BRIEF SUMMARY. See package insert for full presenbrng information.

information and instructions in the Patient i i i tients. Laboratory Tests: Patients being considered
for GEODON treatment who are at risk of significant electrolyte disturbances should have baseline serum potassium and magnesium

Increased Mortality in Elderly P Related Psychosis: Elderlyp i

atypical antipsychotic drugs are al anincreased risk of death compared to placehn Analyses of seventeen placebo controlled trials
(modal duration of 10 weeks) int led arisk of deathin the drug-treated patients of between1.6t0 1.7 times that seen
inplacebo-treated patients. Over the course of a typical 10 week controlled trial, the rate of death in drug-treated patients was about
4.5%, compared to a rate of about 2.6% in the placebo group. Although the causes of death were varied, most of the deaths appeared
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 Psychosis.

INDICATIONS—GEODON Capsules s indicated forthe treatment of schizophrenia and acute manic or mixed episodes associated with
bipolar disorder with or without psychotic features. GEODON® (ziprasidone 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. An additive effect of GEODON and other drugs that prolong the QT interval cannot be excluded. Therefore, GEODON should not
be given with dofetilice, sotalol, quinidine, other Class la and Il anti-arrhythmics, mesoridazine, thioridazine, chlorpromazine, droperidol,
pimozide, sparfloxacin, gatifloxacin, moxifloxacin, halofantrine, mefloquine, pentamidine, arsenicrioxide, levomethadyl acetate, dolasetron
mesylate, probucol, ortacrolimus. GEODON is also contraindicated with drugs that have demonstrated QT prolongation as one of their

pharmacodynamic effectsand havethiseﬁectdescribed inthefull prescribing informationasa indication oraboxed or bolded warning
(see WARNINGS ). GEODON is contraindicated in individual wnhaknown--;-rm ivity tcthe product WARNINGS—Increased
Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly p: d

antipsychotic drugs are at an increased risk of death compared to placeho. GEODON (zrprasrdunej |s not approved for the treatment
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. 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. Astudy directly comparing the QT/QT;-prolonging effect of GEODON with several other drugs effective in the freatment 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 comparator drugs (risperidone, olanzapine, quetiapine, and haloperidol), but was
approximately 14 msec less than the prolongation observed for thioridazine. In this study, the effect of GEODON on QT; length was not
augmented by the presence of a metabolic inhibitor (ketoconazole 200 mg bid). In placebo-controlled trials, GEODON increased the
QT; interval compared to placebo by approximately 10 msec at the highest recommended daily dose of 160 mg. In clinical trials the
electrocardiograms of 2/2988 (0.06%) GEODON patients and 1/440 (0.23%) placebo patients revealed QT; intervals exceeding the
potentially clinically relevant threshold of 500 msec. In the GEODON patients, neither case suggesmd arole of GEODON. Some drugs
that prolong the QT/QT; interval have been associated with the of torsade de points ith 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 mcrease itin susceplrhle individuals, such as those with hypokalemia,
hypomagnesemia, orgenetic predisposition. Alth d massucrahunwrthlhe use of GEODON
atrecommended doses in premarketing studies, experience is too limited to rule out an 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 concentration following two injections of GEODON (20 mg then 30 mg) or
halunerrdol (7.5 mg then 1D mg) grven four hours apart. Note that a 30 mg dose of intramuscular GEODON is 50% higher than the
h QT; from baseline was calculated for each drug using asample-hased correction

that removes the effect of heart rale onthe O inferval. The mean increase in QT, from baseline for GEODON was 4.6 msec following
thefirstinjection and 12.8 msec following the second injection. The mean increase in QT, from baseline for haloperidol was 6.0 msec
following the first injection and 14.7 msec following the second injection. In this study, no patient had a QT; interval exceeding 500
msec. As with other antipsychotic drugs and placebo, sudden unexplained deaths have been reported in patients taking GEODON at
recommended doses. The premarketing experience for GEODON did not reveal an excess of mortality for GEODON compared to other
antipsychotic drugs or placeho, but the extent of exposure was limited, especially Iurlhe drugs used as active controls and placeho.
Nevertheless, GEODON’s larger prolongation of QT; length to several other anti drugs raises the possibility that
the risk of sudden dealh i may be greater for GEODON than for other available drugs for lrealmg schrzophrema This possibility needs
drug products. Certail fth ftorsade

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 Interactionsunder PRECAUTIONS). It is recommended that
patients being consi for GEODOI who are at risk for significant electrolyte disturbances, hypokalemia in particular,
have baseline serum potassium and magnesium measurements. Hypokalemia (andj/or hypomagnesemia) may increase the risk of
QT prolongation and arrhylhmra Hypukalemra may resultfrom ﬂrurehclherapy, diarrhea, and other causes. Patients with low serum
treatment. Itis essential to periodically

monitor serum electrolytes in patients forwhom diuretic therapy s introduced during GEODON treatment. Persistently prolonged QT;
intervals may also increase the risk of further prolongation and arrhythmia, butitis nuh:learlhal routine screening ECG measures are

. Low serum potassium and magnesium should be repleted before treatment. Patients who are started on diuretics during
GEODON therapy need periodic monitoring of serum potassium and magnesium. Discontinue GEODON in patients who are found to have
persistent QT measurements >500 msec (see WARNINGS) Drug 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: Garbamazepine, 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 Cy5 of GEODON by about 35%-40%. Cimetidine, 800 mg qd for 2 days, did not affect GEODON
pharmacokinetics. Coadministration of 30 mL of Maaloxdid not affect GEODON pharmacokinetics. Population pharmacokinetic analysis
of schizophrenic patients in controlled clinical trials has not revealed any clinically significant pharmacokinetic interactions 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, CYP2C19, CYP2D6, and CYP3A4, and little potential for drug interactions with
GEODON due to displacement. GEODON 40 mg bid administered concomitantly with fithium 450 mg bid for 7 days did not affect the steady-
state level or rena\ clearance of lithium. GEODON 20 mg bid did not affect the pharmacokinetics of concomitantly administered oral
lestradiol (0.03mg)and| (0.15mg). Consistent with invitro 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 noincrease 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 onesstrain 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 ona mg/m? basis). Fertility rate was reduced at 160 mg/kg/day (8 times the MRHD on a mg/m? basis).
There was noeffect 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 ifthe 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 ofage 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 nitial 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 EvenlsAssm:raterI with Discontinuation:
Schizophrenia: Approximately 4.1% (29/702) of GEODON-treated patientsin short-term, placebo-controlled iscontinued treatment
due to an adverse event, compared with about 2.2% (6/273) on placebo. The most common event associated with dropout was rash,
including 7 dropouts for rash among GEODON patients (1%) compared to no placebo patients (see PRECAUTIONS). Bipolar Mania:
Approximately 6.5% (18/279) of GEODON-treated patients in short-term, placebo-controlled studies discontinued treatment due to an
adverse event, compared with about 3.7% (5/136) on placebo. The most common events associated with dropout in the GEODON-treated
patient kathisia, anxiety, ion, 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 schizophrenia trials 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 parn Cardiovascular—tachycardia.
Digestive—nausea, constipation, dyspepsia, diarrhea, dry mouth, anorexia. Nervous- omnolence, akathisia
dizziness. Respiratory—respiratory tract infection, rhinitis, cough increased. Skin and Appendages—rash fungal dermatitis. Special
Senses—abnormal vision. Bipolar Mania: Body as aWhoIe—headaehe asthema accrdema\ injury. Cardiovascular—hypertension.
Digestive—nausea, diarrhea, dry mouth, vomiting, i hagia. Musculoskeletal—myalgia. Nervous—
somnolence, extrapyramidal symptoms, dizziness, akathisia, anxiety, hypesthesra speech disorder. Respiratory—pharyngitis, dyspnea.
Skin and Appendages—fungal dermatitis. Special 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, increased salivation, arlhralgra , anxiety, dizziness, dystonia, hypertonia, somnolence, tremor, rhinitis, rash, and abnormal vision.
Th
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effective in detecting such patients. Rather, GEODON should be avoided i illness,
eg, QT prolongation, recent acute myucardral infarction, uncompensated heart failure, or cardiac arrhythmia. GEODON should be
discontinued in patients who are foumi to have persistent OT, measurements >500 msec. Neuroleptic Malignant Syndrome (NMS): A
potentially fatal sympt imes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in association with
administration ofamrpsychohcdrugs The management of NMS should include: (1) immedi on 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 NMS 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 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 patienton GEODON, drug discontinuation should
be considered. Hyperglycemia and Diabetes Mellitus: Hyperglycemia-related adverse events, imes 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 iliness, e.g., elevated WBCs. Most patients improved promptly upon treatment with antihistamines or steroids and/or upon

freported EPS for GEODON patients inthe short-term, placebo-controlled schizophrenia
trials was 14% vs 8% for placebu 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 27% of body weight were compared, revealing a stati greater incidence of weight gain for GEODON patients
(10%) vs placebo patients (4%). A median werght gain of 0.5 kg was observed in GEODON patients vs 0.0 kg in placebo patients. Weight
gain was reported as an adverse event in 0.4% of both GEODON and placebo patients. During long-term therapy with GEODON, a
categorization of patients at baseline onthe basis of body massindex (BMI) showed the greatest mean weight gain and the highestincidence
of clinically significant weight gain (>7% of body weight) in patients with a low BMI (<23) compared to normal (23-27) or overweight (>27)
patients. There was amean 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 schi iatrials, GEODON was iated with a mean increasein 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 1/100to 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; Infrequent: rectal hemorrhage,

discontinuation of GEODON, and all patients were reported to recover completely. Upon rashforwhichanal tiology

cannot beidentified, GEODON should be discontinued. Orthostatic Hypotension: GEODON may induce orthostatic hypotension associated
with dizziness, tachycardia, and, in some patients, syncope, especially during the initial dose-titration period, probably reflecting its o, -
adrenergic antagonist properties. Syncope was reported in 0.6% of GEODON patients. GEODON should be used with particular caution in
patients with known cardiovascular disease (history of myocardial infarction or ischemic heart disease, heart failure or conduction
abnormalities), cerebrovascular disease or conditions that would predispose patients to hypotension (dehydration, hypovolemia, and
treatment with antihypertensive medications). Seizures: In clinical trials, seizures occurred in 0.4% of GEODON patients. There were
confounding factors that may have contributed to seizures in many of these cases. As with other antipsychotic drugs, GEODON should be

dysphagia, tongue edema; Rare: gum hemorrhage, jaundice, fecal impaction, gamma glutamy! transpeptidase increased, hematemesis,
cholestatic jaundice, hepatitis, hepatomegaly, leukoplakia of mouth, fatty liver deposit, melena. Endocrine— Rare: hypothyroidism,
hyperthyroidism, thyroiditis. Hemic and Lymphatic System— -anemia, ecchymosis, , leukopenia, eosil

lymphadenopathy; Rare:thrombocytopenia, hypochromic anemia, lymphocytosis, monocytosis, basophilia, Iymphedema pulycythemra
thrombocythemia. Metabolic and Nutritional Disorders — Infrequent: thirst, transaminase mcreased penpheral edema, hyperglycemia,
creatine phosphokinase increased, alkaline pt increased, hyperchc ttion, lactic d increased,
alhumrnurra hypokalemia; Rare:BUN increased, creatinine increased, hyperlrpemra hypochulesteremra hyperkalemra hypochloremia,
hyponatremra yp! ia, glucose tolerance d d, gout, hyperchloremia, hyperuricemia, hypocalcemia,

nypodly

used cautiouslyin patlentswrthahlstorycfserzures0rwrthcondmonsthatpotemlallyIowertheserzurethreshold e.0., Alzheimer’s dementi
Conditions that lower the seizure threshold may be more prevalent in a population of 65 years or older. Dysphagia: Esophageal dysmutllny
and aspiration have been associated with antipsychotic drug use. Aspiration pneumoniais 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). yperprolachnemr ia: As with other drugs that antagonize dopamine D, receptors, GEODON elevates
rolactinlevelsin humans. Ti it pproximately onethird of human breastcancersare prolactin dependent
invitro, afactoruf potemra\ importance f the prescnphon of these drugs is comemplated ina patient with previously detected breast cancer.
Neitherclinic iation between chronic administration of this class
of drugs and tumorigenesisin humans the avallab\e evidence is consrdered too limited to be conclusive at this time. Potential for Cognitive
and Motor Impairment: Somnol asa repol tin GEODON patients. Inthe 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 untilthey are reasonably certain that GEODON therapy does not affect 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 managementto reduce overdose risk.
Usein Patients with Concomitant lIness: Clinical experience with GEODON in patients with certain cc islimited.
GEODON has not been evaluated or used to any appreciable extentin pahemswrth 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). Information for Patients: To ensure safe and effective use of GEODON, the

jucted an

ic reaction, h ketosis, respiratory alkalosis. Musculoskeletal System — Frequent: myalgia;
Infrequem tenosynovitis; Hare myopathy. Nervous System— Frequent: agitation, extrapyramidal syndrome, tremor, dystonia, hypertonia,
dyskinesia, hostilty, twitching, paresthesia, confusion, vertigo, hypokinesia, hyperkinesia, abnormal gait, oculogyric crisis, hypesthesia,
ataxia, amnesia, cogwheelrigidity, delirium, hypotonia, akinesia, dysarthria, withdrawal syndrome, buccoglossal syndrome, choreoathetosis,
diplopia, ion, neuropathy; -paralysis; Rare: myoclonus, nystagmus, torticollis, circumoral paresthesia, opisthotonos,
reflexes mcreased,tnsmus 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; 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 sexua\ dysfunction, uterine hemorrhage
Adverse Finding Observed in Trials of Intramuscular GEODON: In these studies, the most ly observed ad
with the use of intramuscular GEODON (25%) and observed ata rate 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.
Bodyas aWhole—headache, injectionsite pain, asthenia, abdominal pain, flu syndrome, back pain. Gardiovascular—postural hypotension,
hypertension, bradycardi i Digestive—nausea, rectal hemorrhage, diarrhea, vomiting, dyspepsia, anorexia, constipation,
toothdisorder, dry mouth. Nervous—drzzrness anxiety, insomnia, somnolence, akathisia, agitation, extrapyramidal syndrome, hypertonia,
cogwheel rigidity, p lity disorder, psychosis, speech disorder. Respiratory—rhinitis. Skin and Appendages—
furunculosis, sweating. Urof ennal—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
0of GEODON was dc in10patients. All vived withoutsequelae. Inthe patient taking the largest confirmed amount (3240
mg), the only symptoms reported were minimal sedation, slurring of speech, and transitory hypertension (BP 200/95).

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. Lesem MD, Zajecka JM, Swift RH, Reeves KR, Harrigan EP. Intramuscular ziprasidone, 2 mg versus 10 mg, in the short-term management of agitated psychotic patients. J Clin Psychiatry. 2001;62:12-18. 3. Brook S,
Walden J, Benat‘ha |, Siu CO, Romano SJ. Ziprasidone and ha\operrdol in the treatment of acute exacerbation of schizophrenia and schizoaffective disorder: comparison of intramuscular and oral formulations in a 6- week randomized, blinded-

udy. Psychopharmacology. 2005;178:514-523. 4,
J Clin Psych/atry 2000;61:933-941. 5. Data on file. Pfizer Inc, New York NY.

. Brook S, Lucey JV, Gunn KP, for the Ziprasidone IM Study Group. Intramuscular ziprasidone compared with intramuscular haloperidol in the treatment of acute psychosis.
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Control acute agitation with

GEODON

for Injection (ziprasidone mesylate)

In schizophrenia. . .

Rapid control” with low EPS'*

e Low incidence of movement disorders'*

——————

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

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

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

GEODON

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

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

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

GEODON is contraindicated in patients with a known history of QT
prolongation, recent acute myocardial infarction, or uncompensated
heart failure, and should not be used with other QT-prolonging drugs.
GEODON has a greater capacity to prolong the QT; interval than several
antipsychotics. In some drugs, QT prolongation has been associated
with torsade de pointes, a potentially fatal arrhythmia. In many cases
this would lead to the conclusion that other drugs should be tried first.
As with all antipsychotic medications, a rare and potentially fatal
condition known as neuroleptic malignant syndrome (NMS) has been
reported with GEODON. NMS can cause hyperpyrexia, muscle rigidity,
diaphoresis, tachycardia, irregular pulse or blood pressure, cardiac
dysrhythmia, and altered mental status. If signs and symptoms appear,
immediate discontinuation, treatment, and monitoring are recommended.

Prescribing should be consistent with the need to minimize tardive
dyskinesia (TD), a potentially irreversible dose- and duration-dependent
syndrome. If signs and symptoms appear, discontinuation should be
considered since TD may remit partially or completely.
Hyperglycemia-related adverse events, sometimes serious, have been
reported in patients treated with atypical antipsychotics. There have been
few reports of hyperglycemia or diabetes in patients treated with GEODON,
and it is not known if GEODON is associated with these events. Patients
treated with an atypical antipsychotic should be monitored for symptoms
of hyperglycemia.

Precautions include the risk of rash, orthostatic hypotension, and seizures.

In fixed-dose, pivotal studies, the most commonly observed adverse
events associated with the use of GEODON for Injection (incidence >5%)
and observed at a rate in the higher GEODON dose groups (10 mg, 20 mg)
of at least twice that of the lowest GEODON dose group (2 mg control)
were somnolence (20%), headache (13%), and nausea (12%).

Please see brief summary of prescribing information on adjacent page.



Becau;e T donf wan'l' ta Iofe
my son to the voices again.

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

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

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

ZYPIEXad

Olanzapine

For resources to help you help your patients with
schizophrenia, visit www.ToolsForTheFight.com




The labeling for ZYPREXA

includes a boxed warning:

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

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

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

For Important Safety Information,
including boxed warning,

see adjacent page and
accompanying Brief Summary
of Prescribing Information.
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Important Safety Information for ZYPREXA® (Olanzapine)

Increased Mortality in Elderly Patients
with Dementia-Related Psychosis

Elderly patients with dementia-related psychosis treated with
atypical antipsychotic drugs are at an increased risk of death
compared to placebo. Analyses of seventeen placebo-controlled
trials (modal duration of 10 weeks) in these patients revealed a
risk of death in the drug-treated patients of between 1.6 to 1.7
times that seen in placebo-treated patients. Over the course of a
typical 10-week controlled trial, the rate of death in drug-treated
patients was about 4.5%, compared to a rate of about 2.6% in the
placebo group. Although the causes of death were varied, most
of the deaths appeared to be either cardiovascular (eg, heart
failure, sudden death) or infectious (eg, pneumonia) in nature.
ZYPREXA is not approved for the treatment of elderly patients
with dementia-related psychosis.

Cerebrovascular adverse events (CVAE), including stroke, in

elderly patients with dementia—Cerebrovascular adverse events

(eg, stroke, transient ischemic attack), including fatalities, were reported

in patients in trials of ZYPREXA in elderly patients with dementia-related
psychosis. In placebo-controlled trials, there was a significantly higher
incidence of CVAE in patients treated with ZYPREXA compared to patients
treated with placebo. ZYPREXA is not approved for the treatment of patients
with dementia-related psychosis.

Hyperglycemia and diabetes mellitus—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. Clinical manifestations of NMS are

hyperpyrexia, muscle rigidity, altered mental status and evidence of autonomic

instability (irregular pulse or blood pressure, tachycardia, diaphoresis and
cardiac dysrhythmia). Additional signs may include elevated creatinine
phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure.

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

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

for dispensing errors, please write ZYPREXA clearly.

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

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

For complete safety profile, see the full Prescribing Information.

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

OL47057 0707 ©2007, ELI LILLY AND COMPANY. ALL RIGHTS RESERVED.
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ZYPREXA® (Olanzapine Tablets)
ZYPREXA®ZYDIS® (Olanzapine Orally Disintegrating Tablets)
ZYPREXA® |l|tl‘aMlISGll|aI‘(0lanzapine 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 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 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 ﬁolanzapine 26% vs placebo 15%). Somnolence led to discontinuation in 0.4%
(9/2500) of patients in the oral premarketing database.

Body Temperature Requlation—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. 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).

ZYPREXA® (Olanzapine Tablets)
ZYPREXA® ZYDIS® (Olanzapine Orally Disintegrating Tablets)

ZYPREXA® IntraMuscular (Olanzapine for Injection) PV 5197 AMP

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 glucurony! transferase enzymes
(eg, 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 Cmax and AUC of oral olanzapine by about 60%. Single doses of
cimetidine (800 mg) or aluminum- and magnesium-containing antacids did not affect the oral bioavailability
of olanzapine. Carbamazepine (200 mg hid) 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 Cmax of
olanzapine and a small decrease in olanzapine clearance; however, the impact of this factor is small in
comparison to the overall variability between individuals, and dose modification is not routinely recommended.
Fluvoxamine decreases the clearance of olanzapine; lower doses of olanzapine should be considered in patients
receiving fluvoxamine concomitantly. In vitro data suggest that a clinically significant pharmacokinetic
interaction between olanzapine and valproate is unlikely.

Olanzapine is unlikely to cause clinically important drug interactions mediated by the enzymes CYP1A2,
CYP2C9, CYP2G19, 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; Mefabolic 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; Urogenital—
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 Whaole—asthenia; Cardiovascular—hypotension, postural hypotension;
Nervous System—somnolence, dizziness, tremor.

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

ZYPREXA® (Olanzapine Tablets)
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highest dose of oral olanzapine (15+2.5 mg/d). In controlled clinical trials of intramuscular olanzapine
for injection, there were no statistically significant differences from placebo in occurrence of any
treatment-emergent extrapyramidal symptoms, assessed by either rating scales incidence or
spontaneously reported adverse events.

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

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

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

Weight Gain—In placebo-controlled 6-week schizophrenia studies, weight gain was reported in
5.6% of oral olanzapine patients (average 2.8-kg gain) compared to 0.8% of placebo patients (average
0.4-kg loss); 29% of olanzapine patients gained >7% of their baseline weight, compared to 3% of
placebo patients. During continuation therapy (238 median days of exposure), 56% of patients met the
criterion for having gained >7% of their baseline weight. Average gain during long-term therapy was 5.4 kg.

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

In clinical trials among olanzapine-treated patients with baseline random triglyceride levels of
<150 mg/dL (N=659), 0.5% experienced triglyceride levels of =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 (8661 patients,
4165 patient-years of exposure). This list may not include events previously listed elsewhere in
labeling, those events for which a drug cause was remote, those terms which were so general as to be
uninformative, and those events reported only once or twice which did not have a substantial
probability of being acutely life-threatening. Frequent events occurred in =1/100 patients; infrequent
events occurred in 1/100 to 1/1000 patients; rare events occurred in <1/1000 patients. Body as a
Whole—Frequent: dental pain, flu syndrome; Infrequent: abdomen enlarged, chills, face edema,
intentional injury, malaise, moniliasis, neck pain, neck rigidity, pelvic pain, photosensitivity reaction,
suicide attempt; Rare: chills and fever, hangover effect, sudden death. Cardiovascular—Frequent:
hypotension; Infrequent: atrial fibrillation, bradycardia, 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; /nfrequent: arthritis, arthrosis, leg cramps,
myasthenia; Rare: bone pain, bursitis, myopathy, osteoporosis, rheumatoid arthritis. Nervous
System—Frequent: abnormal dreams, amnesia, delusions, emotional lahility, 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; /nfrequent: abnormality of
accommodation, blepharitis, cataract, deafness, diplopia, dry eyes, ear pain, eye hemorrhage, eye
inflammation, eye pain, ocular muscle abnormality, taste perversion, tinnitus; Rare: corneal lesion,
glaucoma, keratoconjunctivitis, macular hypopigmentation, miosis, mydriasis, pigment deposits lens.
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; /nfrequent: abdominal pain, fever. Cardiovascular—Infrequent: AV block, heart
block, syncope. Digestive—Infrequent: diarrhea, nausea. Hemic and Lymphatic—Infrequent: anemia.
Metaholic 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, neutropenia, 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 reported.

DRUG ABUSE AND DEPENDENCE: Olanzapine is not a controlled substance.

ZYPREXA is a registered trademark of Eli Lilly and Company. ZYDIS is a registered trademark of
Cardinal Health, Inc. or one of its subsidiaries.
Literature revised November 30, 2006
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Clinical Handbook of

Obsessive-Compulsive
Disorder and Related

Problems
edited by Jonathan S. Abramowitz,
Dean McKay, and Steven Taylor

The only work on OCD that covers
treatment options for specific
symptoms and the full spectrum of
related disorders.

$60.00 hardcover

Addiction Treatment
Science and Policy for the
Twenty-first Century

edited by Jack E. Henningfield,

Patricia B. Santora, and
Warren K. Bickel

"A kaleidoscopic view of the state
of the art of addiction treatment in
the context of social, political, and
economic limitations.”—Susan M. Stine, M.D., Ph.D.,
coeditor of New Treatments for Opiate Dependence
$45.00 hardcover
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UNIVERSITY OF PITTSBURGH

Early Career Child Mental
Health Research Training

Child Intervention, Prevention, and Mental Health Services
Research (CHIPS)

Program: CHIPS is a weeklong summer research training program funded
by the National Institute of Mental Health to help fellows obtain external
funding and increase academic success.

Candidates: Early career scientists— including postdoctoral fellows,
child psychiatry residents, and junior faculty— interested in research careers
in child mental health intervention, prevention, and the provision of services.

Benefits of Program:
* Be paired with an expert CHIPS mentor to help gain external funding.

* Receive full funding for a trip to visit your CHIPS mentor and
attend a national conference during the year of fellowship.

e Participate in an intensive weeklong training institute led by nationally
renowned researchers.

Applications and additional information
Child Intervention. 2T available at www.chipsfellows.com

Chlps Prevention, or by contacting Sarah Mendak at

and Services mendaksm@upmc.edu or 412-383-5478.

ARE YOU OUT OF THE LOOP? Psych Oral Board Tutorials

Now, 3-day practice orals
UNLOCKYOUR CONNECTIONS... course limited to 20 students

€ Opening sessions will teach oral exam skills
Fees include doing two practice oral exams
One live-patient and one video taped interview

Each exam is 1% hours — time enough for hour
interview and exam as well as faculty evaluation

Senior faculty include former board examiners
¢ Weekend 4 to 10 weeks before your oral boards

February 15-18, 2008 — Tampa
Summer 2008 — Chicago

@ In board exam city just before your oral boards

January 14-17 — Portland, OR
May 7-10, 2008 — Chicago

L R R 2

*

Update your 4 You may buy extra private and public practice
APA On"ne Membership Proﬁle exams based on patient interview or videotape
at www.psych.org www.psychtutor.net/m7za  800-285-3283

When you positively must pass
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Are your patients’ restless legs to

Restless Legs Syndrome
(RLS) is a common,
underdiagnosed
condition affecting

a range of patients’”

Approximately 12 million
Americans suffer from
moderate to severe
primary RLS'*

A differential diagnosis
can help rule out other
health conditions

that can cause
problems with
sleeping, including
insomnia/sleep
disorders, depression,
or RLS'

These essential criteria can help confirm RLS®®

Urge to move legs—usually accompanied by uncomfortable leg sensations

Symptoms begin or worsen during rest such as when lying or sitting

Symptoms are partially or totally relieved by movement

Symptoms are worse in the evening or night

The only FDA-approved medications for the treatment
of RLS are within the dopamine agonist (DA) class



blame for their sleepless nights?

Restless Legs Syndrome...Simplified

MIRAPEX offers effective, long-term relief from the symptoms
of moderate to severe primary RLS’

Well-established safety and tolerability profile
No predicted P450 interactions
Not a controlled substance

Convenient dosing and titration
— 75% of patients on the 0.25 mg dose of MIRAPEX responded to therapy”
— MIRAPEX Starter Kit offers simple single-step titration®

IMPORTANT SAFETY INFORMATION ABOUT MIRAPEX: Patients have reported falling asleep without
perceived warning signs during activities of daily living, including operation of a motor vehicle.
Hallucinations and postural (orthostatic) hypotension may occur. The most commonly reported adverse
events in RLS clinical trials for MIRAPEX vs placebo were nausea (16% vs 5%), headache (16% vs 15%),
fatigue (9% vs 7%), and somnolence (6% vs 3%).

Patients and caregivers should be informed that impulse control disorders/compulsive behaviors may occur
while taking medicines, including pramipexole, to treat Parkinson's disease and RLS.

Please see accompanying Brief Summary of Prescribing Information.

*Results of a 12-week, placebo-controlled, randomized, double-blind, fixed-dose-treatment trial to assess the efficacy and safety of MIRAPEX
vs placebo in the treatment of moderate to severe primary RLS.

Responders defined as patients with symptoms rated as "much improved” or “very much improved,” as measured on the CGI-I.

tProvides samples of the first 2 dosage strengths. Additional titration steps may be needed to achieve symptom relief.

References: 1. Hening W, Walters AS, Allen RP, et al. Impact, diagnosis and treatment of restless legs syndrome (RLS)
in a primary care population: the REST (RLS epidemiology, symptoms, and treatment) primary care study. Sleep Med.
2004;5:237-246. 2. Allen RP, Earley CJ. Restless legs syndrome: a review of clinical and pathophysiologic features.

J Clin Neurophysiol. 2001;18:128-147. 3. National Heart, Lung, and Blood Institute Working Group on Restless Legs
Syndrome. Restless legs syndrome: detection and management in primary care. Am Fam Physician. 2000;62:108-114.
4. US Census Bureau. Table 1: Population Age 18 or Over: July 1, 2003. http://www.census.gov/PressRelease/www/
releases/CB04-38TABLE1.pdf. Accessed April 12, 2005. 5. Allen RP, Picchietti D, Hening WA, et al. Restless legs
syndrome: diagnostic criteria, special considerations, and epidemiology. A report from the restless legs syndrome
diagnosis and epidemiology workshop at the National Institutes of Health. Sleep Med. 2003;4:101-119. 6. National
Institute of Neurological Disorders and Stroke. Restless legs syndrome fact sheet. http://www.ninds.nih.gov/disorders/
restless_legs/detail_restless_legs.ntm. Accessed May 26, 2006. 7. Trenkwalder C, Stiasny-Kolster K, Kupsch A, et al.
Controlled withdrawal of pramipexole after 6 months of open-label treatment in patients with restless legs syndrome.
Mov Disord. 2006;21:1404-1410.
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Mirapex® (pramipexole dihydrochloride)

0.125 mg, 0.25 mg, 0.5 mg, 1 mg, and 1.5 mg tablets
INDICATIONS AND USAGE

Parkinson’s Disease: MIRAPEX tablets are indicated for the treatment of the signs and symptoms of idiopathic Parkinson’s
disease.

Restless Legs Syndrome: MIRAPEX tablets are indicated for the treatment of moderate-to-severe primary Restless Legs
Syndrome (RLS).

CONTRAINDICATIONS: MIRAPEX tablets are contraindicated in patients who have demonstrated hypersensitivity to the drug or its
ingredients.

WARNINGS: Falling Asleep During Activities of Daily Living

Patients treated with Mirapex® (pramipexole dihydrochloride) have reported falling asleep while engaged in activities of
daily living, including the operation of motor vehicles which sometimes resulted in accidents. Although many of these
patients reported somnolence while on MIRAPEX tablets, some perceived that they had no warning signs such as
excessive drowsiness, and believed that they were alert immediately prior to the event. Some of these events had been
reported as late as one year after the initiation of treatment.

Somnolence is a common occurrence in patients receiving MIRAPEX tablets at doses above 1.5 mg/day
(0.5 mg TID) for Parkinson’s disease. In controlled clinical trials in RLS, patients treated with MIRAPEX tablets at doses
of 0.25-0.75 mg once a day, the inci of was 6% p: toan of 3% for placebo-treated
patients (see ADVERSE EVENTS). Many clinical experts believe that falling asleep while engaged in activities of daily
living always occurs in a setting of pre-existing somnolence, aIthough patients may not give sucn a history. For this

Brief Summary of Prescribing Information

reason, prescribers should continually reassess patients for or since some of the
events occur well after the start of treatment. Prescribers should also be aware that patients may not acknowledge
or i until directly about or during specific activities.

Before initiating treatment with MIRAPEX tablets, patients should be advised of the potential to develop drowsiness and
specmcally asked about factors that may increase the rlsk with MIRAPEX tablets such as concomitant sedating
the p of sleep di: and jons that il increase pramipexole plasma levels
(e.q., cimetldlne see PRECAUTIONS, Drug If a patient daytime or
episodes of falling asleep during activities that require active participation (e.g., conversations, eating, etc.), MIRAPEX
tablets should ordinarily be dlscontlnued If a decision is made to continue MIRAPEX tablets, patients should be advised
to not drive and to avoid other g ities. While dose i clearly reduces the degree of
somnolence, there is insufficient i ion to that dose ion will pisodes of falling asleep
while engaged in activities of daily living.
Symptomatic Hypotension: Dopamine agonists, in clinical studies and clinical experience, appear to impair the systemic
regulation of blood pressure, with resulting orthostatic hypotension, especially during dose escalation. Parkinson’s disease
patients, in addition, appear to have an impaired capacity to respond to an orthostatic challenge. For these reasons, both
Parkinson's disease patients and RLS patients being treated with dopaminergic agonists ordinarily require careful monitoring for
signs and symptoms of orthostatic hypotension, especially during dose escalation, and should be informed of this risk (see
PRECAUTIONS, Information for Patients).
In clinical trials of pramipexole, however, and despite clear orthostatic effects in normal volunteers, the reported incidence of
clinically significant orthostatic hypotension was not greater among those assigned to Mirapex® (pramipexole dihydrochloride)
tablets than among those assigned to placebo. This result, especially with the higher doses used in Parkinson’s disease, is clearly
unexpected in light of the previous experience with the risks of dopamine agonist therapy.
While this finding could reflect a unique property of pramipexole, it might also be explained by the conditions of the study and the
nature of the population enrolled in the clinical trials. Patients were very carefully titrated, and patients with active cardiovascular
disease or significant orthostatic hypotension at baseline were excluded. Also, clinical trials in patients with RLS did not
incorporate orthostatic challenges with intensive blood pressure monitoring done in close temporal proximity to dosing.
Hallucinations: In the three double-blind, placebo-controlled trials in early Parkinson’s disease, hallucinations were observed in 9%
(35 of 388) of patients receiving MIRAPEX tablets, compared with 2.6% (6 of 235) of patients receiving placebo. In the four double-
blind, placebo-controlled trials in advanced Parkinson’s disease, where patients received MIRAPEX tablets and concomitant
levodopa, hallucinations were observed in 16.5% (43 of 260) of patients receiving MIRAPEX tablets compared with 3.8% (10 of
264) of patients receiving placebo. Hallucinations were of sufficient severity to cause discontinuation of treatment in 3.1% of the
early Parkinson’s disease patients and 2.7% of the advanced Parkinson’s disease patients compared with about 0.4% of placebo
patients in both populations.
Age appears to increase the risk of hallucinations attributable to pramipexole. In the early Parkinson’s disease patients, the risk of
hallucinations was 1.9 times greater than placebo in patients younger than 65 years and 6.8 times greater than placebo in
patients older than 65 years. In the advanced Parkinson’s disease patients, the risk of hallucinations was 3.5 times greater than
placebo in patients younger than 65 years and 5.2 times greater than placebo in patients older than 65 years.
In the RLS clinical program, one pramipexole-treated patient (of 889) reported hallucinations; this patient discontinued treatment
and the symptoms resolved.
PRECAUTIONS
Rhabdomyolysis: A single case of rhabdomyolysis occurred in a 49-year-old male with advanced Parkinson’s disease treated
with MIRAPEX tablets. The patient was hospitalized with an elevated CPK (10,631 IU/L). The symptoms resolved with
discontinuation of the medication. Renal: Since pramipexole is eliminated through the kidneys, caution should be exercised when
prescribing Mirapex® (pramipexole dihydrochloride) tablets to patients with renal insufficiency (see DOSAGE AND
ADMINISTRATION in full Prescribing Information). Dyskinesia: MIRAPEX tablets may potentiate the dopaminergic side effects of
levodopa and may cause or exacerbate preexisting dyskinesia. Decreasing the dose of levodopa may ameliorate this side effect.
Retinal Pathology in Albino Rats: Pathologic changes (degeneration and loss of photoreceptor cells) were observed in the retina of
albino rats in the 2-year carcinogenicity study. While retinal degeneration was not diagnosed in pigmented rats treated for 2 years, a
thinning in the outer nuclear layer of the retina was slightly greater in rats given drug compared with controls. Evaluation of the
retinas of albino mice, monkeys, and minipigs did not reveal similar changes. The potential significance of this effect in humans has
not been established, but cannot be disregarded because disruption of a mechanism that is universally present in vertebrates (i.e.,
disk shedding) may be involved (see ANIMAL TOXICOLOGY).
Events Reported with Dopaminergic Therapy: Although the events enumerated below may not have been reported in association
with the use of pramipexole in its development program, they are associated with the use of other dopaminergic drugs. The expected
incidence of these events, however, is so low that even if pramipexole caused these events at rates similar to those attributable to other
dopaminergic therapies, it would be unllke\y that even a smg\e case would have occurred in a cohort of the size exposed to pramipexole
in studies to date. Withdrawal-Ei and C ion: Although not reported with pramipexole in the clinical
development program, a symptom complex resemb\mg the neuroleptic malignant syndrome (characterized by elevated temperature,
muscular rigidity, altered consciousness, and autonomic instability), with no other obvious etiology, has been reported in association with
rapid dose reduction, withdrawal of, or changes in antiparkinsonian therapy. Fibrotic Complications: Although not reported with
pramipexole in the clinical development program, cases of retroperitoneal fibrosis, pulmonary infiltrates, pleural effusion, and pleural
thickening, pericarditis, and cardiac valvulopathy have been reported in some patients treated with ergot-derived dopaminergic agents.
While these complications may resolve when the drug is discontinued, complete resolution does not always occur.
Although these adverse events are believed to be related to the ergoline structure of these compounds, whether other, nonergot
derived dopamine agonists can cause them is unknown.
A small number of reports have been received of possible fibrotic complications, including peritoneal fibrosis, pleural fibrosis, and
pulmonary fibrosis in the post-marketing experience for Mirapex® (pramipexole dihydrochloride) tablets. While the evidence is not
sufficient to establish a causal relationship between MIRAPEX tablets and these fibrotic complications, a contribution of MIRAPEX
tablets cannot be completely ruled out in rare cases. Melanoma: Some epidemiologic studies have shown that patients with
Parkinson’s disease have a higher risk (perhaps 2- to 4-fold higher) of developing melanoma than the general population. Whether
the observed increased risk was due to Parkinson’s disease or other factors, such as drugs used to treat Parkinson's disease, was
unclear. MIRAPEX tablets are one of the dopamine agonists used to treat Parkinson’s disease. Although MIRAPEX tablets have not
been associated with an increased risk of melanoma specifically, its potential role as a risk factor has not been systematically
studied. Patients using MIRAPEX tablets for any indication should be made aware of these results and should undergo periodic
dermatologic screening.
Impulse Control/Compulsive Behaviors: Cases of pathological gambling, hypersexuality, and compulsive eating (including binge
eating) have been reported in patients treated with dopamine agonist therapy, including pramipexole therapy. As described in the
literature, such behaviors are generally reversible upon dose reduction or treatment discontinuation.
Rebound and Augmentation in RLS: Reports in the literature indicate treatment of RLS with dopaminergic medications can
result in a shifting of symptoms to the early moming hours, referred to as rebound. Rebound was not reported in the clinical trials
of MIRAPEX tablets but the trials were generally not of sufficient duration to capture this phenomenon. Augmentation has also
been described during therapy for RLS. Augmentation refers to the earlier onset of symptoms in the evening (or even the
afternoon), increase in symptoms, and spread of symptoms to involve other extremities. In a controlled trial of MIRAPEX tablets for
RLS, approximately 20% of both the Mirapex- and placebo-treated patients reported at least a 2-hour earlier onset of symptoms
during the day by the end of 3 months of treatment. The frequency and severity of augmentation and/or rebound after longer-term
use of MIRAPEX tablets and the appropriate management of these events have not been adequately evaluated in controlled
clinical trials.
Information for Patients (also see Patient Package Insert): Patients should be instructed to take MIRAPEX tablets only as
prescribed.
Patients should be alerted to the potential sedating effects associated with MIRAPEX tablets, including somnolence and the
possibility of falling asleep while engaged in activities of daily living. Since somnolence is a frequent adverse event with potentially
serious consequences, patients should neither drive a car nor engage in other potentially dangerous activities until they have
gained sufficient experience with Mirapex® (pramipexole dihydrochloride) tablets to gauge whether or not it affects their mental
and/or motor performance adversely. Patients should be advised that if increased somnolence or new episodes of falling asleep
during activities of daily living (e.g., watching television, passenger in a car, etc.) are experienced at any time during treatment,
they should not drive or participate in potentially dangerous activities until they have contacted their physician. Because of possible
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additive effects, caution should be advised when patients are taking other sedating medications or alcohol in combination with
MIRAPEX tablets and when taking concomitant medications that increase plasma levels of pramipexole (e.g., cimetidine).

Patients should be informed that hallucinations can occur and that the elderly are at a higher risk than younger patients with
Parkinson’s disease. In clinical trials, patients with RLS treated with pramipexole rarely reported hallucinations.

Patients and caregivers should be informed that impulse control disorders/compulsive behaviors may occur while taking
medicines to treat Parkinson’s disease or RLS, including MIRAPEX tablets. These include pathological gambling, hypersexuality,
and compulsive eating (including binge eating). If such behaviors are observed with MIRAPEX tablets, dose reduction or treatment
discontinuation should be considered.

Patients may develop postural (orthostatic) hypotension, with or without symptoms such as dizziness, nausea, fainting or
blackouts, and sometimes, sweating. Hypotension may occur more frequently during initial therapy. Accordingly, patients should
be cautioned against rising rapidly after sitting or lying down, especially if they have been doing so for prolonged periods and
especially at the initiation of treatment with MIRAPEX tablets.

Because the teratogenic potential of has not been c in laboratory animals, and because
experience in humans is limited, patients should be advised to notify their physicians if they become pregnant or intend to become
pregnant during therapy (see PRECAUTIONS, Pregnancy).

Because of the possibility that pramipexole may be excreted in breast milk, patients should be advised to notify their physicians if
they intend to breast-feed or are breast-feeding an infant.

If patients develop nausea, they should be advised that taking MIRAPEX tablets with food may reduce the occurrence of
nausea.

Laboratory Tests: During the development of MIRAPEX tablets, no systematic abnormalities on routine laboratory testing were
noted. Therefore, no specific guidance is offered regarding routine monitoring; the practitioner retains responsibility for
determining how best to monitor the patient in his or her care.

Drug Interactions: Carbidopa/levodopa: Carbidopa/levodopa did not influence the pharmacokinetics of pramipexole in healthy volunteers
(N=10). Pramipexole did not alter the extent of absorption (AUC) or the elimination of carbidopa/levodopa, although it caused an increase
in levodopa C,, by about 40% and a decrease in T,,, from 2.5 to 0.5 hours. Selegiline: In healthy volunteers (N=11), selegiline did not
influence the pharmacokinetics of pramipexole. Amantadine: Population pharmacokinetic analyses suggest that amantadine may slightly
decrease the oral clearance of pramipexole. Cimetidine: Cimetidine, a known inhibitor of renal tubular secretion of organic bases via the
cationic transport system, caused a 50% increase in pramipexole AUC and a 40% increase in half-life (N=12). Probenecid’: Probenecid, a
known inhibitor of renal tubular secretion of organic acids via the anionic transporter, did not noticeably influence pramipexole
pharmacokinetics (N=12). Other drugs eliminated via renal secretion: Population pharmacokinetic analysis suggests that coadministration
of drugs that are secreted by the cationic transport system (e.g., cimetidine, ranitidine, diltiazem, triamterene, verapamil, quinidine, and
quinine) decreases the oral clearance of pramipexole by about 20%, while those secreted by the anionic transport system (e.g.,
cephalosporins, penicillins, indomethacin, hydrochlorothiazide, and chlorpropamide) are likely to have little effect on the oral clearance of
pramipexole. CYP interactions: Inhibitors of cytochrome P450 enzymes would not be expected to affect pramipexole elimination because
pramipexole is not appreciably metabolized by these enzymes in vivo or in vitro. Pramipexole does not inhibit CYP enzymes CYP1A2,
CYP2C9, CYP2C19, CYP2E1, and CYP3A4. Inhibition of CYP2D6 was observed with an apparent Ki of 30 pM, indicating that pramipexole
will not inhibit CYP enzymes at plasma concentrations observed following the clinical dose of 4.5 mg/day (1.5 mg TID). Dopamine
antagonists: Since pramipexole is a dopamine agonist, it is possible that dopamine antagonists, such as the neuroleptics (phenothiazines,
butyrophenones, thioxanthenes) or metoclopramide, may diminish the effectiveness of Mirapex® (pramipexole dihydrochloride) tablets.
Drug/Laboratory Test Interactions: There are no known interactions between MIRAPEX tablets and laboratory tests.
Carcinogenesis, Mutagenesis, Impairment of Fertility: Two-year carcinogenicity studies with pramipexole have been conducted
in mice and rats. Pramipexole was administered in the diet to Chbb:NMRI mice at doses of 0.3, 2, and
10 mg/kg/day [0.3, 2.2, and 11 times the Maximum Recommended Human Dose (MRHD) (MRHD of 1.5 mg TID on a mg/m’
basis)]. Pramipexole was administered in the diet to Wistar rats at 0.3, 2, and 8 mg/kg/day (plasma AUCs were 0.3, 2.5, and 12.5
times the AUC in humans at the MRHD). No significant increases in tumors occurred in either species.

Pramipexole was not mutagenic or clastogenic in a battery of assays, including the in vitro Ames assay, V79 gene mutation assay
for HGPRT mutants, chromosomal aberration assay in Chinese hamster ovary cells, and in vivo mouse micronucleus assay.

In rat fertility studies, pramipexole at a dose of 2.5 mg/kg/day (5 times the MRHD on a mg/m? basis), prolonged estrus cycles and
inhibited implantation. These effects were associated with reductions in serum levels of prolactin, a hormone necessary for
|mp\antat|on and mamtenance of early pregnancy in rats.

Effect: F y Category C: When pramipexole was given to female rats throughout pregnancy,
|mp|amat|on was inhibited at a dose of 2.5 mg/kg/day (5 times the MRHD on a mg/m? basis). Administration of 1.5 mg/kg/day of
pramipexole to pregnant rats during the period of organogenesis (gestation days 7 through 16) resulted in a high incidence of total
resorption of embryos. The plasma AUC in rats at this dose was 4 times the AUC in humans at the MRHD. These findings are
thought to be due to the prolactin-lowering effect of pramipexole, since prolactin is necessary for implantation and maintenance of
early pregnancy in rats (but not rabbits or humans). Because of pregnancy disruption and early embryonic loss in these studies, the
teratogenic potential of pramipexole could not be adequately evaluated. There was no evidence of adverse effects on embryo-fetal
development following administration of up to 10 mg/kg/day to pregnant rabbits during organogenesis (plasma AUC was 71 times
that in humans at the MRHD). Postnatal growth was inhibited in the offspring of rats treated with 0.5 mg/kg/day (approximately
equivalent to the MRHD on a mg/m? basis) or greater during the latter part of pregnancy and throughout lactation.

There are no studies of pramipexole in human pregnancy. Because animal reproduction studies are not always predictive of
human response, pramipexole should be used during pregnancy only if the potential benefit outweighs the potential risk to the
fetus.

Nursing Mothers: A single-dose, radio-labeled study showed that drug-related materials were excreted into the breast milk of
lactating rats. Concentrations of radioactivity in milk were three to six times higher than concentrations in plasma at equivalent
time points.

Other studies have shown that pramipexole treatment resulted in an inhibition of prolactin secretion in humans and rats.

It is not known whether this drug is excreted in human milk. Because many drugs are excreted in human milk and because of the
potential for serious adverse reactions in nursing infants from pramipexole, a decision should be made as to whether to discontinue
nursing or to discontinue the drug, taking into account the importance of the drug to the mother.

Pediatric Use: The safety and efficacy of Mirapex® (pramipexole dihydrochloride) tablets in pediatric patients has not been
established.

Geriatric Use: Pramipexole total oral clearance was approximately 30% lower in subjects older than 65 years compared with
younger subjects, because of a decline in pramipexole renal clearance due to an age-related reduction in renal function. This
resulted in an increase in elimination half-life from approximately 8.5 hours to 12 hours. In clinical studies with Parkinson’s disease
patients, 38.7% of patients were older than 65 years. There were no apparent differences in efficacy or safety between older and
younger patients, except that the relative risk of hallucination associated with the use of MIRAPEX tablets was increased in the
elderly. In clinical studies with RLS patients, 22% of patients were at least 65 years old. There were no apparent differences in
efficacy or safety between older and younger patients.

ADVERSE EVENTS

Parkinson’s Disease: During the premarketing development of pramipexole, patients with either early or advanced Parkinson’s
disease were enrolled in clinical trials. Apart from the severity and duration of their disease, the two populations differed in their
use of concomitant levodopa therapy. Patients with early disease did not receive concomitant levodopa therapy during treatment
with pramipexole; those with advanced Parkinson’s disease all received concomitant levodopa treatment. Because these two
populations may have differential risks for various adverse events, this section will, in general, present adverse-event data for
these two populations separately.

Because the controlled trials performed during premarketing development all used a titration design, with a resultant confounding of time
and dose, it was impossible to adequately evaluate the effects of dose on the incidence of adverse events.

Early Parkinson’s Disease: n the three double-blind, placebo-controlled trials of patients with early Parkinson’s disease, the most
commonly observed adverse events (>5%) that were numerically more frequent in the group treated with MIRAPEX tablets were
nausea, dizziness, somnolence, insomnia, constipation, asthenia, and hallucinations.

Approximately 12% of 388 patients with early Parkinson’s disease and treated with MIRAPEX tablets who participated in the
double-blind, placebo-controlled trials discontinued treatment due to adverse events compared with 11% of 235 patients who
received placebo. The adverse events most commonly causing discontinuation of treatment were related to the nervous system
(hallucinations [3.1% on MIRAPEX tablets vs 0.4% on placebo]; dizziness [2.1% on MIRAPEX tablets vs 1% on placebo];
somnolence [1.6% on MIRAPEX tablets vs 0% on placebo]; extrapyramidal syndrome [1.6% on MIRAPEX tablets vs 6.4% on
placebo]; headache and confusion [1.3% and 1.0%, respectively, on Mirapex® (pramipexole dihydrochloride) tablets vs 0% on
placebo]); and gastrointestinal system (nausea [2.1% on MIRAPEX tablets vs 0.4% on placebo]).

Adverse-event Incidence in Controlled Clinical Studies in Early Parkinson’s Disease: This section lists treatment-emergent
adverse events that occurred in the double-blind, placebo-controlled studies in early Parkinson’s disease that were reported by 1%
or more of patients treated with MIRAPEX tablets and were numerically more frequent than in the placebo group. In these studies,
patients did not receive concomitant levodopa. Adverse events were usually mild or moderate in intensity.

The prescriber should be aware that 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 studies. Similarly, the
cited frequencies cannot be compared with figures obtained from other clinical investigations involving different treatments, uses,
and investigators. However, the cited figures do provide the prescribing physician with some basis for estimating the relative
contribution of drug and nondrug factors to the adverse-event incidence rate in the population studied.

Treatment-emergent adverse events are listed by body system in order of decreasing incidence for MIRAPEX tablets (N=388) vs placebo
(N=235), respectively. Body as a whole: asthenia (14% vs 12%), general edema (5% vs 3%), malaise (2% vs 1%), reaction unevaluable
(2% vs 1%), fever (1% vs 0%). Digestive system: nausea (28% vs 18%), constipation (14% vs 6%), anorexia (4% vs 2%), dysphagia
(2% vs 0%). Metabolic and nutritional system: peripheral edema (5% vs 4%), decreased weight (2% vs 0%). Nervous system:
dizziness (25% vs 24%), somnolence (22% vs 9%), insomnia (17% vs 12%), hallucinations (9% vs 3%), confusion (4% vs 1%), amnesia
(4% vs 2%), hypesthesia (3% vs 1%), dystonia (2% vs 1%), akathisia (2% vs 0%), thinking abnormalities (2% vs 0%), decreased libido
(1% vs 0%), myoclonus (1% vs 0%). Special senses: vision abnormalities (3% vs 0%). Urogenital system: impotence (2% vs 1%).
Patients may have reported multiple adverse experiences during the study or at discontinuation; thus, patients may be included in more
than one category.




Other events reported by 1% or more of patients with early Parkinson’s disease and treated with Mirapex® (pramipexole
dinydrochloride) tablets but reported equally or more frequently in the placebo group were infection, accidental injury, headache,
pain, tremor, back pain, syncope, postural hypotension, hypertonia, depression, abdominal pain, anxiety, dyspepsia, flatulence,
diarrhea, rash, ataxia, dry mouth, extrapyramidal syndrome, leg cramps, twitching, pharyngitis, sinusitis, sweating, rhinitis, urinary
tract infection, vasodilation, flu syndrome, increased saliva, tooth disease, dyspnea, increased cough, gait abnormalities, urinary
frequency, vomiting, allergic reaction, hypertension, pruritus, hypokinesia, increased creatine PK, nervousness, dream
abnormalities, chest pain, neck pain, paresthesia, tachycardia, vertigo, voice alteration, conjunctivitis, paralysis, accommodation
abnormalities, tinnitus, diplopia, and taste perversions.

In a fixed-dose study in early Parkinson’s disease, occurrence of the following events increased in frequency as the dose increased over
the range from 1.5 mg/day to 6 mg/day: postural hypotension, nausea, constipation, somnolence, and amnesia. The frequency of these
events was generally 2-fold greater than placebo for pramipexole doses greater than 3 mg/day. The incidence of somnolence with
pramipexole at a dose of 1.5 mg/day was comparable to that reported for placebo.

Advanced Parkinson’s Disease: In the four double-blind, placebo-controlled trials of patients with advanced Parkinson's
disease, the most commonly observed adverse events (>5%) that were numerically more frequent in the group treated with
MIRAPEX tablets and concomitant levodopa were postural (orthostatic) hypotension, dyskinesia, extrapyramidal syndrome,
insomnia, dizziness, hallucinations, accidental injury, dream abnormalities, confusion, constipation, asthenia, somnolence,
dystonia, gait abnormality, hypertonia, dry mouth, amnesia, and urinary frequency.

Approximately 12% of 260 patients with advanced Parkinson’s disease who received Mirapex® (pramipexole dihydrochloride) tablets and
concomitant levodopa in the double-blind, placebo-controlled trials discontinued treatment due to adverse events compared with 16% of
264 patients who received placebo and concomitant levodopa. The events most commonly causing discontinuation of treatment were
related to the nervous system (hallucinations [2.7% on MIRAPEX tablets vs 0.4% on placebo]; dyskinesia [1.9% on MIRAPEX tablets vs
0.8% on placebo]; extrapyramidal syndrome [1.5% on MIRAPEX tablets vs 4.9% on placebo]; dizziness [1.2% on MIRAPEX tablets vs
1.5% on placebo]; confusion [1.2% on MIRAPEX tablets vs 2.3% on placebo]); and cardiovascular system (postural [orthostatic]
hypotension [2.3% on MIRAPEX tablets vs 1.1% on placebo]).

Adverse-event Incidence in Controlled Clinical Studies in Advanced Parkinson’s Disease: This section lists treatment-
emergent adverse events that occurred in the double-blind, placebo-controlled studies in advanced Parkinson's disease that were
reported by 1% or more of patients treated with MIRAPEX tablets and were numerically more frequent than in the placebo group.
In these studies, MIRAPEX tablets or placebo was administered to patients who were also receiving concomitant levodopa.
Adverse events were usually mild or moderate in intensity.

The prescriber should be aware that 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 studies. Similarly,
the cited frequencies cannot be compared with figures obtained from other clinical investigations involving different treatments,
uses, and investigators. However, the cited figures do provide the prescribing physician with some basis for estimating the relative
contribution of drug and nondrug factors to the adverse-event incidence rate in the population studied.

Treatment-emergent adverse events are listed by body system in order of decreasing incidence for MIRAPEX tablets (N=260) vs
placebo (N=264), respectively. Body as a whole: accidental injury (17% vs 15%), asthenia (10% vs 8%), general edema (4% vs 3%),
chest pain (3% vs 2%), malaise (3% vs 2%). Cardiovascular system: postural hypotension (53% vs 48%). Digestive system:
constipation (10% vs 9%), dry mouth (7% vs 3%). Metabolic and nutritional system: peripheral edema (2% vs 1%), increased
creatine PK (1% vs 0%). Musculoskeletal system: arthritis (3% vs 1%), twitching (2% vs 0%), bursitis (2% vs 0%), myasthenia (1% vs
0%). Nervous system: dyskinesia (47% vs 31%), extrapyramidal syndrome (28% vs 26%), insomnia (27% vs 22%), dizziness (26% vs
25%), hallucinations (17% vs 4%), dream abnormalities (11% vs 10%), confusion (10% vs 7%), somnolence (9% vs 6%), dystonia (8%
Vs 7%), gait abnormalities (7% vs 5%), hypertonia (7% vs 6%), amnesia (6% vs 4%), akathisia (3% vs 2%), thinking abnormalities (3%
vs 2%), paranoid reaction (2% vs 0%), delusions (1% vs 0%), sleep disorders (1% vs 0%). Respiratory system: dyspnea (4% vs 3%),
rhinitis (3% vs 1%), pneumonia (2% vs 0%). Skin and appendages: skin disorders (2% vs 1%). Special senses: accommodation
abnormalities (4% vs 2%), vision abnormalities (3% Vs 1%), diplopia (1% vs 0%). Urogenital system: urinary frequency (6% Vs 3%),
urinary tract infection (4% vs 3%), urinary incontinence (2% vs 1%). Patients may have reported multiple adverse experiences during
the study or at discontinuation; thus, patients may be included in more than one category.

Other events reported by 1% or more of patients with advanced Parkinson's disease and treated with Mirapex® (pramipexole
dihydrochloride) tablets but reported equally or more frequently in the placebo group were nausea, pain, infection, headache,
depression, tremor, hypokinesia, anorexia, back pain, dyspepsia, flatulence, ataxia, flu syndrome, sinusitis, diarrhea, myalgia,
abdominal pain, anxiety, rash, paresthesia, hypertension, increased saliva, tooth disorder, apathy, hypotension, sweating,
vasodilation, vomiting, increased cough, nervousness, pruritus, hypesthesia, neck pain, syncope, arthralgia, dysphagia,
palpitations, pharyngitis, vertigo, leg cramps, conjunctivitis, and lacrimation disorders.

Restless Legs Syndrome: MIRAPEX tablets for treatment of RLS have been evaluated for safety in 889 patients, including 427
treated for over six months and 75 for over one year.

The overall safety assessment focuses on the results of three double-blind, placebo-controlled trials, in which 575 patients with
RLS were treated with MIRAPEX tablets for up to 12 weeks. The most commonly observed adverse events with MIRAPEX tablets in
the treatment of RLS (observed in >5% of pramipexole-treated patients and at a rate at least twice that observed in placebo-
treated patients) were nausea and somnolence. Occurrences of nausea and somnolence in clinical trials were generally mild and
transient.

Approximately 7% of 575 patients treated with MIRAPEX tablets during the double-blind periods of three placebo-controlled trials
discontinued treatment due to adverse events compared to 5% of 223 patients who received placebo. The adverse event most
commonly causing discontinuation of treatment was nausea (1%).

This section lists treatment-emergent events that occurred in three double-blind, placebo-controlled studies in RLS patients that
were reported by 2% or more of patients treated with MIRAPEX tablets and were numerically more frequent than in the placebo
group.

The prescriber should be aware that 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 studies. Similarly,
the cited frequencies cannot be compared with figures obtained from other clinical investigations involving different treatments,
uses, and investigators. However, the cited figures do provide the prescribing physician with some basis for estimating the relative
contribution of drug and nondrug factors to the adverse-event incidence rate in the population studied.

Treatment-emergent adverse events are hsted by body system in order of decreasing incidence for MIRAPEX tablets (N=575) vs
placebo (N=223), r nausea (16% vs 5%), constipation (4% vs 1%), diarrhea (3% vs 1%),
dry mouth (3% vs 1%) General disorders and administration site conditions: fatigue (9% vs 7%). Infections and
infestations: influenza (3% vs 1%). Nervous system disorders: headache (16% vs 15%), somnolence (6% vs 3%). Patients
may have reported multiple adverse experiences during the study or at discontinuation; thus, patients may be included in more
than one category.

This section summarizes data for adverse events that appeared to be dose related in the 12-week fixed dose study. Dose related
adverse events in a 12-week, double-blind, placebo-controlled, fixed dose study in Restless Legs Syndrome (occurring in 5% or
more of all patients in the treatment phase) are listed by body system |n order of decreasmg mmdence for MIRAPEX (0.25 mg
[N=88]; 0.5 mg [N=80]; 0.75 mg [N=90]) vs placebo (n=86), nausea (11%; 19%;
27% vs 5%), diarrhea (3%; 1%; 7% vs 0%), dyspepsia (3%; 1%; 4% vs 7%). Infections and infestations: influenza (1%; 4%;
7% vs 1%). General disorders and administration site conditions: fatigue (3%; 5%; 7% vs 5%). Psychlatnc dlsarders

irritable bowel syndrome, esophageal spasm, esophageal stenosis, esophagitis, pancreatitis, periodontitis, rectal hemorrhage, reflux
esophagitis, tongue edema, tongue ulceration, toothache, umbilical hernia. General disorders: chest discomfort, chills, death, drug
withdrawal syndrome, face edema, feeling cold, feeling hot, feeling jittery, gait disturbance, impaired healing, influenza-like illness,
irritability, localized edema, edema, pitting edema, thirst. Hepatobiliary disorders: biliary colic, cholecystitis, cholecystitis chronic,
cholelithiasis. /mmune system disorders: drug Infections and i jons: abscess, acute tonsillitis, appendicitis,
bronchiolitis, bronchitis, bronchopneumonia, cellulitis, cystitis, dental caries, diverticulitis, ear infection, eye infection, folliculitis, fungal
infection, furuncle, gangrene, gastroenteritis, gingival infection, herpes simplex, herpes zoster, hordeolum, intervertebral discitis,
laryngitis, lobar pneumonia, nail infection, onychomycosis, oral candidiasis, orchitis, osteomyelitis, otitis externa, ofitis media,
paronychia, pyelonephritis, pyoderma, sepsis, skin infection, tonsilitis, tooth abscess, tooth infection, upper respiratory tract infection,
urethritis, vaginal candidiasis, vaginal infection, viral infection, wound infection. /njury, poisoning and procedural complications:
accidental falls, drug toxicity epicondylitis, road traffic accident, sunburn, tendon rupture. Metabolism and nutrition disorders:
cachexia, decreased appetite, dehydration, diabetes mellitus, fluid retention, gout, hypercholesterolemia, hyperglycemia,
hyperlipidemia, hyperuricemia, hypocalcemia, hypoglycemia, hypokalemia, hyponatremia, hypovitaminosis, increased appetite,
metabolic alkalosis. Musculoskeletal and connective tissue disorders: bone pain, fascittis, flank pain, intervertebral disc disorder,
intervertebral disc protrusion, joint effusion, joint stiffness, joint swelling, monarthritis, muscle rigidity, muscle spasms, musculoskeletal
stiffness, myopathy, myositis, nuchal rigidity, osteoarthritis, osteonecrosis, osteoporosis, polymyalgia, rheumatoid arthritis, shoulder
pain, spinal osteoarthritis, tendonitis, tenosynovitis. / benign, i and : abdominal neoplasm

adenocarcinoma, adenoma benign, basal cell carcinoma, bladder cancer, breast cancer, breast neoplasm, chronic lymphocytic
leukemia, colon cancer, colorectal cancer, endometrial cancer, gallbladder cancer, gastric cancer, gastrointestinal neoplasm,
hemangioma, hepatic neoplasm, hepatic neoplasm malignant, lip and/or oral cavity cancer, lung neoplasm malignant, lung cancer
metastatic, lymphoma, malignant melanoma, melanocytic naevus, metastases to lung, multiple myeloma, oral neoplasm benign,
neoplasm, neoplasm malignant, neoplasm prostate, neoplasm skin, neuroma, ovarian cancer, prostate cancer, prostatic adenoma,
pseudo lymphoma, renal neoplasm, skin cancer, skin papilloma, squamous cell carcinoma, thyroid neoplasm, uterine leiomyoma.
Nervous system diisorders: ageusia, akinesia, anticholinergic syndrome, aphasia, balance disorder, brain edema, carotid artery
occlusion, carpal tunnel syndrome, cerebral artery embolism, cerebral hemorrhage, cerebral infarction, cerebral ischemia, chorea,
cognitive disorder, coma, convulsion, coordination abnormal, dementia, depressed level of consciousness, disturbance in attention,
dizziness postural, dysarthria, dysgraphia, facial palsy, grand mal convulsion, hemiplegia, hyperaesthesia, hyperkinesia, hyperrefiexia,
hyporeflexia, hypotonia, lethargy, loss of consciousness, memory impairment, migraine, muscle contractions involuntary, narcolepsy,
neuralgia, neuropathy, nystagmus, parosmia, psychomotor hyperactivity, sciatica, sedation, sensory disturbance, sleep phase rhythm
disturbance, sleep talking, stupor, syncope vasovagal, tension headache. Psychiatric disorders: affect lability, aggression, agitation,
bradyphrenia, bruxism, sicide, delirium, delusional disorder persecutory type, disorientation, dissociation, emotional distress, euphoric
mood, hallucination auditory, hallucination visual, initial insomnia, libido increased, mania, middle insomnia, mood altered, nightmare,
obsessive thoughts, obsessive-compulsive disorder, panic reaction, parasomnia, personality disorder, psychotic disorder, restlessness,
sleep walking, suicidal ideation. Renal and urinary disorders: chromaturia, dysuria, glycosuria, hematuria, urgency, nephrolithiasis,
neurogenic bladder, nocturia, oliguria, pollakiuria, proteinuria, renal artery stenosis, renal colic, renal cyst, renal failure, renal
impairment, urinary retention. Reproductive system and breast disorders: amenorrhea, breast pain, dysmenorrhea, epididymitis,
gynaecomastia, menopausal symptoms, menorrhagia, metrorrhagia, ovarian cyst, priapism, prostatitis, sexual dysfunction, uterine
hemorrhage, vaginal discharge, vaginal hemorrhage. Respiratory, thoracic and mediastinal disorders: apnea, aspiration, asthma,
choking, chronic obstructive pulmonary disease, dry throat, dysphonia, dyspnea exertional, epistaxis, haemoptysis, hiccups,
hyperventilation, increased bronchial secretion, laryngospasm, nasal dryness, nasal polyps, obstructive airways disorder,
pharyngolaryngeal pain, pleurisy, pneumonia aspiration, pneumothorax, postnasal drip, productive cough, pulmonary embolism,
pulmonary edema, respiratory alkalosis, respiratory distress, respiratory failure, respiratory tract congestion, rhinitis allergic,
rhinorrhea, sinus congestion, sleep apnoea syndrome, sneezing, snoring, tachypnea, wheezing. Skin and subcutaneous tissue
disorders: acne, alopecia, cold sweat, dermal cyst, dermatitis, dermatitis bullous, dermatitis contact, dry skin, ecchymosis, eczema,
erythema, hyperkeratosis, livedo reticularis, night sweats, periorbital edema, petechiae, photosensitivity allergic reaction, psoriasis,
purpura, rash erythematous, rash maculo-papular, rash papular, rosacea, seborrhea, seborrheic dermatitis, skin burning sensation,
skin discoloration, skin exfoliation, skin hyperpigmentation, skin hypertrophy, skin irritation, skin nodule, skin odor abnormal, skin ulcer,
urticaria. Vascular disorders: aneurysm, angiopathy, arteriosclerosis, circulatory collapse, deep vein thrombosis, embolism, hematoma,
hot flush, hypertensive crisis, lymphoedema, pallor, phiebitis, Raynaud's phenomenon, shock, thrombophlebitis, thrombosis, varicose
vein.

Falling Asleep During Activities of Daily Living: Patients treated with Mirapex® (pramipexole dihydrochloride) tablets have
reported falling asleep while engaged in activities of daily living, including operation of a motor vehicle which sometimes resulted
in accidents (see bolded WARNING).

Post-Marketing Experience: In addition to the adverse events reported during clinical trials, the following adverse reactions
have been identified during post-approval use of MIRAPEX tablets, primarily in Parkinson’s disease patients. Because these
reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency
or establish a causal relationship to drug exposure. Decisions to include these reactions in labeling are typically based on one or
more of the following factors: (1) seriousness of the reaction, (2) frequency of reporting, or (3) strength of causal connection to
pramipexole tablets. Similar types of events were grouped into a smaller number of standardized categories using the MedDRA
dictionary: abnormal behavior, abnormal dreams, accidents (including fall), blackouts, fatigue, hallucinations (all kinds),
headache, hypotension (including postural hypotension), increased eating (including binge eating, compulsive eating, and
hyperphagia), libido disorders (including increased and decreased libido, and hypersexuality), pathological gambling, syncope,
and weight increase.

DRUG ABUSE AND DEPENDENCE

Pramipexole is not a controlled substance. Pramipexole has not been systematically studied in animals or humans for its potential
for abuse, tolerance, or physical dependence. However, in a rat model on cocaine self-administration, pramipexole had little or no
effect.

OVERDOSAGE

There is no clinical experience with massive overdosage. One patient, with a 10-year history of schizophrenia, took
11 mg/day of pramipexole for 2 days in a clinical trial to evaluate the effect of pramipexole in schizophrenic patients. No adverse
events were reported related to the increased dose. Blood pressure remained stable although pulse rate increased to between 100
and 120 beats/minute. The patient withdrew from the study at the end of week 2 due to lack of efficacy.

There is no known antidote for overdosage of a dopamine agonist. If signs of central nervous system stimulation are present, a
phenothiazine or other butyrophenone neuroleptic agent may be indicated; the efficacy of such drugs in reversing the effects of
overdosage has not been assessed. Management of overdose may require general supportive measures along with gastric lavage,
intravenous fluids, and electrocardiogram monitoring.

ANIMAL TOXICOLOGY

Retinal Pathology in Albino Rats: Pathologic changes (degeneration and loss of photoreceptor cells) were observed in the retina
of albino rats in the 2-year carcinogenicity study with pramipexole. These findings were first observed during week 76 and were
dose dependent in animals receiving 2 or 8 mg/kg/day (plasma AUCs equal to 2.5 and 12.5 times the AUC in humans that
received 1.5 mg TID). In a similar study of pigmented rats with 2 years’ exposure to pramipexole at 2 or 8 mg/kg/day, retinal
degeneration was not diagnosed. Animals given drug had thinning in the outer nuclear layer of the retina that was only slightly
greater than that seen in control rats utilizing morphometry.

insomnia (9%; 9%; 13% vs 9%), abnormal dreams (2%; 1%; 8% vs 2%). Respiratory, thoracic and
nasal congestion (0%; 3%; 6% vs 1%). and ive tissue di > pain in extremity (3%; 3%; 7% vs
1%).

Other events reported by 2% or more of RLS patients treated with Mirapex® (pramipexole dihydrochloride) tablets but equally or more
frequently in the placebo group, were: vomiting, nasopharyngitis, back pain, pain in extremity, dizziness, and insomnia.

General

Adverse Events; Relationship to Age, Gender, and Race: Among the treatment-emergent adverse events in patients treated with
MIRAPEX tablets, hallucination appeared to exhibit a positive relationship to age in patients with Parkinson’s disease. Although no
gender-related differences were observed in Parkinson'’s disease patients, nausea and fatigue, both generally transient, were more
frequently reported by female than male RLS patients. Less than 4% of patients enrolled were non-Caucasian, therefore, an evaluation
of adverse events related to race is not possible.

Other Adverse Events Observed During Phase 2 and 3 Clinical Trials: MIRAPEX tablets have been administered to 1620
Parkinson's disease patients and to 889 RLS patients in Phase 2 and 3 clinical trials. During these trials, all adverse events were
recorded by the clinical investigators using terminology of their own choosing; similar types of events were grouped into a smaller
number of standardized categories using MedDRA dictionary terminology. These categories are used in the listing below. Adverse
events which are not listed above but occurred on at least two occasions (one occasion if the event was serious) in the 2509
individuals exposed to MIRAPEX tablets are listed below. The reported events below are included without regard to determination
of a causal relationship to MIRAPEX tablets.

Blood and lymphatic system disorders: anemia, iron deficiency anemia, leukocytosis, leukopenia, lymphadenitis, lymphadenopathy,
thrombocythaemia, thrombocytopenia. Cardiac disorders: angina pectoris, arrhythmia supraventricular, atrial fibrillation, atrioventricular
block first degree, atrioventricular block second degree, bradycardia, bundle branch block, cardiac arrest, cardiac failure, cardiac
failure congestive, cardiomegaly, coronary artery occlusion, cyanosis, extrasystoles, left ventricular failure, myocardial infarction, nodal
arrhythmia, sinus arrhythmia, sinus bradycardia, sinus tachycardia, supraventricular extrasystoles, supraventricular tachycardia,
tachycardia, ventricular fibrillation, ventricular extrasystoles, ventricular hypertrophy. Congenital, familial and genetic disorders: atrial
septal defect, congenital foot malformation, spine malformation. Ear and labyrinth disorders: deafness, ear pain, hearing impaired,
hypoacusis, motion sickness, vestibular ataxia. Endocrine disorders: goiter, hyperthyroidism, hypothyroidism. Eye disorders: amaurosis
fugax, blepharitis, blepharospasm, cataract, dacryostenosis acquired, dry eye, eye hemorrhage, eye irritation, eye pain, eyelid edema,
eyelid ptosis, glaucoma, keratitis, macular degeneration, myopia, photophobia, retinal detachment, retinal vascular disorder, scotoma,
vision blurred, visual acuity reduced, vitreous floaters. Gastrointestinal disorders: abdominal discomfort, abdominal distension,
aphthous stomatitis, ascites, cheilitis, colitis, colitis ulcerative, duodenal ulcer, duodenal ulcer hemorrhage, enteritis, eructation, fecal
incontinence, gastric ulcer, gastric ulcer hemorrhage, gastritis, gastrointestinal hemorrhage, gastroesophageal reflux disease,
gingivitis, haematemesis, haematochezia, hemorrhoids, hiatus hernia, hyperchlorhydria, ileus, inguinal hernia, intestinal obstruction,

studies demonstrated that pramipexole reduced the rate of disk shedding from the photoreceptor rod cells of the
retina in albino rats, which was associated with enhanced sensitivity to the damaging effects of light. In a comparative study,
degeneration and loss of photoreceptor cells occurred in albino rats after 13 weeks of treatment with 25 mg/kg/day of
pramipexole (54 times the highest clinical dose on a mg/m? basis) and constant light (100 lux) but not in pigmented rats exposed
to the same dose and higher light intensities (500 lux). Thus, the retina of albino rats is considered to be uniquely sensitive to the
damaging effects of pramipexole and light. Similar changes in the retina did not occur in a 2-year carcinogenicity study in albino
mice treated with 0.3, 2, or 10 mg/kg/day (0.3, 2.2 and 11 times the highest clinical dose on a mg/m? basis). Evaluation of the
retinas of monkeys given 0.1, 0.5, or 2.0 mg/kg/day of pramipexole (0.4, 2.2, and 8.6 times the highest clinical dose on a mg/m?*
basis) for 12 months and minipigs given 0.3, 1, or 5 mg/kg/day of pramipexole for 13 weeks also detected no changes.

The potential significance of this effect in humans has not been established, but cannot be disregarded because disruption of a
mechanism that is universally present in vertebrates (i.e., disk shedding) may be involved.

Fibro-osseous Proliferative Lesions in Mice: An increased incidence of fibro-osseous proliferative lesions occurred in the
femurs of female mice treated for 2 years with 0.3, 2.0, or 10 mg/kg/day (0.3, 2.2, and 11 times the highest clinical dose on a
mg/m? basis). Lesions occurred at a lower rate in control animals. Similar lesions were not observed in male mice or rats and
monkeys of either sex that were treated chronically with pramipexole. The significance of this lesion to humans is not known.
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IN SCHIZOPHRENIA

Treat With the Body in Mind

CHOOSE COMPARABLE POWER. ..

Consistent results in acite head-to-head studies'?
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u BPRS core items include hallucinatory behavior, unusual
thought content, conceplual disorganization, and suspiciousness

s Comparable efficacy was maintained in double-blind
extension studies
—up bo 1 year vs risperidone!
—up to 6 months ve olanzapine’

GEODON s indicated for the treatment of acute manic or mixed
episodes associated with bipolar disarder and for the treatment
of schizophrenia,

Elderly patients with dementia-related E;cychms treated with
atypical antipsychatic 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 OTg interval than several antipsychotics. In some drugs,

AT prolongation has been associated with torsade de pointes,

a potentially fatal archythmia. In many cases this would lead

to the conclusion that other dougs should be tried first,

As with all antipsychotic medications, a rare and potentially
fatal condition known as neuroleplic malignant syndroma (NMS)
has been re with GEODON, NMS can cause hyperpyraxia,
i Ity'. diaphoresis, tachycardia, rregular pulse or
ridiac dysrhythmia, and altered mental status,
,lppm,r immediate discontinuation,

. WITHOUT COMPROMISING METABOLIC PARAMETERS
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® In the GEODON vs olanzapine study, alanzapine significantly
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u In the GEODON vs risperidone study, risperidane increased
body weight (2 Ib vs O Ib for GEODON, P<0.01)-
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GEODON

\Ziprasidone HCI| Oral Capsules

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

Hyperglycemia-related adverse events, sometimes sericus, have
been reported in patients treated with atypical antipsychotics.
There have been faw reports of hyperglycemia or diabetes in
patients freated with GEODON, and it is not known if GEODON

is associated with these events. Patients treated with an atypical
antipsychotic should be monitored for symptoms of hyperglycemia.
Precautions include the risk of rash, orthostatic hypotension,
and seizures.

The most common adverse events associated with GEODON

in bipolar mania were somnolence, extrapyramidal symploms,
dizziness, akathisia, and abnormal vision,

In short-term schizophrenia trials, the most commonly observed
adverse events associated with GEODON at an incidence of
=5% and at least twice the rate of placebo were somnolence
and respiratory tract infection,

In shori-term schk:q:hrania clinical trials, 10% of GEODOMN-
treated patients experi awﬂmmwzﬂe of body

Please see brief summary of prescribing information, including boxed warning, on adjacent page,
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A’ (olanzapine)?

\D

You wrote “ZYPREXA."
Will your patient leave the pharmacy with something else?

With over 4,000 drugs on the market and more than 8 million prescriptions filled every day,
medication errors can and do occur. For example, ZYPREXA and Zyrtec” (cetirizine HCI)
have been mistaken, one for the other, in the past.

To help avoid such medication errors, the Institute for Safe Medication Practices
(ISMP) recommends that physicians:

- Print the medication’s brand name and generic name on all prescriptions.

* Include dosage form, strength, and full instructions.

* Pronounce the name for the patient or caregiver, and have them say it back to you.
* Remind the patient to check for anything unusual (eg, capsules instead of the usual

tablets) before they leave the pharmacy.

Please take special care when prescribing any medication.
Millions of patients and their families are counting on you.

OL33361 PRINTED IN USA. 3000103575 ©2005, ELI LILLY AND COMPANY. ALL RIGHTS RESERVED.
ZYPREXA is a registered trademark of Eli Lilly and Company.
Zyrtec is a registered trademark of UCB, Societe Anonyme.

Lz,

Answers That Matter.






ABILIFY is indicated for the treatment of acute manic and mixed episodes associated
with Bipolar I Disorder.

Elderly patients with dementia-related psychosis treated with atypical antipsychotic drugs are at
an increased risk (1.6 to 1.7 umes) of death cnmpm‘ed to I}IIHEEbI‘J (4.5% vs 2.6%, respectively).
ABILIFY is not approved for the treatment of patients with dementia-related psychosis.

HELP ILLUMINATE




The Person Within.

Ih’

Meet Jason, age 31. He is a patient
with Bipolar I Disorder, but he is also

ﬁ ""‘ L a car enthusiast, brother, and friend.

He's so much more than his illness.

Do you have someone like Jason in
your practice?

ABILIFY significantly reduced manic
symptoms, as measured by Y-MRS*
Total Score, at primary endpoint
(Day 21) in a 3-week, double-blind,
placebo-controlled trial in patients
with Bipolar I Disorder.’

In a 26-week Bipolar [ Disorder
maintenance trial, the mean

change in weight was 0.5 kg for
ABILIFY-treated patients compared

to -1.7 kg for placebo-treated patients.

Some patients experienced significant
weight gain. The percentage of patients
meeting the weight gain criterion of
=7% of baseline body weight was

13% for ABILIFY, 0% for placebo.’

*Young Mania Rating Scale.

2, =
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Please see IMPORTANT SAFETY
INFORMATION, including Boxed
WARNING, on following page.

ABILIFY

aripiprazole
T H E P E R S u N w l T H l N fﬁ(ﬁiﬂSﬂl‘lIf?ﬂﬂ'gEIﬂLUTlUNIm[-‘...f'zl



IMPORTANT SAFETY INFORMATION for ABILIFY

Elderly patients with dementia-related psychosis wreated with
atypical antipsychotic drugs are at an increased rish (1.6 10 1.7
times) of death l:DmP:IIT{I o placebo (4.5% vs 2.6%, respecively).
ABILIFY is not approved for the treatment of patients with
dementia-related psychosis (see Boxed WARNING).

B Neuroleptic malignant syndrome (NMS)-As with all
antipsychotic medications, a rare and potentially Gl conditon
known as NMS has been repored with ABILTFY. NMS can
cause hyperpyrexia, muscle igidity, diaphoresis, mchycandia,
irmegular pulse or blood pressure, candiie dysehydhmia, and
altered mental statns. 1F signs and symproms appear, immediace
discontinuation is recommended

B Tardive dyskinesia (TD)-The risk of developing T and
the potential for it to become irreversible may increase as the
duration of trearment and the weal cumulirive dose increase,
Prescribing should be consistent with the need 1o minimize
T IF signs and symproms appear. discontinuation should be
considered since TD may remir, parially or completely

B Cercbrovascular adverse events (eg, strake, transient lschemic
attack), including fatalities, have been reporved at an increased
incidence in climical wrials of elderly paticnss with dementia-relar-
ed paychosis ereated with ABILIFY

B Hyperglycemia and diabetes mellitus-Hyperglycemia, in some

cases associated with ketoacidosis, coma, or death, has been
reported in patients weated with arypical antipsychotics including
ABILIFY. Patients with diabetes should be monitored for
worsening ol glucese control; those with risk factors for diaberes
should undergo baseline and periodic fasting blood glucose
westing. Patients who develop symproms of hyperglycemia

should also undergo fasting blood glucose wsting. There have
been few reports of hyperglycemia with ABILIFY

Trearment-cmergent adverse events reported with;
ABILIFY Oval
In short-term rials of patients with schizophrenia fup w
6 weeks) or bipolar disorder {up to 3 weeks), the following
were reported at an incidence =10% and grearer than placebo,
respectively: headache (30% vs 25%), anxiery (20% vs 17%],
sz {1990 vs 14%), nasea (16% vs 12%),
vomiting (12% vs 6%), dizziness (11% vs 8%),
constipation (119 vs 7%), d].'.'.lwpsi;l {10% vs 8%), and
akanhisia (10% vs 4%),

ABILIFY Injection
Iny short-term (24 hour) erials, the following were repored
at an incidence 25% and greater than placcho, respectively;
headache (12% vs 7)., nansea (9% vs 3%),

dizriness (8% vs 5%), and somnolence (7% vi 4%).

ABILIFY for Bipolar I Disorder:

= Rapid control of agitation*
% Early' and sustained symprom control
7 Low incidence of somnolence/sedation’

¥ Low mean weight change in clinical trials

— In a 26-week Bipolar | Disorder maintenance trial, the mean change in weight was 0.5 kg
for ABILIFY-treated parients compared to -1.7 kg for placebo-treated patients.

Some patients experienced significant weight gain. The percentage of patients meeting the
weight gain criterion of 27% of baseline body weight was 13% for ABILIFY, 0% for placebo.!

“With ABILIFY Injection ar primary endpoint (2 hours). ABILIFY Injection is indicated for

the treatment ullngil;uinn associated with I!ni.im|:'|r I Disorder.

'As early as Day 4 dhrough study endpoint (Day 21).
SABILIFY 14%, placeba 7%,

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

Like other antipsychotics, ABILIFY may have the potential o
impair judgment, thinking, or motor skills. Patients should
not drive or operate hazardous machinery undil they are certain

ABILIFY does not affect them adversely.

ABILIFY
(aripiprazole)

TABLETS and ORAL SOLUTION 1Lmg/mL

HELP ILLUMINATE THE PERSON WITHIN

Please see BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION,

including Boxed WARNING, on adjacent pages.

References: 1. Sachs G, Sancher B Marcus 1 ovab, Aripipracole in the eatments of aome manic or mised episodes in paricnts with Ilipnlar | disorder: a Fweck
placebo-contralled sudy, f Pryvlaplarsnil 2006:20:530-546. 2 Kock PE Jr, Calabrese JR, McQuade RD, et al, for the Aripiprazole Siudy Group. A
randomined, dowble-blind, plscbo-contmllad 26-week rial of aripiprazole in recently manic patienes whth bipolar | disonder. / Clin Pyebiorme 2006:67:626-637,
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ABILIFY*® (aripiprazole) TABLETS A only
ABILIFY* (aripiprazole) ORAL SOLUTION

ABILIFY® DISGMELT" (aripiprazole) Orally Disintegrating Tablets

ABILIFY® (aripiprazole) INJECTION FOR INTRAMUSCULAR USE ONLY

BRIEF SUMMARY: PLEASE CONSULT PACKAGE INSERT FOR COMPLETE
PRESCRIBING INFORMATION.

INCREASED IMORTALITY IN ELDEALY PATIENTS WITH DEMERTIA- RELATED PSYCHISS
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2008 Annual Meeting

American Psychiatric Association

Join colleagues
from across the U.S.
s and 50 other countries for

the psychiatry event of the year

* The newest science and up-to-date
practice information

* NIMH and special interest tracks
* Up to 66 hours of CME

American Psychiatric Association . Networking, social activities, and fun
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In patients with social anxiety disorder (SAD)
and a comorbid psychiatric disorder...

In a study, SAD preceded
the disorder in more than
75% of cases®

Facts about SAD
® One of the most common anxiety disorders!

o Affects approximately 15 million American
adults—about the same amount affected
by major depressive disorder!

e A lifetime prevalence of over 13%*

® Frequently not identified®

SAD patients have an increased
risk of developing::

® Obsessive compulsive disorder
® Major depressive disorder
e Panic disorder

® Drug and alcohol dependency

References: 1. Kessler RC, Chiu WT, Demler O, Walters EE. Prevalence, severity, and comorbidity

of 12-month DSM-IV disorders in the National Comorbidity Survey Replication. Arch Gen Psychiatry.
2005;62:617-627. 2. National Institute of Mental Health. The Numbers Count: Mental Disorders In
America. http://www.nimh.nih.gov/publicat/numbers.cfm#MajorDepressive. Accessed August 30,
2007. 3. Schneier FR, Johnson J, Hornig CD, Liebowitz MR, Weissman MM. Social phobia: comorbidity
and morbidity in an epidemiologic sample. Arch Gen Psychiatry. 1992;49:282-288. 4. Magee WJ,
Eaton WW, Wittchen H-U, McGonagle KA, Kessler RC. Agoraphobia, simple phobia, and social
phobia in the National Comorbidity Survey. Arch Gen Psychiatry. 1996;53:159-168. 5. Connor KM,
Kobak KA, Churchill LE, Katzelnick D, Davidson JRT. Mini-Spin: a brief screening assessment for
generalized social anxiety disorder. Depress Anxiety. 2001;14:137-140. 6. Abramowitz JS, Storch EA,
Keeley M, Cordell E. Obsessive-compulsive disorder with comorbid major depression: what is the role
of cognitive factors2 Behav Res Ther. In press. 7. Obsessive-Compulsive Disorder. In: Sadock BJ, Sadock
VA, eds. Synopsis of Psychiatry. 9th ed. Philadelphia, PA: Lippincott Williams & Wilkins; 2003:616-623.
8. Obsessive-Compulsive Disorder. In: Hales RE, Yudofsky SC, Talbott JA, eds. Textbook of Psychiatry.
3rd ed. Washington, DC: American Psychiatric Press, Inc. 1999:600-610. 9. American Psychiatric
Association. Practice guideline for the treatment of patients with obsessive-compulsive disorder.
http://www.psych.org/psych_pract/treatg/pg/prac_guide.cfm. Accessed August 21, 2007.




In patients with obsessive compulsive disorder (0CD)
and comorbid depression...

OCD preceded the disorder,
suggesting that mood disturbances
may occur as a response to the
functional impairment of OCD*

Facts about OCD
o Affects about 2.2 million American adults’

® 67 % of patients will have an associated lifetime
diagnosis of major depressive disorder’

® Can be misdiagnosed as depression, psychosis,
phobias, or personality disorder®

OCD symptoms can be accompanied by’:
e Eating disorders

e Other anxiety disorders

® Major depressive disorder

® Alcohol or drug abuse

Early recognition and treatment
of anxiety disorders are an important
part of successful therapy

Jazz Pharmaceuticals

Innovation that performs

©2007 Jazz Pharmaceuticals, Inc. Printed in U.S.A. NB-AA-O1 Rev 0907
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Representative patient ponrsy A

e

Meet Matthew, age 12, who has ADHD
Combined Type with comorbid 0DD*

* Doesn't hinish tests or schoolwork

* Forgets to do homewaork and chores
* Argues with teachers and parents

*000=Oppasitional Dafiant Disorder; CO=Conduct Disordar

For more information, call 1-888-440-7903
or visit www.concerta.net

ONCE-DAILY

(i1

methylphenidate HCI G
* Etoradech e tadhens 18 g, 27 . 36 v 54 o

Delivering results that matter

For the treatment of attention delicit hyperactivity disorder (ADHD)

CONCERTA’ CAN
MAKE A DIFFERENCE

Consider CONCERTA® to give
Matthew the help he needs

» Reduces ADHD symptoms in children with ADHD
and 0DD/CD* as well as in patients with ADHD alone’

* |mproves academic performance and classroom
behavior in children with ADHD®

« Significantly reduces ADHD symptoms and conflict
with family members in adolescents with ADHD?

Important Safety Information

CONCERTA® is indicated for the treatment of ADHD in children and adolescents,
CONCERTA" should not be taken by patients with: significant anxiety, tension,
or agitation; allergies to methylphenidate or other ingredients in CONCERTA”,
glaucoma; Tourette’s syndrome, tics, or family history of Tourette’s syndrome;
current/recent use of monoamine oxidase inhibitors (MADOIs). Children under
B vears of age should not take CONCERTA®. Abuse of methylphenidate may lead
to dependence,

Use with caution in patients with psychosis, bipolar disorder, history of seizures/
EEG abnormalities, and hypertension. CONCERTA" should not be usedin patients
with pre-existing severe gastrointestinal narrowing, known structural cardiac
abnormalities, or other serious heart problems. Stimulants may cause new
psychotic or manic symptoms; discontinuation of treatment may be appropriate.
Aggressive behavior or hostility should be monitored in patients beginning
treatment. Methylphenidate may produce difficulties with accommodation and
blurring of vision. Hematologic monitoring is advised during prolonged therapy.

The most common adverse events reported in children aged 6 to 12 years
receiving up to 54 mg were headache (14%), upper respiratory tract infection
(8%, and abdominal pain (7%). The most common adverse events reported in
adolescents receiving up to 72 mg were headache (9%), accidental injury (6%), and
insomnia (5%],

Please see bnef summary of full prescribing information and references on next page.

CONOT-034

CONCERTA® and ORGS™ aru reglatered tredemaris of ALZA Cerparation
McMeil Pediotrics, Drvivion of MeNeil-PRC, Ine., 2007
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- SCHIZOPHRENIA

He Needs Powerful Efficacy for His Mind
But What Will It Do to His Body?




IN'THE TREATMENT OF SCHIZOPHRENIA

Powerful Efficacy for the Mind
» Every dose proven to effectively control

symptoms in every acute pivotal trial (6 weeks)'

= Demonstrated efficacy over the longer term by
delaying time to relapse’

» The first antipsychotic to measure efficacy
by improvements in personal and social
performance’

EXPERIENCE -THE

Proven Safety and Tolerability for the Body

« Weight gain comparable with placebo in 6-week
clinical trials

« EPS rates comparable with placebo in 6-week
trials with the recommended 6-mg dose*

« Adverse event type and severity in a
longer-term trial were similar to those
seen in 6-week pivotal trials

Total EPS-related adverse events at the 9mg and 12-mg doses wera
25% and 26%, respectively, versus 11% for placebo,

[ Janssen.

fanssen, LP 2007 August 2007 01457



TIME TO RELAPSE?
(RAPLAN-MEIER FLOT OF TIME)

w Placeba in=101}
= INVECA im=1D4)

Fram Kramer et al

Results fram a placebo-contralled stody that mcluded a (4oseek unqin and stabilization
phase, duriing which patlents recebvod INVEGA (3 g to 15 mgd once dafly unl

they were deemnd siable, followed by a double-blind phase in which patients worme
mdbntained on a stalde dose of INVEGS o gpven placebd for wge o 1) montha, The
mvierage dose of INVECA was 108 ma {average 24 weeks), The triph was ended at

a predetermined interim artby sy due o occurrence of @ sl numbes af relapaes

Betweeen the 2 groups imean duration of theragy with INVEGA and placebo was
F4 days and 50 days, respectneelyl

BENEFITS OF INVECGA

WEIGHT CHANGE FROM BASELINE WITH INVEGA'-*

Jang and G-mig doses

Gmg dose

1 24maq dose
. Placebo

Pang on e’ and adapied rom Kramer @r al

Peicladd resulis frgoy three G-week povotal trigls

The proportion of patients gaining =7% of body welght with INVEGA was %
{3 myg), 6% (6 mgl, 9% (9 mgl, and 5% (12 mg) versus 3% (placebo) in Gweek
trials, and 20% (average 108 mg) versus 12% (placebo) in a longer-term,
Mexible dose trial,

Resiili s Traoana longeeterm brial ol up o | months aeerage 248 weeks thiat inglifes
A Dlosmeak cuncin and subilization phased, The averade dose ol INVEGA was 10,6 mig

~ INVEGA

Please see Important Safety Information, including Boxed Y PALI PE RI DDNE

Warning, on adjacent page. _‘i .
Please see accompanying brief summary of full Prescribing Extended-Release Tablets
STRENGTH FOR THE WHOLE PERSON

Information for INVEGA,.



INVEGA™

[patiparidone)
Estended-Release Tablets

BEFORE PRESCRIBING, PLEASE CONSULT COMPLETE PRESCRIBING INFORMATION OF
WHICH THE FOLLOWING IS A BRIEF SUMMARY

Fee oy

Increased Mortality in Elderly Patients with Dementia-Related Psychasis

Eldetly patients with dementia-related psychosis treated with alyplcal antipsychotic
drugs are o an increased risk of death compared fo placeba. of 17 placebo-
conirolled trials (modal duration of 10 woeks) in these subjects revealed a risk of doath
In the drug-treated subjects of belween 1.6 o 1.7 times thal seen in placebo-reated
subjects. the course of a typlcal 10-week contralled trial, the rate of death in
treated subjocts was aboul 4.5%, compared 1o a rale of about 2.6% in the placebo
group. Alhough the causes of death were varied, most of the deaths appeared to ba
eilher {e.q., heart fadlure, sudden death) or infectious pnewmonka) in

trentment ol palients dementia-relaled

cardigvascular leg.,
nalure. INVEGA™ [p:lﬂlrllﬂnnu Extended-Refease Tablels is not approved for the
psychosls,

[HDICATIONS AND WSAGE: INVEGA™ (paliparidane) Exfanded-Raleass Tibleds is indicated far
Ihe acute and mainlenance treatment of schizaphrania.
CONTRAINDICATIONS: INVEGA™ | idang) is contraindicated in pationts with & known
hypersensiiivity to paliperidane. risperidone, of 1o any components in tha IN " formuilation
WARNINGS: Increased Mortality in Elderly Patients with Dementia-Reloled Psychosis -
Eldesly patienls with demeniia-related psychosis irealed with | antipsyehotic dugs
are al an ncreased risk of death compared o IRVEGA ricone) Extendad-
Ruleass Tablets is not approved for the treatment of dementia-related psychosis (ses
Boxed Warning). QT Prolongation: Palipenidone causes a modest increase in (he corrected OT
{CTe) infarval, | patporidone should ba avoadad in combination with othor diugs that are
known 10 prolong OTe including Class 1A {e.0., quiniding. procainamide) or Class il (e.q,
amicdarone, anliardwythmec medicalicns, madeabions (., chios \
mmﬂ‘-ium (e.g.. gatifloxacin, moxifiaxacin, or any other class of known
g_lptm OFe interval. Palipevidane should alsa be avalded in patients wilh conganital long
syndrome and in pasents mmamdm meﬁ
increase the risk of the occurrence of i peindos suddan daath in associalion
the use of drugs that the QTe interval, inc il nnm;‘qm typokalemin o
hypomagnesamia; {3) concomitant use of olher drugs proleng the OTc interval; and (4)
Fﬂuﬂﬂmurwﬂﬂupmmm af the O interval. The al‘-ecuul'm:mm on the QT
ntgrval were evaliated in & double-biind, acte-conbrolled (moxificxacin 400 mg singln dogaj,
multicenter OT study in aduits with schizophrania and schizoaMective disordes, and in hroe
placebo- and acive-conirolled B-waelk, fi eflicacy bials in adulls willy schizophnenia. |n
ihe OF sty {n = 141), 1he B mg dase of immediate-refease oral palipedidons (n=44) showed &
meean plicebo-sublractid ncreass fram basefing in OTelD of 12.3 msec (90% C1 8.3 156 on
day 8 al 1.5 hows post-dose. Tho mean sioady-state paak plasma concentration for tis B mg
dose ol paliparidone immediale-release was mong (han bwice the axposure obsarved with the
maximum recommended 12 mg dose of INVEGA™ (C,, . = 113 and 45 ngimL, respechively,
whin administoned with a slandard breaklast). In ths same a 4 mg dase of the immediale-
release oral lesmulation ndorn?mlﬂum, for which C_,, ., = 35 ng/mL, showed an increased
BB maec (907 CL 3.6 10.1) on day 2 at 1.5 hours posi-dose. Mone
B0 msoc or 8 OTelD 500 msec a1 any imo
during this study. For the three fixed-dose eflicacy studies, sleclrocardiogram ?EGB?
measuements takan & vanous tme points Erundm;':m subject in the INVEGA™ 12 mg
gmMn%mmmal one Eme-pomit on Day 6 (increase of 62 msac). No
subject recefving | "™ had a OTclD excoeding 500 meec &l any tima in any of thess Lhise
studies. Moural Malignant Syndrome: A potentinlly fafal symplom complex sometimes
rdarred 1o as Meuroleptic Mali Syndrome (NMS) has been reported with antipsycholic
Clrical manifestations of NMS are hyperpyrexia, muscle rigidity, sharod montal statis, and
inence of autanamis instability. Other signs may include elevated creatining phosphokinasa,
myoglabinuria (rhabdomyalyses), and acute renal tailure. Management should incliude:
discentinuation of the antipsychotic and oiher drugs not essontial to therapy; inlensive
foematic traabment and mecll':a | moridanng; and ireatment of cther serous medical problams.
If & patient requires anti i drugs atter recovery from NMS, tha remiroduction of drug
theragy should be canclully considared. Trm'gmanl shouid be carsfully menitorad, since
mcurrenc.asd‘hmn reportad, Mm nesia: A syndrome of patendiall Irmm%
imvoluntary, dyshinefic movameants in paients teated with antipsychalic dngs,
mudmmwmwﬂ become iveversiia are balioved ta increase with
duraton of ieatmond and e fotal cumulative dose. Howsver, tardive dysiénesin can devalop, after
brial treatment pariods at low doses. Than is no known reatmand for established cases of e
i b it mary remit, partially ar complately, if the antipsychotic is wilhdran,
Prescribing should be in a manner o minimize ®e occurrence, I patients who require chronic
fremimant, the smaliast dose and tha shorest duration of realment producing a satistactory
chnical response should be scught. The need for cantinued treatment should bo reassassed
neﬁodicaﬂgt It signs. and symptoms should appear diug discontinuation should be considernd.
yperglycemia and

Diabetes Mellflus: Hypargheemia, in soma cases extreme and assoclaled
wilh keloacidosis or cama or dealh. has baen reporied in patients treatad with a4
atypical . Patierts with an established diagnasis of diabates mofbtus who are etarted
on atypical showid be monstomd regularty fof ing of conlrol. Patienis
with risk facloes hor diabetes malibus je.g., obesty, family history of di 5§ who are starling

traatment with atypical anlipsycholics sheuld undergo fasting blood glucose testing al the
bﬂ&mnlnﬁrhﬂ traalmant cally during traatment. Gastrolnlestingl: Bacause the
IRVEGA™ tablat is non-delormabée and does rol aﬁﬁmiargl; change in shape in the
Seree Gacbomiasinc nafowi (BAIIOgE o MISOUNE. bt BcALS sotphaUD sl
sevare gasiromnie na i of laliogenic, for example;

isoddars, small bowel inlammalory disease, “short gut” Mhm:?radeueasad
Iransi Bme, past history of peditordis, cystic fibeosis, ¢ infestinal psoudocbstruction, or
Meckels divorliculum], Those have baen raro reports of ohstructive symploms in pationls wilh
known strctures in association with o i ol in non-dafmable condrolied-releasze
farmrlations. Because of the conbroiled-telease design of the lablel. INVEGA™ should only be
uged u-rmmmn are able bo swaliow the labled whole (see PRECALITIONS: Information for
Patieris), A decraase in ansl ime, &.q., as seen with diarrhea, would be axpecied o dacrease
bivavailability andd an increase in transil tima, 0.9., as seen with gasireintesiingl neuropashy,
diabetic gasiroparesis, or ather causes, would b axpected (o incraase bioavailability. These

mu%mmwwmmm i iransil tima oocur in (he upper GI
fract Cerebrovascular Evants, h:luqﬂl-l%1 , in Elderly Patients With Dementia-
Related Psychosis: In placebo-conirolied trials with rispendone, aripipmzole, and olanzapna in
rldedg subjecs with demantia, hen was a i

Corn

incidance of camsbrovascular advarse ovanis
revasculas accidents and transient ischemic atlacks) inclieding latasties compared to
raaked subjects. INVEGA™ was not marketed at the lime these studss wara performed,
WEGA™ is not approved far the freatmerd of patients with dementia-related paychesss (sea also

Bz WARNING, WARNINGS: Increased Moetality i Elderly Patieris with Dementia-Ralatsd

Psychosis).

PRECAUTIONS

Gonaral: Orthostatic Hypotension and Syncope: Paliperidana can induce orthostatic

:(pdmmnandqmpemmpahusmpln:m-ﬂnﬁm ity In pooled resulls
red placebo-conirolled, B-week, fmed-doge tnals, in 0.8% (7/850) of

the the c SYTICOPE WS ropar
subjects freated with INVEGA™ (3, &, 8, 12 mg) compared o 0.3% (1/355) ol subjects treated
with placebo. INVEGA™ should be used wilh caution in patients with known cardsavascular
diseato (0.9, haart filure, history of myocasial infarction or ischemsa. conduclion abrormuiliasl,
cerebeovascular disease, o conditions Ihal predispose the patien] 1o hypalension {detydralion
hypovolemia, and treatmerd with antibyperiensive medications). Monil
£gns should be conskiesed in palienis who ang vuinerabla to : Lika athar
anlipsychotic INVEGA™ should be used in patients with a history of seizures or
ather conditions that potertially lowar the seizure theeshedd. Hyperprolactinemia; Like ather
drugs that antagonize dopamina 0, receplars, paperidone alevales peolactin levels and the
elevation parsisls during chionic administration. Paliperidons has a profactin-glovating effect
similar 10 (hal seen wilh risperidane, A drug thal is associated with higher levels of prolactin than
aiher a drugs. Galaciorrhen, amenorhen, gynecomassia, and impotence have been
repodted in palints receiving prolactin-elevating compounds. An incraase in the incidence ol
piuitiry gland, mammary gland, and pancreatic iskel cell neoplasia (mammasy adenccarcinomas,
pﬂm and pancreat: adancenas) wis chserved in the risparidone carcinogenicity studies
in mice and rats (see PHECAUTIONS: Carcnoganesis, Mulageness, Impairmont ol
Fartility). Moither clinical studies nor epidemiologic stuties conductad |o date have shown an
assocation botween chronic administration of this class of drugs and umorigenasis in humans,

il 3 0 COmMmon
f ! i3, INVEGA™ ard
dsgs be used cauliously in patiards al risk lor aspiralion pneumoenia
possbiity of suicida allempl is inhanant in Hnesses, and close supanision
ol -risk patients should accomparny drug (herapy, Polential for Cognitive and Motor
Impairment: Scennalence and wirg topodied in subjects trealed with INVEGA™ (sea
ADVERSE REACTIONS). m@wm. m:h.mlﬁ INVEGA™, have the patental to impair
judgmant, thinking, or motar skills. Patients should bo caulioned about parorming activilies
requinng mental aleriness. such as oparating hazardous machinary or oparaling a motor vehicls,
undil they are reasonably cartain that paliparidone Ihe_rip{ dogs not Bd'mmlz afloct them.
Priapism: Mo cases of prraphm i boen repariod in cinical irials with INVEGA™, Thrombolic
i Purpura [TTP}: No cases of TTP wer observed during chnical shudies with
pahiparidone. Although cases of TTP have been reported in associalion wilh risparidons
adminigdration, the relaticnship to risperidons thamapy is unknown, Body Temparature
Regulation: Disruption of the body's abiby 1o reduce core temperaiung has been afiribuled
ta antipsychatic agents. opridle case is advised whan prescribing INVEGA™ to pationts who
il ba ring which may contribute to an slevation in core body g,
:Ibcl'F :EMMMWWWEMWMW idkanie, Thia
, IFit pecus in humans, may mask the signs and symploms o cvidosage with ceran d
ot ol conditions such as inlestinal cbisiruction, Roy’s , and beain fumee, Use In Pationts
with Concamitant liiness; Chinical cxparience with INVEGA™ in palients with certim
cencomitant iinesses (s imied (see CLINICAL PHARMACOLOGY; Pharmacokinefics: Specinl
Populalions: Hepalic Impairment and Renal impairment in full P1), Pationts with Parkinson's
Disease or Demontin with um« Baodies are reported to have an increasod sansiivily la
antipsychotic medicalion, Mansestations of this increased sensitivity Include confusion,
obdu .pusmmqummmmm%muqm.m
condislent wilh tha neuraleplic malignant syndroma. A™ has nod been evaluated or used b
any spprociabie extant in patierds with a rewmﬁmurdmwﬂimmnmmhm
diseasa, Palionts wilh Ihase diagnoses wene excluded (rom premarietng clinical iras. Bocause of
the risk of uﬂmﬁchl;wlmxmm [NVEGA™, caution should ba cbserved in palients with
known cardiovascular disease (see PRECAUTIONS: Guneral: Orthostalic Hypotension and
Synceps). for Patients: ians arg edvisad 1o discuss tha following issues with
patienls bar whom prescribe GA™. Orihostalic Hypotension: Palients should be
advised thal there is risk of orthastatic ion, pariculaaly at the bme of inatng treatmant,
re-iniliating treatment, o0 increasing tha dose. Interference With Cognitive and Motar
Performance: As INVEGA™ has the patential \o impair judgment. thinking. o2 metor skills,
Eﬂm:mmmm N ham?ir-: m.rﬂ.ﬁrxg-ﬂmuﬂi
arg roasonably cerien that INV nol them adversely. Pregnancy:
Fatents should be advised lo nalify (helr i hay becoma of milnd o bacoma
pregnant during freatment with GA™, Nursing: Patierds be advisad not ko teeast-leod
an inlant if they ase taking INVEGA™. Concomitant Medicalion: Patients should be advised 1
infarm theér physiclans il ane laking, or 10 lzke, any prescription of over-fhe-counter
&5 theng is & potantial lor inberactions. A Patienis should be athvised ta avold alcohol
taking INVEGA™. Heat Exposure and drafion: Palients should be advisod regardng
ile carg in avaiding mmm and dehydration. Administration: Patients shoukd bo
that INVEGA™ should b with the i ol liquids. Tabiets should not ba
chewod, dnided, or crushed. The misdication i contained wilhin a shell designed
1o rédease the drug  a controlied rate, The tablet shell, with insoluble cone companents, s
elminated from e body; patients should not be concarned Mwﬂ:‘.ﬂm somaihing
that looks [ & tatial in their stool, Drug interactions: Polential for INVEGA™ to AHect Other
Dvugs - Palipesidone is not expectad 10 cause clinically imporiant pharmacakinesic interactions
with trugs [hat ane mesabaolized by cytocheome P4S0 isazymes. In st Studées in fuman fver
microsomes showed that doos not substan inhibit tha metabalsm of dr
metabolized by cytochrome P450 isozymes, including CYP1A2, CYP2AS, CYP2CR/N 10,
CYP206, CYPZE1, CYPAAL, and CYPIAS, Therelors, wone is mat 1o inshikit
clearance of that are matabalized by thasa me palfoays in a |nicmy falevani
I8 alzo not axpocted 1o have enzyme inducing properties. Al Bherapautc
E::m P ralein. Paliperidons is theretare not expeciod
ta inhibit F%ﬂ:gwmhmmmd transpo of othar uug in & clinically relevani manner, Given
Ihe primary CHS eflocts of palipenidone [see ADNVERSE REACT ), INVEGA™ shauld be
e with cauton in combination with ofher cenlrally acting diugs and aleahal, Paliparidane may
antagonize the eflect of levodopa and ather dopamine agonists, Because of its patential fos
inducing orthastatc hypolension, an additive eflect may be observed when INVEGA™ |g
administered with ather therapeutic agents thal have thes polantial (see PRECAUTIONS: General:
Crthostate Hypatansion and Smuépag Patential for Other Drugs to Aflect INVEGA™ -
Pakperidane is nat a substrate of CYP1A2, CYP2AG, CYP2CH, and CYP2C19, 50 thal an
intesaction with inhibilors of inducers of thase isozymes is uniikely While in wivo sludies indicate
That CYP2D6 and CYP3A4 may be minimadly irvodved in paliperidona motabolism, in weo studies
o nol show dacréased elimination by these and thay conlribuln o anly a smal {ractkon
ol total body cleatance. Carcinogenesis, Mulagenesis, Impairment of Ferlility:
Carcinogenesis: Carcinogenicity studies of paliparidane have nol been perlormod
i icity stuties of 1 , whech & elensively comvarled to paliperidone m rals, mice,
and humans, were canducted in Swiss albing mice and Wistar rts. Risperidons was administered
In the died al dadly doses of 0.63, 2.5, and 10 mg'kg lor 18 mondhs to mice and ke 25 months o
mats. A macimum folerated dose was nol achieved in male mica, There were siafistically sipnificant
increases in piuitary gland adenamas. ondocring pancreas aderamas, and MAMMARY
afenocarcinomas. The no-gffect dose for these Tumors was less than of equal to the maxmum
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INVEGA™ (paliperidone) extended-release tablets Is indicated for the acute and maintenance treatment
af schizophrenia.

IMPORTANT SAFETY INFORMATION FOR INVECA

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 17 placebo-controlled trials (modal duration
of 10 weeks) in these patiemts 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 drugtreated 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 (e.g., pneumonia) in nature, INVEGA™ (paliperidone) is not approved for the
treatment of patients with Dementia-Related Psychosis.

Commonly observed adverse events: The most commonly observed adverse events, occurring at an indidence of 25% and
at least 2 times placebo, were akathisia and extrapyramidal disorder.

QT Profongation: INVEGA causes a modest increase in the corrected QT (QTc) interval. INVEGA should be avoided in
combination with other drugs that are known to prolong the QTc interval, in patients with congenital long QT syndrome or
a history of cardiac arrhythmias. Certain circumstances may increase the risk of torsades de pointes and/or sudden death in
association with the use of drugs that prolong the QTc interval,

Neuroleptic Malignant Syndrome (NMS): NMS, a potentially fatal symptom complex, has been reported with the use of
antipsychotic medications, including INVEGA. Clinical manifestations include muscle rigidity, fever, altered mental status and
evidence of autonomic Instability (see full Prescribing Informatton). Management should include immediate discontinuation
of antipsychotic drugs and other drugs not essential to concurrent therapy, intensive symptomatic treatment and medical
monitaring, and treatment of any concomitant serious medical problems.

Tardive Dyskinesia (TD): TD is a syndrome of potentially irreversibie, involuntary, dyskinetic movements that may develop
in patients treated with antipsychotic medications. The risk of developing TD and the likelihood that dyskinetic movemenis
will become Irreversible are believed to increase with duration of treatment and total cumulative dose. Elderly patients
appeared to be at increased risk for TD. Prescribing should be consistent with the need 10 minimize the risk of TD, The
syndrome may remit, partially or completely, IF antipsychotic treatment s withdrawn.

Hyperglycemia and Diabetes: Hyperglycemia, some cases extreme and associated with ketoacidosis or hyperosmolar coma
or death, has been reported in patients treated with atypical antipsychotics (APS). Patients starting treatment with APS who
have or are at risk for diabetes should undergo fasting blood glucose testing at the beginning of and during treatment.
Patients who develop symptoms of hyperglycemia should also undergo fasting blood glucose testing.

Gastrointestinal: INVECA should ordinarily not be administered to patients with pre-existing severe gastrointestinal namowing.
Rare instances of obstructive symptoms have been repartad in patients with known strictures taking nondeformable
farmulations, INVEGA should only be used in patients who are able to swallow the tabler whole.

Cerebrovascular Adverse Events (CAEs): CAEs, including fatalities, have been reparted in elderly patients with dementia-
related psychosis taking atypical antipsychotics in clinical trials. INVECA is not approved for treating these patients.

Seizures: INVECA should be used cautiously in patients with a history of seizures.

Hyperprolactinemia: As with other drugs that antagonize dopamine D, receptors, INVEGA elevates prolactin levels and the
elevation persists during chronic administration.

Suicide: The possibility of suicide attempt is inherent in psychotic llinesses and close supervision of high-risk patients should
accompany drug therapy.

Orthostatic Hypotension: INVECA may Induce orthostatic hypotension associated with dizziness, tachycardia, and in some
patients, syncope, especially during the initial dose-titration petiod. Monitoring should be considered in patients for whom this
may be of concern. INVEGA should be used with caution in patients with known cardiovascular disease, and conditions that
would predispose patients to hypotension.

Potential for Cognitive and Motor Impairment: INVECA has the potential to impair judgment, thinking, or motor skills.
Caregivers and patients should use caution untll they are reasonably certain that INVECA does not affect them adversely.

Maintenance Treatment: Physicians who elect to use INVEGA for extended periods should periodically re-evaluate the
long-term risks and benefits of the drug for the individual patient.

References: 1. Data on Mle Janisen, LT, Titusville, NJ. 2. Kramer M, Simpson G, Maciulls . et al. Paliperidone extended release mbiets. for
prevention of symptom necurmence in patients with schizophrenia: a mndomized, double-blind, placebo-controlied study. J Cin Pspchopiarmpeo,
20072711 16-14. 3, Kane J, Canas F Kramer M, et al. Treatiment of schizophrenia with paliperidone extended-nelease tahlets; a 6week placebo
comtrolied trial Schizophe Res 2007:90:147-161,

Please see accompanying brief summary of full Prescribing Information for INVEGA.




recommendad human dosa of risperidone on a mgim’ basis {ses risperidana packaga
incragsa in mammary, puitary, and endocrng pancreas negylasms has baonimnunm:}em
after chronic administration of ciher antipsychotic drugs and is considared 1o be medaied by
rnmgud dopaming D, entagonism ard tprotactingmin. The relevance ol these tumar
indings in rodents in ‘terms of human risk i unknawn (see PRECAUTIONS: General:
Hyperprolactinesmia). l'hmd natcuic potential kor paliperidana was found
in he Amos noversa mulatan test. the mouse i
texl. lmpalrment of Fertifity: In a sfudy of lebiily, H'mpnmunammmlamla rals thal
became pregnanl was naf a1 orl doses of paliperidone of up 1o 25
pre- and post-implantation boss was increased, and the number of live a&m was s1rgh1ly
dacreasad, al 25 . i dose hat also caused slight malemal fowicity, Thesa paramebars wera
ot alfoctod at a dase of 0,63 myykg, which is half of the maximum fecomminded human doa o
mqu?bum.Tnaiaﬂitydmlu-mmmamaﬁﬂmlmﬂm‘qﬁmadupw
2 5 myg'day, although sparm count and spem visbility studies were nol conducted with
paliparidong. In a subchronic stiedy in Beagle dogs with rispendaone, which is extensivaly
covwerled o paliparidana in dogs and humans, all dosas tested (0.31-5.0 mg/kg) resulted in
dcteases in seum lesbosierone and in spanm mothity and concantmmbion. Senem ksiestrons and
spoden paramebers partiafly recovered, but remained decreased afier the last obseration (iwo
manths afer treatmand was disconticued). Pregnancy: ngrww Calegary C; In stuties in rals
and rabbils in which IS given during the pericd al fhere ware
na increases in ktal abnosmalities up 1o the highest doses tested (10 mokg'day in rats and
mgl'dn-mmm“umsﬂunmm hmmmmnm’mf
il reproduction studies wilh rsparidont, which I8 exiensiely comened 1o paliperioons
mranau:l haimans, mcraases in pup dealhs were seen at oral doses which are fess han the
mmmmmmmmmwdrmmman?wmmmmm
inseet). Use ol fest goneration anlipsycholic drags durng the last imester of pregnancy has bean
associnled with exlrapyramidal symploms in the nocnate. These symploms e usualy sell-
hmm.lumhmnwumrpmm when taken near (he end of pregnancy. will lead Io
similar neonalal signs and :.wmml These ate no adequale and well confrolled sludies of
INVEGA™ i prognani E&'“Mbﬂuseddmm unJH nrma]

MlﬁdjmmmmmnﬂluﬂukNluhﬂmd
labor and delvery i humans & unknaan. Humlﬂgﬂwmrmnnmdm ndnnu
and in human studies wilh rispatidons, uﬁmdummmudnﬂum

mm};ﬁh‘“duﬂﬂnﬂumﬂ infants. Pedintric Wse: Salg mdeﬂecmnmul
I'«I'I.I'EE.I. i < 18 ol age have not been established Use: Tha safety

officacy al INVEGA™ were evaluated in & B-weak shudy of 114
% mmm:aﬂa[ﬁswmdmwﬁdurdmﬂ Mm?ﬁmmd‘uﬁ
}, In this received Nwdble doses of INVEGA™ (3 1o 12 mp once daily)
aﬂclmMasmaﬂn bjocls 65 years of age and older were incl in 1he B-woek
lacabo-controliad mum In hﬂl:h adull schizophrenic subjects recm-md lixed doses of
rMEGA”wwiﬁmmdﬁgﬂeuINMPH Triasts in Rill P1).
Overall, of the iodal number of hmmle‘.‘EM’";n-i?ﬁJ.rﬁwm
who recerved INVEGA™ or 125 {7.0%) were 65 years of age and older and 22 (1.2%)
werg 75 years of mmrmmmmmmwu ness wera obsarved
betwean Mess subjects and younger subjects, and other repotied chinical experiance has nat
onlibiod dilfesencos in responsa behween the eldedy and younger patients, bid groaies sansiltnity
of soma okder individuals cannol be ruled oul This drug i known 1o be substanbialy excreted by
the and clearance is decreased in pakents with moderate bo sevens renal impasmend (see
CLINICAL PHARMACOLOGY. Pharmacckinglics: Special Renal i an full
P1), who should ba given reduced doses. Because eldedy palients aré mara likely 1o have
decrensed renal functian, care should be taken in dose solectan, and A may be usedul to monor
rimal function {see DOSAGE AND ADMINIS TRATION: Dosing in Specs! Poputations in ful Pi)
ADVERSE REACTIONS
Tha information below is derived from a chinical inal database fof INVEGA™ consisting of 2720
mmﬂ‘umma}swgd 5 gnposed 1o ooe of mose doses of INVEGA™ for tha tresimend ol
schizophrania. Of Ihese 2720 pationts, 2054 were patients who recaived INVEGA™ whila
Wmm m&wmmmmmdmwm
E Wummmmmmowm | openlabel and doublie-blind
phases ol shudies, mpatients and outpalienls, -gose ard studies, and short-lerm
and longes-term exposure. Advarse dvonls ware assessed by collecting adverse events and
perdoeming physical examsnations, wial signs, 15, laboenbory analyses and ECGs. Advarse
mudmngmmmmw mmmmqrﬁnmunmgllm
mmmm% o moaninglul estimate ol fhe proportion of
mauagm mm:mmmn:mmmmmﬂ
MedDRA leminalogy slaled Iroquencies of adverse events reprasenl the propartions o
individuals who oxpanenced a treatment-emengen adverse evend of the fisted, An evor was
considered traabment if 1l pocurmed ar the first Bme of wor whiln recahang thesapy
bascling evaluatan, The informalion presenled i these seclions was derived from
pootad Irunﬂ'na»1runephoaba-mmd E-winek, baed-dose studies basad on subjects wilh
MMMMIMM“HMMWMIWMTd3MEW
{n = 850). Addilional safety nformation from the
mainbenance shudy, in which recenved INVEGA™ at dady

-contralled phase of tha lang-erm
dasas wahin the ol 31
15 mg (n = 104), is also ml:Iul:lEd Adverse Events Observed In Short-Term, Placebo-
Controlled Trials of Subjects with mmwmnmm
were darived rom poclad dala r:um ihe lhree plecebo-conbrofed, B-weak, fived-dose sluties
based on g.uh|ac|u with schizopheenia whn recenved INVEGA™ at daily doses within the
d'asu 12 rnﬂ:lm BS0). Adverse Events Occuring al an incidence of 2"
h"Trealsd s with Sdunghremmm Frequent on Dy
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Osler Institute 126" to 131¢ .- |
Psychiatry ReVieW COurseS Online CME OORTUNITIES rom www.MEASUREcme.org
WA

UL

. J
ap p roved fo r A M A/ P R A c ateg 0 ry 1 c red it Modeling ffective Antipsychotic Therapeutic Success by Utlizing Real Evidence
1 EARN CME CREDITS M YOUR HOME
for Written Exams
May 7'11, 2008 - Chlcago ON-DEMAND CME LECTURE TOPICS
Evidence-Based Clinical Strategy: The Patient With Bipolar Disorder
fO r O ral BO ards Management of Medical and Psychiatric Comorbidities in Patients
with Bipolar Disorder

Optional didactic day & 3-day mock orals

January 14 & 15-17 - Portland, OR
February 15 & 16'18 _ Tampa AVAILABLE FoR DOWNLOAD

To participate or for more information:

for Recertification www.MEASUREcme.org
January 12_13 _ P0rt|and, OR or call us at 1-866-856-1998
February 16-17, 2008 — Tampa EDUCATIONAL REVIEW BOARD
for Child and Adolescent e endtl el e
May 8-11, 2008 — Chicago s e
Melissa P. DelBello, MD Gary S. Sachs, MD
New — Best of Psych Audio T i ek e et

several continuing and emerging areas of importance in the diagnosis and freatment of bipolar disorder.

Call Today: (800) 356-7537 e Y
S~ ||111//AstraZeneca =
www.osler.org/y7za (T eTel7]

\\ J
Columbia University College of Physicians & Surgeons
Department of Psychiatry

presents
The 3rd Annual
Advances in Psychiatry:

A Guide to Clinical Practice
April 4 & 5, 2008

at the

New York Academy of Medicine
New York, New York

Program Description & Objectives

This conference is designed for psychiatrists in clinical practice and other mental health professionals involved in the treatment of
psychiatric disorders in adults. The faculty of this conference will include members of the Department of Psychiatry at Columbia
University College of Physicians and Surgeons and the New York State Psychiatric Institute. Faculty involved in research and
academic programs will address common clinical dilemmas with practical solutions informed by available evidence. Course
participants will acquire knowledge about the diagnosis and treatment of the major psychiatric illnesses in adults, with a focus
on the integration of recent research findings in clinical decision-making. At the conclusion of the program they will be better
able to use research findings to manage clinical situations and to evaluate new data as it emerges.

Course Directors: Frederic Kass, M.D., Jeffrey A. Lieberman, M.D.,
Kelli Harding, M.D. & Mary S. Sciutto, M.D.

Approved for Category 1 Credits towards the AMA Physicians Recognition Award.

Contact: Center for Continuing Medical Education, 630 West 168th St, Unit 39, NY, NY 10032
Phone: (212) 305-3334 Fax: (212) 781-6047
e-mail: cme@columbia.edu web site: http://www.ColumbiaCME.org
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You can by visiting our Clinical Trial Registry.

Whether favorable or not, you'll find detailed
/ summaries of clinical trial results posted for all
[ Phase I-I1I studies at first approval/launch of
/ a Lilly product, and all Phase II-IV thereafter.
/ The site also includes bibliographies of published

| articles containing clinical trial results.
( The accuracy and completeness of the registry
| are reviewed by an external, independent auditor

| whose findings are posted on the site.

\ To learn more, visit www.lillytrials.com.

\ Answers in action.

MG48529-A 1107 PRINTED IN USA © 2007, ELI LILLY AND COMPANY. ALL RIGHTS RESERVED.
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Answers That Matter.



SUPERVISORY PSYCHIATRIST

Iron Mountain, Michigan (Upper Peninsula)

Be a member of a team providing compassionate healthcare to veterans.

Iron Mountain VA Medical Center seeks a full-time Supervisory Psychiatrist
for Mental Health Service. In conjunction with the Mental Health Service
Chief, the individual is responsible for:

* Developing & maintaining equitable staffing patterns and work schedules

* Reviewing quality & performance measures and make recommendations

* Executive oversight of the quality of work performed by assigned staff

¢ Providing ongoing in-service education and ensures that assigned staff
participate in required mandatory education and development activities

e Participating in the development of policies and procedures to assure
effective management, ethics, safety, communication, and quality

¢ Working with medical wards and clinics to develop Primary Care based
interventions that are safe and effective

¢ Ensuring compliance with the JCAHO standards & other regulatory bodies

® Operating as clinical lead in assigned specialty clinics and providing
guidance for evidence based treatment interventions

¢ Providing professional direction for, and participate in, the treatment
team which includes clinical staff

¢ Evaluating, developing and implementing treatment plans; dictating
admission and discharge reports; preparing examining physician’s reports
for courts on commitment cases; attending court hearing for testimony

Accepting Citizens and Non-Citizens, Licensure, Certification,
or Registration, and prior supervisory experience.

Interested candidates should send J\\//\/“

CV and cover letter to: Ay N
Full Benefits! /

Prudy Uttke, Human Resources (HR-05/PU) u ene- its /

5000 W. National Ave., Milwaukee, W1 53295 Opportunity to |

Fax: (414) 382-5296 apply for the debt

. \~,
Email: prudy.uttke@va.gov reduction program! f

Malpractice covered

IRON MOUNTAIN under the Federal |
VA MEDICAL CENTER Tort Claims Act!__ ",
Iron Mountain, Michigan U.P. \A\

EOE/Random Drug Screen

The Iron Mountain community is located in an attractive, rural community of 13,000,
offering ideal family living with clean air; safe, well staffed schools; low cost of living;
and short commuting distance. Year-round recreational opportunities are available
including hunting, skiing, and aquatic sports. Iron Mountain is located on the border
of Michigan and Wisconsin. For area info. go to: http://iwww.dickinsonchamber.com

WELCOME TO BEAUTIFUL
LAS VEGAS, NEVADA

Seeking patient friendly and motivated
Psychiatrist to join 2 fellowship trained
Psychiatrists as part of our multi-spe-
cialty group practice.

Competitive compensation package to
include: Malpractice, 401K, Medical/
Dental, Profit Sharing, CME time off and
Relocation expenses.

%uatO

J-1 may apply.

Fax Resume to 702-947-6702 or email
Ipreston@pmclv.com.

UNIVERSITY OF MISSOURI-COLUMBIA

Chair of the Department of Psychiatry

The University of Missouri-Columbia (MU) School of Medicine is seeking
nominations and applications for the position of Chair of the Department of
Psychiatry. The candidate should have demonstrated leadership skills and a
proven record of clinical and scholarly excellence. An M.D. or equivalent with
appropriate board certification is required. Candidates with combined or
subspecialty training are encouraged to apply. This is a unique opportunity for an
outstanding academic and clinical leader to partner with faculty, administration,
and stakeholders to build on our existing strengths to enhance educational
programs and implement a new vision for the Department of Psychiatry at the
MU School of Medicine.

The Department of Psychiatry has 12 full-time faculty (and several part-time
faculty), representing general, forensic, geriatric, and child psychiatry, as well
as clinical psychology. The Department is affiliated with a broad array of
psychiatric facilities, including University Hospital, Harry S. Truman
Memorial Veteran's Hospital, the Mid-Missouri Mental Health Center
(MMMHC) (a 69-bed adult and child-adolescent inpatient treatment hospital),
Fulton State Hospital (a full range inpatient forensic treatment facility), Royal
Oaks Hospital (primarily a child-adolescent inpatient facility), and Burrell
Behavioral Health (a community mental health center offering broad-spectrum
outpatient services), and the Missouri Institute of Mental Health (a research
training and policy center located in Saint Louis). The close proximity of the
VA Hospital and MMMHC to the University Hospital minimizes travel time
for residents and faculty and increases the options for collaboration.

Columbia is a vibrant, culturally rich, university community. The School of
Medicine is located on the MU Campus which has a diverse enrollment of 28,000
students from every county in Missouri, every state in the nation and 100
countries. MU is one of the few universities in the country with medicine,
veterinary medicine, and law all on one campus.

Inquiries, nominations or letters of interest that include a curriculum vitae
should be directed to: Jerry C. Parker, Ph.D., Associate

Dean for Clinical Research and Development or preferably

by electronic mail to ParkerJC@health.missouri.edu.

Screening will begin in January, 2008, and will continue until

an appointment is made.

AA/EOE; women and minorities are encouraged to apply.

Visit the University of Missouri-Columbia's web site at http://mujobs.missouri.edu

PSYCHIATRISTS

The VA Needs You
Shreveport, LA Fayetteville, AR
Fort Smith, AR
Mobile, AL

Pensacola, FA
Mt. Vernon, MO

Alexandria, LA
Biloxi, MS

Psychiatrist positions require: BE/BC Psychiatrists, current,
full, unrestricted licensure (any state), U.S. citizen Great
Benefits, Excellent Pay, Rewarding Work. See announce-
ments on www.vacareers.va.gov. Recruitment/Relocation
incentives may be authorized, ask contact individual for
details.

BILOXI/PENSACOLA/MOBILE Outpatient and Inpatient
Psychiatry positions. Expertise in telepsychiatry, sub-
stance abuse, geropsychiatry and PTSD preferred. BE/BC
psychiatrist, state license (any state), U.S. citizen or perma-
nent resident. Send applications to Jean Williams, HRMS
(05A), 400 Veterans Avenue, Biloxi, MS or contact at jean.
williams@med.va.gov or (228) 523-5633.

ALEXANDRIA Strong clinical skills. Prefer experience in
Geropsychiatry, Substance Abuse and/or PTSD. CV/Applica-
tion to tammie.arnold@va.gov or Tammie Arnold, Psychia-
try Service (116), PO. Box 69004, Alexandria, LA 71306-
9004. (318) 473-0010 ext 2696.

SHREVEPORT Prefer experience in Substance Abuse,
PTSD. Contact Kay Cox at (318) 221-8411, ext 6772 or
kay.cox@va.gov. Email or mail your CV to VAMC, HRMS
(05) KC, 510 E. Stoner Ave, Shreveport, LA 71101.

FAYETTEVILLE, MT. VERNON, FORT SMITH Contact
Laura Berg, HRMS, at laura.berg2@va.gov or (479) 443-
4301, ext 5191.

A49



#1 Integrated Health System
v’ Top 10 Clinic!

v~ Top 10 Hospital
v~ Low Cost Living

® Flexible Scheduling
® Family Friendly practice and community of 200K
® 30 Bed Inpatient Unit

A Psychiatrist, BC / BE, is being sought to join a three-physician Adult

practice. Enjoy your life and practice with long-term physicians and staff. St.
John’s Clinic is a 480 physician multi-specialty clinic offering a very large referral
base!

St. John’s Regional Health Center, Springfield, Missouri is an 886-bed, level-one
trauma center. St. John’s Hospital serves as a referral hospital for 6+ regional
hospitals serving 40 communities and covering 25,000 square miles.

SPRINGFIELD, MISSOURI, is located three hours south and southwest of Kansas
City and St. Louis, respectively. A growing mid-sized city in the foothills of the
Ozark Mountains, Springfield offers everything from Broadway performances and
minor league and Division | athletics to outstanding schools and some of the
best outdoor sporting opportunities available. Employment Review named
Springfield one of the 20 “Best Places to Live and Work” in the U.S. Housing
costs, projected job growth, education, healthcare, taxes, recreation, the arts,
and general cost of living rates, make living and working here a pleasure. For
more information about Springfield, go to www.springfieldmo.org.

For more information, please contact:

Julie A. Oliver,

Physician Recruiter
St. John’s Clinic

Phone: 800-218-5079
Fax: 888-290-8300
E-mail: JAOliver@mercy.net

EOE/AA Employer

toe ST JOHN'S

POWERFUL MEDICINE

ST. JOHN'S

' Child & Adult Psychiatrists-Assistant Professors |

Adult Psychiatrist-Associate Professor

The Department of Psychiatry at the University of Texas M. D. Anderson Cancer Center
is recruiting board-certified/eligible child & adult psychiatrists at the Assistant Professor
level and an adult psychiatrist at the Associate Professor level to join its full-time
faculty. We seek individuals with experience or training in clinical consultation-liaison
psychiatry/psycho-oncology and an interest in research. Our faculty provide clinical
expertise in patient care and management for patients suffering with psychiatric and
behavioral disturbances related to cancer treatment. The successful candidates would
also participate in the training of psychiatry fellows, residents and medical students in the
specialty of psycho-oncology. In addition, they would be responsible for the development
and conduct of research related to behavioral, psychiatric and psychosocial problems in
cancer patients and their families.

The University of Texas M. D. Anderson Cancer Center is the world’s largest treatment
facility for oncological diseases. It provides an exciting setting for patient care in the
context of cutting-edge research and comprehensive cancer care. Located within the
Texas Medical Center campus in Houston, our location provides access to a world-
renowned medical community and the splendid cultural and recreational diversity of a
sophisticated, metropolitan area that is the country’'s fourth-largest city.

Interested applicants should send a copy of their CV and a letter describing their clinical
and academic interests to:

Alan D. Valentine, M.D.,
Psychiatry Chairman, Ad Interim
c/oPat$ Irogge, Sr. Admini i
UT M. D. Anderson Cancer Center
P.0. Box 301402 - Unit 453
Houston, TX 77230-1402
Fax: (713) 792-8242
E-mail: avalenti@mdanderson.org
Assi: p | land org
THE UNIVERSITY OF TEXAS
MD ANDERSON
CANCER CENTER

Making Cancer History®

M. D. Anderson Cancer Center is an equal opportunity employer and does not discriminate on
the basis of race, color, national origin, gender, sexual orientation, age, religion, disability or
veteran status except where such distinction is required by law. All positions at The University

of Texas M. D. Anderson Cancer Center are security sensitive and subject to examination of
criminal history record information. Smoke-free and drug-free environment.
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. STERLING MEDICAL
Corporation

PSYCHIATRISTS NEEDED

TO LIVE AND WORK OVERSEAS

GERMANY
JAPAN
SOUTH KOREA

ADULT AND CHILD PSYCHIATRISTS
ONE ANDTWOYEAR ASSIGNMENTS
Work with American families overseas

RELOCATION AND REPATRIATION
PROVIDED!

Call Jason Jones at
1-800-852-5678 or email
jjones@sterlingmedcorp.com

Ozark Center
Freeman Health System
Joplin, Missouri

o Join 8 Psychiatrists

o Group Practice of Adult, Gero and Child/Adolescent
Psychiatry

o BC/BE in Psychiatry

o 12,000 patients per year

o Medical Director, Inpatient, Outpatient and Residential
opportunities available

o Excellent salary and fringe benefits with sign-on bonus and
relocation expenses

o New graduates welcome

_]W, MUSSOUFL - Service Area 450,000+

Great place to call home: low cost of living, excellent
public and private schools including State University.

Cultural activities: Symphony, Ballet, International Piano
Competition, Spiva Art Center, Joplin Little Theatre;
Millennium Tennis Center, lakes, fishing, hunting; Larger
metro areas nearby, Kansas City & Tulsa.

Don’t miss this opportunity,

it is made for you!

Call Lana 1-800-353-6812 or fax CV 417-347-9972
Email: Irhines@freemanhealth.com
www.freemanhealth.com




MILLER Department of Psychiatry

SCHOOL OF MEINCINE - .
T ormnn  @nd Behavioral Sciences

The University of Miami (UM) Miller School of Medicine, Department of Psychiatry and
Behavioral Sciences is in an exciting phase of growth and expansion with a new
chairman, Julio Licinio, M.D.

We have Faculty opportunities at the Assistant/Associate Professor level in the
following areas:

Mood Disorders
Psychotic Disorders
Emergency Services

Inpatient and Outpatient Services
Child & Adolescent Psychiatry
Consult/Liaison
Forensics

Find out more about our exciting opportunities at
http://psychiatry.med.miami.edu.

Psychiatrists must possess two years or more experience in Psychiatric ser-
vices. Duties include clinical evaluation and treatment of patients, teaching
and supervision of medical students and psychiatry residents, and opportunities
for participation in research and academic activities. Must be Board-Certified,
Florida State license eligible and have suitable experience and credentials.

The University of Miami offers competitive compensation and excellent benefit
packages, including college tuition remission for children.

Candidates should send cover letter, CV, and contact information for three
recommendations to Dr. Ewald Horwath, Professor and Vice Chairman, Depart-
ment of Psychiatry, University of Miami Miller School of Medicine, 1695 NW 9th
Avenue, Suite 3100, Miami, FL 33136 or mgerdes@med.miami.edu.

The University of Miami is an Equal Opportunity/Affirmative Action Employer.

\"i 20d Regional ivieaicd BN

Scenic California Central Coast
Atascadero State Hospital
BE/BC Psychiatrist

Atascadero State Hospital now pays board certified psychiatrists starting at
$216,120 and advancing stepwise to $247,320. Atascadero is the nation’s pre-
mier center for the treatment of forensically committed mentally ill patients.
Our hospital is a teaching site affiliated with the University of California,
accredited by JCAHO, and recipient of the prestigious Codman Award. All of
our psychiatrists are board eligible and most are board certified. Many of our
psychiatrists have forensic subspecialty boards.

We are located midway between San Francisco and Los Angeles on the scenic
central California Coast, south of Big Sur. We offer a spectacularly beautiful
environment in San Luis Obispo County with temperate climate, beaches,
world class wineries, cultural activities, golfing, sailing, riding, clean air, and
excellent schools through the University level.

Our benefit package is valued at an additional 30%, which includes retirement
plans (including safety retirement), health plans, professional liability cover-
age, paid holidays, educational leave, and generous annual leave. On-call duty
is compensated hour for hour over and above the base salary. Applicants
must hold a current California license, or have pending application with the
Medical Board of California.

For a prompt and confidential review, send CV to Jeanne Garcia, M.D., P. 0.

Box 7001, Atascadero, CA 93423-7001; (805) 468-2005 or fax (805) 468-
2138; or e-mail us at jgarcia@ash.dmh.ca.gov.

We ave an equat o,pfortmu't}/ Wlo}/ar

A 453 bed, tertiary care and teaching facility, located
in Florence, South Carolina is recruiting a full-time
BC/BE Adult Psychiatrist. Offering a competitive
salary guarantee and comprehensive benefits pack-
age to include paid professional liability Insurance,
CME, and relocation assistance. Call 1/4. Inpatient/
outpatient practice setting. 23 bed in-patient unit.
Extensive support staff for hospital and ED consults.

The urban population of Florence is 70,000 with
130,000 in the county. Located 2 hours from his-
toric Charleston, and 1 hour from the beach. Recent
acknowledgements from Health Grades and the
American Hospital Association have identified us as
one of the top healthcare systems in the nation for
our commitment to quality care and patient safety.

If you're interested in joining this nationally recog-
nized hospital, please contact Tiffany Ellington @
843-777-5169 or email tellington@mcleodhealth.
org.

A AN o~

You career means their safe & healthy

SIArT.

Child and/or Adult Psychiatrists
Opportunities Available in
New Bedford, Springfield and Holyoke, MA

The MSPCC is a private, non-profit society with a legacy of
strengthening families and preventing child abuse through essential
child welfare and mental health treatment and effective

public advocacy.

We currently have full-time and part-time opportunities available for
board-certified or board-eligible Child and/or Adult Psychiatrists.

In this role, you will evaluate the psychological, neurological, and
psycho-pharmacological status of clients; provide ongoing
medication follow-up of clients; and provide direct psychotherapy
when indicated.

Please send CV to: Email: recruitment@mspce.org; OR Fax: 617.587.1586;
OR Mail: Kim Wong and Dr. Sam Kelley, MSPCC, HR,
99 Summer St. 6th Floor, Boston, MA 02110 EEO/AA

massachusetts society for the
prevention of cruelty to children

Find your way: www.mspcc.org
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Top 100 Hospzttll expandzng in Central Texas

Associate Chair
Department of Psychiatry

Scott & White and Texas A&M HSC COM seek a Clinical/Academic psychiatrist to lead,
manage, and expand an established clinical department as the Associate Chair of the
Department of Psychiatry. Candidates should be recognized leaders in psychiatry with
demonstrated superior clinical, administrative, and academic skills. The department is
playing a critical role as Scott and White increases both its clinical services and academic
and research programs. Scott & White is experiencing rapid programmatic growth, and is
currently in the process of a $250 million capital expansion to better meet the needs of our
enlarging service area. Academic appointment is commensurate with experience and
qualifications through Texas A&M University HSC COM, which is likewise expanding its
clinical campuses in Temple and Round Rock.

Scott & White Clinic, a multi-specialty group practice with 550+ physicians, is part of the
Scott & White integrated healthcare system which includes Scott & White Memorial
Hospital, a 500+ bed tertiary referral center, fourteen supporting regional clinics, and a
180,000 member Scott & White Health Plan (HMO). Temple (with a surrounding population
of over 100,000) is centrally located 1 hour north of Austin and an easy drive to the
surrounding major metro areas of Dallas-Ft. Worth, Houston and San Antonio.

Scott & White offers a competitive incentive-based salary and comprehensive benefit
package, which begins with four weeks vacation, three weeks CME and a generous
retirement plan. For additional information, please contact: Kathryn J. Kotrla M.D.,
Chair, Department of Psychiatry; c/o Jason Culp, Physician Recruiter,
Scott & White Clinic, 2401 S. 31st, Temple, TX 76508. (800) 725-3627
jeulp@swmail.sw.org Scott & White is an equal opportunity employer.
For more information on Scott & White, please visit our web site at: www.sw.org,
and for more information about the Texas A&M HSC COM, please visit our web
site at: www.tamhsc.edu.

SCOTT &WHITE L'E?J HEALlH SCIENCE CENTER
& A WORLD OF HEALING" COLLEGE OF MEDICINE

We offer the largest
benefit package in America.

Fairbanks Memorial Hospital is looking for a full-time
inpatient Psychiatrist who welcomes the idea of
adventure and opportunity. Fairbanks has both, in

a big way. You're surrounded by all the wonders of
Alaska and have the chance to work in an outstanding
medical facility.

For more information, call 888.303.5402 or e-mail
Suzan.Bast@bannerhealth.com

fmhdc.com

W

Banner Health

Denali Center
Fairbanks Memorial Hospital

& B X B
THE UNIVERSITY OF HONG KONG

Founded in 1911, The University of Hong Kong is committed to
the highest international standards of excellence in teaching and
research, and has been at the international forefront of academic
scholarship for many years. Of a number of recent indicators of
the University’s performance, one is its ranking at 33 among the
top 200 universities in the world by the UK’s Times Higher
Education Supplement. The University has a comprehensive range
of study programmes and research disciplines, with 20,000
undergraduate and postgraduate students from 50 countries, and a
complement of 1,200 academic members of staff, many of whom
are internationally renowned.

Department of Psychiatry

Applications are invited for the following appointments in the
Department of Psychiatry, from as soon as possible and with
the possibility of renewal.

1. Professor: Chair of Psychiatry
(on a five-year fixed-term basis) (Ref.: RF-2007/2008-22)

2. Clinical Associate Professor/Clinical Assistant Professor
(on a four-year fixed-term basis) (Ref.: RF-2007/2008-266)

The Department of Psychiatry has a staff establishment
comprising a clinical psychologist at Reader level, 2 Associate
Professors/Senior Lecturers, 4 Lecturers/Assistant Professors,
and a Chair Professor who has a joint appointment with the
Genome Research Centre. Psychiatry is taught to medical
students in the third and fifth years. Current research interests
cover a comprehensive range of areas including genetics,
experimental, cognitive, psychosocial, and rehabilitative aspects
of Psychiatry. Inpatients and outpatients are treated together
with the Hospital Authority team in a general hospital
psychiatric unit at Queen Mary Hospital.

For post (1), applicants should be medically qualified and
possess a postgraduate specialist qualification in Psychiatry.
The appointee is expected to provide academic leadership in
both research and teaching, and undertake clinical service work
in Queen Mary Hospital. The University reserves the right not
to fill the post or to fill the post by invitation or to make an
appointment at a lower level.

For post (2), applicants should have a medical qualification
registrable in Hong Kong, a postgraduate specialist qualification
in Psychiatry and/or a proven track record in research.
Candidates should provide a research plan with applications.

Further information on the Department can be obtained at
http://www.hku.hk/psychi/.

Annual salaries will be in the following ranges (subject to
review from time to time at the entire discretion of the
University), with starting salary depending on qualifications
and experience:

Clinical Chair Professor : within the clinical professorial
range, the minimum of which

is circa HK$1.8M
Clinical Associate Professor : HK$778,260 - 1,471,680
Clinical Assistant Professor : HK$474,600 - 908,380
(approximately US$1 = HK$7.8)

The appointments will attract a contract-end gratuity and
University contribution to a retirement benefits scheme, totalling
up to 15% of basic salary. Leave, medical and dental benefits,
and a monthly cash allowance subject to the Rules on Prevention
of Double Benefits on Housing will be offered to the successful
appointees. At current rates, salaries tax does not exceed 16%
of gross income.

Further particulars and application forms (272/302
amended) can be obtained at https://www.hku.hk/apptunit/; or
from the Appointments Unit (Senior), Human Resource Section,
Registry, The University of Hong Kong, Hong Kong (fax: (852)
2540 6735 or 2559 2058; e-mail: senrappt@hkucc.hku.hk).
Closes February 14, 2008. Candidates who are not contacted
within 6 months of the closing date may consider their
applications unsuccessful.
The University is an equal opportunity employer and
is committed to a No-Smoking Policy
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ADULT PSYCHIATRY
OPPORTUNITY

GEISINGER HEALTH SYSTEM

Geisinger Health System’s Division of Psychiatry in Danville, PA, is
seeking an adult psychiatrist. This position offers an excellent
quality of life and an opportunity to work part-time or full-time
depending on the needs of the candidate.

This position offers:

* A flexible schedule — start/end times are negotiable, and the
specific psychiatric interests and talents of applicants usually can
be integrated into the needs of the practice. Opportunities
include inpatient — outpatient — emergency — and consultation-
liaison psychiatry.

* A wonderfully collaborative team of psychiatrists/psychologists
with experience and expertise in a variety of psychiatric
specialties.

* The support of multiple PAs, a nurse specialist and masters-
level therapists.

* An excellent call schedule (1 in 7), most call via telephone from
home.

* The opportunity to work in a comprehensive academic
practice that sees a wide variety of clinical activity from
pediatric to geriatric patients and diagnostic types and
treatments (including ECT).

* Research opportunities through the Weis Center for Research
and Geisinger Center for Health Research (both located on
the campus of Geisinger Medical Center). Current research
projects include studies on genomic schizophrenia, adolescent
depression and improving the delivery of adult depression
through primary care.

* An accredited Clinical Psychology Internship and the
opportunity to teach pediatric and emergency medicine
residents, as well as third year medical students from Temple
University and Pennsylvania College of Osteopathic Medicine,
with clinical appointments available.

* An established referral base through Geisinger Health System’s
40 community medical groups, 3 hospitals, local/community
physicians and the broad-base of third party contracts.

In the past two years Geisinger's Department of Psychiatry has
added a 10-bed Adolescent Inpatient Unit at Geisinger South
Wilkes-Barre, the neuro-psychiatry practice has doubled and
added 2 post-doctoral fellows and Pediatric Psychiatry has
experienced significant growth. At Geisinger; you'll experience the
support, camaraderie and professional challenges of a leading
practice while discovering the charms of Pennsylvania living... all
while having the time and flexibility to enjoy your new quality of
life.

To discuss this opportunity, contact:

Kathy Kardisco, Recruiter; Geisinger Dept. of Pro. Staffing,
100 North Academy Avenue, Danville, PA 17822-2428
Phone: 1-800-845-7112 « Fax: [-800-622-2515

e-mail: kkardisco@geisinger.edu

Geisinger is a drug-screening employer; EOE/M/FIDIV.

GEISINGER

WWW.GEISINGER.ORG/DOCJOBS

. STERLING MEDICAL
Corporation

PSYCHIATRISTS NEEDED for

EXCELLENT OPPORTUNITIES IN:

CONNECTICUT
TENNESSEE
SOUTH CAROLINA

Any state licensure
Great compensation

Outpatient practice, no billing
or collections, malpractice
insurance provided.

Call Jason Jones at
1-800-852-5678 or email
jjones@sterlingmedcorp.com

south Texas Veterans Health Care System

The South Texas Veterans Health Care System (STVHCS) serves one
of the largest primary service areas in the nation. STVHCS is
comprised of three divisions and has an annual operating

budget of $460 million. San Antonio is surrounded by beau-

tiful Texas hill-country and offers an exceptional suburban

lifestyle, excellent schools, and the festive atmosphere of an
international city.

Opportunity: Associate Chief of Staff, Mental Health
Location: San Antonio

Job Description: Oversight responsibility for mental health op-
erations for STVHCS, including strategic planning, establishment of
policies and procedures, and performance monitoring.

Opportunity: Board-certified or board-eligible Psychiatrists
Location: San Antonio and other South Texas locations

Job Description: Provide treatment to an adult psychiatric pop-
ulation with diverse diagnoses including major affective disorders,
psychotic disorders, PTSD, and substance use disorders.

Selected Benefits: Competitive compensation package
Education debt reduction program
Eligibility for relocation incentive
Eligibility for academic appointment in the
Department of Psychiatry at the University
of Texas Health Science Center at
San Antonio

Contact: Mr. Enrigue Salas
Human Resources Specialist
210.617.5300 x14952

Enrique.Salas@va.gov
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San Francisco Bay Area

@/é/)@/flw@y/ gf a %’éf/ww/

In

Santa Clara Valley Health and Hospital
Systems is looking for full and part-time
BC/BE psychiatrists to staff outpatient

specialty services, inpatient psychiatric
units, custody psychiatric services, and the
psychiatric emergency room. Contract phy-
sician positions available. All positions
available immediately. Very competitive
compensation package.

Live in “the jewel” of Central California
with a growing population of over 100,000
and enjoy an abundance of cultural and
recreational activities along with affordable
housing.

This is an inpatient adult psychiatrist
position in a hospitalist model at a 68-bed
behavioral health facility. Work with a team
of therapists, social workers, and nurses in
providing consultation, pharmacotherapy,
and psychotherapy to inpatients with
diverse cases. The call coverage is one
weekday night per week and one weekend

Current California licensure is
mandatory.

C.V. to:

in every four. Michael Meade, MD, Chairman
Department of Psychiatry
This is truly an opportunity of a lifetime! 871 Enborg Court

San Jose, California 95128
Phone: 408.885.6122

Call 1-888-229-9495 for more information. FAX: 408.885.6126

Send your CV to wilkinstina@earthlink.net
or fax it to Tina Wilkins at 916-536-9281.

CENTRAL CALIFORNIA

We are a full service training campus,
affiliated with Stanford University

= COMPASSION, EXCELLENCE, AND DEDICATION

i T0 OUR NATION'S VETERANS!

HEALTH CARE

SYSTEN

PSYCH I ATR' ST (Mental Health Program Manager Position)

The VA Heart of Texas Health Care Network, Arlington, Texas is actively recruiting for a Board Certified Psychiatrist to serve as a Mental Health Program Manager, coordinating and planning
mental health care throughout the Network, including ten medical centers and thirty-two Community Based Outpatient Clinics. The medical centers range from smaller, rural facilities to highly
affiliated, tertiary care institutions. The Mental Health Program Manager is responsible for final decisions based on Department of Veterans Affairs policy, laws and regulations that govern
mental health treatment practice, which directly and substantially affect the Mental Health Program, its facilities and related programs.

The duty station may be located at the Network Office, Arlington, TX; VA North Texas Health Care System, Dallas, TX; Central Texas Veterans Health Care System, Temple, TX; or South Texas
Veterans Health Care System, San Antonio, TX.

Relocation expenses and a recruitment bonus are authorized.

The VA offers excellent benefits in a professional and rewarding environment, including 26 vacation days per year, 13 sick leave days per year/accumulates without limit, 10 paid holidays,

generous retirement package including 401K savings plan with employer matching contributions, malpractice insurance paid by VA, Education Loan Repayment, and health and life insurance.

(andidates should forward their Curriculum Vitae, statement of professional goals and three references to:

Al Richard - Physician Recruiter (05) « 4500 S. Lancaster Road  Dallas, TX 75216 « AlcintiaD.Richard@va.gov or (214) 857-1685
4500 S. Lancaster Road | Dallas, TX 75216 | Located on the Dart Rail Line
VA NORTH TEXAS H EAI-TH CARE SYSTEM USS. Citizenship Required. Applicants Subject to Drug Testing.
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Faculty Positions in Neuromodulation
Medical School, University of Minnesota

The University of Minnesota Medical School, its newly founded Institute of Translational Neuroscience, and its partner, University of Minnesota
Physicians seek to hire faculty in the research area of Neuromodulation.

1) Director of Neuromodulation: The successful applicant will be a midcareer clinician investigator with rank and tenure status dependent on
qualifications who can direct an integrated clinical neuromodulation program being developed by the departments of Neurology, Neurosurgery
and Psychiatry in conjunction with the practice plan. Appointment is possible in any of the clinical neuroscience departments, i.e. Neurology,
Neurosurgery, and Psychiatry, according to the individual’s background and interests. The collaborating departments share a single administrative
center. The successful applicant is expected to have clinical experience as well as an established research program that uses neuromodulation to treat
diseases/disorders of the nervous system.

2) Professor of Neuromodulation: The successful applicant will be a physician-translational neuroscientist at the Assistant, Associate, or Full Professor
level in the tenure track who is expected to have an established research program that uses neuromodulation to treat diseases/disorders of the nervous
system. Appointment is possible in any of the clinical neuroscience departments and/or Department of Neuroscience.

3) Professor and Director of Neuromodulation: For an individual with the necessary interests and experience, combining the positions may be
possible and appropriate.

For both positions, a record of ongoing extramural funding in the field is desirable. Areas of interest include but are not limited to degenerative
diseases, movement disorders, dementia, depression, psychiatric disorders, developmental disorders, epilepsy, pain. These recruitments are supported by
the practice plan, Medical School, and University’s Institute of Translational Neuroscience. As one of the largest research universities in the country,
the University of Minnesota offers a rich environment in basic, translational, and clinical neuroscience research, and a long tradition of collaborative
interactions. The University of Minnesota in Minneapolis is located on an urban campus which overlooks the Mississippi River and which houses
many colleges in addition to the Medical School and Academic Health Center. Starting date is negotiable.

Salary and start-up funds will be competitive and commensurate with education and experience. Candidates must have an M.D. degree or a
combined M.D./Ph.D. degree and must be a U.S. citizen or be able to secure permanent residence status.

Applicants should send a current curriculum vitae, statement of research interests and intentions, and three letters of reference to:
Neuromodulation Search Committee
Attention: Walter C. Low, Ph.D., Chair, Search Committee
Department of Neurosurgery, University of Minnesota
2001 Sixth Street SE
Minneapolis, MN 55455 USA
or lowwalt@umn.edu

Electronic versions of the required information may be e-mailed but must be followed with a hard-copy for the ofticial
search files. Review of applications will continue until positions are filled.
The University of Minnesota is an equal opportunity educator and employer.

The doctor is in.

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

INSFOEC U S

Candidates:

Post your résumé online for free.

Search psychiatric jobs by specialty or location.
Gain access to employment tools.

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

APA

Find the right candidate for your psychiatric position. ' .\B
N 'T HEE KN O% g

B ANK

Access sample cover letters and curriculum vitae, Bl e tuaic b plcomas
career development articles, salary surveys, interview
worksheets and other tools on the APA Job Bank. 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 online to receive a 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. i‘
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