaucoma, hemorrhage (including eye and gastrointestinal bleeding), hepatic events (including GGT elevation;
abnormalities of unspecified liver function tests; liver damage, necrosis, or failure; and fatty liver), interstitial lung
disease (including pulmonary eosinophilia), involuntary movements, LDH increased, neuroleptic malignant syndrome-
like events (including a case of a 10-year-old who may have been taking methylphenidate, was treated and
recovered), neutropenia, night sweats, pancreatitis, pancytopenia, panic, prolactin increased, renal failure,
rhabdomyolysis, serotonin syndrome, shock-like electrical sensations or tinnitus (in some cases, subsequent to the
discontinuation of venlafaxine or tapering of dose), and SIADH (usually in the elderly). Elevated clozapine levels that
were temporally associated with adverse events, including seizures, have been reported following the addition of

ine. Increases in p in time, partial thromboplastin time, or INR have been reported when venlafaxine
was given to patients on warfarin therapy. DRUG ABUSE AND DEPENDENCE: Effexor XR is not a controlled substance.
Evaluate patients carefully for history of drug abuse and observe such patients closely for signs of misuse or abuse.
OVERDOSAGE: Electrocardiogram changes (e.g., prolongation of QT interval, bundle branch block, QRS prolongation),
sinus and ventricular tachycardia, bradycardia, hypotension, altered level of consciousness (ranging from somnolence
to coma), rhabdomyolysis, seizures, vertigo, liver necrosis, and death have been reported. Treatment should consist of
those general measures employed in the management of overdosage with any antidepressant. Ensure an adequate
airway, oxygenation and ventilation. Monitor cardiac rhythm and vital signs. General supportive and symptomatic
measures are also recommended. Induction of emesis is not recommended. Gastric lavage with a large bore
orogastric tube with appropriate airway protection, if needed, may be indicated if performed soon after ingestion or in
symptomatic patients. Activated charcoal should be administered. Due to the large volume of distribution of this drug,
forced diuresis, dialysis, hemoperfusion, and exchange transfusion are unlikely to be of benefit. No specific antidotes
for venlafaxine are known. In managing overdosage, consider the possibility of multiple drug involvement. Consider
contacting a poison control center for additional information on the treatment of overdose. Telephone numbers for
certified poison control centers are listed in the Physicians’ Desk Reference® (PDR). DOSAGE AND ADMINISTRATION:
Consult full prescribing information for dosing instructions. Switching Patients to or From an MAOI—At least
14 days should elapse between discontinuation of an MAOI and initiation of therapy with Effexor XR. At least 7 days
should be allowed after stopping Effexor XR before starting an MAOI (see CONTRAINDICATIONS and WARNINGS).
This brief summary is based on Effexor XR Prescribing Information W10404C024, revised June 2006.
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KNOW THEFAGTS

1

of all patients had the metabolic
syndrome at baseline in the landmark
CATIE schizophrenia study.’

Be aware.
Screen and monitor your patients.
Make a difference.

Vicer

Reference: 1. McEvoy JP, Meyer JM, Goff DC, et al. Prevalence of the metabolic syndrome in patients with schizophrenia:
baseline results from the Clinical Antipsychotic Trials of Intervention Effectiveness (CATIE) schizophrenia trial and
comparison with national estimates from NHANES Ill. Schizophr Res. 2005;80:19-32.
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FIRST

IN A NOVEL
CLASS OF

SLEEP

AGENTS

" *.
Start and stay with nonscheduled Rozerem —
ZERO evidence of abuse or dependence

Clinical studies show no evidence
of potential abuse, dependence, or withdrawal*

¢ First and only—nonscheduled prescription
insomnia medication...not a controlled
substance and approved for long-term use'

¢ First and only—prescription insomnia medication
that targets the normal sleep-wake cycle’

e First and only—prescription insomnia medication
with no evidence of abuse potential in
clinical studies'

e First and only—prescription insdmnia medication
that does not promote sleep by CNS depression’

* Promote sleep with Rozerem—patients who
took Rozerem fell asleep faster than those who
took placebo!

® One simple 8-mg dose’

*Rozerem.is not a controlled substance. A clinical abuse liability study.
showed no differences indicative of abuse potential between Rozerem
and placebo at doses up to 20 times the recommended dose (N=14).
Three 35-day insomnia studies showed no evidence of rebound insomnia
or withdrawal symptoms with-Rézerem compared to placebo (N=2082)."?

Please visit www.rozerem.com

Rozerem is indicated for the treatment of insomnia
characterized by difficulty with sleep onset. Rozerem can
be prescribed for long-term use. Rozerem should not be
used in patients with hypersensitivity to any components
of the formulation, severe hepatic impairment, or in
combination with fluvoxamine. Failure of insomnia to remit
after a reasonable period of time should be medically
evaluated, as this may be the result of an unrecognized
underlying medical disorder. Hypnotics should be
administered with caution to patients exhibiting signs and
symptoms of depression. Rozerem has not been studied in
patients with severe sleep apnea, severe COPD, or in
children or adolescents. The effects in these populations
are unknown. Avoid taking Rozerem with alcohol. Rozerem
has been associated with decreased testosterone levels
and increased prolactin levels. Health professionals should
be mindful of any unexplained symptoms possibly
associated with such changes in these hormone levels.
Rozerem should not be taken with or immediately after a
high-fat meal. Rozerem should be taken within 30 minutes
before goingito-bed-and activities confined to preparing
for bed. The most common adverse events seen with
Rozerem that had at least a 2% incidence difference from
placebo were somnolence, dizziness, and fatigue.

Please see adjacent Brief Summary of Prescribing Information.

Rozerem..

ramelteon 8-mg tablets

Proven for sleep.
Nonscheduled for added safety.

Rozerem is a trademark of Takeda Pharmaceutical Company Limited and used under license by Takeda Pharmaceuticals North America, Inc.
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ROZEREM™

(ramelteon) Tablets

INDICATIONS AND USAGE
ROZEREM is indicated for the treatment of insomnia characterized by diffi-
culty with sleep onset.

CONTRAINDICATIONS
ROZEREM is contraindicated in patients with a hypersensitivity to ramelteon
or any components of the ROZEREM formulation.

WARNINGS
Since sleep disturbances may be the presenting manifestation of a physical
and/or psychiatric disorder, symptomatic treatment of insomnia should be
initiated only after a careful evaluation of the patient. The failure of insomnia
to remit after a reasonable period of treatment may indicate the presence

of a primary psychiatric and/or medical illness that should be evaluated.
Worsening of insomnia, or the emergence of new cognitive or behavioral
abnormalities, may be the result of an unrecognized underlying psychiatric or
physical disorder and requires further evaluation of the patient. As with other
hypnotics, exacerbation of insomnia and emergence of cognitive and behav-
ioral abnormalities were seen with ROZEREM during the clinical

nificant effects on peak or total exposure to ROZEREM. However, an additive
effect was seen on some measures of psychomotor performance (i.e., the
Digit Symbol Substitution Test, the Psychomotor Vigilance Task Test, and a
Visual Analog Scale of sedation) at some post-dose time points. No additive
effect was seen on the Delayed Word Recognition Test. Because alcohol by
itself impairs performance, and the intended effect of ROZEREM is to pro-
mote sleep, patients should be cautioned not to consume alcohol when using
ROZEREM.

Drug/Laboratory Test Interactions

ROZEREM is not known to interfere with commonly used clinical laboratory
tests. In addition, in vitro data indicate that ramelteon does not cause false-
positive results for benzudlazepmes oplales barbiturates, cocaine, cannabi-
noids, or amphetamines in two standard urine drug screening methods

in wtra

i and i of Fertility
Carcinogenesis
In a two-year carcinogenicity study, B6C3F; mice were

and M-II, respectively, at

higher than the peutic exposure to
the MRHD based on AUC).

The effects of ramelteon on pre- and post-natal development in the rat were
studied by administration of ramelteon to the pregnant rat by oral gavage at
doses of 0, 30, 100, or 300 mg/kg/day from day 6 of gestation through par-
turition to postnatal (lactation) day 21, at which time offspring were weaned.
Maternal toxicity was noted at doses of 100 mg/kg/day or greater and con-
sisted of reduced body weight gain and increased adrenal gland weight.
Reduced body weight during the post-weaning period was also noticed in the
offspring of the groups given 100 mg/kg/day and higher. Offspring in the

300 mg/kg/day group physical and delays
including delayed eruption of the lower incisors, a delayed acquisition of the
righting reflex, and an alteration of emotional response. These delays are
often observed in the presence of reduced offspring body weight but may
still be indicative of developmental delay. An apparent decrease in the viability
of offspring in the 300 mg/kg/day group was likely due to altered maternal
behavior and function observed at this dose level. Offspring of the

at doses of 0, 30, 100, 300, or 1000 mg/kg/day by oral gavage. Male mice
exhibited a dose-related increase in the incidence of hepatic tumors at dose
levels >100 mg/kg/day including hepatic adenoma, hepatic carcinoma, and
Female mice ped a dose-related increase in the inci-
dence of hepatic adenomas at dose levels > 300 mg/kg/day and hepatic

program.
ROZEREM should not be used by patients with severe hepatic impairment.
ROZEREM should not be used in combination with fluvoxamine (see PRE-
CAUTIONS: Drug Interactions).

A variety of cognitive and behavior changes have been reported to occur in
association with the use of hypnotics. In primarily depressed patients,
worsening of depression, including suicidal ideation, has been reported

in iation with the use of h

Patients should avoid engaging in hazardous activities that require concentra-
tion (such as operating a motor vehicle or heavy machinery) after taking

After taking ROZEREM, patients should confine their activities to those neces-
sary to prepare for bed.

PRECAUTIONS

General

ROZEREM has not been studied in subjects with severe sleep apnea or
severe COPD and is not r for use in those

Patients should be advised to exercise caution if they consume alcohol in
combination with ROZEREM.

Use in Adolescents and Children

ROZEREM has been associated with an effect on reproductive hormones in
adults, e.g. decreased testosterone levels and increased prolactin levels. It is
not known what effect chronic or even chronic intermittent use of ROZEREM
may have on the reproductive axis in developing humans (see Pediatric Use).
Information for Patients

Patients should be advised to take ROZEREM within 30 minutes prior to
going to bed and should confine their activities to those necessary to prepare
for bed.

Patients should be advised to avoid engaging in hazardous activities (such as
operating a motor vehicle or heavy machinery) after taking ROZEREM.
Patients should be advised that they should not take ROZEREM with or
immediately after a high fat meal.
Patients should be advised to consult their health care provider if they experi-
ence worsening of insomnia or any new behavioral signs or symptoms of
concern.
Patients should consult their health care provider if they experience one of
the following: cessation of menses or galactorrhea in females, decreased
libido, or problems with fertility.
Lahoratory Tests
No standard monitoring is required.
For patients presenting with unexplained amenorrhea, galactorrhea, decreased
libido, or problems with fertility, assessment of prolactin levels and testos-
terone levels should be considered as appropriate.
Drug Interactions
ROZEREM has a highly variable inter-subject pharmacokinetic profile
(approximately 100% coefficient of variation in Cyax and AUC). As noted
above, CYP1A2 is the major isozyme involved in the metabolism of
ROZEREM; the CYP2C subfamily and CYP3A4 isozymes are also involved
to a minor degree.
Effects of Other Drugs on ROZEREM Metabolism
Fluvoxamine (strong CYP1A2 inhibitor): When fluvoxamine 100 mg twice
daily was administered for 3 days prior to single-dose co-administration of
ROZEREM 16 mg and fluvoxamine, the AUCo.in for ramelteon increased
approximately 190-fold, and the Cay increased approximately 70-fold,
compared to ROZEREM administered alone. ROZEREM should not be used
in combination with fluvoxamine (See WARNINGS). Other less potent
CYP1A2 inhibitors have not been adequately studied. ROZEREM should be
administered with caution to patients taking less strong CYP1A2 inhibitors.
Rifampin (strong CYP enzyme inducer): Administration of rifampin 600 mg
once daily for 11 days resulted in a mean decrease of approximately 80%
(40% to 90%) in total exposure to ramelteon and metabolite M-Il, (both
AUCq.in and Cprgy) after a smgle 32 mg dose of ROZEREM. Eﬁlcacy may be
reduced when ROZEREM is used in combination with strong CYP enzyme
inducers such as rifampin.
Ketoconazole (strong CYP3A4 inhibitor): The AUCq.in and Cpyax 0f ramelteon
increased by approximately 84% and 36%, respectively, when a single 16 mg
dose of ROZEREM was administered on the 10unh day of ketoconazole
200 mg twice daily of ROZEREM
alone. Similar increases were seen in M-| H pharmanukmeuc variables.
ROZEREM should be administered with caution in subjects taking strong
CYP3A4 inhibitors such as ketoconazole.
Fluconazole (strong CYP2C9 inhibitor): The total and peak systemic exposure
(AUCq.inf and Cpay) of ramelteon after a single 16 mg dose of ROZEREM was
increased by approximately 150% when administered with fluconazole.
Similar increases were also seen in M-Il exposure. ROZEREM should be
administered with caution in subjects taking strong CYP2C9 inhibitors such
as fluconazole.

ion studies of i i ion of ROZEREM with fluoxe-
tine (CYP2D6 inhibitor), omeprazole (CYP1A2 inducer/CYP2C19 inhibitor),
theophylline (CYP1A2 substrate), and dextromethorphan (CYP2D6 substrate)
did not produce clinically meaningful changes in either peak or total expo-
sures to ramelteon or the M-Il metabolite.

Effects of ROZEREM on Metabolism of Other Drugs

Concomitant administration of ROZEREM with omeprazole (CYP2C19 sub-

strate), dextromethorphan (CYP2D6 substrate), midazolam (CYP3A4
YP1A: igoxin (p in sub-

strate), and warfarin (CYP2C9 [S]/CYP1A2 [R] substrate) did not produce

clinically meaningful changes in peak and total exposures to these drugs.

Effect of Alcohol on Rozerem

Alcohol: With single-dose, daytime co-administration of ROZEREM 32 mg

at the 1000 mg/kg/day dose level. The no-effect level for hepatic
tumors in male mice was 30 mg/kg/day (103-times and 3-times the therapeu-
tic exposure to ramelteon and the active metabolite M-I, respectively, at the
maximum recommended human dose [MRHD] based on an area-under-the-
curve [AUC] comparison). The no-effect level for hepatic tumors in female
mice was 100 mg/kg/day (827-times and 12-times the therapeutic exposure
to ramelteon and M-I, respectively, at the MRHD based on AUC).
In a two-year icity study in the Sprague-Dawley rat,
male and female rats were administered ramelteon at doses of 0, 15, 60,
250 or 1000 mg/kg/day by oral gavage. Male rats exhibited a dose-related
increase in the incidence of hepatic adenoma and benign Leydig cell tumors
of the testis at dose levels > 250 mg/kg/day and hepatic carcinoma at the
1000 mg/kg/day dose level. Female rats exhibited a dose-related increase in
the incidence of hepatic adenoma at dose levels > 60 mg/kg/day and hepatic
carcinoma at the 1000 mg/kg/day dose level. The no-effect level for hepatic
tumors and benign Leydig cell tumors in male rats was 60 mg/kg/day
(1,429-times and 12-times the therapeutic exposure to ramelteon and M-II,
respectively, at the MRHD based on AUC). The no-effect level for hepatic
tumors in female rats was 15 mg/kg/day (472-times and 16-times the
ic exposure to and M-II, ively, at the MRHD
based on AUC).
The development of hepatic tumors in rodents following chronic treatment
with non-genotoxic compounds may be secondary to microsomal enzyme
induction, a mechanism for tumor generation not thought to occur in
humans. Leydig cell tumor development following treatment with non-
genotoxic compounds in rodents has been linked to reductions in circulating
levels with ory increases in hormone
release, which is a known proliferative stimulus to Leydig cells in the rat
testis. Rat Leydig cells are more sensitive to the stimulatory effects of
luteinizing hormone than human Leydig cells. In mechanistic studies con-
ducted in the rat, daily ramelteon administration at 250 and 1000 mg/kg/day
for 4 weeks was associated with a reduction in plasma testosterone levels.
In the same study, luteinizing hormone levels were elevated over a 24 hour
period after the last ramelteon treatment; however, the durability of this
luteinizing hormone finding and its support for the proposed mechanistic
explanation was not clearly established.
Although the rodent tumors observed following ramelteon treatment occurred
at plasma levels of ramelteon and M-I1 in excess of mean clinical plasma con-
centrations at the MRHD, the relevance of both rodent hepatic tumors and
benign rat Leydig cell tumors to humans is not known.
Mutagenesis
Ramelteon was not genotoxic in the following: in vitro bacterial reverse muta-
tion (Ames) assay; in /tra mammalian cell gene mutation assay using the
mouse lymphoma TK*'" cell line; in vivo/in vitro unscheduled DNA synthesis
assay in rat hepatocytes; and in in vivo micronucleus assays conducted in
mouse and rat. Ramelteon was positive in the chromosomal aberration assay
in Chinese hamster lung cells in the presence of S9 metabolic activation.
Separate studies indicated that the concentration of the M-I metabolite
formed by the rat liver S9 fraction used in the in vitro genetic toxicology
studies described above, exceeded the concentration of ramelteon; therefore,
the genotoxic potential of the M-Il metabolite was also assessed in these
studies.
Impairment of Fertility
Ramelteon was administered to male and female Sprague-Dawley rats in
an initial fertility and early embryonic development study at dose levels of
6, 60, or 600 mg/kg/day. No effects on male or female mating or fertility were
observed with a ramelteon dose up to 600 mg/kg/day (786-times higher than
the MRHD on a mg/m? basis). Irregular estrus cycles, reduction in the num-
ber of implants, and reduction in the number of live embryos were noted with
dosing females at > 60 mg/kg/day (79-times higher than the MRHD on a
mg/m? basis). A reduction in the number of corpora lutea occurred at the
00 mg/kg/day dose level. i of up to 600
to male rats for 7 weeks had no effect on sperm quality and when the treated
male rats were mated with untreated female rats there was no effect on
implants or embryos. In a repeat of this study using oral administration of
ramelteon at 20, 60 or 200 mg/kg/day for the same study duration, females
demonstrated irregular estrus cycles with doses > 60 mg/kg/day, but no
effects were seen on implantation or embryo viability. The no-effect dose for
fertility endpoints was 20 mg/kg/day in females (26-times the MRHD on a
mg/m? basis) and 600 mg/kg/day in males (786-times higher than the MRHD
on a mg/m? basis) when considering all studies.
Pregnancy: Pregnancy Category C
Ramelteon has been shown to be a developmental teratogen in the rat when
given in doses 197 times higher than the maximum recommended human

300 mg/kg/day group also showed evidence of diaphragmatic hernia, a find-
ing observed in the embryo-fetal development study previously described.
There were no effects on the reproductive capacity of offspring and the
resulting progeny were not different from those of vehicle-treated offspring.
The no-effect level for pre- and postnatal development in this study was

30 mg/kg/day (39-times higher than the MRHD on a mg/m? basis).

Labor and Delivery

The potential effects of ROZEREM on the duration of labor and/or delivery, for
either the mother or the fetus, have not been studied. ROZEREM has no
established use in labor and delivery.

Nursing Mothers

Ramelteon is secreted into the milk of lactating rats. It is not known whether
this drug is excreted in human milk. No clinical studies in nursing mothers
have been performed. The use of ROZEREM in nursing mothers is not
recommended.

Pediatric Use

Safety and effectiveness of ROZEREM in pediatric patients have not been
established. Further study is needed prior to determining that this product
may be used safely in pre-pubescent and pubescent patients.

Geriatric Use

A total of 654 subjects in double-blind, placebo-controlled, efficacy trials who
received ROZEREM were at least 65 years of age; of these, 199 were 75 years
of age or older. No overall differences in safety or efficacy were observed
between elderly and younger adult subjects.

ADVERSE REACTIONS

Overview

The data described in this section reflect exposure to ROZEREM in 4251 sub-
jects, including 346 exposed for 6 months or longer, and 473 subjects for
one year.
Adverse i in i of

Five percent of the 3594 individual sub]eats expnsed to ROZEREM in clinical
studies discontinued treatment owing to an adverse event, compared with
2% of the 1370 subjects receiving placebo. The most frequent adverse events
leading to discontinuation in subjects receiving ROZEREM were somnolence
(0.8%), dizziness (0.5%), nausea (0.3%), fatigue (0.3%), headache (0.3%),
and insomnia (0.3%).

ROZEREM Most Commonly Observed Adverse Events in Phase 1-3 trials
The incidence of adverse events during the Phase 1 through 3 trials

(% placebo, n=1370; % ramelteon [8 mg], n=1250) were: headache NOS
(7%, 7%), somnolence (3%, 5%), fatigue (2%, 4%), dizziness (3%, 5%),
nausea (2%, 3%), insomnia exacerbated (2%, 3%), upper respiratory tract
infection NOS (2%, 3%), diarrhea NOS (2%, 2%), myalgia (1%, 2%),
depression (1%, 2%), dysgeusia (1%, 2%), arthralgia (1%, 2%),

influenza (0, 1%), blood cortisol decreased (0, 1%)

Because clinical trials are conducted under widely varying conditions, adverse
reaction rates observed in the clinical trials of a drug cannot be directly com-
pared to rates in clinical trials of other drugs, and may not reflect the rates
observed in practice. The adverse reaction information from clinical trials
does, however, provide a basis for identifying the adverse events that appear
to be related to drug use and for approximating rates.

DRUG ABUSE AND DEPENDENCE

ROZEREM is not a controlled substance.

Human Data: See the CLINICAL TRIALS section, Studies Pertinent to
Safety Concerns for Sleep-Promoting Agents in the Complete Prescribing
Information.

Animal Data. Ramelteon did not produce any signals from animal behavioral
studies indicating that the drug produces rewarding effects. Monkeys did not
self-administer ramelteon and the drug did not induce a conditioned place
preference in rats. There was no generalization between ramelteon and
midazolam. Ramelteon did not affect rotorod performance, an indicator of
disruption of motor function, and it did not potentiate the ability of diazepam
to interfere with rotorod performance.

Discontinuation of ramelteon in animals or in humans after chronic adminis-
tration did not produce withdrawal signs. Ramelteon does not appear to
produce physical dependence.

OVERDOSAGE

Signs and Symptoms

No cases of ROZEREM overdose have been reported during clinical develop-
ment.

ROZEREM was administered in single doses up to 160 mg in an abuse liabil-
ity trial. No safety or tolerability concerns were seen.

Recommended Treatment

General symptomatic and supportive measures should be used, along with
immediate gastric lavage where appropriate. Intravenous fluids should be
administered as needed. As in all cases of drug overdose, respiration, pulse,
blood pressure, and other appropriate vital signs should be monitored, and
general supponive measures employed.

Hemodial reduce exposure to ROZEREM. Therefore,

dose [MRHD] on a mg/m? basis. There are no adequate and well olled
studies in pregnant women. Ramelteon should be used during pregnancy
only if the potential benefit justifies the potential risk to the fetus.

The effects of ramelteon on embryo-fetal development were assessed in both
the rat and rabbit. Pregnant rats were administered ramelteon by oral gavage
at doses of 0, 10, 40, 150, or 600 mg/kg/day during gestation days 6-17,
which is the period of organogenesis in this species. Evidence of maternal
toxicity and fetal teratogenicity was observed at doses greater than or equal
to 150 mg/kg/day. Maternal toxicity was chiefly characterized by decreased
body weight and, at 600 mg/kg/day, ataxia and move-
ment. At maternally toxic doses (150 mg/kg/day or greater), the fetuses
demonstrated visceral malformations consisting of diaphragmatic hernia and
minor anatomical variations of the skeleton (irregularly shaped scapula). At
600 mg/kg/day, reductions in fetal body weights and malformations including
cysts on the external genitalia were additionally observed. The no-effect level
for teratogenicity in this study was 40 mg/kg/day (1,892-times and 45-times
higher than the therapeutic exposure to ramelteon and the active metabolite
M-I, respectively, at the MRHD based on an area-under-the-curve [AUC]
comparison). Pregnant rabbits were administered ramelteon by oral gavage
at doses of 0, 12, 60, or 300 mg/kg/day during gestation days 6-18, which is
the period of organogenesis in this species. Aithough maternal toxicity was
apparent with a ramelteon dose of 300 mg/kg/day, no evidence of fetal effects
or teratogenicity was associated with any dose level. The no-effect level for

and alcohol (0.6 g/kg), there were no clinically or sig-

©2006 Takeda Pharmaceuticals North America, Inc.
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was, therefore, 300 mg/kg/day (11,862-times and 99-times

RAM-00240

the use of dlaIy3|s in the treatment of overdosage is not appropriate.

Poison Control Center

As with the management of all overdosage, the possibility of multiple drug
ingestion should be considered. The physician may contact a poison control
center for current information on the management of overdosage.
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'_ For Your Patients

Disorder

ABILIFY® (aripiprazole) is indicated for
the treatment of acute manic and mixed episodes
associated with Bipolar | Disorder.

.
-
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Please see IMPORTANT SAFETY INFORMATION,
including Bolded WARNING, and INDICATIONS on following pages.
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Treating Bipolar I Disorder
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and how you can help them get there

ABILIFY® (aripiprazole) may be able to help. ABILIFY is indicated for
treating acute manic or mixed episodes associated with Bipolar |
Disorder and maintaining efficacy in patients who have been stabilized
and then maintained for at least six weeks.* That means ABILIFY could
help control the symptoms of bipolar mania, stabilize mood, and reduce
the risk of manic relapse. In clinical trials, most patients taking
ABILIFY did nort gain weight or feel drowsy.’

Commonly observed adverse events reported with ABILIFY in 3-week bipolar
mania trials at a =5% incidence for ABILIFY and at a rate at least twice the rate of
placebo include, respectively, akathisia (15% vs 4%), constipation (13% vs 6%), and
accidental injury (6% vs 3%).
*Physicians who elect to use ABILIFY for extended periods, that is longer than 6
-evaluate the long-term usefulness of the drug for

the individual patient.
'On average, in short-term trials, patients reported: meaningful

weight gain, ABILIFY 3%, placebo 2%; drowsiness, ABILIFY

12%, placebo 8%.

Please see IMPORTANT SAFETY INFORMATION, including ~ ' (RE.\s1 1N I 0h &
Bolded WARNING, and INDICATIONS on following pages. ', RGIIUEA0,

2,10, 15, 20, 1) mig Tableti
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IMPORTANT SAFETY INFORMATION:
T i Mortality in Elderly Patisnts With D .

Elderly patients with dementia-related psychosis treated
with atypical antipsychotic d are at an increased
risk of death compared to placebo. Although the causes
of death were varied, most of the deaths appeared 1o be
either cardiovascular or infectious in natre. ABILIFY
(aripiprazole) is not approved for the treatment of

ents with dementia-related psychosis (see Boxed

ARNING).

ABILIFY is contraindicared in patients with a known

hypersensitivity to the product.

As with all antipsychotic medications, including ABILIFY,
a rare condition referred to as neuroleptic mnllfnn.nt
syndrome (NMS) has been reported, As with al
antipsychotic medications, prescribing should be consistent
with the need o minimize the risk ::]Flurd'm dyskinesia

(TD),

Cerebrovascular adverse events (eg, suroke, mansient
ischemic attack), including fatalities, have been reporred ar
an increased incidence in clinical trials of elderly patients
with dementia-related psychosis treated with ABILIFY,
including a significant dose-response relationship in a
fived-dose rri:ﬁ. ABILIFY is not approved for the treagment
of patients with dementia-related psychosis.

% Hypesglycemia, including some serious cases ranging from
keroacidosis, hyperosmolar coma, or death, has been
teported in patients treated with arypical antipsychorics.
Paticnts on ABILIFY should be appropriately tested before
and monitored during trearment.

ABILIFY may be associated with orthostatic hypotension and
should be used with caution in patients with known
cardiovascular disease, cerebrovascular disease, or conditions
which would predispose them to hypotension,

As with other antipsychoric Jruﬁm ABILIFY should be used
with ciution in I|1.1lir,'nl.ﬁ with a history of seizares or with
conditions that lower the seizure threshaold.

Like other antipsychotics, ABILIFY may have the potential 1o
impair judgment, thinking, or motor skills. Patients should
not drive or operate hazardous machinery unril they are
certain ABILIFY does not affect them adversely.

Disruption of the body’s ability 1o reduce core body
temperature has been ateributed o antipsychorics,
Appropriate care is advised for patients who may cxercise
strenuously, be exposed to extreme hear, receive concomitant
medication with anticholinergic activiry, or be subject 1o
dehydration.

As antipsychotics have been associated with esophageal
dysmaotility and aspiration, ABILIFY should be used
cautiously in patients ar risk for aspiration pneamonia.

IMPORTANT SAFETY INFORMATION and INDICATIONS for ABILIFY* (aripiprazole)

Please see BRIEF SUMMARY of FULL PRESCRIBING INFORMATION,
including Boxed WARNING, on the following pages.

As the possibility of a suicide attempt is inherent in psychoric
illness and bi u{u disorder, close supervision of high-risk
patients shaui:.i accompany drug therapy. Prescriptions for
ABILIFY (aripiprazole) should be written for the smallest

uantity consistent with good patient management 1o reduce
ﬁ'lc risk of overdose,

Physicians should determine if a patient is pregnant or
intends to become pregnant while taking ABILIFY. Paciens
should be advised not to breast-feed while taking ABILIFY.

Parients should be advised to avoid alcohol while mking
ABILIFY.

Bath CYP3A4 and CYP2D6 are responsible for ABILIFY
metabolism. Agents thar induce CYP3A4 (eg, carbamazepine)
could ciuse an increase in ABILIFY elearance and lower blood
levels. Inhibitors of CYP3A4 (e, ketoconazole) or CYP2D6
{eg, quinidine, fluoxeting, or paroxeting) can inhibit ABILIFY
elimination and cause increased blood levels,

Commonly observed adverse events reported with ABILIFY in
3-week bipolar mania trials ar a 25% incidence for ABILIFY
and at a rate at least twice the rate of placebo include,
respectively, akathisia (15% vs 4%), constipation (13% vs 6%),
and accidental injury (6% vs 3%).

Treatment-emergent adverse events reported with ABILIFY
in short-term t;'l;-ﬁ:.u an incidence Z10% and greater than
placebo, respectively. include headache (31% vs 26%),
agitarion (25% vs 24%), anxiery (20% vs 17%), insomnia (20%
vs 15%), nausea (16% vs 12%), dyspepsia (15% vs 13%),
somnolence {12% vs 8%), akathisia (12% vs 5%},
lightheadedness (119 vs B%), vomiting (11% vs 6%), and
constipation (11% vs 7%).

The adverse events reparted in a 26-week, double-blind
schizophrenia trial comparing ABILIFY and placebo were
g-:ucrnl;];- consistent w'u[u those reported in the short-term,
placebo-controlled schizophrenia trials, excepe for a hiE:l’ﬂ
incidence of tremor: 9% for ABILIFY vs 1% for placebo.

INDICATIONS: ARILIFY is indicated for the treatment of:
Schizophrenia, including mainmining stability in paticnts
who had been sympromarically stable on other
antipsychotic medications for periods of 3 months or
t:mfr and observed for relapse during a period of up to 26
weeks®

Acure manic and mixed episodes associated wirth Bipalar |
Disorder

Maintining efficacy in patients with Bipolar | Disorder witch a
recent manic or mixed episode who had been sabilized and
then maintained for ar least 6 weeks®

*Physicians who elect to use ABILIFY for extended period
should periodically re-evaluare the long-term usefulness of
the drug for the individual patient.

ABILIFY is taken once daily with or without food.




" “ 0 A lower dosage strength of ABILIFY (aripiprazole),
'a 2 mg tablet, is now available. It allows you to
customize dosing for your patients by helping you cross-taper

or titrate to reach a therapeutic dose.*

The nonrefrigerated Oral Solution (1 mg/mL)
may provide convenience for your patients.

ABILIFY can be taken once daily with
or withour food.
T:ripipnm!r]
Ogm Ecdartiiny 4
All to give you more flexible i
dosing possibilities.

No refrigeration necessary.
*Effective dosage range: 10 to 30 mg/day for schizophrenia patients:
15 or 30 mg/day for Bipolar | Disorder patients.

ABILIFY should be written for the smallest quantity consistent with good
patient management to reduce the risk of overdose.

The safety of doses above 30 mg/day has not been
evaluated in clinical trials.
Please see IMPORTANT SAFETY INFORMATION and M 1

INDICATIONS, irh:luding Bolded WARNING, Msl L l FY

on previous page.

(aripiprazole)
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AB“.'FY® (aripiprazole) Tablets
AB".'FY® (aripiprazole) Oral Solution

Brigf Summary of Prescribing Inf

Rx only

For complete p g information please consult official package circular.

WARNING
Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Elderly patients with dementia-related nsychnsis treated with am:lcm antinsmlic drugs are at an
increased risk of death d to pl Analyses of trials (modal
ummuwm)mmuﬁamMamummmummmmmum
1.6 to 1.7 times that seen in placebo-treated patients. Over the course of a typical 10-week

PRECAUTIONS
General
Orthastatic Hypotension
Aripiprazole may be associated with orthostatic hypotension, perhaps due to its oy -adrenergic receptor antagonism.
The incidence of orthostatic hypotension-associated events from five shori-term, placebo-controlled trials in
schizophrenia (n=926) on ABILIFY (aripiprazole) h'l.cll.lcled orthostatic hypotension (placebo 1%, aripiprazole
1.9%), orthostatic Iinhmadedness {placeb 1%, arip 0.9%), and sy (placebo 1%, aripiprazole
0.8%). The Incidence of ortt i :ahed events fmm sllnrt Agrm, placebo-controlled trials in
Dlpolar mama [Il--59?} on ABILIFY included: orthostai bo 0%, aripip 0.7%),
hth lacebo 0.5%, aripip 0.5%), and syncope (plaz;ebu 0.%, aripiprazole 0.5%).

The incidence of a significant orthostatic change in blood dasa of at least
30 mmHg in systolic blood pressure when changing from a suplns to standing position) for aripiprazole was not
statistically different from placebo (in schizophrenia: 14% among aripiprazole-treated patients and 12% among
placebo-treated patients and in bipolar mania: 3% among aripiprazole-treated patients and 2% among placebo-
treated patients).

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
cardlwm:ular (e.g., heart failure, sudden death) or infectious (e.g., pneumonia) in nature. ABILIFY
(aripiprazole) is not approved for the treatment of patients with dementia-related psychosis.

should be used with caution in patients with known cardiovascular disease (history of myocardial
infarction o ischemic heart disease, heart failure or conduction abnormalities), cerebrovascular disease, or
conditions which would predispose patients to hypotension (dehydration, hypovolemia, and treatment with anti-
hypertensive medications),

Semre

CONTRAINDICATIONS
ABILIFY (aripiprazode) is contraindicated in patients with a known hypersensitivity to the product.

WARNINGS

Increased Mortality in Elderly Patients with Dementia-Related 5

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

Neuroleptic Malignant Syndrome (NMS)

A potentially fatal symptom complex sometimes referred to as Neurcleptic Malignant Syndrome (NMS) has been
reported in association with administration of antipsychotic drugs, including aripiprazole. Two possible cases of

1 in 0.1% (1/926) of aripiprazole-treated patients wilh schizophrenia in short-term, placebo-
controlied trials, In short-term, placebo-controlled clinical trials of patients with bipelar mania, 0.3% (2/597) of
aripiprazole-treated patients and 0.2% (1/436) of placebo-treated patients experienced seizures. As with other
antipsychotic drugs, aripiprazole should be used cautiously in patients with a history of seizures or with conditions
that lower the seizure threshold, e.g., Alzheimer's dementia. Conditions that lower the seizure threshold may be
more prevalent in a population of 65 years or older.

Potential for Cognitive and Motor impairment

In short-term, placebo-controlled trials of schizophrenia, somnolence was reported in 11% of patients on ABILIFY
compared to 8% of patients on placebo; somnolence led to discontinuation in 0.1% (1/926) of patients with
schizophrenia on ABILIFY in short-term, placebo-controlled trials. In short-term, placebo-controlled trials of
bipolar mania, somnolence was reported in 14% of patients on ABILIFY compared to 7% of patients on placebo,
but did not le&ﬁ to discontinuation uf any patients with bipolar mania. Despite the relatively modest increased

NMS occurred during aripiprazole treatment in the premarketing worldwide clinical database. Clinical i
tions of NMS are hyperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic instability
(irreguiar pulse or blood p A ¥ ap , and cardlac ysrhy . Additional signs may
include elevated creatine phosphoki myoglobinuri trfmhdorrrvuum} and acute renal failure.

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, it is important
to exclude cases where the clinical presentation includes both serious medical iliness (e.g., pneumonia,
systemic infection, etc,) and untreated or inadequately treated extrapyramidal signs and symptoms (EPS). Other
important considerations in the differential diagnosis Include central anticholinergic toxicity, heat stroke, drug
fever, and primary central nervous system pathology.

Tne management of NMS should include: 1) immediate d|sounhn|.aahm of anﬁpwchutlc drugs and mher
drugs not essential to concurrent therapy; 2) | t and medical itoring
3) treatment of any concomitant serious medical problems tor which specific freatments are available. There is
no general agreement about specific pharmacological treatment regimens for uncomplicated NMS.

If a patient requires antipsychotic drug treatment after recovery from NMS, the potential reintroduction of
drug therapy should be carefully considered. The patient should be carefully monitored, since recurrences of
NMS have been reported.

Tardive Dyskinesia

A syndrome of potentially i ible, involunt; } may develop in patients treated with
antipsychotic drugs. Although the prevalence of the syndrome 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
freatment, which patients are likely to develop the syndrome. Whether antipsychotic drug products differ in their
potential to cause tardive dyskinesia is unknown,

The risk of developing tardive dyskinesia and the likelihood that it will become irreversible are believed to
increase as the duration of trealment and the total cumulative dose of antipsychotic drugs administered to the
patient i the synd can develop, aithough much less commaonly, after relatively brief treat-
ment periods at low doses.

Tnel'elsnnknuwnh'eahnmtlnr&mhlshedcamufmm inesi h the may remit,
partially or completely, if antipsychotic treatment is withdrawn, anlipsvchoﬁc treaimant Ilself however, may
suppress (or partially suppress) the signs and symptoms of the syndrome and, thereby, may possibly mask the
m:neﬂylng process, The effect that symptomatic suppression has upon the long-term course of the syndrome is
unknown.

Given these considerations, ABILIFY should be prescribed in a manner that is most likely to minimize the

of tardive dyskinesia. Chronic antipsychotic treatment should generally be reserved for patients who
suffer from a chronic lliness that (1) is known to respond to antipsychotic dmgs and (2) for whom alternative,
equally effective, but potentially less harmful t are not In patients who do
require chronic treatment, the smallest dose and the shortest duration of lfeatment producing a satisfactory
clinical response should be sought. The need for continued should b

If signs and symptoms of fardive dyskinesia appear in a patient on ﬂBlLlFY drug discontinuation should be
considered. However, some patients may require treatment with ABILIFY despite the p of the synd

d to placebo, ABILIFY, like other antipsychotics, may have the potential to
impair ]udqmant. thinking, or motor skills, Patients should be cautioned about operating hazardous machinery,
including automobiles, until they are reasonably certain that therapy with ABILIFY does not affect them adversely.

Body Temperature Regulation

Disruption of the body's ability to reduce core body temperature has been attributed to antipsycholic agents.
Appropriate care is advised when prescribing aripiprazole for patients who will be experiencing conditions which
may contribute to an elevation in core body temperature, e.0., exercising strenuously, exposure to extreme heat,
receiving concomitant medication with anticholinergic activity, or being subject to dehydration.

Dysphagia

Esophageal dysmotility and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia
isa cause of morbidity and ity in elderly patients, in particular those with advanced Alzheimer's
dementia. Aripiprazole and other antipsychotic drugs should be used cautiously in patients at risk for aspiration
pneumonia (see PRECAUTIONS: Use in Patients with Concomitant Miness ).

Suicide

The possibility of a suicide attempt is inherent in psychotic illnesses and bipolar disorder, and close supervision
of high-risk patients should drug therapy. Prescriptions for ABILIFY should be written for the smallest
quantity consistent with good patient management in order to reduce the risk of overdose.

Usg in Patients with Concomitant lingss

Glinical experience with ABILIFY in patients with certain concomitant systemic flinesses (see CLINICAL PHARMA-
COLOGY: Special FRenal in Full P g Information) s limited.

ABILIFY has not been evaluated or used o any appmcianle extent in patients with a recent history of myo-
cardial infarction or unstable heart disease. Patients with these diagnoses were excluded from premarketing
clinical studies,

Safety Experience in Elderly Patients with Psychosis Associated with Alzheimer's Disease: In three, 10-week,
placebo-controlled studies of aripiprazole in elderly patients with psychosis associated with Alzheimer's disease
(n=938; mean age: 82.4 years; range: 56-99 years), the treatment-emergent adverse events that were reported
at an incidence of =3% and aripiprazole incidence at least twice that for placebo were asthenia (placebo 3%,
aripiprazole 8%), somnolence (placebo 3%, aripiprazole 9%), urinary i i {placebo 1%, aripip 5%),
excessive salivation (placebo 0%, aripiprazole 4%), and lightheadedness (placebo 1%, aripiprazole 4%).

The safety and efficacy of ABILIFY in the treatment of patients with psychosis associated with dementia have
not been established, If the prescriber elects to treat such patients with ABILIFY, vigilance should be exercised,
particularly for the emergence of difficulty swallowing or excessive somnolence, which could predispose to acci-
dental injury or aspiration. (See also Boxed WARNING and WARNINGS: Increased Mortality in Elderly Patients
with Dementia-Related Psychosis and Cerebrovascular Adverse Events, Including Stroke, in Elderly
Patients with Dementia-Related Psychosis.)

Information for Patients
Physicians are advised to discuss the following issues with patients for whom they prescribe ABILIFY:

Cerebrovascular Adverse Events, Including Stroke, in Elderly Patients with Dementia-Related Psychosis
In placebo-controlled clinical studies {two flexible-dose and one fixed-dose study) of dementia-related psychosis,
there was an increased incidence of cerebrovascular adverse events (e.0., stroke, transient ischemic attack),
including fatalities, in aripiprazole-treated patients (mean age: 84 years; range: ?B 88 years). In the fixed-dose
study, there was a statistically significant dose response rel for lar adverse events in
patients treated with aripiprazole. Aripiprazole is not approved for the treatment of patients with dementia-related
psychosis. (See also Boxed WARNING, WARNINGS: Increased Mortality in Elderly Patients with Dementia-
Related Psychosis, and PRECAUTIONS: Use in Patients with Concomitant liness: Safety Experience in Elderly
Disease.)

Patients with Psychosis Associated with Alzheimer's
Hyperglycemia and Diabetes Mellitus
Hyperglycemia, in some extreme and associated with ketoacidosis or hyperosmolar coma or death, has
been reported in patients treated with atypical antipsychotics. There have been few reports of hyperglycemia in
patients treated with ABILIFY. Although fewer patients have been treated with ABILIFY, it is not known if this more
limited experience is the sole reason for the paucity of such reports. A of the rela ip
atypical antipsychotic use and glucose abnormalities is complicated by the possibility of an increased back-
ground risk of diabetes mellitus in patients with schizophrenia and the increasing incidence of diabetes mellitus
in the general population. Given these confounders, the relationship between atypical antipsychotic use and
hyperalycemia-related adverse events is not completely understood. However, epidemiological studies which did
not include ABILIFY suggest an increased risk of treatment-emergent hyperglycemia-related adverse events in
treated with the atypical antipsychotics included in these studies. Because ABILIFY was not marketed at

the time these studies were performed, it is not known if ABILIFY is associated with this increased risk. Precise
risk estimates for hyperglycemia-related adverse events in patients treated with atypical antipsychotics are not
avallable.

Patients with an established diagnosis of diabetes mellitus who are started on atypical antipsychotics should
be monitored regularly for worsening of glucese control. Patients with risk factors for diabetes mellitus (e.0., obesity,
family history of mal:etas] who are starting treatment with atypical antipsychotics should undergo fasting blood

Interf: with and Motor Performance

Because aripiprazole may have the potential to impair judgment, thinking, or motor skills, patients should be
cautioned about operating hazardous machinery, including automobiles, until they are reasonably certain that
aripiprazole therapy does not affect them adversely.

Pregnancy

Patients should be advised to notify their physician if they become pregnant or intend to become pregnant during
therapy with ABILIFY.

MNursing

Patients should be advised not to breast-feed an infant if they are taking ABILIFY.

Concomitant Medication

Patients should be advised to inform their physicians if they are taking, or plan to take, any prescription or over-
the-counter drugs, since there is a potential for interactions.

Alcohol

Patients should be advised to avoid alcohol while taking ABILIFY.

Heal Exposure and Dehydration

Patients should be advised regarding appropriate care in avoiding ing and d

Sugar Content

Patients should be advised that each mL of ABILIFY oral solution contains 400 mg of sucrose and 200 mg

of fructose.

Drug-Drug Interactions

Given the primary CNS effects of aripiprazole, caution should be used when ABILIFY is taken in combination with

other centrally acting drugs and alcohol, Due to its ay-adrenergic receptor antagonism, aripiprazole has the

potential to enhance the effect of certain antihypertensive agents.

Potential for Other Drugs to Affect ABILIFY

Aripiprazole is not a substrate of CYP1A1, CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, or CYP2E1

enzymes. Aripiprazole also does not undergo direct glucuronidation, This suggests that an Interaction of
with

glucose testing at the b ing of treatment and periodi dudng treatment. Any patient treated wrﬂ'l atypical
antipsychotics should be. for symptoms of hyperglycemia including polydipsia, polyuria, polyphag
and weakness. Patients who develop toms of | lycemia during with atypical antipsychotics

should undergo fasting blood glucose testing. In some cases, hyperglycemia has resolved when the atypical
antipsychotic was discontinued; however, some patients required continuation of anti-diabetic treatment despite
discontinuation of the suspect drug.

inhibitors or inducers of these enzymes, or other factors, like smoking, is uniikely.

"Both CYP3A4 and CYP2D6 are respnnsmie tnr aripiprazole metabolism. Agents that induce CYP3A4
{e.g., carbamazepine} could cause an i and lower blood levels. Inhibitors
of CYP3A4 (e.q., ketoconazole) or CYP206 (e.g., qulmdlne fluoxeting, or paroxeting) can inhibit aripiprazole
elimination and cause increased blood levels.




Ketoconazole: Coadministration of ketoconazole (200 mg/day for 14 days) with a 15-mg single dose of
aripiprazole increased the AUC of aripiprazole and its active metabolite by 63% and 77%, respectively. The effect
of a higher ketoconazole dose (400 mg/day) has not been studied. When concomitant administration of keto-
conazole with aripiprazole occurs, aripiprazole dose should be reduced to one-half of its normal dose. Other

inhibitors of CYP3A4 (it le) would be ted to have similar effects and need similar dose reduc-
tions; weaker inhibitors (erythromycin, grapefruit juice) have not been studied. When the CYP3A4 inhibitor is
withdrawn from the combination therapy, aripiprazole dose should then be increased.

Quinidine: Coadministration of a 10-mg single dose of aripiprazale with quinidine (166 mg/day for 13 days), a
potent Jnhlhilor Df CYP2086, increased the AUC of anmpraz.ula by 112% but decreased the AUC of its active
metabalite, dehydro-aripiprazole, by 35%. Aripi dose should be reduced to one-half of its normal dose
when concomitant administration of mhnﬂne with aripiprazole occurs. Other significant inhibitors of CYP2D6,
such as fluoxetine or paroxeting, would be expected to have similar effects and, therefore, should be accompanied
by similar dose reductions. When the CYP2D8 inhibitor is withdrawn from the oumhination therapy, aripiprazole
dose should then be increased.

Carbamazepine: Coadministration of carbamazepine (200 mg BID), a potent CYP3A4 inducer, with aripiprazole
(30 mg QD) resulted in an approximate 70% decrease in Cpyy and AUC values of both aripiprazole and its active
meltabalite, dehydro-aripiprazole. When carbamazepine is added to aripiprazole therapy, aripiprazole dose shouid
be doubled. Additional dose increases should be based on clinical evaluation. When carbamazepine is withdrawn
from the combination therapy, aripiprazole dose should then be reduced.

No clinically significant effect of famotidine, valproate, or lithium was seen on the pharmacokinetics of
aripiprazole (see CLINICAL PHARMACOLOGY: Drug-Drug Interactions in Full Prescribing Information).

Potential for ABILIFY (aripiprazole) to Affect Omarﬂmgs
Aripiprazole is unlikely to cause clinically imp with drugs metabolized by
cytochrome P450 enzymes. In in vivo stuams 10- to 30 mgfday doses of aripiprazole had no significant effect on
metabolism by CYP206 (dextrometh CYP2Ca cYP2c19 P , warfarin), and CYP3A4
{dextromethorphan) substrates. Mdmnnally. a.nnlprazule and dehydro-aripiprazole did not show potential for
altering CYP1A2-mediated metabolism in vitro (see CLINICAL PHARMACOLOGY: Drug-Drug Interactions in Ful
Prescribing Information).

Alcohal: There was no significant difference between aripiprazole coadministered with ethanol and placebo
coadministered with ethanol on performance of gross motor skills or stimulus response in healthy subjects. As
with most psychoactive medications, patients should be advised to avold alcohol while taking ABILIFY.

Carcinogenesis, Mutagenesis, Impairment of Fertility: (Please see Full Prescribing Information.)

In animal studies, aripiprazole demonstrated devel toxicity, g possible teratogenic effects in rats
and rabbits.

Pregnant rats were treated with oral doses of 3, 10, and 30 mg/kg/day (1, 3, and 10 times the maximum
recommended human dose [MAHD] on a mg/m? basis) of aripiprazole during the period of organogenesis.
Gestation was slightly prolonged at 30 mg/kg. Treatment caused a slight delay in fetal development, as evi-
denced by decreased fetal weight (30 ma/kg), undescended testes (30 mg/kg), and delayed skeletal ossification
{10 and 30 mg/kg). There were no adverse effects on embryofetal or pup survival, Delivered offspring had
decreased bodyweights (10 and 30 mo/ka), and increased incidences of hepatodiaphragmatic nodules and
diaphragmatic hernia at 30 mo/kg (the other dose groups were not examined for these findings). (A low incidence
of diaphragmatic hemia was also seen in the fetuses exposed to 30 mg/kg.) Postnatally, delayed vaginal opening
was seen at 10 and 30 mg/kg and impaired reproductive performance (decreased fertility rate, corpora lutea,
implants, and live fetuses, and increased post-implantation loss, likely mediated through effects on female
offspring) was seen at 30 mg/kg. Some maternal toxicity was seen at 30 mo/kg, however, there was no evidence

The prescriber should be aware that the figures in the tables and tabulations cannot be used to predict the
incidence of side effects in the course of usual medical practice where patient characteristics and other factors
differ from those that prevailed in the clinical trials. Similarly, the cited frequencies cannot be compared with
figures obtained from other clinical i igations involving different uses, and investigators. The cited
figures, however, do provide the prescribing physician with some basis for estimating the relative contribution of
drug and nondrug factors to the adverse event incidence in the population studied.

Adverse Findings Observed in Short-Term, Placebo-Controlled Trials of Patients with Schizophrenia

The following findings are based on a pool of five placebo-controlled trials (four 4-week and one 6-week) in
which aripiprazole was administered in doses ranging from 2 to 30 ma/day.

Adverse Events A iated with Discontinuation of Treafs in Shart-Term, Placebo-Controlled Trials

Overall, there was no difference in the incidence of discontinuation due to adverse events betwesn aripiprazole-
treated (7%) and placebo-treated (9%) patients. The types of adverse events that led to discontinuation were
similar between the aripiprazole- and placebo-treated patients.

Adverse Findings Observed in Short-Term, Placebo-Controlled Trials of Patients with Bipolar Mania

The following findings are based on a pool of 3-week, placebo-controlled, bipolar mania trials in which aripiprazole
‘was administered at doses of 15 or 30 mg/day.

Adverse Evenis Associated with Discontinuation of Treatment in Short-Term, Placebo-Controlled Trials

Overall, in patients with bipolar mania, there was no difference in the incidence of discontinuation due to adverse
events between aripiprazole-treated (11%) and placebo-treated (3%) patients. The types of adverse events that
led to discontinuation were similar between the aripiprazole and placebo-treated patients.

Commonly Observed Adverse Events in Short-Term, Placebo-Controlled Trials of Patients with Bipolar
Mania

Commonly observed adverse events associated with the use of aripiprazole in patients with bipolar mania
{incidence of 5% or greater and aripiprazole Incidence at least twice that for placebo) are shown in Table 1.
There were no adverse events in the short-term trials of schizophrenia that met these criteria.

Table 1: Commaonly Observed Adverse Events in Short-Term,
Placebo-Controlled Trials of Patients with Bipolar Mania

Percentage of Patients Reporting Event
Aripiprazole Placebo
Adverse Event (n=597) (n=436)
Accidental Injury 6 3
Constipation 13 6
Akathisia 15 4

Adverse Events Occurring at an Incidence of 2% or More Among Aripiprazole-Treated Patients and
Greater than Placebo in Short-Term, Placebo-Controlled Trials

Table 2 enumerates the pooled incidence, rounded to the nearest percent, of freatment-emergent adverse events
that occurred during acute therapy (up to 6 weeks in schizophrenia and up to 3 weeks in bipolar mania), including
only those events that occurred in 2% or more of patients treated with aripiprazole (doses =2 mg/day) and for
which the incidence In patients treated with aripiprazole was greater than the incidence in patients treated with
placebo in the combined dataset.

Table 2: Treatment-Emergent Adverse Events in Short-Term, Placebo-Controlled Trials
Percentage of Patients Reporting Event®

to suggest that these developmental effects were secondary to maternal toxicity. Body System Aripiprazole Placebo
Pregnant rabbits were treated with oral doses of 10, 30, and 100 mg/kg/day (2, 3, and 11 times human exposure Adverse Event (n=1523) (n=849)
at MRHD based on AUC and 6, 19, and 65 times the MRHD based on mg/m?) of aripiprazole during the period of
organogenesis, Decreased maternal food consumption and increased abortions were seen at 100 mg/kg. Treatment Body as 2 Whole
caused increased fetal mortality (100 mo/ka), decreased fetal weight (30 and 100 mg/kg), increased incidence of Headache 3 2%
skeletal abnormality (fused stemiebrae at 30 and 100 mg/kg) and minor skeletal variations (100 mg/kg). Asthenia 8 7
In a study in which rats were freated with oral doses of 3, 10, and 30 mg/kg/day (1, 3, and 10 times the Accidental Injury 5 4
MRHD on a mg/m? basis) of aripiprazole perinatally and postnatally (from day 17 of gestation through day 21 Peripheral Edema 2 1
postpartum), slight maternal toxicity and slightly prolonged gestation were seen at 30 mg/kg. An increase in still- Cardiovascular System
births, and decreases in pup weight {persisting into adulthood) and survival, were seen at this dose. Hypertension 2 1
There are no adequate and well-controlled studies in pregnant women. It is not known whether aripiprazole
can cause fetal harm when administered 1o a pregnant woman or can affect capacity. Aripip Digestive System
should be used during pregnancy only if the potential benefit outweighs the potential risk to the fetus. Nausea 16 12
Labor and Delivery Dyspepsia 15 13
The effect of aripiprazole on (abor and delivery in humans is unknown. Vomiting n 6
Nursing Mothers Constipation 1" 7
Aripiprazole was excreted in milk of rats during lactation. It is not known whether aripiprazole or its metabolites Musculoskeletal System
are excreted in human milk. It is rec ded that women receiving aripiprazole should not breast-feed. Myalgia 4 3
Pediatric Use Nervoun Systam
Safety and effectiveness in pediatric and adolescent patients have not been estahiished. :ﬁ“"‘" g f;
Gerliatric Use Insmilwnia 20 15
0f the 7951 patients treated with aripiprazole in premarketing clinical trials, 991 (12%) were =65 years old and Sornridlince 12 a
789 (10%) were =75 years old. The majority (88%) of the 991 patients were diagnosed with dementia of the ook
Alzheimer's type. Aathisia 12 5
Piacebo-controiled studies of aripiprazole in schizophrenia or bipolar mania did not include sufficient aumb Lig d 1 8
of subjects aged 65 and over to determine whether they respond differently from younger subjects. There was no Extrapyramidal Syndrome 6 4
effect of age on the pharmacokinetics of a single 15-mg dose of aripiprazole. Aripiprazole clearance was Tremor 4 3
decreased by 20% in elderly subjects (=65 years) compared to younger adult subjects (18 to 64 years), but there Increased Salivation 3 1
was no detectable effect of age in the population pharmacokinetic analysis in schizophrenia patients. Respiratory System
Studies of eiderly patients with psychosk jated with Alzheimer's disease have suggested thal there i n_rﬁs 3
may be  different tolerabilly profile in this population compared to younger patients with schizophrenia (see aryngl
Boxed WARNING; WARNINGS: Increased Mortality in Elderly Patients with Dementia-Related Psychosis; Rhinitis 4 3
Gerebrovascular Adverse Events, Including Stroke, in Elderly Patients with Dementia-Related Psychosis. Coughing 3 B
and PRECAUTIONS: Usz in Patignts with Concomitant fiiness), The safety and efficacy of ABILIFY in the treatment Special Senses
of patients with psychosis associated with Alzheimer's disease has not been established. |f the prescriber elects Blurred Vision 3 1

fo treat such patients with ABILIFY, vigilance should be exercised.

ADVERSE REACTIONS

Aripiprazole has been evaluated for safety in 7951 patients who participated in multiple-dose, premarketing trials
in schizophrenia, bipolar mania, and dementia of the Alzheimer’s type, and who had appmxlmately 5235 patient-
years of exposure. A total of 2280 aripiprazole-treated patients were treated for at least 180 days and 1558
aripiprazole-treated patients had at least 1 year of exposure.

The conditions and duration of treatment with d (in overlapping calegories) double-blind,
comparative and noncomparative open-label studnes, Inpaﬂent and outpatient studies, fixed- and flexible-dose
studies, and short- and longer-term exposure.

Adverse events during exp were obtained by collecting volunteered adverse events, as well as results of
physical examinations, vital signs, welghts, laboratory analyses, and ECG. Adverse experiences were recorded by
clinical investigators using terminology of their own choosing. In the tables and tabulations that follow, modified
COSTART dictionary terminology has been used initially to classify reported adverse events into a smaller number
of standardized event categories, in order to provide a meaningful estimate of the proportion of individuals
experiencing adverse events.

The stated frequencies of adverse events rep the p of individuals who i at least
once, a treatment-emergent adverse event of the type listed. "An event was considered treatment emergent if it
occurred for the first time or worsened while receiving therapy following baseline evaluation, There was no
attemnpt to use igator causality ts; i.e., all reported events are included.

* Events reported by at least 2% of patients treated with aripiprazole, except the following events, which had
an Immem;a equal to or less than placebo: abdominal pain, back pain, dental pain, diarthea, dry mouth,
hypertonia, upper respiratory tract infection, rash, vaginitis', dysmenarrhea’.
'Pm.emage hased on gender total.

An examination of population subgroups did not reveal any clear evidence of differential adverse event
Incidence on the basis of age, gender, or race.
Dose-Related Adverse Events
Schizophrenia
Dose response refationships for the incidence of treatment-emergent adverse events were evaluated from four
frials in patients with schizophrenia comparing various fixed doses (2, 10, 15, 20, and 30 mg/day) of aripiprazole
to placebo. This analysis, stratified by study, indicated that the anly adverse event to have a possible dose
response relationship, and then most prominent only with 30 mg, was somnolence (placebo, 7.7%; 15 mg, 8.7%;
20 mag, 7.5%; 30 mg, 15.3%).
Extrapyramidal Symptoms
In the short-tarm, placebo-controlled trials of schizop ia, the inch of repi EPS for aripi 1
treated patients was 6% vs. 6% for placebo. In the short-term, placebo-controlled trials in bipolar mania, the
incidence of reported EPS-related events excluding events related to akathisia for aripiprazole-treated patients
was 17% vs. 12% for placebo. In the short-term, placebo-controlled trials in bipotar mania, the incidence of




ia-related events for arij treated patients was 15% vs. 4% for placebo. Objectively collected data
from those trials was collected on the Slmpsnn Angus Rating Scale (for EPS), the Bames Akathisia Scale (for
akathisia) and the A of Scales (for dyskinesias). In the schizophrenia trials, the
objectively collected data did not show a dﬁerence between aripiprazole and placebo, with the exception of
the Barnes Akathisia Scale (aripiprazole, 0.08; placebo, -0.05). In the bipolar mania frials, the Simpson Angus
Rating Scale and the Barnes Akathisia Scale showed a significant difference between arip'mraznle and placebo
(aripiprazole, 0.61, placebo, 0.03 and aripiprazole, 0.25; placebo, -0.06). Changes in the Assessments of
Involuntary Movement Scales were similar for the aripiprazole and placebo groups.

alkaline phosphatase increased, bilirubinemia, iron defici
—lactic dehy ia, gout, hypoglycemic reaction.

mgcu:asxerems;sfem Frequent — muscle cramp; Infrequent — arthralgia, myasthenia, arthrosis, bone pain,
arthritis, muscle weakness, spasm, bursitis, myopathy; Rare — rheumatoid arthritis, rhabdomyolysis, tendonitis,
tenosynovitis.

Nervous System: Frequent — depression, nervousness, schizophrenic reaction, hallucination, hostility, confusion,
paranoid reaction, suicidal thought, abnormal gait, manic reaction, deluslons abnormal dream; !n.l‘requenr-
emohonal {ahlllty h\ntcn g ngldmr y , vasodilation, paresthesia,

hyperuricemia, obesity;

Similarly, in a long-term (26-week), placebo-controlled trial of schizophrenia, objectively collected data on p 8, ty tremor, hypesth vertigo, swpnr bradykinesia, anathy. namc attack, decreased libido,
the Simpsan Angus Rating Scale (for EPS), the Barnes Akathisia Scale (for akathisia), and the A of h ia, dyskir manic depressive reaction, ataxia, visual hallucination, cerebrovascular accident,
Involuntary Movement Scales (for dyskinesias) did not show a difference between aripiprazole and placebo. mrpolunesm, depemanahzaﬂm impaired memory, clelmum dysarthna tardive dyskinesi
Laboratory Test Abnormalities increased libido, mwclanus. rastlass leg, uropathy, i , cerebral ischemia, “increased

A between group comparison for 3- to 6-week, placebo-controlled trials led no Ity important differ-
ences between the aripiprazole and placebo groups in the proportions of patients experiencing potentially
clinically significant changes in routine serum chemistry, hematology, or urinalysis parameters. Similarly, there
were no aripiprazole/placebo differences in the incidence of discontinuations for changes in serum chemistry,
hematology, or urinalysis.

In & long-term (26-week]), placebo-controlled trial there were no medically important differences between the
aripiprazole and placebo pafients in the mean change from baseline in prolactin, fasting glucose, triglyceride,
HOL, LDL, and total cholesterol measurements.

Weight Gain

In 4- to 6-week trials in schizophrenia, there was a slight difference in mean weight gain between aripiprazole
and placebo patients (+0.7 kg vs. -0.05 kg, respectively), and also a difference in the proportion of patients
meeting a weight gain criterion of =7% of body weight [aripiprazole (8%) compared to placebo (3%)]. In 3-week
trials in mania, the mean weight gain for aripiprazole and placebo patients was 0.0 kg vs. -0.2 kg, respectively.
The proportion of patients meeting a weight gain criterion of =7% of body weight was aripiprazole (3%)
compared to placebo (2%).

Table 3 provides the weight change results from a long-term (26-week), placebo-controlled study of
aripiprazole, both mean change from baseline and proportions of patients meeting a weight gain criterion of =7%
of body weight relative to baseline, categorized by BMI at baseline:

reflexes, akinesia, d hesia, slowed thlnklng, Rare ~ blunted aifect euphoria,
incoordination, oculogyric crisis, obsessive Ihaught hypotonia, buccoglossal syndrome, decreased reflexes,
derealization, intracranial hemorrhage

Resprrafw Sysrm: quusrrt sinusitis, dyspnea, pneumﬂma, asthma; Infrequent — ep|stax|5 hiccup,
laryngitis, asp ; Rare — pul y edema, i d sputum, pul y hypoxia,
respiratory failure, apnea, dry nasal passages, erDplws

Skin and s: Frequent — skin ulcer, sweating, dry skin; — pruritus, rash,
acne, eczema, skin discoloration, alopecia, seborrhea, psoriasis; Rare — maculopapular rash, exfoliative derma-
titis, urticaria.

Spec:'a! Senses: Frequent — conjunctivitis; Infrequent — ear pain, dry eye, eye pain, tinnitus, cataract, ofitis
media, altered taste, blepharitis, eye hemorrhage, deafness; Rare — diplopia, frequent blinking, ptosis, ofitis
externa, amblyopia, photophobia,

Urogenital Systsm: Frequent - urinary incontinence; Inff t — urinary freq y, leukorrhea, urinary
retention, cystitis, h dysuria, hea, vaginal t abnormal gj ion, kidney failure,
vaginal moniliasis, urinary urgem:;r. gynecamasua kjdney calculus, albuminuria, breast pain, urinary burning;
Rare - nocturia, polyuria, A cervicitis, uterus hemorrhage, female lactation,
urolithiasis, priapism.

Other Events Observed During the Postmarketing Evaluation of Aripiprazole
Vol reports of adverse events in patients taking aripiprazole that have been received since market intro-

Table 3: Weight Change Results Categorized by BMI at Baseline:

duction and not listed above that may have no causal relationship with the drug include rare occurrences of

Placebo-Controlled Study in Schizophrenia, Safety Sample allergic reaction (e.g., anaphylactic reaction, laryngospasm, pruritis, or urticaria).
BMI <23 BM)| 23-27 BMI >27 DRUG ABUSE AND DEPENDENCE
Placebo _Aripiprazole__ Placebo__ Aripip Placebo _Avipip oled SUbStance ota
Mean change from HE
baseline (kg) -0.5 -0.5 -0.6 -1.3 -1.5 =21 Abuse and Dependence
% with =7% Aripiprazole has not been systematically studied in humans rur its potennal for abuse, tolerance, or physical
increase BW 3T%  6.8% 42% 5% 41%  57% dependencs, In physical dapendence studies In monk were observed upon abrupt

Table 4 provides the weight change results from a long-term (52-week) study of aripiprazole, both mean
change from baseline and proportions of patients meeting a weight gain criterion of =7% of body weight relative
to baseline, categorized by BMI at baseline:

Table 4: Weight Change Results Categorized by BMI at Baseline:
Active-Controlled Study in Schizophrenia, Safety Sample

BMI <23 BMI 23-27 BMI 27
Mean change from baseline (kg) 26 1.4 -1.2
% with =7% increase BW 30% 19% 8%

ECG Changes

Between group comparisons for a pooled analysis of placebo-controlled frials in patients with schizophrenia or
bipolar mania, revealed no significant differences between aripiprazole and placebo in the proportion of patients
experiencing p ially important ges in ECG p Aripiprazole was associated with a median
increase in heart rate of 5 beats per minute compared o a 1 beat per minute increase among placebo patients.

Additional Findings Observed in Clinical Trials

Adverse Events in Long-Term, Double-Blind, Placebo-Controlled Trials

The adverse events reported in a 26-week, double-blind trial comparing ABILIFY (aripiprazole) and placebo in
patients with schizophrenia were generally consistent with those reported in the short-term, placebo-controlled
trials, except for a higher incidence of tremor [9% (13/153) for ABILIFY vs. 1% (2/153) for placebo]. In this study,
the majority of the cases of tremor were of mild intensity (9/13 mild and 4/13 moderate), occurred early in therapy
(9/13 =49 days), and were of limited duration (/13 =10 days). Tremor inf; led to discontinuation (<1%)
of ABILIFY. In addition, in a long-term (52-week), active-controlled study, the incidence of tremor for ABILIFY was
4% (34/850). A similar adverse event profile was observed in a long-term study in bipolar disorder.

Other Adverse Events Observed During the Premarketing Evaluation of Aripiprazole
Following is a list of modified COSTART terms that reflect treatment-emergent adverse events as defined in the
introduction to the ADVERSE REACTIONS section reported by patients treated with aripiprazole at multiple doses
=2 mg/day during any phase of a trial within the database of 7951 patients. All reported events are included
except those already listed in Table 2, or other parts of the ADVERSE REACTIONS section, those considered in
the WARNINGS or PRECAUTIONS, those event terms which were so general as to be uninformative, events
reported with an incidence of =0.05% and which did not have a substantial probability of being acutely life-
threatening, events that are otherwise common as background events, and events considered unlikely to be
drug related. It is important to emphasize that, although the events reported occurred during treatment with
aripiprazole, they were not necessarily caused by it.

Events are further categorized by body system and listed in order of decreasing frequency according to the
following definitions: frequent adverse events are those occurring in at least 1/100 patients (only those not
dlready listed in the tabulated results from placebo-controlled trials appear in this listing); infreq adverse

cessation of dosing. While the clinical trials did not reveal any Iendency far any drug-seeking behavior, these
observations were not systematic and it is not possible to predict on the basis of this limited experience the
extent to which a CNS-active drug will be misused, diverted, and/or abused once marketed. Consequently,
patients should be evaluated carefully for a history of drug abuse, and such patients should be observed closely
for signs of ABILIFY misuse or abuse (e.g., development of tolerance, increases in dose, drug-seeking behavior).

OVERDOSAGE

MedDRA terminology has been used to classify the adverse events.

Human Experience

A total of 76 cases of dell 0Or acci [ ge with aripip have been reported worldwide. These

include overdoses with aripiprazole alone and in combination with other substances. Mo fatality was reported
from these cases. Of the 44 cases with known out 33 d without and one recovered with
sequelae (mydriasis and feeling abnormal). The largest known acute ingestion with a known outcome involved
1080 mg of aripiprazole (36 times the maximum recommended daily dose) in a patient who fully recovered.
Included in the 76 cases are 10 cases of deliberate or accidental overdosage in children (age 12 and younger)
involving aripiprazole ingestions up to 195 mg with no fatalities.

Common adverse events (reported in at least 5% of all overdose cases) reported with aripiprazole overdosage
(alone or in bination with other subst: ) include vomiting, somnolence, and tremor. Other clinically
important signs and symptoms observed in one or more patients with aripiprazole overdoses (alone or with other
substances) include acidosis, aggression, aspartate amlnotmnsierase increased, atrial fibrillation, bradycardia,
coma, confusional state, convulsion, blood creatine phosp D level of i
hypertensmn h;rpulcalemia, hypotension, lethargy, Inss of consciousness, QRS complex prolonged, OT prolonged,
y arrest, status epilepticus, and tachycardia.

Management of Overdosage

No specific information is available on the treatment of overdose with aripiprazole. An electrocardiogram should
be obtained in case of overdosage and, if QTc interval prolonigation is present, cardiac monitoring should be insti-
tuted. Otherwise, t of overdose should trate on rtive th Intaini dequaty

erapy, an
airway, oxygenation and ventilation, and management of symptoms. Close medical supervision and monitoring
should continue until the patient recovers.

Charcoal: In the event of an overdose of ABILIFY, an early charcoal administration may be useful in partially
preventing the absorption of aripiprazole. Administration of 50 g of activated charcoal, one hour after a single
15-mg oral dose of aripiprazole, decreased the mean AUC and Cpg, of aripiprazole by 50%.

Hemodialysis: Although there is no information on the effect of hemodialysis in treating an overdose with
aripiprazole, hemodialysis is unlikely to be useful in overdose management since aripiprazole is highly bound to
plasma proteins.

Tablets manufactured by Otsuka Pharmaceutical Co., Lid., Tokyo, 101-8535 Japan or
Bristol-Myers Squibb Company, Princeton, NJ 08543 USA

Oral Solution manufactured by Bristol-Myers Squibb Company, Princeton, NJ 08543 USA

events are those occurring in 1/100 to 1/1000 patients; rare events are those occurring in fewer than 1/1000
Dﬂﬁenls

Body as a Whole: Frequent - fiu syndrome, fever, chest pain, rigidity (including neck and extremity), neck
pain, pelvic pain; Infrequent — face edema, suicide attempt, malaise, migraine, chills, photosensitivity, tightness
{including abdomen, back, exiremity, head, jaw, |'|e|:k1 and mngue] jaw paln blnaﬁng, enlarged abdomen, chest
tightness, throat pain; Rare — moniliasis, nead throat y , heat stroke.

Cardiovascular System: Frequent — tachycaldla (including ventricular and supmuentrlwlar} hypotension,
bradycardia; /nfrequent — palpitation, , heart failure, , cardiac arrest, atrial fibril-
lation, AV block, prol d QT interval, rdial ischemia, deep vein thrombaosis, angina pec-
lons pallur nardmpulmanar]r arresL phlebms, Rare - bundle branch block, atrial flutter, vasovagal reaction, car-
y failure.

Digestive System: Frequent — nausea and vomiting; Infrequent — increased appefite, dysphagia, gastro-
enteritis, flatulence, tooth caries, gastritis, gingivitis, gastrointestinal hemorrhage, hemorrhoids, gastro-
esophageal reflux, pericdontal abscess, fecal incontinence, rectal hemorrhage, stomatitis, colitis, tongue edema,
cholecystitis, mouth ulcer, oral iliasi ion, fecal i ion, cholelithiasis; Rare-esuphagms.
hematemesis, intestinal obstruction, gum hemorrhage, hepatitis, pepnc ulcer, glossitis, melena, duodenal ulcer,
cheilitis, hepatomegaly, pancreml‘tl&

Endocmeswi'&m Infraquent — hypothyroidism; Rare — goiter, h)rperlhyminism
Hemic/Lymphatic System: Frequent - ecch is, anemia; I
leukopenia (including neutropenia), lymphad th inophili
cythemia, thrombocytopenia, petechiae.

Metabolic and Nutn.rmawmdws F.raquani' wmglll loss, creatine phosphokinase increased, dehydration;

t —edema, 1 steremia, kal nia, diat mellitus, ia, hyper-
lipamia, SGPT i thlrst, BUN i d, hyp , SGOT increased, creatinine |ncreased cyanosis,

ic anemia,
macmcyhc anemia; Rare —Ihrumhu—
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Introductory Textbook of
Psychiatry, Fourth Edition

Nancy C. Andreasen, M.D., Ph.D., and Donald W. Black, M.D.

I FOURTH EDITION

INTRODUCTORY
TEXTBOOK OF

! n established resource, the Introductory Textbook of Psychiatry has been PSYCH I AT RY

thoroughly revised to make it an even more effective text. This edition is

more practical and easier to use. The authors continue to interweave
recent advances in psychiatry with the core knowledge that students new to the
field need—from grasping the neurobiology and genetics of mental illness to
understanding the DSM system to assessing patients.

Hailed as a “classic text,” this user-friendly volume is written in an accessible,
conversational style for introductory psychiatry courses or psychiatry clerkships—er as an authoritative introduction
to abnormal psychology for students of psychology, social work, or nursing.

B It introduces students to a wide range of psychiatric diagnoses—covering epidemiology, clinical features,
and treatment

B Provides additional coverage of special topics such as violence and suicide, legal issues that affect psychiatry,
childhood disorders, sleep disorders, and both psychosocial and somatic therapies

As a teaching resource, it boasts several benefits:

B Tools that enhance learning, such as compelling case vignettes and “clinical pearls”—even more numerous
in this edition—plus self-assessment questions

B A detailed introduction to the interview process, including specific questions that the clinician might
ask patients

B A critical review of DSM-IV-TR covering all disorders, arranged by diagnostic class

B Eleven chapters devoted to specific conditions, from cognitive disorders to personality disorders to
impulse-control disorders, with handy tables of DSM-IV-TR diagnostic criteria, practical assessment
tips, and other key points

B A single-chapter introduction to the basics of child psychiatry, covering mental retardation, autism,
ADHD, and more

B Up-to-date information on drugs—including newer antidepressants—and guidelines for
electroconvulsive therapy

B A glossary of key psychiatric terms, new to this edition

2006 © 688 pages © ISBN 1-58562-223-0 © Hardcover ® $78.00 | 2006 688 pages ® ISBN 1-58562-272-9  Paperback © $58.00

Amradem The First and Last Word in Psychiatry

EQ}M Toll-Free: 1-800-368-5777 ™ Order online: www.appi.org

blishing, Inc.
HORSINS 1 | e el priority code AH637 when ordering.
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Who will make mental health their number one priority?

Who wiill focus 100% of their research and development
on innovative treatments?

Who will constantly look for ways to support patients and caregivers?

Who will partner with mental healthcare professionals
with an unprecedented commitment?

WE WILL.

~Janssen.

Exclusively dedicated to mental health

Please visit our Web site at www.janssen.com
© Janssen, L.P.2006  May 2006  01RC125R1
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Too many times I've seen how quickly the
devastating effects of bipolar disorder can impact
my patients’ lives—and the damage that each
episode can cause.

Families torn apart.
Careers ravaged.
Relationships destroyed. -

The stakes are high.

As a doctor, I fight every day to make sure that
bipolar disorder will not win out.

OL36807A 0206 ©2006, ELI LILLY AND COMPANY.
ALL RIGHTS RESERVED.




Partner with a Magnet Hospital

in North Central Wisconsin

BC/BE Psychiatrist for Medical Director
of | | bed in-patient unit. Call shared with
5 local psychiatrists. Practice located in
Aspirus Wausau Hospital, named in top
100 hospitals in USA by US News and
World Report. Work with a great team
of young vibrant psychiatrists. Great
potential for program growth and de-
velopment with a focus on expanded
community action. Excellent compensa-
tion package with outstanding benefits.

4 seasons of family fun await you. In
your backyard you will find, fishing, hunt-
ing, water sports and much more. For
the indoor type we offer shopping, art
museum, visual arts center and music
conservatory just to name a few.

Please contact Jamie Sitko

QIMR/RBWH Chair $ 5%
@ of Mental Health ~ &
vy Research Division  ouwensin

Government
Queensland Health

The Queensland Institute of Medical Research in one of the largest medical
research institutes in the southern hemisphere, with programs in areas such
as cellular and molecular sciences, epidemiology and population health,
human genetics, cancer biology, biotechnology, infectious diseases and
vaccine development.

The Royal Brisbane and Women's Hospital (RBWH) is one of the largest hospitals
in Australia with a major commitment to psychiatric services and teaching.
QIMR is seeking to establish a new Division of Mental Health Research

and is looking for an outstanding clinician scientist to head it who could

be appointed at the most senior level. The Institute currently undertakes
research into the genetics of psychiatric illnesses and related psychological
traits, with significant funding from NHMRC and NIH. The appointee

would establish a research program of his/her own in any leading area of
psychiatric research to build on these existing strengths. A significant start-
up grant will be provided, but the successful applicant will be expected to
obtain competitive grants to support their ongoing research program and to
be pro-active in building the division. Considerable space will be available for
expansion. The successful psychiatrist will also hold an RBWH appointment
and it is anticipated an adjunct University of Queensland Discipline of
Psychiatry appointment and will provide some clinical services within the
Mental Health Service.

Salary for this position will be negotiable according to qualifications and
experience. Attractive salary packaging and superannuation options also
apply. This is a full-time appointment for five years with the possibility of
review subject to funding availability.

Further Information is available from QIMR Director, Professor Michael Good
on (+61 7) 3362 0203 or Michael.Good@qimr.edu.au

Applications should include a curriculum vitae and the names and contact
details of three professional referees.

Please quote reference number 31/06 and send applications to

vacancies@qimr.edu.au or: Human Resource Officer, Queensland Institute of
Medical Research, PO Royal Brisbane Hospital, QLD, 4029, Australia.
Applications close: Friday, 11 August 2006

at Aspirus Clinics today at
800-792-8728 or fax cv to 715-847-2317.
Email: jamiesi@aspirus.org www.aspirus.org

ASPIRUS

www.gimr.edu.au

CArL T. HAYDEN
VA MebpicaL CENTER

Explore what Mayo Clinic
can do for your career.

To build a truly extraordinary career, you must surround
yourself with the finest minds, the most advanced
technologies and the support of a team determined to shape
the future of health care.

Adult Psychiatrist

We are seeking a board certified/eligible psychiatrist to join a
multispecialty group practice. In addition to excellent clinical
skills, the ideal candidate will have neuropsychiatry training
or experience in consultation/liaison psychiatry and the
ability to work well with other physicians

he Carl T. Hayden VA Medical Center

at Phoenix secks Outpatient Psychia-

trists. Become a part of a tradition of
excellence with new and rewarding challenges.
Mental Health is currently offering outpatient
positions concentrating on the readjustment of
veterans from the recent conflicts in Afghanistan
and Iraq and on the treatment of veterans with
posttraumatic stress disorder. Candidates must
be highly motivated, flexible and able to work as
part of an integrated team. Previous experience
with combat-related posttraumatic stress disorder
is a plus. We offer competitive salaries and an
excellent benefit plan, including medical cover-
age, malpractice coverage, retirement plan, and
MORE. Psychiatrists may have licensure in any
state. Either board certified or board eligible.

Mayo Clinic, Jacksonville, Florida is located just a few miles
from the beautiful Atlantic Coast beaches. Here, you'll enjoy
an exceptional lifestyle encompassing our spectacular Florida
scenery, incomparable recreational opportunities, and cultural
and sporting events.

For more information, please contact:
Paul A. Fredrickson, M.D.
4500 San Pablo Road, Jacksonville, FL 32224

Phone: 904-953-7287
Email: fredrickson.paul@mayo.edu
Website: www.mayoclinic.org

As an Equal Opportunity Employer, we value diversity.

Please send your curriculum vitae to: www.mayoclinic.org
Human Resources Management Service (05B1)
650 E. Indian School Road, Phoenix, Arizona 85012

602-277-5551 ext 7808 or Fax 602-222-6554.

e e e e e s s s e e s s s e e s s e 00 s s s e e ss e e 0s s s 00 s s e s s s e e o

@ MAYO CLINIC

The VA is an equal opportunity employer.
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FREEMAN HEALTH SYSTEM
Behavioral Health Division

Psychiatrists Needed in All Specialties

o Join the Behavioral Health Division for FHS which
is the largest & fastest growing health system in
the area.

o Eight psychiatrists working together as a group in a
shared call situation.

o At FHS enjoy the security and growth potential of a
fully integrated delivery system with the completion
of a large expansion of facilities opening in 2007.

o Join freedom and autonomy of working within a
physician-driven system with 170+ employee phys-
icians covering all specialties providing an excellent
local and regional referral base for your services.

EXCELLENT SALARY AND BENEFITS

B L A LT HCARE

i

‘We are pleased to announce tremendous
opportunities in rapidly expanding, behavioral
health organizations in Lafayette, LA and
Longview, TX. We are now seeking general
psychiatrists and child/adolescent psychiatrists.

* Primary focus will be inpatient and

outpatient psychiatric services
* Highly competitive compensation package
¢ Relocation available

* Board eligibility/board certification required

JOPLIN, MISSOURI Service Area of
450,000+Lakes, fishing, hunting; excellent
public & private schools; mild climate - four
seasons; one of the lowest costs of living in the
nation. Call Nancy at 800-353-6812, Fax CV to
417-347-9320.

3 or questions or confidential consideration,

please contact Susan Legg:

slegg@acadiahealthcare.com
P: 770.772.4345
F:770.772.9192

We want to hear fr om you 1! www.acadiahealthcare.com

njpaul@freemanhealth.com /www.freemanhealth.com Acadia Healtheare ... Providing hope today for a better tomorrow.™

PSYCHIATRIST
BILOXI, MISSISSIPPI
PENSACOLA, FLORIDA
FAYETTEVILLE, ARKANSAS
FORT SMITH, ARKANSAS CBOC

MT. VERNON, MISSOURI CBOC
OKLAHOMA CITY, OKLAHOMA
LAWTON, OKLAHOMA CBOC
PONCA CITY, OKLAHOMA CBOC

BILOXI/PENSACOLA Outpatient Psychiatry positions. Expertise in substance abuse, geropsychiatry, and PTSD
preferred. BE/BC psychiatrist, state license (any state), U.S. citizen or permanent resident. Send applications to
Jean Wiliams, HRMS (05), 400 Veterans Avenue, Biloxi, MS 39531 or email Jean.Wiliams4@med.va.gov.
Phone: 228-523-5633

FAYETTEVILLE/FORT SMITH/MT VERNON Fort Smith and Mt Vernon are VA Community-Based Outpatient
Clinics (CBOCs). Psychiatrists with BC, state license (any state), U.S. citizen or permanent resident. Expertise in
substance abuse, PTSD and variety of mental health conditions preferred. Contact John Henley, at (479) 444-
5050 or email Johnny.henley@med.va.gov.

OKLAHOMA CITY General and specialty psychiatry for VA Medical Center and University of Oklahoma Health
Sciences Center. BE/BC Assistant or Associate Professor levels. Includes teaching and supervision of med
students, residents, and trainees. Salary is credentials and experienced based and generally $90,000 to
$175,000 plus fringe and malpractice coverage. Send CV to Ann Davidson, Human Resources Specialist, VA
Medical Center, 921 NE 13 Street, Oklahoma City, OK 73104. Additional information can be obtained from Emily
Rosenberg, M.D., Ph.D., at (405) 270-5168.
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EDWARD

HOSeAL & HEALTH SERVICES

Child & Adolescent Psychiatry

Practice Opportunity

Excellent opportunity for a Board Certified or Board Eligible Child
& Adolescent Psychiatrist to join Linden Oaks at Edward Hospi-
tal located in Naperville Illinois, just 35 miles west of downtown
Chicago. Linden Oaks is a JCAHO accredited Behavioral Health
facility affiliated with Edward, a community based hospital with a
Medical Staff of over 800 members. Linden Oaks currently offers
a specialized treatment in Child & Adolescence, eating disorders,
chemical dependency services and self injury programs. Our Child
Psychiatry Institute offers physicians the ability to practice in an
on-site outpatient program and an acute care setting.

Naperville is one of the fastest growing communities in the country
and includes a primary service area of over 250,000 lives. The fast-
est growing segment of the service area is children and adolescents.

This is one of the most desirable Child & Adolescent Psychiatry
opportunities in the Chicago metropolitan area. We offer a com-
petitive benefits package in addition to affiliation with a progressive
state of the art facility.

Interested individuals should contact or directly forward their Curriculum Vitae to:
Jason Shenefield + Physician Recruiter + Edward Hospital

801 S. Washington Street « Naperville, IL 60540

PH 630-527-5306 « FX 630-527-3069

E-mail: Jshenefield@edward.org

Hope. Help. Healing

PSYCHIATRIST

Adult and Child/Adolescent
Opportunities Available

For More information
Call 1-800-445-1900 Ext. 4297
Or email jobs@remudaranch.com

Remuda Ranch provides intensive inpatient
programs for women and girls suffering from
anorexia, bulimia and related issues.

Our programs offer
Hope, Help and Healing
to patients of all faiths.

Competitive compensation
Relocation assistance available
Peaceful healing environment
Low patient-to-staff ratios
Excellent benefits programs

R E M D A

NMourishment for Life

One East Apache « Wickenburg, AZ 85390 « 1-800-445-1900
www.remudaranch.com EOE

Providence Health & Services

Quality of medicine. Quality of life.

Providence Health & Services is
seeking BE/BC psychiatrists in:

Anchorage, Alaska: Employed full-time
child psychiatry opportunity in breath-
taking Alaska.

Missoula, Montana: Employed and
private practice inpatient and out-
patient opportunities located in
Montana's beautiful Rocky Mountains.

Portland, Oregon: Full-time, part-time
and on-call opportunities in scenic
Oregon.

Spokane, Washington: Employed adult
and child psychiatry opportunities in
the Evergreen State.

See our Web site for other physician opportunities
in Alaska, California, Montana, Oregon and
Washington.

Please send CV/references to judy.brant@providence.org.
For more information, please call toll-free 1-866-504-8178
or visit us on the Web.

www.providence.org/physicianopportunities

Psychiatrist

The VA Medical Center, White River Jct., VT is cur-
rently seeking an Addiction Psychiatrist to join our
facility. The VAMC, White River Jct., VT is closely af-
filiated with Dartmouth Medical School. The successful
candidate will serve as Director of Addiction Treatment
Services at the White River Junction VA. Duties will in-
clude direct clinical care of patients with substance use
disorders and co-occurring psychiatric and substance
use disorders, administration of the Addiction Services
and clinical supervision of the addiction clinical team
including addiction therapists, addiction fellows, psy-
chiatry residents, and medical students. The candidate
will also direct the Dartmouth Medical School Addic-
tion Psychiatry Fellowship. Research opportunities are
available and encouraged. Candidates should be Board
Certified or eligible in Psychiatry. Experience and APA
Added Qualifications in Addiction Psychiatry and/or
ASAM certification are highly desired. Salary will be
commensurate with experience. Successful incumbent
must qualify for academic appointment at Dartmouth
Medical School.

Send letter of interest, CV and references to Human
Resources Management Service/05, VA Medical Center,
215 N. Main St., White River Jet., VT 05009,

fax (802) 296-6350. Inquiries may be directed to:
Vince Watts, MD, Chair, Search Committee
Bradley.V.Watts@Dartmouth.edu. EOE.
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CLINICAL PSYCHIATRIST

$78,485-$129,868 DOQ plus stipend for Bd.
Cert., and full City benes, including mal-
practice. Full time, no-weekends or on-call
general adult psychiatrist to provide care to
adults in outpatient. Requires: Licensed in
VA to practice psychiatry and osteopathic
medicine. Ability to diagnose, treat and
advise on the treatment of patients with
severe psycho pathology. Must pass pre-
employment Fed crim records check and
child abuse/neglect registry. Prefer: Geriat-
ric and substance abuse experience and bilin-
gual (Eng/Span) skills. REF#MNH-6-1559.
For more information and to apply, visit
www.alexandriava.gov or call 703-838-4485.

The City of Alexandria, VA presents a dy-
namic and diverse environment with a rich
architectural, and cultural history. The City
employs approximately 2,300 regular, full-
time employees and approximately 700 part-
time and temporary employees to assist with
administering government services. The
City offers generous benefits packages and
competitive salaries. Visit www.alexandria-
va.gov for more information on our position
openings and benefits. EOE/AA

The doctor is in.

Whether you are a practicing physician
or talented applicant, the American 3=
Psychiatric Association (APA) Job Bank ® :
is your psychiatric job placement resource. b

IN BC U S

Candidates: j <
Post your résumé online for free.

Search psychiatric jobs by specialty or location. g

Gain access to employment tools. 4

Employers:

Post psychiatric career opportunities quickly and easily.
Tap into an online résumé database.

Find the right candidate for your psychiatric position.

IN THE KNOW

Access sample cover letters and curriculum vitae, career
development articles, salary surveys, interview worksheets
and other tools on the APA Job Bank.

JeB

A N K

The best sourcefor piychiatric jb placement

Visit www.psych.org/jobbank today.

Advertise your psychiatric opportunity in APA’s Psychiatric News' or Psychiatric
Services classifieds and with the APA Job Bank onlinesto receive @ 10 percent

discount on both. For more information, call (888) 35-PSYCH ext: 7330 or direct
at (703) 907-7330, or email classads@psych.org.

h: Ih I I Department of Health and Human Services
National Institute of Mental Health

Natienal Institute
Director, Division of Pediatric Translational Research and Treatment Development

of Mental Health

accepted and considered until the position is filled.

&

The National Institute of Mental Health, a major research component of the National Institutes of Health (NIH) and the
Department of Health and Human Services (DHHS), is seeking exceptional candidates for the position of Director, Division of
Pediatric Translational Research and Treatment Development (DPTR). This position provides overall scientific, programmatic,
and administrative leadership for an extramural grants and contracts portfolio of approximately $138 million and manages a

staff of 22 individuals (http://www.nimh.nih.gov/dptr/dptr.cfm). The DPTR Director is responsible for developing a vision for
research and training to bridge basic science into a better understanding of pediatric psychopathology from a developmental per-
spective, resulting in the discovery of novel treatment and prevention strategies. The Director should also have a keen appreciation
for developing a grants and contracts portfolio that guides the national agenda for research on mental illnesses in children.

Applicants must possess an M.D. with a specialty in psychiatry or pediatrics and/or a Ph.D. in neuroscience, psychology, or related
discipline with broad senior-level research experience and experience in direct administration of a research program. Applicants
should be known and respected within their profession, both nationally and internationally, as distinguished individuals of out-
standing scientific competence. Salary is commensurate with experience and accomplishments.

Interested candidates should send a letter of interest, including a brief description of research experience, contact information
for at least three references, and a curriculum vitae and bibliography to: Dr. Daniel Pine, Chair, Search Committee for Director,
DPTR at NIMHsearch@mail.nih.gov or at 6001 Executive Blvd. Room 8235, MSC 9669, Bethesda, MD 20893 (Rockville, MD

20852 for express or courier service). Review of applications will begin on August 15, 2006, but applications will continue to be

The NIH encourages the application and nomination of qualified women, minorities, and individuals with disabilities. g w),%
A — 4]
HHS and NIH are Equal Opportunity Employers Frgst
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Suicidality in Children and Adolescents

Antidepressants increased the risk of suicidal thinking and behavior (suicidality) in short-term studies

in children and adolescents with Major Depressive Disorder (MDD) and other psychiatric disorders.

Anyone considering the use of EFFEXOR XR or any other antidepressant in a child or adolescent must

balance this risk with the clinical need. Patients who are started on therapy should be observed closely

for clinical worsening, suicidality, or unusual changes in behavior. Families and caregivers should be

advised of the need for close observation and communication with the prescriber. EFFEXOR XR is not
pp! for use in i (See Warnings and Precautions: Pediatric Use.)

Pooled analyses of short-term (4 to 16 weeks) placebo-controlled trials of 9 antidepressant drugs

(SSRIs and others) in children and adolescents with Major Depressive Disorder (MDD), obsessive-

compulsive disorder (OCD), or other psychiatric disorders (a total of 24 trials involving over 4, 400

patients) have revealed a greater risk of adverse events repr suicidal thinking or

(suicidality) during the first few months of in those

risk of such events in patients receiving antidepressants was 4%, twice the placebo risk of 2%. No
icides occurred in these trials.

CONTRAINDICATIONS: Hypersensitivity to venlafaxine hydrochloride or to any excipients in the formulation.
Concomitant use in patients taking monoamine oxidase inhibitors (MAOIs). WARNINGS: Clinical Worsening
and Suicide Risk— Patients with major depressive disorder (MDD), both adult and pediatric, may experience
worsening of their depression and/or the emergence of suicidal ideation and behavior (suicidality) or unusual
changes in behavior, whether or not they are taking antidepressant medications, and this risk may persist until
significant remission occurs. There has been a long-standing concern that antidepressants may have a role in
inducing of di ion and the e of suicidality in certain patients. Antidepressants
increased the risk of sumldal thinking and behavior (suicidality) in short-term studies in children and
adolescents with MDD and other psychiatric disorders. It is unknown whether the suicidality risk in pediatric
patients extends to longer-term use, i.e., beyond several months. It is also unknown whether the suicidality
risk extends to adults. All pediatric patlems being treated with antidepressants for any indication should
be observed closely for clinical worsening, suicidality, and unusual in

during the initial few months of a course of drug therapy, or at times of dose changes, either increases
or decreases. Adults with MDD or comorbid depression in the setting of other psychiatric illness being
treated with antidepressants should be observed similarly for clinical worsening and suicidality,
especially during the initial few months of a course of drug therapy, or at times of dose changes, either
increases or decreases. Anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggressiveness,
impulsivity, akathisia (psychomotor restlessness), hypomania, and mania have been reported in adult and
pediatric patients being treated with antidepressants for MDD and other indications, both psychiatric and
nonpsychiatric. Although a causal link between the emergence of such symptoms and either the worsening of
depression and/or the emergence of suicidal impulses has not been established, there is concern that such
symptoms may represent precursors to emerging suicidality. Consideration should be given to changing the
therapeutic regimen, including possibly discontinuing the medication, in patients whose depression is
persistently worse, or who are experiencing emergent suicidality or symptoms that might be precursors to
worsening depression or suicidality, especially if these symptoms are severe, abrupt in onset, or were not part
of the patient’s presenting symptoms. If the decision has been made to discontinue treatment, medication
should be tapered, as rapidly as is feasible, but with recognition that abrupt discontinuation can be associated
with certain symptoms (see PRECAUTIONS and DOSAGE AND ADMINISTRATION). Families and caregivers

studies. The discontinuation rate for anorexia was 1.0% in MDD studies. Treatment-emergent anorexia was more
commonly reported for Effexor XR (8%) than placebo (2%) patients in GAD studies. The discontinuation rate for
anorexia was 0.9% for up to 8 weeks in GAD studies. Treatment-emergent anorexia was more commonly reported for
Effexor XR (20%) than placebo (2%) patients in SAD studies. The discontinuation rate for anorexia was 0.4% for up to
12 weeks in SAD studies. Treatment-emergent anorexia was more commonly reported for Effexor XR (8%) than
placebo (3%) patients in PD studies. The discontinuation rate for anorexia was 0.4% for Effexor XR patients in
12-week PD studies. Pediatric Patients: Decreased appetite was seen in pediatric patients receiving Effexor XR. In
GAD and MDD trials, 10% of Effexor XR patients aged 6-17 for up to 8 weeks and 3% of placebo patients had
treatment-emergent anorexia. None of the patients receiving Effexor XR discontinued for anorexia or weight loss. In
the placebo-controlled trial for SAD, 22% and 3% of patients aged 8-17 treated for up to 16 weeks with Effexor XR
and placebo, respectively, reported treatment-emergent anorexia (decreased appetite). The discontinuation rates for
anorexia were 0.7% and 0.0% for patients receiving Effexor XR and placebo, respectively; the discontinuation rates for
weight loss were 0.7% for patients receiving either Effexor XR or placebo. Activation of Mania/Hypomania: Mania
or hypomania has occurred during short-term depression and PD studies. As with all drugs effective in the treatment
of MDD, Effexor XR should be used cautiously in patients with a history of mania. Hyponatremia: Hyponatremia and/or
the syndrome of inappropriate antidiuretic hormone secretion (SIADH) may occur with venlafaxme Consider this in
patients who are volume-depleted, elderly, or taking diuretics. Sei: In all pi ion trials with
Effexor, seizures were reported in 0.3% of venlafaxine patients. Use cautiously i |n patients with a history of seizures.
Discontinue in any patient who develops seizures. Abnormal Bleeding: Abnormal bleeding (most commonly
ecchymosis) has been reported. Serum Cholesterol Elevation: Clinically relevant increases in serum cholesterol were
seen in 5.3% of venlafaxine patients and 0.0% of placebo patients treated for at least 3 months in trials. Consider
measurement of serum cholesterol levels during long-term treatment. Use in Patients With Concomitant lliness:
Use Effexor XR cautiously in patients with diseases or conditions that could affect hemodynamic responses or
metabolism. Venlafaxine has not been evaluated in patients with recent history of MI or unstable heart disease.
Increases in QT interval (QTc) have been reported in clinical studies. Exercise caution in patients whose underlying
medical conditions might be compromised by increases in heart rate. In patients with renal impairment or cirrhosis of
the liver, the clearances of venlafaxine and its active metabolites were decreased, prolonging the elimination half-lives.
Alower dose may be necessary; use with caution in such patients. Information for Patients—Prescribers or other
health professionals should inform patients, their families, and their caregivers about the benefits and risks associated
with treatment with Effexor XR and should counsel them in its appropriate use. A patient Medication Guide About Using
Antidepressants in Children and Teenagers is available for Effexor XR. The prescriber or health professional should
instruct patients, their families, and their caregivers to read the Medication Guide and should assist them in
understanding its contents. Patients should be given the opportunity to discuss the contents of the Medication Guide
and to obtain answers to any questions they may have. The complete text of the Medication Guide is available at
www.effexorxr.com or in the approved prescribing information. Patients should be advised of the following issues and
asked to alert their prescriber if these occur while taking Effexor XR. Clinical Worsening and Suicide Risk: Patients,
their families, and their caregivers should be encouraged to be alert to the emergence of symptoms listed in
WARNINGS: Clinical Worsening and Suicide Risk, especially those seen early during antidepressant treatment and
when the dose is adjusted up or down. Families and caregivers of patients should be advised to observe for the
emergence of such symptoms on a day-to-day basis, since changes may be abrupt. Such symptoms should be
reported to the patient’s prescriber or health professional, especially if they are severe, abrupt in onset, or were not
part of the patient’s presenting symptoms. Symptoms such as these may be associated with an increased risk for
suicidal thinking and behavior and indicate a need for very close monitoring and possibly changes in the medication.
Caution patients 1) about operating hazardous machinery, including automobiles, until they are reasonably sure that
venlafaxine does not adversely affect their abilities; 2) to avoid alcohol while taking Effexor XR; and 3) about the risk of
serotonin syndrome with the concomitant use of Effexor XR and triptans, tramadol, tryptophan supplements, or other
serotonergic agents. Patients should be advised to notify their physician 1) if they become pregnant or intend to become
pregnant during therapy, or if they are nursing; 2) about other prescription or over-the-counter drugs, including herbal
preparations and nutritional supplements they are taking or plan to take; 3) if they develop a rash, hives, or related
allergic phenomena; or 4) if they have a history of glaucoma or increased intraocular pressure. Lahoratory Tests—
No specific laboratory tests are rect Drug Alcohol: A single dose of ethanol had no effect

of pediatric patients being treated with antidepressants for MDD or other indi both psychiatric
and nonpsychiatric, should be alerted about the need to monitor patients for the emergence of
ion, irritability, in ior, and the other symptoms described above, as well
as the emergence of suicidality, and to report such symptoms immediately to health care providers.
Such monitoring should include daily observation by families and caregivers. Prescriptions for Effexor XR
should be written for the smallest quantity of capsules consistent with good patient management, in order to
reduce the risk of overdose. Families and caregivers of adults being treated for depression should be similarly
advised. Screening Patients for Bipolar Disorder: A major depressive episode may be the initial presentation
of bipolar disorder. It is generally believed that treating such an episode with an antidepressant alone may
increase the likelihood of precipitation of a mixed/manic episode in patients at risk for bipolar disorder.
Whether any of the symptoms described above represent such a conversion is unknown. Prior to initiating
antidepressant treatment, patients with depressive symptoms should be screened to determine if they are at
risk for bipolar disorder; such screening should include a detailed psychiatric history, including a family history
of suicide, bipolar disorder, and depression. Effexor XR is not approved for use in treating bipolar depression.
Potential for ion with MAOIs—Ad ions, some serious, have been reported in patients
who recently discontinued an MAOI and started on ine, or who y di i
venlafaxine prior to initiation of an MAOI. These tremor, my iapl is,
nausea, vommng, flushing, dizziness, hyperthermia with r i i
syndrome, seizures, and death. Effexor XR should not be used in combination with an MAOI or within
at least 14 days of discontinuing treatment with an MAOL. At least 7 days should be allowed after
stopping venlafaxine before starting an MAOI. Serotonin Syndrome—The development of potentially
life-threatening serotonin syndrome may occur with Effexor XR treatment, particularly with (i) concomitant use of
serotonergic drugs and (ii) with drugs that impair metabolism of serotonin (see CONTRAINDICATIONS—MAGOIs).
If concomitant treatment of Effexor XR with an SSRI, SNRI, or a 5-hydroxytryptamine receptor agonist (triptan) is
clinically warranted, careful observation of the patient is advised, particularly during treatment initiation and dose
increases. The concomitant use of Effexor XR with serotonin precursors (such as tryptophan supplements) is not
recommended. Sustained Hypertension—Venlafaxine is iated with in blood pressure (BP)
in some patients. Postmarketing cases of elevated BP requiring immediate treatment have been reported. Pre-existing
hypertension should be controlled. Regular monitoring of BP is recommended. For patients experiencing sustained
increase in BP, consider either dose reduction or discontinuation. Mydriasis: Mydriasis has been reported; monitor
patients with raised intraocular pressure or at risk of acute narrow-angle glaucoma (angle-closure glaucoma).
PRECAUTIONS: General—Discontinuation of Treatment with Effexor XR. Abrupt discontinuation or dose reduction
of venlafaxine at various doses is associated with new symptoms, the frequency of which increased with increased
dose level and longer duration of treatment. Symptoms include agitation, anorexia, anxiety, confusion, coordination
impaired, diarrhea, dizziness, dry mouth, dysphoric mood, emotional lability, fasciculation, fatigue, headaches,
hypomania, insomnia, irritability, lethargy, nausea, nervousness, nightmares, seizures, sensory disturbances
(e.g., paresthesias such as electric shock sensations), somnolence, sweating, tinnitus, tremor, vertigo, and vomiting.
Monitor patients when discontinuing treatment. A gradual reduction in the dose rather than abrupt cessation is
recommended. If intolerable symptoms occur following a decrease in the dose or upon discontinuation of treatment,
consider resuming the previously prescribed dose. Subsequently, continue decreasing the dose ata more gradual rate.
and Ner jent insomnia and ner have been reported. In Phase 3 trials,
insomnia led to drug discontinuation in 1% of both depressed patients and Panic Disorder (PD) patients and in 3% of
both Generalized Anxiety Disorder (GAD) and Social Anxiety Disorder (SAD) patients. Nervousness led to drug
discontinuation in 0.9% of depressed patients, in 2% of GAD patients, and in 0% of SAD and PD patients. Changes
in Weight. Adult Patients: In short-term MDD trials, 7% of Effexor XR patients had >5% loss of body weight and
0.1% discontinued for weight loss. In 6-month GAD studies, 3% of Effexor XR patients had >7% loss of body weight,
and 0.3% discontinued for weight loss in 8-week studies. In 12-week SAD trials, 3% of Effexor XR patients had >7%
loss of body weight and no patients discontinued for weight loss. In 12-week PD trials, 3% of Effexor XR patients had
>7% loss of body weight, and no patients discontinued for weight loss. The safety and efficacy of venlafaxine in
combination with weight loss agents, including phentermine, have not been established. Coadministration of Effexor XR
and weight loss agents is not recommended. Effexor XR is not indicated for weight loss alone or in combination with
other products. Pediatric Patients: Weight loss was seen in patients aged 6-17 receiving Effexor XR. More Effexor XR
patients than placebo patients experienced weight loss of at least 3.5% in both MDD and GAD studies (18% of Effexor XR
patients vs. 3.6% of placebo patients; P<0.001) and the SAD study (47% of Effexor XR patients vs. 14% of placebo
patients; P<0.001). Weight loss was not limited to patients with treatment-emergent anorexia (decreased appetite).
Children and adolescents in a 6-month MDD study had increases in weight less than expected based on data from
age- and sex-matched peers. The difference between observed and expected weight gain was larger for children <12
years old than for adolescents >12 years old. Changes in Height. Pediatric Patients: In 8-week GAD studies, Effexor XR
patients aged 6-17 grew an average of 0.3 cm (n=122), while placebo patients grew an average of 1.0 cm (n=132);
P=0.041. This difference in height increase was most notable in patients <12. In 8-week MDD studies, Effexor XR
patients grew an average of 0.8 cm (n=146), while placebo patients grew an average of 0.7 cm (n=147). During the
16-week, placebo-controlled SAD study, both the Effexor XR (n=109) and the placebo (n=112) patients grew an
average of 1.0 cm. In the 6-month MDD study, children and adolescents had height increases less than expected
based on data from age- and sex-matched peers. The difference between observed and expected growth rates was
larger for children <12 years old than for adolescents >12 years old. Changes in Appetite: Adult Patients:
Treatment-emergent anorexia was more commonly reported for Effexor XR (8%) than placebo (4%) patients in MDD
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onthe PK) of ine or 0-desmett (0DV), and venlafaxine did not exaggerate the
psychomotor and psychometric effects induced by ethanol. Cimetidine: Use caution when administering venlafaxine
with idine to patients with pre-existing hypertension or hepatic dysfunction, and the elderly. Diazepam: A single
dose of diazepam did not appear to affect the PK of either venlafaxine or ODV. Venlafaxine did not have any effect on
the PK of diazepam or its active metabolite, desmethyldiazepam, or affect the psychomotor and psychometric effects
induced by diazepam. Haloperidol: Venlafaxine decreased total oral-dose clearance of haloperidol, resulting in a 70%
increase in haloperidol AUC. The haloperidol Cpa increased 88%, but the haloperidol elimination half-life was
unchanged. Lithium: A single dose of lithium did not appear to affect the PK of either venlafaxine or ODV. Venlafaxine
had no effect on the PK of lithium. Drugs Highly Bound to Plasma Proteins:Venlafaxine is not highly bound to plasma
proteins; coadministration of Effexor XR with a highly protein-bound drug should not cause increased free
concentrations of the other drug. Drugs That Inhibit Cytochrome P450 Isoenzymes: CYP2D6 Inhibitors: Venlafaxine
is metabolized to its active metabolite, 0DV, by CYP2D6. Drugs inhibiting this isoenzyme have the potential to increase
plasma concentrations of venlafaxine and decrease concentrations of ODV. No dosage adjustment is required when
venlafaxine is coadministered with a CYP2D6 inhibitor. Concomitant use of venlafaxine with drug treatment(s) that
potentially inhibits both CYP2D6 and CYP3A4, the primary metabolizing enzymes for venlafaxine, has not been studied.
Use caution if therapy includes venlafaxine and any agent(s) that produces simultaneous inhibition of these two
enzyme systems. Drugs Metabolized by Cytochrome P450 Isoenzymes: \lenlafaxine is a relatively weak inhibitor
of CYP2D6. Venlafaxine did not inhibit CYP1A2 and CYP3A4, CYP2C9 (in vitro), or CYP2C19. Imipramine: Venlafaxine
did not affect the PK of imipramine and 2-OH-imipramine. However, desipramine AUC, Cax and Cin increased by ~35%
in the presence of venlafaxine. The 2-OH-desipramine AUCs increased by 2.5-4.5 fold. Imipramine did not affect the PK
of venlafaxine and ODV. Risperidone: Venlafaxine slightly inhibited the CYP2D6-mediated metabolism of risperidone to
its active metabolite, 9-hydroxyrisperidone, resulting in a ~32% increase in risperidone AUC. Vienlafaxine coadministration
did not significantly alter the PK profile of the total active moiety (risperidone plus 9-hydroxyrisperidone). CYP3A4:
Venlafaxine did not inhibit CYP3A4 in vitro and in vivo. Indinavir. In a study of 9 healthy volunteers, venlafaxine
administration resulted in a 28% decrease in the AUC of a single dose of indinavir and a 36% decrease in indinavir Cay.
Indinavir did not affect the PK of venlafaxine and ODV. CYP1A2: Venlafaxine did not inhibit CYP1A2 in vitro and in vivo.
CYP2C9: Venlafaxine did not inhibit CYP2C9 in vitro. In vivo, venlafaxine 75 mg by mouth every 12 hours did not alter
the PK of a single 550-mg dose of tolbutamide or the CYP2C9-mediated formation of 4-hydroxy-tolbutamide. CYP2C19:
Venlafaxine did not inhibit the metabolism of diazepam, which is partially metabolized by CYP2C19 (see Diazepam
above). MAOIs: See CONTRAINDICATIONS and WARNINGS. CNS-Active Drugs: Use caution with concomitant use
of venlafaxine and other CNS-active drugs. Serotonergic Drugs and Triptans (see WARNINGS: Serotonin
Syndrome): Based on the mechanism of action of Effexor XR and the potential for serotonin syndrome, caution is
advised when Effexor XR is coadministered with other drugs that may affect the serotonergic neurotransmitter
systems, such as triptans, SSRIs, other SNRIs, linezolid, lithium, tramadol, or St. John’s wort. If concomitant treatment
of Effexor XR with these drugs is clinically warranted, careful observation of the patient is advised, particularly during
treatment initiation and dose increases. The concomitant use of Effexor XR with tryptophan supplements is not
recommended. Electroconvulsive Therapy (EL‘D There are no clinical data establishing the benefit of ECT combined
with Effexor XR of Fertility There was no
increase in tumors in mice and rats given up to 1.7 times the mammum recommended human dose (MRHD) on a
mg/m? basis. Mutagenesis: \lenlafaxine and ODV were not mutagenic in the Ames reverse mutation assay in
Salmonella bacteria or the CHO/HGPRT mammalian cell forward gene mutation assay. Venlafaxine was not clastogenic
in several assays. ODV elicited a clastogenic response in the in vivo chromosomal aberration assay in rat bone
marrow. Impairment of Fertility. No effects on reproduction or fertility in rats were noted at oral doses of up to
2 times the MRHD on a mg/m? basis. F ffects—F Category C. R

studies in rats given 2.5 times, and rabbits glven 4 times the MRHD (mg/m’ basis) revealed no malformations i |n
offspring. However, in rats given 2.5 times the MRHD, there was a decrease in pup weight, an increase in stillborn
pups, and an increase in pup deaths during the first 5 days of lactation when dosing began during pregnancy and
continued until weaning. There are no adequate and well-controlled studies in pregnant women; use Effexor XR during
pregnancy only if clearly needed. Nonteratogenic Effects. Neonates exposed to Effexor XR late in the third trimester
have developed complications requiring prolonged hospitalization, respiratory support, and tube feeding.
Complications can arise immediately upon delivery. Reports include respiratory distress, cyanosis, apnea, seizures,
temperature instability, feeding difficulty, vomiting, hypoglycemia, hypotonia, hypertonia, hyperreflexia, tremor,
jitteriness, irritability, and constant crying. This is consistent with a direct toxic effect of SNRIs or a drug discontinuation
syndrome. In some cases, it is consistent with serotonin syndrome. When treating a pregnant woman with Effexor XR
during the third trimester, carefully consider the potential risks and benefits of treatment and consider tapering
Effexor XR in the third trimester. Labor, Delivery, Nursing—The effect on labor and delivery in humans is unknown.
Venlafaxine and ODV have been reported to be excreted in human milk. Because of the potential for serious adverse
reactions in nursing infants from Effexor XR, a decision should be made whether to discontinue nursing or to
discontinue the drug, taking into account the importance of the drug to the mother. Pediatric Use—Safety and
effectiveness in the pediatric population have not been established (see BOX WARNING and WARNINGS: Clinical
Worsening and Suicide Risk). No studies have adequately assessed the impact of Effexor XR on growth,
development, and maturation of children and adolescents. Studies suggest Effexor XR may adversely affect weight
and height (see PRECAUTIONS-General, Changes in Height and Changes in Weight). Should the decision be made to
treat a pediatric patient with Effexor XR, regular monitoring of weight and height is recommended during treatment,
particularly if long term. The safety of Effexor XR for pediatric patients has not been assessed for chronic treatment >6
months. In studies in patients aged 6-17, blood pressure and cholesterol increases considered to be clinically relevant




were similar to that observed in adult patients. The precautions for adults apply to pediatric patients. Geriatric
Use—No overall differences in effectiveness or safety were observed between geriatric and younger patients.
Greater sensitivity of some older individuals cannot be ruled out. Hyponatremia and SIADH have been reported,
usually in the elderly. ADVERSE REACTIONS: Associated with Discontinuation of Treatment—The most
common events leading to discontinuation in MDD, GAD, SAD, and PD frials included nausea, anorexia, anxiety,
impotence, dry mouth, dizziness, insomnia, somnolence, hypertension, diarrhea, paresthesia, tremor, abnormal
(mostly blurred) vision, abnormal (mostly delayed) ejaculation, asthenia, vomiting, nervousness, headache,
latation, thinking libido, and sweating. Commonly Observed Adverse Events in
Controlled Clinical Trials for MDD, GAD, SAD, and PD—Body as a Whole: asthenia, headache, flu syndrome,
accidental injury, abdominal pain. Cardiovascular: vasodilatation, hypertension, palpitation. Digestive: nausea,
constipation, anorexia, vomiting, flatulence, diarrhea, eructation. Metabolic/Nutritional: weight loss. Nervous System:
dizziness, somnolence, insomnia, dry mouth, nervousness, abnormal dreams, tremor, depression, hypertonia,
paresthesia, libido decreased, agitation, anxiety, twitching. Respiratory System: pharyngitis, yawn, sinusitis. Skin:
sweating. Special Senses: abnormal vision. Urogenital System: abnormal ejaculation, impotence, orgasmic
dysfunction (including anorgasmia) in females. Vital Sign Changes: Effexor XR was associated with a mean increase
in pulse rate of about 2 beats/min in depression and GAD trials and @ mean increase in pulse rate of 4 beats/min in
SAD trials. (See WARNINGS: L ry Changes: Clinically relevant increases in serum
cholesterol were noted in Effexor XR clinical trials. were duration over the study period and
tended to be greater with higher doses. Other Events Observed During the Premarketing Evaluation of
Effexor and Effexor XR—N=6,670. “Frequent”=events occurring in at least 1/100 patients; “infrequent’=1/100 to
1/1000 patients; “rare”=fewer than 1/1000 patients. Body as a whole - Frequent: chest pain substernal, chills, fever,
neck pain; Infrequent: face edema, |ntent|ona| |nJury, malaise, moniliasis, neck rigidity, pelvic pain, photosensmvny
reaction, suicide attempt, Rare: i, carcinoma, cellulitis. Gardiovascular
system - Frequent: migraine, postural i angina pectoris, arrhythmia,
extrasystoles hypotension, peripheral vascular disorder (malnly cold feet and/or cold hands), syncope,
thrombophlebitis; Rare: aortic aneurysm, arteritis, first-degree atrioventricular block, bigeminy, bundle branch block,
capillary fragility, cerebral ischemia, coronary artery disease, congestive heart failure, heart arrest, hematoma,
cardiovascular disorder (mitral valve and circulatory disturbance), mucocutaneous hemorrhage, myocardial infarct,
pallor, sinus arrhythmia. Digestive system - Frequent: increased appetite; Infrequent: bruxism, colitis, dysphagia,
tongue edema, esophagitis, gastritis, gastroenteritis, gastrointestinal ulcer, gingivitis, glossitis, rectal hemorrhage,
hemorrhoids, melena, oral moniliasis, stomatitis, mouth ulceration; Rare: abdominal distension, biliary pain, cheilitis,
cholecystitis, cholelithiasis, esophageal spasms, duodenitis, hematemesis, gastroesophageal reflux disease,
gastrointestinal hemorrhage, gum hemorrhage, hepatitis, ileitis, jaundice, intestinal obstruction, liver tenderess,
parotitis, periodontitis, proctitis, rectal disorder, salivary gland enlargement, increased salivation, soft stools, tongue
discoloration. Endocrine system - Rare galactorrhoea, goiter, hyperthyroidism, hypothyrordrsm thyroid nodule,
thyroiditis. Hemic and lymphatic - Frequent: ecchymosis; quent: anemia,
lymphadenopathy, ythemia; Rare ilia, bleeding time i
lymphocytosis, multiple my purpura, ia. Metabolic and nutmmnal Frequent edema, welght
gain; quent: alkaline | i , hyperlipemia,
i SGOT i SGPT i thlrst Rare: alcohol intolerance, bilirubinemia, BUN
increased, creatinine increased, diabetes mellitus, glycosuria, gout, healing abnormal, hemochromatosis,
hypercalcrnuna hyperkalemia, hyperphosphatemla hyperuricemia, hypochc emia,
hypophosphatemia, hypoproteinemia, uremia. Musculoskeletal system - Frequent: arthralgia; Infrequent arthritis,
arthrosis, bone spurs, bursitis, leg cramps, myasthenia, tenosynovitis; Rare: bone pain, pathological fracture, muscle
cramp, muscle spasms, musculoskeletal stiffness, , plantar fascutls
rheumatoid arthritis, tendon rupture. Nervous sym Frequent amnee'la confusion, depersonahzatmn
hypesthesia, thinking abnormal, tnsmus vertigo; Infrequent: akathisia, apathy, ataxia, circumoral paresthesia, CNS
stimulation, lability, hostility, hyp! ia, hyperkinesia, hypotonia,
|ncoord|nat|0n manic reaction, myoclonus, neuralgia, neuropathy, psychosis, seizure, abnormal speech, stupor,
suicidal |deat|on Rare: abnormal/changed behavior, adjustment disorder, aklneS|a alcohol abuse, aphasia,
accident, feeling drunk, loss of consciousness, deIusrons
dementia, dystonia, energy increased, facial paralysis, abnormal gait, Guillain-Barré syndrome, homicidal ideation,
hyperchlorhydria, hypokinesia, hysteria, impulse control difficulties, libido increased, motion sickness, neuritis,

nystagmus, paranoid reaction, paresis, psychotic depression, reflexes reflexes i torticollis.
Respiratory system - Frequent cough increased, dyspnea Infrequent asthma chest congestion, epistaxis,
hyperventilation, laryngi laryngitis, ia, voice ion; Rare: atelectasis, hemoptysis, hypoventilation,

hypoxia, larynx edema, pleurisy, pulmonary embolus, sleep apnea. Skin and apgendages Frequent: pruritus;
Infrequent: acne, alopecia, contact dermatitis, dry skin, eczema, maculopapular rash, psoriasis, urticaria; Rare: brittle
nails, erythema nodosum, exfoliative dermatitis, fichenoid dermatitis, hair dlsooloratlon skin discoloration, furunculosis,
miliaria, ial rash, pruritic rash, pustular rash, vesiculobullous rash, seborrhea, skin
atrophy, skin hypertrophy, skin striae, sweating decreased Smal senses - Frequent: abnormality of accommodation,
mydriasis, taste perversion; Infrequent conjunctivitis, diplopia, dry eyes, eye pain, hyperacusis, otitis media, parosmia,
photophobia, taste loss, visual field defect; Rare: cataract, edema, corneal
lesion, deafness, exophthalmos, eye hemorrhage, glaucoma, retinal hemorrhage, subconjunctival hemorrhage,
keratitis, labyrinthitis, miosis, papilledema, decreased pupillary reflex, ofitis externa, scleritis, uveitis. Urogenital
system - Frequent: prostatic disorder (prostatitis, enlarged prostate, and prostate irritability), urination impaired;
: albuminuria, cystitis, dysuria, hematuria, kidney calculus, kidney pain, leukorrhea,
menorrhagia, metrorrhagia, nocturia, breast pain, polyuria, pyuria, urinary incontinence, urinary retention, urinary
urgency, vaginal hemorrhage, vaginitis; Rare: abortion, anuria, balanitis, bladder pain, breast dlscharge breast
breast iosis, female lactation, ﬁbrocystlc breast, calcium crystalluria, cervicitis,
orchitis, ovarian cyst, prolonged erection, gynecomastia (male), hypomenormea kidney function abnormal, mastitis,
menopause, pyelonephritis, oliguria, salpingitis, urolithiasis, uterine hemorrhage, uterine spasm, vaginal dryness.
Postmarketing Reports: agranulocytosis, anaphylaxis, aplastic anemia, catatonia, congenital anomalies, CPK
increased, deep vein thrombophlebitis, delirium, EKG abnormalities such as QT prolongation; cardiac arrhythmias
including atrial fibrillation, supraventricular tachycardia, ventricular extrasystoles, and rare reports of ventricular
fibrillation and ventricular tachycardia, including torsades de pointes; epidermal necrosis/Stevens-Johnson syndrome,
erythema multiforme, extrapyramidal and tardive inesia), angle-closure
glaucoma, hemorrhage (including eye and gastrointestinal bleeding), hepatic events (including GGT elevation;
abnormalities of unspecified liver function tests; I|ver damage, necrosis, or failure; and fatty liver), interstitial Iung
disease (including pulmonary eosi LDHi ic malignant like
events (including a case of a 10-year-old who may have been taking methylphenidate, was treated and recovered),
neutropenia, night sweats, pancreatitis, pancytopenia, panic, prolactin increased, renal failure, rhabdomyolysis,
serotonin syndrome, shock-like electrical sensations or tinnitus (in some cases, subsequent to the discontinuation of
venlafaxine or tapering of dose), and SIADH (usually in the elderly). Elevated clozapine levels that were temporally
associated with adverse events, including seizures, have been reported following the addition of venlafaxine. Increases
in prothrombin time, partial thromboplastin time, or INR have been reported when venlafaxine was given to patients
on warfarin therapy. DRUG ABUSE AND DEPENDENCE: Effexor XR is not a controlled substance. Evaluate patients
carefully for history of drug abuse and observe such patients closely for signs of misuse or abuse. OVERDOSAGE:
Electrocardiogram changes (e.g., prolongation of QT interval, bundle branch block, QRS prolongation), sinus and
ventricular tachycardia, bradycardia, hypotension, altered level of consciousness (ranging from somnolence to coma),
rhabdomyolysis, seizures, vertigo, liver necrosis, and death have been reported. Treatment should consist of those
general measures employed in the management of with any antidep! 1t. Ensure an airway,
oxygenation and ventilation. Monitor cardiac rhythm and vital signs. General supportive and symptomatic measures
are also recommended. Induction of emesis is not recommended. Gastric lavage with a large bore orogastric tube
with appropriate airway protection, if needed, may be indicated if performed soon after ingestion or in symptomatic
patients. Activated charcoal should be administered. Due to the large volume of distribution of this drug, forced
diuresis, dialysis, hemoperfusion, and exchange transfusion are unlikely to be of benefit. No specific antidotes for
venlafaxine are known. In managing overdosage, consider the possibility of multiple drug involvement. Consider
contacting a poison control center for additional information on the treatment of overdose. Telephone numbers for
certified poison control centers are listed in the Physicians’ Desk Reference® (PDR). DOSAGE AND ADMINISTRATION:
Consult full prescribing information for dosing instructions. Switching Patients to or From an MAOI—At least
14 days should elapse between discontinuation of an MAOI and initiation of therapy with Effexor XR. At least 7 days
should be allowed after stopping Effexor XR before starting an MAOI (see CONTRAINDICATIONS and WARNINGS).
This brief summary is based on Effexor XR Prescribing Information W10404C024, revised June 2006.
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Dial gues

DiGlogues
is a unique patient support and

education program that is designed to
help you foster successful therapy

Diglogues
offers patients access to a call center to
speak with a health care provider
for patient support and education
to reinforce your efforts

Diglogues
supplies feedback and updates
about these patient calls to you,

their physician






