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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 alan increased risk of death compared to placehn Analyses of seventeen placebo controlled trials
(modal duration of 10 weeks) inthese p led arisk of deathin the drug-treated patients of between1.6t0 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 (e.g., heart failure, sudden death) or infectious (€.q., 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 dofetilide, 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 effects and 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 placebo. GEODON (zlprasldunej |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 ohserved 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 treatment of
schizophrenia was conducted in patient volunteers. The mean increase in QT from baseline for GEODON ranged from approximately
9to 14 msec greater than for four of the 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 T 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 suscepllhle individuals, such as those with hypokalemia,
hypomagnesemia, orgenetic predisposition. Alth d massoclanunwrthlhe 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
halunendol (7.5 mg then 1D mg) gwen 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 placebo, but the extent of exposure was limited, especially for the drugs used as active controls and placebo.
Nevertheless, GEODON's larger prolongation of QT; length compared to several other antipsychotic drugs raises the possibility that
the risk of sudden dealh i may be greater for GEODON than for other available drugs for treating schlzophrema 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 haseline serum potassium and magnesium measurements. Hypokalemia (andj/or hypomagnesemia) may increase the risk of
QT prolongation and arrhylhmra Hypukalemla may resultfrom ﬂlurehclherapy, 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) DrugInteractions: (1) GEODON should not be used with any drug that prolongs
the QT interval. (2) Given the primary CNS effects of GEODON, caution should be used when itis taken in combination with other centrally
acting drugs. (3) Because of its potential for inducing hypotension, GEODON may enhance the effects of certain antihypertensive agents.
(4) GEODON may antagonize the effects of levodopa and dopamine agonists. Effect of Other Drugs on GEODON: Carbamazepine, 200 mg
bid for 21 days, resulted in a decrease of approximately 35% in the AUC of GEODON. Ketoconazole, a potent inhibitor of CYP3A4, 400 mg
qd for 5 days, increased the AUC and 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 nvitro 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 onestrain 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 10 to 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 Events Associated with Discontinuation:
Schizophrenia: Approximately 4.1% (29/702) of GEODON-treated patients in short-term, placebo-controlled studies discontinued treatment
due to an adverse event, compared with about 2.2% (6/273) on placebo. The most common event associated with dropout was rash,
including 7 dropouts for rash among GEODON patients (1%) compared to no placebo patients (see PRECAUTIONS). Bipolar Mania:
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—headache 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, arthralgra ,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 myucardlal infarction, uncompensated heart failure, or cardiac arrhythmia. GEODON should be
discontinued in patients who are found to have persistent OT, measurements >500 msec. Neuroleptic Malignant Syndrome (NMS): A
potentially fatal symptom complex sometimes referred to as Neuroleptic MallgnamSyndrome (NMS) has been repor‘led in assomatlcn with
administration of antipsychotic drugs. 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 iatrials, GEODON was witha mean increase in heart rate of 1.4 beats per minute comparedtoa 0.2
beats per minute decrease among placebo patients. Other Adverse Events Observed During the Premarketing Evaluation of GEODON:
Frequent adverse events are those occurring in at least 1/100 patients; infrequent adverse events are those occurring in 1/100 to 1/1000
patients; rare events are those occurring in fewer than 1/1000 patients. Schizophrenia: Body as a Whole — Frequent: abdominal pain, flu
syndrome, fever, accidental fall, face edema, chills, photosensitivity reaction, flank pain, hypothermia, motor vehicle accident. Cardiovascular
System— Frequent:tachycardia, hypertension, postural hypotension; Infrequent: bradycardia, angina pectoris, atrial fibrillation; Rare: first-
degree AV block, bundle branch block, phlebitis, pulmonary embolus, cardiomegaly, cerebral infarct, cerebrovascular accident, deep
thrombophlebitis, myocarditis, thrombophlebitis. Digestive System— Frequent: anorexia, vomiting; 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, gout, hyperchloremia, hyperuricemia, hypocalcemia,

nypodly

used cautiouslyin patlemswnhahlstorycfsmzures0rW|thcondmonsthatpotemlallyIowertheserzurethreshold e.9., Alzheimer’s dementi
Conditions that lower the seizure threshold may be more prevalent in a population of 65 years or older. Dysphagia: Esophageal dysrnutllny
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). yperprolactrnemr ia: As with other drugs that antagonize dopamine D, receptors, GEODON elevates
prolactinlevelsin humans. Ti It pproximately onethird of human breastcancersare prolactin dependent
invitro, afactor of potemra\ importance f the prescnptron of these drugs is comemplated inapatientwith previously detected breast cancer.
Neitherclinical stt jucted anassociation between chronic administration of this class
of drugs and tumorigenesisin humans the avallab\e evidencei 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 aleriness, 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 patlemswrth arecent history of myocardial infarction or unstable heart
disease. Patients with these diagnoses were excluded from premarketing clinical studies. Because of the risk of QT; prolongation and
orthostatic hypotension with GEODON, caution should be observed in cardiac patients (see QT Prolongation and Risk of Sudden Deathin
WARNINGS and Orthostatic Hypotension in PRECAUTIONS). Infarmation for Patients: To ensure safe and effective use of GEODON, the

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 s nota controlled substance. OVERDOSAGE—In premarketing trials in over 5400 patients, accidental or intentional overdosage
0of GEODON was dc in10patients. All p 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‘lra I, Siu CO, Romano SJ. Ziprasidone and haloperidol in the treatment of acute exacerbation of schizophrenia and schizoaffective disorder: comparison of intramuscular and oral formulations in a 6- week randomized, blinded-

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.

Revised November 2006

GZU00257 © 2007 Pfizer Inc. All rights reserved.

August 2007

@ U.S. Pharmaceuticals



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 mesyate)

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.



Call for Papers
Epidemiologic Reviews Theme Issue
The Epidemiology of Mental Disorders

Epidemiologic Reviews, a sister publication of the American
Journal of Epidemiology, is devoted to publishing
comprehensive and critical reviews on specific themes once
a year. The next issue will address the epidemiology of
mental disorders. We are soliciting manuscripts on topics
such as schizophrenia, depression, anxiety, suicide,
dementia, eating disorders, life course approaches,
international variation, genetic and social risk factors, and
epidemiologic approaches to taxonomy.

Please note that papers on other aspects of the epidemiology
of mental disorders are welcome. Manuscripts can be up to
6,000 words in length exclusive of the abstract, tables,
figures, and references. Give details of the method of
literature search and use systematic reviews or meta-
analysis, if appropriate.

Submit completed manuscripts as email attachments to
Harriett Telljohann (htelljoh@jhsph.edu) by
November 30, 2007.

Michel A. Ibrahim, MD, PhD  William Eaton, PhD
Editor-in-Chief Chair, Editorial Committee
Epidemiologic Reviews Epidemiologic Reviews

\

Psychiatry Review Courses
approved for AMA/PRA category 1 credit

for Written Exams
May 7-11, 2008 — Chicago

for Oral Boards

Optional didactic day & 3-day mock orals
Nov 17 & 18-19 — San Francisco
January 15 & 16-17 — Portland, OR
February 16 & 17-18 — Tampa

for Recertification
November 17-18, 2007 — San Francisco

for Child and Adolescent
November 13-15, 2007 — Kansas City

New — Best of Psych Audio

Call Today: (800) 356-7537
www.osler.org/y7xa

~ N
Osler Institute 123" to 128"

/

Now Available, Free!

from the NATIONAL INSTITUTE ON ALCOHOL ABUSE AND ALCOHOLISM

Helping Patients Who Drink Too Much
A CLINICIAN’S GUIDE

Updated in 2007, the Guide presents a user-friendly,
research-based approach to screening, diagnosing,
and managing patients with heavy drinking and
alcohol use disorders. Additions to the Guide and
new supporting resources include:

Helping
Patients Who
Drink Too Much

A CUNICIAN'E SuiDd]

A POCKIT QDI FON
Mool Seroening and
Brief Intervention

Online course for CME/CE credit

Support for medication-based therapy in
non-specialty settings

New patient handouts

Updated PowerPoint™ presentation 7 By @

Visit our new Web page dedicated to the Guide and related resources at
www.niaaa.nih.gov/guide or call 301-443-3860.
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BECAUSE TfEaf]E STAKES
- ARE LL{] U@m

Too many times I've seen how quickly the
devastating effects of bipolar disorder can impact
my patients’ lives—and the damage that each
episode can cause.

Families torn apart. 3R !
Careers ravaged. 2
Relationships destroyed.

The stakes are high.

As a doctor, I fight every day to make sure that :
bipolar disorder will not win out. 44

OL36807A 0206 ©20086, ELI LILLY AND COMPANY.
ALL RIGHTS RESERVED.
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ABILIFY Helps Reveal

ABILIFY is indicated for the treatment of schizuphrenia.

Elderly patients with dementia-related psychosis treated with atypical antipsychotic drugs are at

an increased risk (1.6 to 1.7 tumes) of death cnmpnred to p]ac.ehu (4.5% vs 2.6%, rﬁ'specti\-'t:]}-‘fl.
ABILIFY is not approved for the treatment of patients with dementia-related psychosis.

HELP ILLUMINATE




The Person Within.

Meer Kristen, age 31. She is a patient
with schizophrenia, bur she's also an
animal lover, daughrer, and friend.
She’s so much more than her illness.

Do you have someone like Kristen

in your practice?

ABILIFY significantly reduced
positive and negative symptoms,

as measured by PANSS™ Toral
Score, at primary endpoint

(Week 4) in a 4-week, double-blind,
placebo-controlled trial in patients
with schizophrenia.!

In a long-term (26-week), placebo-
controlled trial there were no medically
important differences berween the
ABILIFY and placebo patients in

the mean change from baseline in
Tri:gl}-‘u.‘l.‘l‘id:'. HDL, LDL, and roral
cholesterol measurements.

PANSS™ (Positive and Negative Syndrome Scale)
is a rrademark of Mult-Health Svsrems, Inc

Please see IMPORTANT SAFETY

INFORMATION, including Boxed
WARNING, on ful[ﬂwing page.

ABILIFY

aripiprazole
THE PERSON WITHIN m(amsmPunEsuLunnH lm:.r‘lL



IMPORTANT SAFETY INFORMATION for ABILIFY

Elderly patients with dementia-related psychosis treated with 2 Hyperglycemia and diaberes mellitus-Hyperglycemia, in some
atypical antipsychotic drugs are ar an increased risk (1.6 10 1.7 cases associated with ketoacidosis, coma, or death, has been
times) of death compared o placebo (4.5% vs 2.6%, respectively). sited in patients treated with arypical antpsychotics including
ABILIFY is not approved for the treatment of patients with ABILIFY, Patients with diaberes should be monitored for
dementia-related peychosis (see Boxed WARNING), worsering of glucose control; those with risk Facrors for diaberes

; 2 ; : should underge baseline and periodic fasting blood glucose
- N‘?mtﬁ:‘. malignant syndrome (NMS)-As with all testing, m-ﬂ who develo F:rmlﬂlnms aFE!"P"rPJvﬂmia
antipsychotic medications, 4 rre and potentially fnal condinon diould also undn flulingi:lt;ud bisbceticetineThase hae
known as NMS has been reported with ABILIFY. NMS can been for emeris o pelcatiic wich ARTLIFY
cause hyperpyrexia, muscle rigidiey, diaphorests, rachyeardia, i :
irregular pulse or blood pressure, cardiac dysthythmia, and
alrered menral starus. If signs and symproms appear, immediste
discontimuation is recommenided
B Tardive dyskinesia (TD)-The risk of developing T and
the potential for it 1o become irreversible may increase as the
duration of treatment and the total cumulative dose increase,
Prescribing should be consistent with the need 10 minimize

Trearment-emergent adverse events reported with:
ABILIFY Oral
In short-term trials of patients with schizophrenia (up w0
t weeks) or bipolar disarder {up 10 3 weeks), the following
were reported ar an mcidence 210% and greater than placebo,
respectively: headache (3% vs 25%), anxiety (20% vs 17%),
insomnia (19% v 14%], nausea (16% vs 12%),

T, If signs and symproms appear. discontinuation should be
considered sinee TD may remit, partially or completely

¥ Cerebrovascular adverse events (e, stroke, transient ischemic
artack), including fatalities, have been reported at an increased

vomiting (12% vs 6%), diztines (119 vs 8%),
constipation (1% vs 7%), dyspepsia (10% vx 8%, and
akathisia (108 vs 4%),

ABILIFY Injection

In short-term (24 hour) trials, the following were reported

incidence in climical enals of elderly patients with dementia-related

e e at an incidence 25% and greater than placebo, respectively:
péychasis treated with A 3y

headache (12% vs 7%), navsea (9% vs 3%),
dirzines (8% vs 3%), and somnolence (7% vs 4%5).

ABILIFY for Schizophrenia:

Rapid control of agitation*
* Early' and sustained positive and negative symptom control
* Low incidence of somnolence/sedation’
* Low mean weighr change in clinical rrials

— In a 52-weck schizophrenia trial, weight change averaged 1 kg for ABILIFY-treated patients
(BMI <23, 2.6 kg BMI 23 to 27, 1.4 kg; BMI 527, -1.2 kg). The percentage of ABILIFY-treated
patients with 27% increase in baseline body weight was 30% for those with BMI <23, 19% for
those with BMI 23 to 27, and 8% for those with BMI >27.

“ Lipid profile comparable to placebo

*With ABILIFY Injection at primary endpoint (2 hours). ABILIFY Injection
is indicated for the rreatment of agitation associated with schizophrenia.

"As early as Week | through study endpaint (Week 4).

'ABILIFY 1086, placebo 8%,

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 potenrial to

impair judgment, thinking, or motor skills. Patients should
not drive or operate hazardous machinery until they are certain

ABILIFY does not affect them adversely.

ABILIFY

(aripiprazole)

TABLETS and ORAL SOLUTION L myg/mlL

HELP ILLUMINATE THE PERSON WITHIN

Please see BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION,
including Boxed WARNING, on adjacent pages.

Reference: 1. Potkin 56, Saha AR, Kujawa M], et al. Anipiprazole, an antipsycharic with a novel mechanism of action, and risperidone ve placcho
in patients with schizmaffective disorder. Arol Coew Prpcfimery. 2003,60:68 1-690,
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ABILIFY® (aripiprazole) TABLETS Rx only

ABILIFY® (aripiprazole) ORAL SOLUTION
ABILIFY® DISCMELT" (aripiprazole) Orally Disintegrating Tablets

ABILIFY® (aripiprazole) INJECTION FOR INTRAMUSCULAR USE ONLY

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

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

they prescribe ABILIFY (aripiprazole) see full Prescribing Information for the complete information to

discuss with patients taking aripiprazole:

interference with Gognmve and Motor Performance: Patients should be cautioned about operating
machinery, i biles, until they are reasonably certain that ABILIFY does not

affect them adversely.

Pregnancy: Patients should be advised to notify their physician if they become pregnant or intend fo

become pregnant during therapy with ABILIFY.

INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS

Eldeﬂy patients with dementia-related psychosis treated with atyplcal amlpsychntlc drugs are at an
risk of death comp to placebo. Analyses of lacebo trials (modal

duration of 10 weeks) in these patients revealed a risk of death |n 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

: Patients should be advised not to breast-feed an infant if they are taking ABILIFY.
Concomitant Medication: Patients should be advised to inform their physicians if they are taking, or
plan to take, any prescription or over-the-counter drugs, since there is a potential for interactions.

Heat Exposure and Dehydration: Patients should be advised regarding appropriate care in avoiding
overheating and dehydration

ine is a component of aspartame. Each ABILIFY DISCMELT orally
dlsmtegratmg tablet contalns the following amounts: 10 mg - 1.12 mg phenyialanine and 15 mg - 1.68 mg

1o he either (eg, heart failure, sudden death) or i {eg, p
in nature. ABILIFY is not approved for the treatment of patients with dementia-related psych05|s

CONTRAINDICATIONS: Known hypersensitivity to aripiprazole

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 placeho. ABILIFY (aripiprazole) is not approved for the
treatment of patients with dementia-related psychosis (see Boxed WARNING).

li ! fatal NMS has been reported in association with
administration of antlpsychotm drugs, mcludlng ABILIFY. Clinical manifestations of NMS are hyperpyrexia,
muscle rigidity, altered mental status, and evidence of autenomic instability (irregular pulse or blood
pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated
creating phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure. If signs and symptoms
appear, immediate discontinuation is recommended {(see Full Prescribing Information for additional
information on management of NMS). Patients requiring antipsychotic drug treatment after recovery from
NMS shouid be carefully monitored since recurrences of NMS 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. The risk of developing TD
and the potential for it to become irreversible may increase as the duration of treatment and the total
cumulative dose increase. Prescribing should be consistent with the need to minimize TD. If signs and
symptoms appear, discontinuation should be considered since TD may remit, partially or completely.
Antipsychotic treatment, itself, may suppress {or partially suppress) the signs and symptoms of the
syndrome and, thereby, may possible mask the underlying process. Chronic antipsychotic treatment should
generally be reserved for patients who suffer from a chronic illness that (1) is known to respond to
antipsychotic drugs, and (2) for whom altemative, equally effective, but potentially less harmful treaiments
are not available or appropriate. The need for continued treatment should be reassessed periodically.

Cerebrovascular Adverse Events, Including Stroke, in Elderly Patients with Dementia-Related
Psychosis: In placebo-conirolled cllnlcal studies (two flexible-dose and one fixed-dose study) of dementia-
related p is, there was an of cerebrovascular adverse events (g, stroke, transient
ischemic attack) including fatalities, in aripiprazole-treated patients. In the fixed-dose study, there was a
statistically significant dose response relationship for cerebrovascular adverse events in patients treated with
aripiprazole. ABILIFY is not approved for the treatment of patients with dementia-related psychosis. (See also
Boxed WARNING, WARNINGS and PRECAUTIONS in Full Prescribing Information)

Hyperglycemia and Diabetes Mellitus: Hyperglycemia, in some cases associated with ketoacidosis,
hyperosmolar coma or death, has been reported in patients treated with atypical antipsychotics including
ABILIFY. Assessment of the relationship between atypical antipsychotic use and glucose abnormalities is
complicated by the possibility of an increased background risk of diabetes mellitus 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 warsening of glucose control;
patients with risk factors for diabetes should undergo baseline and periodic fasting blood glucose (FBG) testing.
Any patient being treated with an atypical antipsychotic should be monitored for symptoms of hyperglycemia
and those who develop symptoms of hyperglycemia should also undergo FBG testing.

PRECAUTIONS: General:
Orthostatic Hypotension: ABILIFY may be associated with orthostatic hypotension, perhaps due to its
ay-adrenergic receptor antagonism. The incidence of orthostatic hypotension-assaciated events from five
short-term, placebo-controlled trials in schizophrenia (n=926) on oral ABILIFY included: orthostatic
hypotension (1.9%), postural dizziness (0.8%), and syncope {0.6%). The incidence of orthostatic
hypotension-associated events from short-term, placebo-controlled trials in bipolar mania (n=597) on oral
ABILIFY included: orthostatic hypotension (0.7%), postural dizziness (0.5%), and syncope (0.3%). The
of or ciated events from short-term, placebo-controlied trials in
agitation associated with schlzophrenla or bipolar mania (n=501) on ABILIFY Injection included: orthostatic
hypotension (0.6%), postural dizziness (0.2%), and syncope (0.4%). The incidence of a significant
orthostatic change in blood pressure (defined as a decrease of at least 30 mmHg in systolic blood pressure
when changing from a supine to standing position) for aripiprazole was not statistically different from
placebo in trials in patients with schizophrenia, bipolar mania, or agitation associated with schizophrenia or
bipolar mania. ABILIFY should be used with caution in patients with known cardiovascular disease (history
of myocardial infarction or ischemic heart disease, heart failure or conduction abnormalities),
cerebrovascutar disease, or conditions which would predi patients to hyp ion (dehydration,
hypovolemia, and treatment with antihypertensive medications). If parenteral benzodiazepine therapy is
deemed necessary in addition to ABILIFY Injection treatment, patients should be monitored for excessive
sedation and for orthostatic hypotension.

Seizures: In short-term trials, seizures/convulsions occurred in 0.1% (1/926) of oral aripiprazole-treated
patients with schizophrenia, in 0.3% (2/597) of oral aripiprazole-treated patients with bipolar mania, and in
0.2% (1/501) of aripiprazole injection-treated patients with agitation associated with schizophrenia or bipolar
mania. Use cautiously in patients with a history of seizures or with conditions that lower the seizure threshold.
Conditions that lower the seizure threshold may be more prevalent in a population of 65 years or older.

Potential for Cognitive and Motor Impairment: Despite the y modest i d incid of
somnolence compared to placebo, ABILIFY, like other antipsychotics, may have the potential to impair
judgment, thinking, or motor skills. In short-term trials, somnolence (including sedation) was reported in
10% of patients with schizophrenia on oral ABILIFY compared to 8% of patients on placebo; 14% of
patients with bipolar mania on oral ABILIFY compared to 7% of patients on placebo; and in 9% of patients
with agitation associated with schizophrenia or bipolar mania on ABILIFY Injection compared to 6% of
patients on placebo. Patients should be cautioned about operating hazardous machinery, including
iles, until they are certain that therapy with ABILIFY does not affect them adversely.

Body Temperature Regulation: Disruption of body temperature regulation has been attributed to
ant|psychohc agents. Use appropriate care when prescnblng aripiprazole for patlents who will be
experiencing conditions that may contribute to an ion in core body

Dysphagia: Esophageal dysmotility and aspi have been jated with antipsychotic drug use,
including ABILIFY. Aspiration pneumonia is a common cause of morbidity and mortality in patients with
advanced Alzheimer's disease. ABILIFY and other antipsychotic drugs should be used cautiously in patients
at risk for aspiration pneumonia.

Suicide: The possibility of a suicide aftempt is inherent in psychotic ilnesses and bipolar disorder, and
close supervision of high-risk patients should accompany drug therapy. Prescriptions for ABILIFY should be
written for the smallest quantity consistent with good patient management.

Use in Patients with Concomitant lliness: Clinical experience. with ABILIFY in patients with certain
concomitant systemic ilinesses is limited. ABILIFY has not been evaluated or used to any appreciable
extent in patients with a recent history of myocardial infarction or unstable heart disease.

In three, 10-week;-placebo-controlied studies of aripiprazole in elderly patients with psychosis associated
with Alzheimer’s disedse (n=938), the treatment-emergent adverse events that were reported at an incidence
of =3% and aripiarazole incidence at least twice that for placebo were lethargy, somnolence {including
sedation), incontinence (primarily, urinary incontinence), excessive salivation, and lightheadedness. ABILIFY is
not approved for treatment of patients with dementia- refated psychosis. if the prescriber elects to treat such
patients with ABILIFY v»gllance should be p for the of difficutty swallowing or

ould predi njury or aspiration (See Boxed WARNING,
WARNINGS and CLINICAL PHAHMACOLOGY Speclal Populaﬁons in Full Prescribing Information).

pheny
Sugar Contem: Patients should be advised that each mL of ABILIFY oral solution contains 400 mg of sucrose
and 200 mg of fructose.

Drug Interactions: Use caution when ABILIFY is taken in combination with other centrally acting drugs
and alcohol. ABILIFY may enhance the effect of certain antihypertensive agents. ABILIFY is unlikely to
cause clinically important drug interactions mediated by the enzymes CYP1A1, CYP1A2, CYP2A6,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, or CYP2E1 enzymes. /n vivo studies using 10- to 30-mg/day doses
of aripiprazole had no significant effect on metabolism by CYP2D6 (dextromethorphan), CYP2CS
(warfarin), CYP2C19 (omeprazole, warfarin}, and CYP3A4 (dextrometharphan) substrates. No clinically
significant effect of famotidine, valproate, or lithium was seen on the pharmacokinetics of aripiprazole.

Inducers of CYP3A4 (eg, carbamazepine) could cause an increase in aripiprazole clearance and lower
blood levels. When a CYP3A4 inducer is added to ABILIFY, the dose of ABILIFY should be doubled.
Additional dose increases should be based on clinical evaluation. When the CYP3A4 inducer is withdrawn
from combination therapy, the ABILIFY dose should be reduced.

Carbamazepine: Coadministration of carbamazepine (200 mg BID) with ABILIFY (30 mg QD) resulted in
an approximate 70% decrease in Cpay and AUC values of aripiprazole and its active metabolite, dshydro-
aripiprazole.

Inhibitors of CYP3A4 (eg, ketocanazole) or CYP2D6 (eg, guinidine, fluoxeting, ar p: can inhibit the
elimination of aripiprazole and cause increased blood levels. When a strong GYP3A4 or CYP2DG inhibitor is
added to ABILIFY, the dose of ABILIFY should be reduced to one-half of the usual dose. When the CYP3A4 or
CYP2D6 inhibitor is withdrawn from the combination therapy, the ABILIFY dose should then be increased.

Ketoconazole: Coadministration of ketoconazole (200 mg/day for 14 days) with a 15-mg single dose of
ABILIFY increased the AUC of aripiprazole and its active metabolite by 63% and 77%, respectively.

Quinidine: Coadministration of a 10-mg single dose of ABILIFY with quinidine (166 mg/day for 13 days)
increased the AUG of aripiprazole by 112% but decreased the AUC of its active metabolite, dehydro-
aripiprazole, by 35%.

Alcohol: There was no significant difference between aripiprazole coadministered with ethanol and placebo
coadministered with ethanol on performance of gross motor skills or stimulus response in healthy subjects.
As with most psychoactive medications, patients should be advised to avoid alcohol while taking ABILIFY.
Carcinogenesis, Mutagenesis, Impairment of Fertility: Carcinogenesis: Carcinogenicity studies were
conducted in ICR mice and in Sprague-Dawley (SD) and F344 rats. Aripiprazole was administered for
2 years in the diet at doses of 1, 3, 10, and 30 mgrkg/day to ICR mice and at 10, 20, 40, 60 mg/kg/day (3 to
19 fimes the maximum recommended human dose [MRHD] based on mg/mz) to SD rats and 1,3, and
10 mg/kg/day to F344 rats (0.2 to 5 and 0.3 to 3 times the MRHD based on mg/m2 respectlvely) In
addition, SD rats were dosed orally for 2 years. Aripiprazole did not induce tumors in male mice or rats. in
female mice, the incidences of pituitary gland adenomas and mammary gland adenocarcinomas and
adenoacanthomas were increased at dietary doses of 3 to 30 mg/kg/day (0.1 to 0.9 times human exposure
at MRHD based on AUC and 0.5 to 5 times the MBHD based on mg/m3. In female rats, the incidence of
mammary gland fibroadenomas was increased at a dietary dose of 10 mg/kg/day (01 times human
exposure at MRHD based on AUC and 3 times the MRHD based on mg/m2); and the incidences of
adrenocortical carcinomas and combined adrenocortical adenc were at an oral
dose of 60 mg/kg/day (14 times human exposure at MRHD based on AUC and 19 times the MRHD based on
mg/m?). These findings are considered to be prolactin-mediated. Increases in serum prolactin were
abserved in a 13-week dietary study in female mice at doses used in the carcinogenicity study. Serum
prolactin was not increased in a 4- and 13-week dietary study in femaie rats. The relevance for human risk
of prolactin-mediated endocrine tumors in rodents is unknown. Mutagenesis: Aripiprazole and a metabolite
(2,3-DCPP) were clastogenic in the in vifro chromosomal aberration assay in Chinese hamster lung (CHL)
cells, with and without metabolic activation. The metabolite, 2,3-DCPP, produced increases in numerical
aberrations in the in vitro assay in CHL cells in the absence of metabolic activation. A positive response was
obtained in the in vivo micronucleus assay in mice; however, the response was shown to be due to a
mechanism not considered relevant to humans. Impairment of Fertility: Female rats were treated with oral
doses of 2, 6, and 20 mg/kg/day (0.6, 2, and 6 times the MRHD on an mg/m?2 basis) of anplprazale from
2 weeks prior to mating through day 7 of ion. Estrus cycle irregularities and i d corpora lutea
were seen at all doses, but no impairment of fertility was seen. Increased pre-implantation loss was seen at
6 and 20 mg/kg, and decreased fetal weight was seen at 20 mg/kg. Male rats were treated with oral doses
of 20, 40, and 60 mg/kg/day (6, 13, and 19 times the MRHD on an mg/m? basis) of aripiprazole from
9 weeks prior to mating through mating. Disturbances in spermatogenesis were seen at 60 mg/kg, and
prostate atrophy was seen at 40 and 60 mg/kg, but no impairment of fertitity was seen.

Pregnancy Category C: There are no adequate and well-controlled studies in pregnant women.
Aripiprazole should be used in pregnancy only if the potential benefit justifies the potential risk to the
fetus. In animal studies, aripiprazole demonstrated developmental toxicity, including possible teratogenic
effects in rats and rabbits.

Labor and Delivery: The effect of aripiprazole on labor and delivery in humans is unknown.

Nursing Mothers: Aripiprazole was excreted in milk of rats during factation. !t is not known whether
aripiprazole or its metabolites are excreted in human milk. It is recommended that women receiving
aripiprazole should not breast-feed.

Pediatric Use: Safety and effectiveness in pediatric and adolescent patients have not been established.

Geriatric Use: Placebo-controlled studies of oral aripiprazole in schizophrenia or bipolar mania did not
include sufficient numbers of subjects aged 65 and over to determine whether they respond differently
from younger subjects. There was no effect of age on the pharmacokinetics of a single 15-mg dose of
aripiprazole. Ari was 1 by 20% in elderly subjects (=65 years) compared to
younger adult subjects (18 to 64 years), but there was no detectable effect of age in the population
pharmacokinetic analysis in schizophrenia patients. Studies of elderly patients with psychosis associated
with Alzheimer’s disease have suggested that there may be a different tolerability profile in this
population compared to younger patients with schizophrenia. (See also Boxed WARNING, WARNINGS
and PRECAUTIONS in Full Prescribing Information)

ADVERSE REACTIONS

Aripiprazole has been evaluated for safety in 8456 patients who participated in multiple-dose, clinical
trials in schizophrenia, bipolar mania, and dementia of the Alzheimer's type, and who had approximately
5635 patient-years of exposure to oral aripiprazole and 749 patients with exposure to aripiprazole
injection. A total of 2442 patients were treated with oral aripiprazole for at least 180 days and 1667
patients treated with oral aripiprazole had at least 1 year of exposure.

Adverse Evenis Associated with Discontinuation of Treatment: Overall, there was lttie ditference in the
incidence of discontinuation due to adverse events in placebo oral arip trials (aripip

vs placebo: schizophrenia, 7% vs 9%; bipolar mania, 11% vs vs 9%; or in placebo—controlled intramuscutar
aripiprazole injection trials (aripiprazole injection, 0.8%; placebo 0.5%). The types of adverse events that led
to discontinuation were similar between the oral aripiprazole and placebo-treated patients.

Commonly Observed Adverse Events: (=5% incidence and at a rate at least twice the rate of placebo for
ABILIFY vs placeho, respectively): In 4- to 6-week, placebo-controlled, schizophrenia trials (2 to 30 mg/day),
the one commonly observed adverse event associated with the use of oral aripiprazole was: akathisia
(8%, 4%). In 3-week, placebo-controlled, bipolar mania trials (15 or 30 mg/day), the most common adverse
events associated with oral aripiprazole were: akathisia {15%, 3%), constipation (13%, 6%), sedation
(8%, 3%), tremor (7%, 3%), (6%, 3%), P idal disorder (5%, 2%). In 24-hour placebo-
controlled trials of intramuscular aripiprazole injection for agitation associated with schizophrenia or bipolar
mania, nausea was the one adverse event observed (9%, 3%).

Adverse Events with an incidence =2% in Oral

Trials: The i (!



events were reported at an incidence of =2% with oral aripiprazoie {doses =2 mg/d), and at a greater
incidence with aripiprazole than with placebo in short-term placebo-controlled trials (aripiprazole N=1523,
placebo N=849), respectively, were: headache (30%, 25%), anxiety (20%, 17%), insomnia {19%, 14%),
nausea {16%, 12%), vomiting (12%, 6%), dizziness (11%, 8%), constipation (11%, 7%), dyspepsia (10%,
8%}, akathisia (10%, 4%), sedation (7%, 4%), fatigue (6%, 5%), extrapyramidal disorder (6%, 4%),
somnolence (5%, 4%), dry mouth (5%, 4%), arthralgia (5%, 4%), tremor (5%, 3%), restlessness (5%, 3%),
pharyngolaryngeal pain (4%, 3%), pain in extremity (4%, 2%), cough (3%, 2%), nasal congestion
{3%, 2%), abdominal discomfort (3%, 2%), stomach discomfort (3%, 2%}, pain (3%, 2%), vision biurred
(3%, 1%), salivary hypersecretion {2%, 1%), peripheral edema (2%, 1%), hypertension {including blood
pressure increased) (2%, 1%). The following events were reperted by patients treated with oral aripiprazole
with an incidence equal to or less than placebo: diarrhea, toothache, upper abdominal pain, abdominal
pain, musculoskeletal stiffness, back pain, myalgia, agitation, psychotic disorder, dysmenorrhea
{percentage based on gender total), and rash.

Adverse Events with an Incidence =1% in Intramuscular Aripiprazole Injection Trials: The following
treatment-emergent events were reported at an incidence 21% with intramuscular aripiprazole injection
(doses 25.25 mg/day) and at incidence greater than placebo in 24-hour, placebo-controlled trials
{aripiprazole injection N=501, placebo N=220) in agitated patients with schizophrenia or bipolar mania,
respectively, include: headache (12%, 7%), nausea (9% 3%), dizziness (8%, 5%}, somnolence (7%, 4%),
sedation (3%, 2%), vomiting (3%, 1%), fatigue (2%, 1%), tachycardia (2%, <1%), akathisia (2%, 0%),
dyspepsia (1%, <1%), dry mouth (1% <1%), blood pressure increased (1%, <1%), musculoskeletal
stiffness (1%, <1%). The following events were reported by patients treated with aripiprazole injection with
an incidence equal to or less than placebo: injection site pain, injection site burning, insomnia, agitation.
Dose-Related Adverse Events: Dose response relationships for the incidence of treatment-emergent
adverse events were evaluated from four trials in patients with schizophrenia comparing various fixed
doses (2, 5, 10, 15, 20, and 30 mg/day) of oral aripiprazole to placebo. The one adverse event to have a
possible dose response relationship was somnolence (including sedation) which was most prominent at
the 30 mg/day dose (placeho, 7.1%; 10 mg, 8.5%; 15 mg, 8.7%; 20 mg, 7.5%; 30 mg, 12.6%).
Extrapyramidal Symptoms: In the short-term, placebo-controlled trials of schizaphrenia, the incidence of
reported EPS-related events, excluding evenis refated to akathisia was (oral aripiprazole 13%, placebo
12%) and the incidence of akathisia-related events was {oral aripiprazole 8%, placebe 4%). In the short-
term, placebo-controlled trials in bipolar mania, the incidence of reported EPS-related events, excluding
events related to akathisia was {oral aripiprazole 15%, placebo 8%) and the incidence of akathisia-related
events was (oral aripiprazole 15%, placebo 4%). In the placebo-controlled trials in patients with agitation
associated with schizophrenia or bipolar mania, the incidence of reported EPS-related events excluding
events related to akathisia was {aripiprazole injection 2%, placebo 2%) and the incidence of akathisia-
related events was (aripiprazele injection 2%, placebo 0%).

Laboratory Test Abnormalities: A between group comparison for 3- to 6-week, placebo-controlled trials
revealed no medically important differences between the aripiprazole and placebo groups in the
proportions of patients experiencing potentially clinically significant changes in routine serum chemistry,
hematelogy, or urinalysis parameters. Similarly, there were no aripiprazole/placebo differences in the
incidence of discontinuations for changes in serum chemistry, hematology, or urinalysis. In a long-term
{26-week), placebo-controlied trial there were no medically important differences between the aripiprazole
and placebo patients in the mean change from baseline in prolactin, fasting glucose, triglyceride, HDL,
1.DL, and total cholesterol measurements.

Weight Gain: in 4- to 6-week trials in schizophrenia, there was a slight difference in mean weight gain
between aripiprazole and placebo patients (+0.7 kg vs. -0.05 kg, respectively), and also a difference in the
proportion of patients meeting a weight gain criterion of 7% of body weight [aripiprazole (8%) compared to
placebo (3%)). In 3-week trials in mania, the mean weight gain for aripiprazole and placebo patients was
0.0 kg vs. -0.2 kg, respectively. The proportion of patients meeting a weight gain criterion of 27% of body
weight was aripiprazole {3%) compared to placebo (2%). In a 26-week schizophrenia trial, weight change,
respectively, for ABILIFY (aripiprazole)- and placebo-treated patients was -0.5 kg and -0.5 kg for those with
BMI <23, -1.3 kg and -0.6 kg for those with BMI 23 to 27, and -2.1 kg and -1.5 kg for those with BMI >27.
The percentage of ABILIFY- and placebo-treated patients, respectively, with =7% increase in baseline body
weight was 6.8% and 3.7% for those with BMI <23, 5.1% and 4.2% for those with BMI 23 to 27, and 5.7%
and 4.1% for those with BMI >27. In a 52-week schizophrenia trial, weight change for ABILIFY-treated
patients was 2.6 kg for those with BMI <23, 1.4 kg for those with BMI 23 to 27, and -1.2 kg for those with
BMI >27. The percentage of ABILIFY-treated patients with =7% increase in baseline body weight was 30%
for those with BMI <23, 19% for those with BMI 23 to 27, and 8% for those with BMI >27.

ECG Changes: Pooled analysis of placebo-controlled trials in patients with schizophrenia or bipolar mania
treated with oral aripiprazole or in patients with agitation associated with schizophrenia or bipolar mania
treated with intramuscular aripiprazole injection, revealed no significant differences between aripiprazole and
placebo of potentially important changes in ECG parameters. Oral aripiprazole was associated with a median
ingrease in heart rate of 5 beats per minute compared to a 1 beat per minute increase among placebo patients.

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

The adverse events reported in a 26-week, double-blind triat comparing oral ABILIFY and placebo in
patients with schizophrenia or bipolar mania were generally consistent with those reported in the short-
term, placebo-controlled trials, except for a higher incidence of tremor (ABILIFY 8% vs placebo 2%).

Other Adverse Events Observed During the Premarketing Evaluation of Oral Aripiprazole

The following adverse events were reported with oral aripiprazole at multiple doses =2 mg/day in clinical
trials (8456 patients, 5365 patient-years of exposure). This list may not include events previously listed
glsewhere in the labeling, those events for which a drug cause was remote, those terms which were so
general as fo be uninformative, and those events reported with an incidence of <0.05% and which did not
have a substantial probability of being acutely life-threatening. Frequent evenis are those occurring in at
least 1/100 patients; infrequent events are those occurring in 1/100 to 1/1000 patients; rare events are

count increased, piatelet count increased, red blood cell count decreased, white blood cell count
decreased, white blood cells urine positive, bacteria urine identified, blood lactate dehydrogenase
increased, blood potassium increased, neutrophil count decreased, urine output decreased, blood creatine
phosphokinase MB increased, ECG signs of myocardial ischemia, electrocardiogram T-wave inversion,
heart rate decreased, tuberculin test positive, glucose urine present, glycosylated haemoglobin increased,
glucose tolerance decreased, glycosylated haemoglobin decreased, muscle enzyme increased.
Metabolism and Nutrition Disorders: Frequent - decreased appetite (including diet refusal, markediy
reduced dietary intake), dehydration; /nfrequent - anorexia, increased appetite, hypercholesterolaemia,
hypokalaemia, hyperglycaemia, diabetes mellitus, hypaglycaemia, hyponatremia, diabetes mellitus non-
insulin-dependent, hyperlipidaemia, obesity (including overweight), polydipsia; Rare -
hypertriglyceridaemia, gout, hypernatraemia, weight fluctuation, diabetes mellitus inadequate control.
Musculoskeletal and Connective Tissue Disorders: Frequent - musculoskeletal pain (including neck, jaw,
chest wall, bone, buttack, groin, flank, musculoskeletal chest, pubic, and sacral), muscle rigidity, muscle
cramp; Infrequent - muscle twitching, joint swelling, muscle spasms, muscie tightness, arthritis,
osteoarthritis, muscutar weakness, joint range of motion decreased, sensation of heaviness; Rare -
tendonitis, osteoporasis, trismus, arthropathy, bursitis, exostosis, night cramps, coccydynia, joint
contracture, localised osteoarthritis, osteopenia, rhabdomyolysis, costochondritis, rheumatoid arthyitis,
torticollis. Nervous System Disorders: Frequent - lethargy, dyskinesia; Infrequent - disturbance in
attention, parkinsonism, dystonia, drooling, cogwheel rigidity, dysarthria, paraesthesia, hypoaesthesia, loss
of consciousness {including level of consciousness), hypersomnia, psychomotor hyperactivity,
batance disorder, cerebrovascular accident, hypokinesia, tardive dyskinesia, memory impairment, amnesia,
ataxia, dementia, hypotonia, burning sensation, dysgeusia, restless leg syndrome, hypertonia, Parkinson’s
disease, akinesia, dysphasia, transient ischaemic attack, facial palsy, hemiparesis, myoclonus, sciatica;
Rare - bradykinesia, coordination abnormal, cognitive disorder, syncope vasovagal, carpal tunnel
syndrome, hyporeflexia, intention tremor, muscle contractions involuntary, sleep apnea syndrome,
dementia Alzheimer’s type, epilepsy, hyperreflexia, mastication disorder, mental impairment, nerve
compression, parkinsonian gait, tongue paralysis, aphasia, choreoathetosis, formication, masked facies,
neuralgia, paresthesia oral, parkinsonian rest tremor, cerebral haemorrhage, dizziness exertional,
hyperaesthesia, haemorrhage intracranial, ischaemic stroke, judgment impaired, subarachnaid
haemorrhage. Psychiatric Disorders: Frequent - schizophrenia (inciuding schizoaffective disorder),
depression {including depressive symptom), hallucination (including auditory, visual, tactife, mixed,
offactory, and tic), mood altered (including depressed, euphoric, elevated, and mood swings),
paranoia, irritability, suicidal ideation, confusional state, aggression, mania, delusion (including
persecutory, perception, somatic, and grandeur); infrequent - tension, nervausness, nightmare, excitability,
panic attack (including panic disorder, panic disorder with ageraphobia, and panic reaction), abnormal
dreams, apathy, libido decreased, hostility, suicide attempt, bipolar disorder (including bipolar 1), libido
increased, anger, delirium, acute psychosis, disorientation, bruxism, hypomania, obsessive-compuisive
disorder {including obsessive thoughts), mental status changes, crying, dysphoria, completed suicide, flat
affect, impulsive behaviour; Rare - blunted affect, cognitive deterioration, logorrhea, psychomotor agitation,
social avoidant behaviour, psychomotor retardation, suspiciousness, affect lability, anorgasmia, fear,
homicidal ideation, tic, premature ejaculation, dysphemia, bradyphrenia, derealisation, depersonalisation.
Renal and Urinary Disorders: Infrequent - poliakiuria, dysuria, haematuria, urinary retention, renal failure
{including acute and chronic), urinary hesitation, enuresis, nephrolithiasis, micturition urgency, pelyuria;
Rare - nocturia, proteinuria, glycosuria, calculus urinary, azotaemia. Reproductive System and Breast
Disorders: infrequent - erectile dysfunction, vaginal discharge, amenorrhoea, vaginal haemarrhage,
menstruation irregular, menarrhagia, premenstrual syndrome, testicular pain, genital pruritus female,
ovarian cyst, benign prostatic hyperplasia, prostatitis; Rare - gy ia, priapism (including
spontaneous penile erection), breast pain, pelvic pain, epididymitis, galactorrhoea, uterine haemorrhage.
Respiratory, Thoracic, and Mediastinal Disorders: Frequent - dyspnoea (including exertional); infrequent -
sinus congestion, rhinorrhoea, wheezing, epistaxis, asthma, hiccups, productive cough, chronic obstructive
airways disease (including exacerbated), rhinitis allergic, pneumonia aspiration, pulmonary congestion,
sinus pain, respiratory distress, dry throat, hoarseness; Rare - bronchopneumopathy, haemoptysis,
respiratory arrest, sneezing, hypoxia, pulmonary embolism, pulmonary oedema (including acute),
respiratory failure, brochospasm, nasal dryness, paranasal sinus hypersecretion, pharyngeal erythema,
rhonchi, tonsillar hypertrophy, asphyxia, Mendelson’s syndrome. Skin and Subcutaneous Tissue
Disorders: Infrequent - hyperhydrosis, erythema, pruritis (including generalised), dry skin, decubitus ulcer,
dermatitis (including allergic, seborrhoeic, acneiform, exfoliative, bullous, neurodermatitis), ecchymosis,
skin ulcer, acne, eczema, hyperkeratosis, swelling face, skin discoloration, photosensitivity reaction, skin
irritation, alopecia, rash maculopapular, cold sweat, scab, face cedema, dermal cyst, psoriasis, night
sweats, rash erythematous; Rare - rash scaly, urticaria, rash maculopapuiar, rosacea, seborrhoea,
periorbital oedema, rash vesicular. Vascular Disorders: Frequent - hypotension; Infrequient - hot flush
{including flushing), haematoma, deep vein thrombosis, phlebitis; Rare - pallor, petechiag, varicose vein,
circulatory collapse, haemorrhage, thrombophlebitis, shock.

Other Adverse Events Observed During the Premarketing Evaluation of Aripiprazole Injection

The following adverse events were reported with aripiprazole injection at doses =1 mg/day in clinical trials
(749 patients). This list may not include events previously listed elsewhere in the labeling, those events for
which a drug cause was remote, those terms which were so general as to be uninformative, and those
events reported with an incidence of <0.05% and which did not have a substantial probabiiity of being
acutely life-threatening. Frequent events are those occurring in at least 1/100 patients; /nfrequent events
are those occurring in 1/100 to 1/1000 patients; rare events are those ogcurring in fewer than 1/1000
patients. Ear and Labyrinth Disorders: infrequent - hyperacusis. General Disorders and Administration
Site Conditions: Infrequent - injection site stinging, abnormal feeling, injection site pruritus, injection site
swelling, venipuncture site bruise. Infections and Infestations: infrequent - bacteruria, urinary tract
infection, urosepsis. Investigations: Infrequent - blood pressure abnormal, heart rate irregular,
electrocardlogram T-wave abnormal, Psycmatnc Disorders: Infrequent - intentional self- injury.
Respiratory, ic, and Mediastinal Disorders: | - pharyngolaryngeal pain, nasal congestion.
Vascular Disorders: Infrequent blood pressure fluctuation.

Reports: Reported since market introduction and temporally (not necessarily causally}

those occurring in fewer than 1/1000 patients. Blood and Lymphatic System Disorders: Infrequent
lymphat hy, p (including agranulocy , neutropenia); Rare - Ieukocytosrs
thrembocytopenia, i i ytopenic purpura, thr ia. Cardiac Disorders: Frequent -
tachycardia (including ventricular, supraventricular, sinus); infrequent - bradycardia, palpitations, cardiac
failure (including congestive and acute), myocardial infarction, cardiac arrest, atrial fibrillation,
atrioventricular block {including first degree and complete), extrasystoles {including ventricular and
supraventricular), angina pectoris, cyanosis, bundle branch block {including left, right), myocardial
ischaemia; Rare - atrial flutter, cardiomegaly, cardiomyopathy, cardiopulmonary failure. Ear and Labyrinth
Disorders: Infrequent - ear pain, vertigo, finnitus; Rare - deafness. Endocrine Disorders: infrequent -
hypothyroidism; Aare - goitre, hyperparathyroidism, hyperthyroidism. Eye Disorders: Frequent -
conjunctivitis; Infrequent - eye redness, eye irritation, dry eye, blepharospasm, visual disturbance, eye
pain, eye discharge, blepharitis, cataract facrimation increased; Rare - eyelid function dlsorder

related to aripiprazole therapy: allergic reaction (eg, anaphylactic reaction, angioedema, laryngospasm,
orppharyngeal spasm, pruritis, or urticaria), grand mal seizure, and jaundice.

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

Abuse and Dependence: Aripiprazole has not been systematically studied in humans for its potential for
abuse, or physical ¢ While the clinical trials did not reveal any tendency for any drug-
seeklng hehavior, it is not possible to predict on the basis of this limited experience the extent to which a
CNS-active drug will be misused, diverted, and/or abused once marketed. Patients should be evaluated
carefully for a history of drug abuse and closely observed for signs of ABILIFY (aripiprazole) misuse or abuse.
OVERDOSAGE: 76 cases of deliberate or accidental overdosage with oral ABILIFY alone or in combination
with other substances were reported worldwide [44 cases with known outcome, 33 recovered without

and one r d with {mydriasis and feeling abnormal)]. Additionally, 10 of these

oculogyration, eyelid oedema, photophebia, diplopia, eyelid ptosis, eye haemorrhage.
Disorders: Frequent - loose stools; infrequent - flatulence, dysphagia, gastroesophageal reflux disease,
gastritis, haemorrhoids, abdominal distension, faecal incontinence, hasmatochezia, gingival pain, rectal
haemorrhage, abdominal pain lower, oral pain, retching, faecaloma, gastrointestinal haemorrhage, ulcer
(including gastric, duodenal, peptlc) tooth fracture gingivitis, lip dry; Rare - abdominal tenderness,
chapped lips, periodontitis, ap pain, hypc ia oral, inguinal hemia, swollen
tongue, colitis, haematemesis, hyperchlorhydna irritable bowel syndrome, oesophagms faeces hard,
gingival bleedlng, glnssodyma mouth ulceration, reflux oesophagitis, cheilitis, intestinal obstruction,
pancreatitis, eructation, gastric ulcer haemorrhage, melaena, glossitis, stomatitis. General Disorders and
Adminisiration Site Conditions: Frequent - asthenia, pyrexia, chest pain, gait disturbance; infrequent -
malaise, oedema, influenza-like illness, chills, general physical health deterioration, feeling jittery, mobility
decreased thirst, feeling cold, dlfhcully in walking, facial pain, sluggishness, condition aggravated; Rare -
ion localized, g, energy increased, |nﬂammatlon abasia, xerosis, feeling hot,
hyperthermia, hyp mia. biliary Di - fitis (i ing acute and
chronic); Rare - cholelithiasis, hepatitis. /mmune System Disorders: Infrequent hypersensitivity.
Infections and Infestations: Frequent respiratory tract infection (including upper and lower), pneumonia;
Infrequent - cellulitis, dental caries, vaginitis, vaginal infection, cystitis, vaginal mycosis, eye infection,
itis, YCOosi vaglnal idiasis, ofitis medla folliculitis, candidiasis, otitis externa,
pyelonephrms rash pustular; Rare - appendicitis, septic shock. Injury, Poisoning, and P;

cases were in children {age 12 and younger) invoiving oral aripiprazole ingestions up to 195 mg with no
fatalities. The largest known acute ingestion was 1080 mg of oral aripiprazole (36 times maximum
recommended daily dose) in a patient who fully recovered. Common adverse events (reported in at least
5;’/« of all overdose cases) were vommng, somnolence and tremor. For more information on symptoms
of , see Full P

Management of Overdosage: No specific infermation is available on the treatment of overdose with
aripiprazole. An electrocardiogram should be obtained in case of overdosage and, if QTc interval prolongation
is present, cardiac monitoring should be instituted. Otherwise, of should ¢

on supportive therapy, maintaining an adequate airway, oxygenation and ventilation, and management of
symptoms. Close medical supervision and monitoring should continue until the patient recovers. Charcoal: In
the event of an overdose of ABILIFY, an early charcoal administration may be useful in partially preventing the
absorption of aripiprazole. Administration of 50 g of activated charcoal, ane hour after a single 15-mg oral
dose of aripiprazole, decreased the mean AUC and Cpqy of aripip by 50%. is: Although
there is no information on the effect of hemodialysis in treating an overdose with aripiprazole, hemodmlysrs is
unlikely to be useful in overdose management since aripiprazole is highty bound to plasma proteins.

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

Complications: Frequent - fall, skin laceration, contusion, fracture; /nfrequent - blister, scratch, joint
sprain, burn, muscle strain, pen’orbital haematoma, arthropod bite/s1ing, head injury, sunbum; Rare - joint
dislocation, alcohol poisoning, road traffic accident, self mutilation, eye penetration, injury asphyxiation,
poisoning, heat exhaustion, heat stroke. Investigations: Frequent - weight decreased, blood creatine
phosphokinase increased; /nfrequent - blood glucose increased, heart rate increased, body temperature
increased, alanine aminotransferase increased, blood cholesterol increased, white blood cell count
increased, haemoglobin decreased, aspartame aminotransferase increased, blood urea increased,
electrocardiogram ST segment abnormal (including depression, elevation), f it decreased, hepatic
enzyme increased, blood bilirubin increased, blood glucose decreased, blood creatinine increased, blood
alkaline phosphatase increased, blood pressure decreased, blood potassium decreased, blood urine
present, electrocardiogram QT corrected interval prolonged; Rare - transaminases increased, blood
triglycerides increased, blood uric acid increased, cardiac murmur, eosiniphil count increased, neutrophil

Orally Disi Tablets, Oral Solution and Injection manufactured by Bristol-Myers Squibb Company,
Princeton, NJ 08543 USA

Distributed and marketed by Otsuka America Pharmaceutical, inc., Rockville, MD 20850 USA

Marketed by Bristol-Myers Squibb Company, Princeton, NJ 08543 USA
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Complex puzzles. Comprehensive solutions.

At Western Psychiatric Institute and Clinic of UPMC,
we take on complex disorders that some other centers
won’t even attempt to treat.

But whether a patient has a difficult-to-treat disorder
or one more easily treated, teams of specialists in
psychiatry, psychopharmacology, clinical psychology,
and medicine craft complete, individualized treatment
plans that draw upon the latest clinical research,
much of it conducted by our own investigators.
Whether we’re interpreting our clinical trial data
or a patient’s lab results, our work to advance the
understanding and treatment of bipolar disorder,

eating disorders, autism, and geriatric behavioral
health issues is world-class. In fact, we have one of the
world’s most comprehensive programs for mood disorders,
with research-based treatments for patients at every level
of need, at every stage of life.

With more than 400 inpatient psychiatric beds and 75
ambulatory programs, we care for people when they’re
feeling their worst and support them when they’re at
their best, back with their families in their home towns.
Each year, Western Psychiatric helps some 30,000
people of all ages — at all stages of recovery, from all
over the world — live healthier and more productive lives.

upme.com | 1-800-533-UPMC

Affiliated with the University of Pittsburgh School of Medicine, UPMC is ranked among the nation’s best hospitals by U.S.News & World Report.
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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
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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

clinical feptures



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
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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.htm. 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% i toani 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, although patients may not give such 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 nsk with MIRAPEX tablets such as concomitant sedating
the of sleep di and ions that increase pramipexole plasma levels
(e.g., cimetidine - see PRECAUTIONS, Drug If a patient ps significant daytime sleepiness 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 tivities. While dose ion clearly reduces the degree of
somnolence, there is insufficient i ion to that dose ion will i des 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 frials 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 @ 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 unlikely that even a smg\e case would have occurred in a cohort of the size exposed to pramipexole
in studies to date. Withdrawal-Ei it and Ct ion: Although not reported with pramipexole in the clinical
development program, a symptom complex resembling 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 compuisive 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

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 (€.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 pramipexole has not been completely established 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 rnamtenance of early pregnancy in rats.

Effect: Preg 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: In 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 gastromtestmal system (nausea [2.1% on MIRAPEX tablets vs 0.4% on placebo])

Rebound and Augmentation in RLS: Reports in the literature indicate treatment of RLS with dopaminergic ications can
result in a shifting of symptoms to the early morning 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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in Ce 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
dihydrochloride) 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
fract 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 placeba]; 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, p: , 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), respectivel 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 |n0|dence for MIRAPEX (0.25 mg
[N=88]; 0.5 mg [N=80]; 0.75 mg [N=90]) vs placebo (n=86), re 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%). Psycmatnc dlsarders

irritable bowel syndrome, esophageal spasm, esophageal stenosis, esophagitis, pancreatitis, periodontitis, rectal hemorrhage, reflux
esophagitis, tongue edema, tongue ulceration, toothache, umbilical heria. 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. Immune system disorders: drug hyr 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, hyp ia, hyponatremia, hypovitaminosis, increased appetite,
metabolic alkalosis. Musculoskeletal and connective tissue disorders: bone pain, fasciitis, 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, osteoanhmls osteonecrosis, osteoporosis, polymyalgia, rheumatoid arthritis, shoulder
pain, spinal osteoarthritis, tendonitis, ter 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 disorders: 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, hyperreflexia,
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%) Hesplrataly, thoracic and
nasal congestion (0%; 3%; 6% vs 1%). and tissue  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, myocardlal infarction, nodal
arrhythmia, sinus arrhythmia, sinus bradycardia, sinus tachycardia, supraventricular extrasystoles, supi 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,

Investigative 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 Iux). 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.
Distributed by: Boehringer Ingelheim Pharmaceuticals, Inc. Ridgefield, CT 06877 USA
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2008 CallfFor, Papers

The American Psychiatric Association’s leading educational conference on clinical issi
ccommunity mental health to meet the service needs of people with severe mental illness.

From Patient to Partner: Transforming Systems of Care

Nada L. Stotland, M.D., M.P.H.
President-Elect, American Psychiatric Association

Jacqueline M. Feldman, M.D.
Chairperson, Scientific Program Committee

If you are interested in preparing a submission for the 2008 Institute on Psychiatric Services,

please fill out your sut

ion online at www.psych.org/IPS.

2008 Call For Papers * Submission Schedule

Industry-Supported Symposia

Opening Date
October 1, 2007

Closing Date
December 10, 2007

Innovative Programs

October 1, 2007 December 10, 2007

Poster:

October 1, 2007 June 2, 2008

ymposia

October 1, 2007 December 10, 2007

Workshop

October 1, 2008

December 10, 2007
)

Submission are accepted ONLINE only. From
the Internet, go to www.psych.org and click on
2008 Call for Papers next to the 60th IPS logo for
format descriptions, instructions, guidelines, and
to submit your program or poster proposal. If you
have any questions, please call (703) 907-7377 or
send an e-mail to PS@psych.org.

For more information, please contact:
American Psychiatric Association

1000 Wilson Blvd., Suite 1825

Arlington, VA 22209-3901

Phone: 1-888-35-PSYCH or (703) 907-7300

60

@.

Fax: (703) 907-1090
E-mail: IPS@psych.org
Web: wwwpsych.org/IPS

Psych Oral Board Tutorials

Now, 3-day practice orals
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%4 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
Nov 17-18 — San Francisco

February 16-19, 2008 — Tampa

@ In board exam city just before your oral boards

January 15-17 — Portland, OR
May 7-10, 2008 — Chicago

€ You may buy extra private and public practice
exams based on patient interview or videotape

800-285-3283

L 2R 2R 4

L R 2

www.psychtutor.net/m7xa

When you positively must pass

Clinical Guide to the
Treatment of the Mentally
IIl Homeless Person

Edited by Paulette Marie Gillig, M.D., Ph.D.,
and Hunter L. McQuistion, M.D.

American Association of Community
Psychiatrists

This book offers expert evidence-based advice from authors with real-
world experience on the difficult challenges inherent in working with
homeless populations. The book offers case- and site-based discussions
that provide approaches to therapy and rehabilitation from the vantage
point of treatment environments, from street to housing. Its real-world
orientation offers a detailed, practical team approach to situations posed
by families, homeless children, veterans, urban and rural populations,
and others, and features examples that enable readers to follow the
progress of specific individuals as they were engaged in treatment and
moved through the network of care.

2006 « 197 pages ¢ ISBN 978-1-58562-251-1 « Paperback « $37.95 o Item #62251

Order Online at www.appi.org
or call Toll-Free 1-800-368-5777

Please reference priority code AH761

Visit our exhibit at
IPS, October 11-13!
Booth 208

Minority Research Training in Psychiatry

Through its National Institute of Mental Health-funded Program
for Minority Research Training in Psychiatry (PMRTP), the Amer-
ican Psychiatric Institute for Research and Education (APIRE) is
seeking to increase the number of minority psychiatrists going
into psychiatric research.

The program provides medical students and psychiatric resi-
dents with funding for stipends, travel expenses, and tuition for
an elective or summer experience in a research environment.
Stipends are also available for one- or two-year post-residency
fellowships for minority psychiatrists. Deadlines for applications
are December 1 for residents seeking a year or more of training
and for post-residency fellows; or three months before training
is to begin for medical students. Summer medical students
who will start their training by June 30 should submit their ap-
plications by April 1.

Training takes place at research-oriented departments of psychi-
atry in major U.S. medical schools and other appropriate sites
nationwide. An individual at the site (the research “mentor”)
oversees the research training experience.

The PMRTP is administered by the American Psychiatric Insti-
tute for Research and Education (APIRE). The director of the
program is Darrel A. Regier, M.D., M.P.H.; the project manager
is Ernesto A. Guerra. An advisory committee of senior re-
searchers and minority psychiatrists developed guidelines for
applicants and criteria for selection. The members of this com-
mittee evaluate and select trainees.

For more information,
Call: 1-800-852-1390 or 703-907-8622
E-mail: eguerra@psych.org

Write to PMRTP at the American Psychiatric Institute for
Research and Education, 1000 Wilson Blvd, Ste. 1825
Arlington, VA 22209-3901
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IN SCHIZOPHRENIA

Treat With the Body in Mind

CHOOSE COMPARABLE POWER. ..

Consistent results in acite head-to-head studies'?
BPRS Core ltems

42.

Rizparcdune

Mean % mprovement bom baseling 2l end point

A Gowesk, double-blind, randomired study of GEODON vs olanzapne snd
an B-week, double-blind, randeenized study of GEODON va risperidons.

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

Significant results in switch studies after | year'?
Total Cholesterol (gLl

Body Weight om

Tatrted

ey
[ ]

GEODON

Twar 1-ynar apen-label exiensons of G-weok, open-latsl ssilch studies n
patients suboptimally controlied due o partial respeese of poor iolerability.

u Patients switching to GEODON from olanzapine and
risperidone also experienced reductions in trighycerides®

I the acufe head-fo-head sfudies. ..

® In the GEODON vs olanzapine study, alanzapine significantly
increased body weight (8 [b vs 2 b for GEODON, P<0.0001)#

u In the GEODON vs risperidone study, risperidane increased
body weight (2 Ib vs O Ib for GEODON, P<0.01)-

CHOOSE
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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Scenic California Central Coast
Atascadero State Hospital

BE/BC Psychiatrist
- b FYaYe a -

Vi DC RESIONALIVIEC ° 1 Atascadero State Hospital now pays hoard certified psychiatrists starting at
A 453 bed, tertiary care and teaching facility, located $216,120 and advancing stepwise to $247,320. Atascadero is the nation’s pre-
in Florence, South Carolina is recruiting a full-time mier center for the treatment of forensically committed mentally ill patients.
BC/BE Adult Psychiatrist. Offering a competitive 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.

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. We are located midway between San Francisco and Los Angeles on the scenic

Extensive support staff for hospital and ED consults. central California Coast, south of Big Sur. We offer a spectacularly beautiful
environment in San Luis Obispo County with temperate climate, beaches,

The urban population of Florence is 70,000 with world class wineries, cultural activities, golfing, sailing, riding, clean air, and

130,000 in the county. Located 2 hours from his- excellent schools through the University level.

toric Charleston, and 1 hour from the beach. Recent

acknowledgements from Health Grades and the Our benefit package is valued at an additional 30%, which includes retirement

American Hospital Association have identified us as 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.

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 @ For a prompt and confidential review, send CV to Jeanne Garcia, M.D., P. 0.
843-777-5169 or email tellington@mcleodhealth. Box 7001, Atascadero, CA 93423-7001; (805) 468-2005 or fax (805) 468-
org. 2138; or e-mail us at jgarcia@ash.dmh.ca.gov.

k ) We ave an equal Wortm&gi wylo)/er

[
l I\/l E I-—I AR R Executive Director of Elam Mental Health Center and

i Els eil 60ILEDE Vice Chairperson, Department of Psychiatry

Exceptional opportunity to join a rapidly expanding academic Department of Psychiatry. The Elam Mental Health Center is a
private non-profit clinical division on the main campus of Meharry Medical College in the Department of Psychiatry. The Center
offers different programs designed to meet specific needs of our community, for both adolescents and adults, including a wide
array of substance abuse and allied services. The Department of Psychiatry has an accredited Residency Program with a total of
18 residents and a thriving clerkship for teaching medical students as well as a strong presence in community outreach for pre-
ventative services. Additional outpatient and specialty clinics are being planned for the Center. There is considerable opportunity
for departmental and interdisciplinary research. This is further enhanced by an alliance between Meharry Medical College and
Vanderbilt University.

ELIGIBILITY The position requires Board certification by the American Board of Psychiatry and Neurology, and eligibility for a
valid Tennessee medical license, extensive clinical and administrative background and an interest in research.

DUTIES The duties included administration of the mental health center, supervision of the professional staff, medical students,
resident teaching and liaison with local, state and national agencies.

BENEFITS A generous benefit package includes competitive salary, professional liability coverage, vacation, retirement plans and
educational leave.

LOCATION Nashville, Tennessee is a beautiful setting with mild climate and ample recreational and school facilities.

For more information, please contact:

Patrick Griffith, M.D. & Billy Ballard, M.D,, DDS

Co-Chairpersons Search Committee

Executive Director, Lloyd C. Elam Mental Health Center and Vice Chairperson, Department of Psychiatry
Meharry Medical College

1005 Dr. D.B. Todd Jr. Blvd.

Nashville, TN 37208-3599

(email: pgriffith@mmc.edu, 615-327-6565)

(email: brballard@mmc.edu, 615-327-6663)

Meharry Medical College is an equal opportunity employer.
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Practice innovative psychiatry in a world class health care system.

As a VA psychiatrist, you'll be part of an interdisciplinary care team driven to develop innovative approaches to mental
health care. You'll translate scientific evidence into daily practice as you tackle one of today’s most timely issues —

helping America’s veterans reclaim their mental health once they’ve returned from battle.

* VA’s practice model is based on care needs, not « Pay close to local labor market/community pay

insurance company regulations ¢ Paid medical liability coverage

* Diverse professional opportunities — clinical,
leadership, research, education, and national
policy development

¢ Predictable scheduling
¢ Excellent health and retirement benefits

« Opportunities for education debt reduction

* Computerized patient records K . L. .
« Extensive opportunities for continuing education

* Your state license allows you to practice at any

VA facility, anywhere in the country ¢ 26 days paid vacation accrued annually

VA is committed to hiring veterans

Call toll-free

\IJ//

. 1-800-949-0002 or visit
An Equal Opportunity Employer Vaca reersr WWWVAca reers.va gOVIM H P

“V'\ Department of

Veterans Affairs




CHIEF OF PSYCHIATRY
MENTAL HEALTH AND BEHAVIORAL SCIENCES

The Department of Veterans Affairs, Central Texas Veterans Health

@/é M{Zmz{'// gﬂ a g/’éﬁm&/

Care System (CTVHCSY), is accepting applications for the Chief of

Psychiatry in Mental Health and Behavioral Sciences in Waco, Texas.
The successful applicant will be expected to qualify for a faculty ap-
pointment in the Department of Psychiatry and Behavioral Science
at Texas A&M University Health Science Center. Applicants with
interest and experience in inpatient/residential based programs for
neuropsychiatric disorders will be given preference.

CTVHCS operates a large mental health program spread over sev-
eral sites (Austin, Temple & Waco, TX) providing outpatient, inpa-

tient, residential rehabilitation and consultative services to veterans
and active military personnel. CTVHCS offers a Neuropsychiatric
Research Center, Stress Disorder Initiative, Center of Excellence in
Waco and an Imaging Research Center in Austin. There is a close
working relationship with Darnall Army Medical Center and Uni-

versity of Texas. Travel to all sites within CTVHCS is expected.

CTVHCS offers new pay structure with competitive salaries and
excellent benefits. Relocation/Recruitment incentive is negotiable.
Candidates must be US citizens or permanent residents, as well

as possess a valid and unrestricted medical license in at least one
state. Reasonable accommodation provided to any applicant with
disabilities.

Equal Opportunity Employer Applicants are subject to drug
testing. For additional information about this position, please visit:
http://www.central-texas.med.va.gov/HRMS
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Please fax or send CV to:

Mary P. Doerfler, Physician Recruiter,

Central Texas Veterans Health Care System,

1901 Veterans Memorial Drive, Temple, TX 76504
FAX (254) 743-0007, Voice (254) 743-0049
E-mail to Mary.Doerfler@va.gov

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
in every four.

This is truly an opportunity of a lifetime!
Call 1-888-229-9495 for more information.

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

TIME, Aug. 27, 2006

“How Veterans' Hospitals Became The Best in Health Care”

Receive the job satisfaction of providing care to men and women
who have defended our nation’s freedom.

Open Positions in the Greater Los Angeles Area

e Director of Mental Health Programs, San Fernando
Valley Ambulatory Care Center

e 3 Staff Psychiatrists for Domiciliary Residential
Rehabilitation & Treatment Program at West Los
Angeles

e 2 Staff Psychiatrists for Mental Health Outpatient
Clinic at West Los Angeles

o Staff Psychiatrist for Santa Maria Mental Health
Community Based Outpatient Clinic

VA GREATER LOS ANGELES HEALTHCARE SYSTEM

P SYC H I AT R I STS « Generous Vacation Package

« Ten Paid Holidays Per Year
« Health & Life Retirement Package
« Academic Affiliations

Join one of the most innovative Mental Health teams in the country! « No Malpractice Insurance Premiums

« Up to $38,000 for Debt Reduction

Send letter of interest and CV to:
Robert T. Rubin, MD, PhD, Chief
Department of Psychiatry &
Mental Health
VA Greater LA Healthcare System
robert.rubin@va.gov
310-268-3319
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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

PSYCHIATRISTS

The VA Needs You

Shreveport, LA
Alexandria, LA
Biloxi, MS

Pensacola, FA Fayetteville, AR

Mt. Vernon, MO | Mobile, AL

Psychiatrist positions require: BE/BC Psychiatrists, cur-
rent, full, unrestricted licensure (any state), U.S. citizen.
Great Benefits, Excellent Pay, Rewarding Work. See
announcements 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
permanent 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/Appli-
cation to tammie.arnold@med.va.gov or Tammie Arnold,
Psychiatry Service (116), PO. Box 69004, Alexandria, LA
71306-9004. (318) 473-0010 ext 2696.

SHREVEPORT Prefer experience in Substance Abuse,
PTSD. Contact Tracie Bennett at (318) 221-8411, ext 7109
or tracie.bennett@va.gov. Email or mail your CV to VAMC,
HRMS (05) TB, 510 E. Stoner Ave, Shreveport, LA. (318)
221-8411, ext 7109.

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

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.

I
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. Enrique Salas
Human Resources Specialist
210.617.5300 x14952
Enrique.Salas@va.gov
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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 %

Banner He;lth
Denali Center

Fairbanks Memorial Hospital

i
(13 P
hysician-

driven leadership,
a supportive
administration
and excellent
technology
provide a work
environment that
fosters growth
and outstanding
patient care.”
—Brad Johnson, MD

e
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ONE LIFE. FOUR SEASONS.
COUNTLESS OPPORTUNITIES.

In Wisconsin, you will enjoy four-season
living, small-town community and a lucrative
medical practice. When you join Ministry
Medical Group, our entire team is committed
to your success.

CURRENT OPPORTUNITIES

We are currently seeking BC/BE
Psychiatrists to join our outpatient
clinics. Adult and child/adolescent

opportunities are available.

. Full time opportunities available in
Rhinelander

. Full time and part time
opportunities with flexible
schedules available in Stevens
Point

. Minimal managed care

. Combination of first-year salary
guarantee, incentive bonus and
benefits package

CALL TODAY'! 800-420-2622

Mimistry MEDicaL Grour

ministryhealth.org

Brenda Chambers, Physician Recruiter
Fax: 715-342-7910

Equal Opportunity Employer

Not a J-1 waiver site

brenda.chambers@ministryhealth.org

@A | i
@ Lindner

Centerof HOPE
Understanding the Mind, Restoring the Spirit

psychotic and substance-use disorders.

groups and abundant recreational opportunities.

Send applications to:
Human Resources Leader
Lindner Center of HOPE
3200 Burnet Ave 6 Ridgeway
Cincinnati, Ohio 45229

Paul Keck, M.D. (c/o Debbie Strawser)

Or send email to: debbie.strawser@healthall.com

Opportunity of a Lifetime

Looking for an opportunity to ignite your career? Join us at the Lindner Center of HOPE as we launch a new, state-of-the-art,
highly innovative behavioral health facility opening in the summer of 2008, in Cincinnati, Ohio.

You will work with a team of top clinicians and clinician-scientists at our Center, which is affiliated with the Department of Psychiatry.
University of Cincinnati Academic Health Center, one of the top 20 psychiatry departments. You will be on the leading edge of
clinical practice by participating in inpatient and outpatient treatment and research programs focusing on mood, anxiety, eating,

Cincinnati, Ohio has affordable housing, great schools, professional and collegiate sports teams, outstanding performing arts

We have positions for child/adolescent, adult and geriatric psychiatrists, at the assistant, associate and professor levels. We
are also looking for an investigator in health service research and delivery. Letters of application should include curriculum vitae
with a summary of relevant clinical, academic and research experiences, and the names of at least three references. Review of
resumes will commence upon receipt and continue until all positions are filled.

To learn more about the Lindner Center of HOPE, please see our website at: www.lindnercenterofhope.org

UNIVERSITY OF

Cincinnati
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BRIEF SUMMARY. See package insert for full prescribing information.

Suicidality and Antidepressant Drugs

Anti i d the risk pared to placebo of suicidal and behavi idality)
in chlldren, adolescents, and young adults in short term studies of Major Depressive Disorder (MDD)
and other psychiatric disorders. Anyone considering the use of EFFEXOR XR or any other
antidepressant in a child, adolescent, or young adult must balance this risk with the clinical need.
Short-term studies did nnt show an increase in the risk of suicidality with antidepressants compared
to placebo in adults beyond age 24; there was a reduction in risk with antidepressants compared to
placebo in adults aged 65 and older Depression and certain other psychiatric disorders are
in the risk of suicide. Patients of all ages who are started on
antidepressant therapy should be monitored appropriately and observed closely for clinical
worsening, suicidality, or in Families and should be advised of
the need for close observation and communication with the prescriber. EFFEXOR XR is not approved
for use in pediatric patients. (See WARNINGS: Clinical Worsening and Suicide Risk, PRECAUTIONS:
Information for Patients, and PRECAUTIONS: Pediatric Use.)

CONTRAINDICATIONS: Hypersensitivity to venlafaxine hydrochloride or to any excipients in the formulation.
Concomitant use in patients taking monoamine oxidase inhibitors (MAOIs). WARNINGS: Clinical Worsening
and Suicide Risk—Patients with major depressive disorder (MDD), both adult and pediatric, may experience
worsening of their depression and/or the emergence of suicidal ideation and behavior (suicidality) or unusual
changes in behavior, whether or not they are taking antidepressant medications, and this risk may persist until
significant remission occurs. Suicide is a known risk of depression and certain other psychiatric disorders, and
these disorders themselves are the strongest predictors of suicide. Antidepressants may have a role in
inducing worsening of depression and the emergence of suicidality in certain patients during the early phases
of treatment. Pooled analyses of short-term placebo-controlled trials of antidepressant drugs (SSRIs and
others) showed that these drugs increase the risk of suicidal thinking and behavior (suicidality) in children,
adolescents, and young adults (ages 18-24) with MDD and other psychiatric disorders. Short-term studies did
not show an increase in the risk of suicidality with antidepressants compared to placebo in adults beyond age
24; there was a reduction with antidepressants compared to placebo in adults aged 65 and older. The pooled
analyses of placebo-controlled trials in children and adolescents with MDD, obsessive-compulsive disorder
(OCD), or other psychiatric disorders included a total of 24 short-term trials of 9 antidepressant drugs in over
4,400 patients. The pooled analyses of placebo-controlled trials in adults with MDD or other psychiatric
disorders included a total of 295 short-term trials (median duration of 2 months) of 11 antidepressant drugs
in over 77,000 patients. There was considerable variation in risk of suicidality among drugs, but a tendency
toward an increase in the younger patients for almost all drugs studied. There were differences in absolute risk
of suicidality across the different indications, with the highest incidence in MDD. The risk differences (drug vs.
placebo), however, were relatively stable within age strata and across indications. These risk differences (drug-
placebo difference in the number of cases of suicidality per 1,000 patients treated) are provided in Table 1 of
the full prescribing information. No suicides occurred in any of the pediatric trials. There were suicides in the
adult trials, but the number was not sufficient to reach any conclusion about drug effect on suicide. It is
unknown whether the suicidality risk extends to longer-term use. However, there is substantial evidence from
placebo-controlled maintenance trials in adults with depression that the use of antidepressants can delay the
recurrence of depression. All patients being treated with anti for any indication should be
monitored appropriately and observed closely for clinical worsening, suicidality, and unusual changes
in behavior, especially durmg the initial few months of a course of drug therapy, or at times of dose
either i Anxiety, agitation, panic attacks, insomnia, irritability, hostility,
aggressiveness, impulsivity, akath|5|a (psychomotor restlessness), hypomania, and mania have been reported
in adult and pediatric patients being treated with antidepressants for MDD and other indications, both
psychiatric and nonpsychiatric. Although a causal link between the emergence of such symptoms and either
the worsening of depression and/or the emergence of suicidal impulses has not been established, there is
concern that such symptoms may represent precursors to emerging suicidality. Consideration should be given
to changing the therapeutic regimen, including possibly discontinuing the medication, in patients whose
depression is persistently worse, or who are experiencing emergent suicidality or symptoms that might be
precursors to worsening depression or suicidality, especially if these symptoms are severe, abrupt in onset, or
were not part of the patient’s presenting symptoms. If the decision has been made to discontinue treatment,
medication should be tapered, as rapidly as is feasible, but with recognition that abrupt discontinuation can
be associated with certain symptoms (see PRECAUTIONS and DOSAGE AND ADMINISTRATION). Families
and careglvers of patlents bemg treated with antidepressants for MDD or other indications, both
ic and p c, should be alerted about the need to monitor patients for the
of agitati |rr|tah|||ty changes in and the other

6-17 grew an average of 0.3 cm (n=122), while placebo patients grew an average of 1.0 cm (n=132); P=0.041. This
difference in height increase was most notable in patients <12. In 8-week MDD studies, Effexor XR patients grew an
average of 0.8 cm (n=146), while placebo patients grew an average of 0.7 cm (n=147). During the 16-week, placebo-
controlled SAD study, both the Effexor XR (n=109) and the placebo (n=112) patients grew an average of 1.0 cm. In
the 6-month MDD study, children and adolescents had height increases less than expected based on data from age-
and sex-matched peers. The difference between observed and expected growth rates was larger for children <12
years old than for adolescents >12 years old. Changes in Appetite: Adult Patients: Treatment-emergent anorexia
was more commonly reported for Effexor XR (8%) than placebo (4%) patients in MDD studies. The discontinuation
rate for anorexia was 1.0% in MDD studies. Treatment-emergent anorexia was more commonly reported for Effexor XR
(8%) than placebo (2%) patients in GAD studies. The discontinuation rate for anorexia was 0.9% for up to 8 weeks in
GAD studies. Treatment-emergent anorexia was more commonly reported for Effexor XR (20%) than placebo (2%)
patients in SAD studies. The discontinuation rate for anorexia was 0.4% for up to 12 weeks in SAD studies. Treatment-
emergent anorexia was more commonly reported for Effexor XR (8%) than placebo (3%) patients in PD studies. The
discontinuation rate for anorexia was 0.4% for Effexor XR patients in 12-week PD studies. Pediatric Patients:
Decreased appetite was seen in pediatric patients receiving Effexor XR. In GAD and MDD trials, 10% of Effexor XR
patients aged 6-17 for up to 8 weeks and 3% of placebo patients had treatment-emergent anorexia. None of the
patients receiving Effexor XR discontinued for anorexia or weight loss. In the placebo-controlled trial for SAD, 22% and
3% of patients aged 8-17 treated for up to 16 weeks with Effexor XR and placebo, respectively, reported treatment-
emergent anorexia (decreased appetite). The discontinuation rates for anorexia were 0.7% and 0.0% for patients
receiving Effexor XR and placebo, respechvely, the discontinuation rates for weight loss were 0.7% for patients receiving
either Effexor XR or placebo. Activation of Mania/Hypomania: Mania or hypomania has occurred during short-term
depression and PD studies. As with all drugs effective in the treatment of MDD, Effexor XR should be used cautiously
in patients with a history of mania. Hyponatremia: Hyponatremia and/or the syndrome of inappropriate antidiuretic
hormone secretion (SIADH) may occur with venlafaxme Consider this in patients who are volume-depleted, elderly, or
taking diuretics. Sei: In all pr ion trials with Effexor, seizures were reported in 0.3% of
venlafaxine patients. Use cautlously in patlents with a history of seizures. Discontinue in any patient who develops
seizures. Bleeding. Abnormal bleeding (most commonly ecchymosis) has been reported. Serum
Cholesterol Elevation: Clinically relevant increases in serum cholesterol were seen in 5.3% of venlafaxine patients
and 0.0% of placebo patients treated for at least 3 months in trials. Consider measurement of serum cholesterol levels
during long-term treatment. Interstitial Lung Disease and Eosinophilic Pneumonia: These have been rarely reported.
Consider the possibility of these events in venlafaxine patients who present with progressive dyspnea, cough, or chest
discomfort. Such patients should undergo a prompt medical evaluation and should consider discontinuation of
venlafaxine. Use in Patients With Concomitant lliness: Use Effexor XR cautiously in patients with diseases or
conditions that could affect hemodynamic responses or metabolism. Venlafaxine has not been evaluated in patients
with recent history of Ml or unstable heart disease. Increases in QT interval (QTc) have been reported in clinical studies.
Exercise caution in patients whose underlying medical conditions might be compromised by increases in heart rate.
In patients with renal impairment or cirrhosis of the liver, the clearances of venlafaxine and its active metabolites were
decreased, prolonging the elimination half-lives. A lower dose may be necessary; use with caution in such patients.
Information for Patients—Prescribers or other health professionals should inform patients, their families, and their
caregivers about the benefits and risks associated with treatment with Effexor XR and should counsel them in its
appropriate use. A patient Medication Guide called i ion and Other Serious Mental
linesses, and Suicidal Thoughts or Actions” is available for Effexor XR. The prescnber or health professional should
instruct patients, their families, and their caregivers to read the Medication Guide and should assist them in
understanding its contents. Patients should be given the opportunity to discuss the contents of the Medication Guide
and to obtain answers to any questions they may have. The complete text of the Medication Guide is available at
www.effexorxr.com or in the approved prescribing information. Patients should be advised of the following issues and
asked to alert their prescriber if these occur while taking Effexor XR. Clinical Worsening and Suicide Risk: Patients,
their families, and their caregivers should be encouraged to be alert to the emergence of symptoms listed in
WARNINGS: Clinical Worsening and Suicide Risk, especially those seen early during antidepressant treatment and
when the dose is adjusted up or down. Families and caregivers of patients should be advised to look for the
emergence of such symptoms on a day-to-day basis, since changes may be abrupt. Such symptoms should be
reported to the patient’s prescriber or health professional, especially if they are severe, abrupt in onset, or were not
part of the patient’s presenting symptoms. Symptoms such as these may be associated with an increased risk for
suicidal thinking and behavior and indicate a need for very close monitoring and possibly changes in the medication.
Caution patients 1) about operating hazardous machinery, including automobiles, until they are reasonably sure that
venlafaxine does not adversely affect their abilities; 2) to avoid alcohol while taking Effexor XR; and 3) about the risk of
serotonin syndrome with the concomitant use of Effexor XR and triptans, tramadol, tryptophan supplements, or other
serotonergic agents. Patients should be advised to notify their physician 1) if they become pregnant or intend to become
pregnant during therapy, or if they are nursing; 2) about other prescription or over-the-counter drugs, including herbal
preparations and nutritional supplements they are taking or plan to take; 3) if they develop a rash, hives, or related
allergic phenomena; or 4) if they have a history of glaucoma or increased intraocular pressure. Laboratory Tests—
No specific laboratory tests are recc Alcohol: A single dose of ethanol had no effect
on the pharmacokinetics (PK) of venlafaxine or O-desmethylvenlafaxine (ODV), and venlafaxine did not exaggerate the
psychomotor and psychometric effects induced by ethanol. Cimetidine: Use caution when administering venlafaxine
with cimetidine to patients with pre-existing hypertension or hepatic dysfunction, and the elderly. Diazepam: A single
dose of di did not appear to affect the PK of either venlafaxine or ODV. Venlafaxine did not have any effect on

above, as well as the emergence of suicidality, and to report such symptoms immediately to health
care providers. Such monitoring should include daily observation by families and caregivers.
Prescriptions for Effexor XR should be written for the smallest quantity of capsules consistent with good patient
management, in order to reduce the risk of overdose. Screening Patients for Bipolar Disorder: A major
depressive episode may be the initial presentation of bipolar disorder. It is generally believed that treating such
an episode with an antidepressant alone may increase the likelihood of precipitation of a mixed/manic episode
in patients at risk for bipolar disorder. Whether any of the symptoms described above represents such a
conversion is unknown. Prior to initiating antidepressant treatment, patients with depressive symptoms should
be screened to determine if they are at risk for bipolar disorder; such screening should include a detailed
psychiatric history, including a family history of suicide, bipolar disorder, and depression. Effexor XR is not
approved for use in treating bipolar depression. Potential for Interaction with MAOIs—Adverse reactions,
some serious, have been reported in pati who an MAOI and started on
venlafaxine, or who recently discontinued venlafaxine prior 1o initiation of an MAOI. These reactions

tremor, y nausea, vomiting, flushing, dizziness, hyperthermia with
features pti mallgnant y , seizures, and death. Effexor XR should not be
used in combination with an MAOI, or within at least 14 days of discontinuing treatment with an MAOI

the PK of diazepam or its active metabolite, desmethyldiazepam, or affect the psychomotor and psychometric effects
induced by diazepam. Haloperidol- \lenlafaxine decreased total oral-dose clearance of haloperidol, resulting in a 70%
increase in haloperidol AUC. The haloperidol Cray increased 88%, but the haloperidol elimination half-life was
unchanged. Lithium: A single dose of lithium did not appear to affect the PK of either venlafaxine or ODV. Venlafaxine
had no effect on the PK of lithium. Drugs Highly Bound to Plasma Proteins: Venlafaxine is not highly bound to plasma
proteins; coadministration of Effexor XR with a highly protein-bound drug should not cause increased free
concentrations of the other drug. Drugs That Inhibit Cytochrome P450 Isoenzymes: CYP2D6 Inhibitors: Venlafaxine
is metabolized to its active metabolite, 0DV, by CYP2D6. Drugs inhibiting this isoenzyme have the potential to increase
plasma concentrations of venlafaxine and decrease concentrations of ODV. No dosage adjustment is required when
venlafaxine is coadministered with a CYP2D6 inhibitor. Concomitant use of venlafaxine with drug treatment(s) that
potentially inhibits both CYP2D6 and CYP3A4, the primary n izing enzymes fol 1e, has not been studied.
Use caution if therapy includes venlafaxme and any agent(s) that produces S|multaneous inhibition of these two
enzyme systems. Drugs Me by Cy P450 ine is a relatively weak inhibitor
of CYP2D6. Vienlafaxine did not inhibit CYP1A2 and CYP3A4, CYP2C9 (in vitro), or CYP2C19. Imipramine: Venlafaxine
did not affect the PK of imipramine and 2-OH-imipramine. However desipramine AUC, Cryax and Cpip increased by ~35%
in the presence of venlafaxine. The 2-OH-desipramine AUCs increased by 2.5-4.5 fold. Imipramine did not affect the PK

At least 7 days should be allnwed after stopping venlafaxine before starting an MAOL.
Syndrome—The development of potentially life-threatening serotonin syndrome may occur with Effexor XR
treatment, particularly with (i) concomitant use of serotonergic drugs and (i) with drugs that impair metabolism of
serotonin (see CONTRAINDICATIONS—MAQOIs). If concomitant treatment of Effexor XR with an SSRI, SNRI, or a 5-
hydroxytryptamine receptor agonist (triptan) is clinically warranted, careful observation of the patient is advised,
particularly during treatment initiation and dose increases. The concomitant use of Effexor XR with serotonin
precursors (such as tryptophan supplements) is not recommended. Sustained Hypertension—\Venlafaxine is
associated with sustained increases in blood pressure (BP) in some patients. Postmarketing cases of elevated BP
requiring immediate treatment have been reported. Pre-existing hypertension should be controlled. Regular
monitoring of BP is recommended. For patients experiencing sustained increase in BP, consider either dose reduction
or discontinuation. Mydriasis—Mydriasis has been reported; monitor patients with raised intraocular pressure or at
risk of acute narrow-angle glaucoma (angle-closure glaucoma). PRECAUTIONS: General—Discontinuation of
Treatment with Effexor XR. Abrupt discontinuation or dose reduction of venlafaxine at various doses is associated
with new symptoms, the frequency of which increased with increased dose level and longer duration of treatment.
Symptoms include agitation, anorexia, anxiety, confusion, coordination impaired, diarrhea, dizziness, dry mouth,
dysphoric mood, emotional lability, fasciculation, fatigue, headaches, hypomania, insomnia, irritability, lethargy,
nausea, nervousness, nightmares, seizures, sensory disturbances (e.g., paresthesias such as electric shock
sensations), somnolence, sweating, tinnitus, tremor, vertigo, and vomiting. Monitor patients when discontinuing
treatment. A gradual reduction in the dose rather than abrupt cessation is recommended. If intolerable symptoms
occur following a decrease in the dose or upon discontinuation of treatment, consider resuming the prewously
prescribed dose. Subsequently, continue decreasing the dose at a more gradual rate. Insomnia and

Treatment-emergent insomnia and nervousness have been reported. In Phase 3 trials, insomnia led to drug
discontinuation in 1% of both depressed patients and Panic Disorder (PD) patients and in 3% of both Generalized
Anxiety Disorder (GAD) and Social Anxiety Disorder (SAD) patients. Nervousness led to drug discontinuation in 0.9%
of depressed patients, in 2% of GAD patients, and in 0% of SAD and PD patients. Changes in Weight. Adult Patients.
In short-term MDD trials, 7% of Effexor XR patients had >5% loss of body weight and 0.1% discontinued for weight
loss. In 6-month GAD studies, 3% of Effexor XR patients had >7% loss of body weight, and 0.3% discontinued for
weight loss in 8-week studies. In 12-week SAD trials, 3% of Effexor XR patients had >7% loss of body weight and no
patients discontinued for weight loss. In 12-week PD trials, 3% of Effexor XR patients had >7% loss of body weight,
and no patients discontinued for weight loss. The safety and efficacy of venlafaxine in combination with weight loss
agents, including phentermine, have not been established. Coadministration of Effexor XR and weight loss agents is not
recommended. Effexor XR is not indicated for weight loss alone or in combination with other products. Pediatric
Patients: Weight loss was seen in patients aged 6-17 receiving Effexor XR. More Effexor XR patients than placebo
patients experienced weight loss of at least 3.5% in both MDD and GAD studies (18% of Effexor XR patients vs. 3.6% of
placebo patients; P<0.001) and the SAD study (47% of Effexor XR patients vs. 14% of placebo patients; P<0.001).
Weight loss was not limited to patients with treatment-emergent anorexia (decreased appetite). Children and
adolescents in a 6-month MDD study had increases in weight less than expected based on data from age- and sex-
matched peers. The difference between observed and expected weight gain was larger for children <12 years old than
for adolescents >12 years old. Changes in Height: Pediatric Patients: In 8-week GAD studies, Effexor XR patients aged
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of and ODV. Ri Venlafaxine slightly inhibited the CYP2D6-mediated metabolism of risperidone to
its active metabolite, 9-hydroxyrisperidone, resutting in a ~32% increase in risperidone AUC. Venlafaxine coadministration
did not S|gn|f|canﬂy alter the PK profile of the total active moiety (risperidone plus 9-hydroxyrisperidone). CYP3A4:
Venlafaxine did not inhibit CYP3A4 in vitro and in vivo. Indinavir. In a study of 9 healthy volunteers, venlafaxine
administration resulted in a 28% decrease in the AUC of a single dose of indinavir and a 36% decrease in indinavir Cpax.
Indinavir did not affect the PK of venlafaxine and ODV. CYP1A2: Venlafaxine did not inhibit CYP1A2 in vitro and in vivo.
CYP2C9: Venlafaxine did not inhibit CYP2C in vitro. In vivo, venlafaxine 75 mg by mouth every 12 hours did not alter
the PK of a single 550-mg dose of tolbutamide or the CYP2C9-mediated formation of 4-hydroxy-tolbutamide. CYP2C19:
Venlafaxine did not inhibit the metabolism of diazepam, which is partially metabolized by CYP2C19 (see Diazepam
above). MAOIs: See CONTRAINDICATIONS and WARNINGS. CNS-Active Drugs: Use caution with concomitant use
of venlafaxine and other CNS-active drugs. Serotonergic Drugs and Triptans (see WARNINGS: Serotonin
Syndrome): Based on the mechanism of action of Effexor XR and the potential for serotonin syndrome, caution is
advised when Effexor XR is coadministered with other drugs that may affect the serotonergic neurotransmitter
systems, such as triptans, SSRIs, other SNRIs, linezolid, lithium, tramadol, or St. John’s wort. If concomitant treatment
of Effexor XR with these drugs is clinically warranted, careful observation of the patient is advised, particularly during
treatment initiation and dose increases. The concomitant use of Effexor XR with tryptophan supplements is not
recommended. Electroconvulsive Therapy (ECT): There are no clinical data establlshlng the benefit of ECT combined
with Effexor XR treatment. Carclnogenesm, Mutagenesis, of Fertility— There was no
increase in tumors in mice and rats given up to 1.7 times the maximum recommended human dose (MRHD) on a
mg/m? basis. Mutagenesis: Venlafaxine and ODV were not mutagenic in the Ames reverse mutation assay in
Salmonella bacteria or the CHO/HGPRT mammalian cell forward gene mutation assay. Venlafaxine was not clastogenic
in several assays. 0DV elicited a clastogenic response in the in vivo chromosomal aberration assay in rat bone
marrow. Impairment of Fertility: No effects on reproduction or fertility in rats were noted at oral doses of up to 2
times the MRHD on a mg/m? basis. Pregnancy— Teratogenic Effects—Pregnancy Category C. Reproduction
studies in rats given 2.5 times, and rabbits given 4 times the MRHD (mg/m? basis) revealed no malformations in
offspring. However, in rats given 2.5 times the MRHD, there was a decrease in pup weight, an increase in stillborn
pups, and an increase in pup deaths during the first 5 days of lactation when dosing began during pregnancy and
continued until weaning. There are no adequate and well-controlled studies in pregnant women; use Effexor XR during
pregnancy only if clearly needed. Nonteratogenic Effects: Neonates exposed to Effexor XR late in the third trimester
have developed complications requiring prolonged hospitalization, respiratory support, and tube feeding.
Complications can arise immediately upon delivery. Reports include respiratory distress, cyanosis, apnea, seizures,
temperature instability, feeding difficulty, vomiting, hypoglycemia, hypotonia, hypertonia, hyperreflexia, tremor,
jitteriness, irritability, and constant crying. This is consistent with a direct toxic effect of SNRIs or a drug discontinuation

syndrome. In some cases, it is consistent with serotonin syndrome. When treating a pregnant woman with Effexor XR
during the third trimester, carefully consider the potential risks and benefits of treatment and consider tapering
Effexor XR in the third trimester. Labor, Delivery, Nursmg—The effect on labor and delivery in humans is unknown.
Venlafaxine and ODV have been reponed to be excreted in human milk. Because of the potential for serious adverse
reactions in nursing infants from Effexor XR, a decision should be made whether to discontinue nursing or to
discontinue the drug, taking into account the importance of the drug to the mother. Pediatric Use—Safety and




effectiveness in the pediatric population have not been established (see BOX WARNING and WARNINGS: Clinical
Worsening and Suicide Risk). No studies have adequately assessed the impact of Effexor XR on growth,
development, and maturation of children and adolescents. Studies suggest Effexor XR may adversely affect weight and
height (see PRECAUTIONS-General, Changes in Heightand Changes in Weight). Should the decision be made to treat
a pediatric patient with Effexor XR, regular monitoring of weight and height is recommended during treatment,
particularly if long term. The safety of Effexor XR for pediatric patients has not been assessed for chronic treatment >6
months. In studies in patients aged 6-17, blood pressure and cholesterol increases considered to be clinically relevant
were similar to that observed in adult patients. The precautions for adults apply to pediatric patients. Geriatric Use—
No overall differences in effectiveness or safety were observed between geriatric and younger patients. Greater
sensitivity of some older individuals cannot be ruled out. Hyponatremia and SIADH have been reported, usually in the
elderly. ADVERSE REACTIONS: Associated with Discontinuation of Treatment—The most common events
leading to discontinuation in MDD, GAD, SAD, and PD trials included nausea, anorexia, anxiety, impotence, dry mouth,
dizziness, insomnia, somnolence, hypertension, diarrhea, paresthesia, tremor, abnormal (mostly blurred) vision,
abnormal (mostly delayed) ejaculation, asthenia, vomiting, nervousness, headache, vasodilatation, thinking abnormal,
decreased libido, and sweating. Commonly Observed Adverse Events in Controlled Clinical Trials for MDD, GAD,
SAD, and PD—Body as aWhole: asthenia, headache, flu syndrome, accidental injury, abdominal pain. Cardiovascular:
vasodilatation, hypertension, palpitation. Digestive: nausea, constipation, anorexia, vomiting, flatulence, diarrhea,
eructation. Metabolic/Nutritional: weight loss. Nervous System: dizziness, somnolence, insomnia, dry mouth,
nervousness, abnormal dreams, tremor, depression, hypertonia, paresthesia, libido decreased, agitation, anxiety,
twitching. ReS|rato System: pharyngitis, yawn, sinusitis. Skin: sweating. Special Senses: abnormal vision.
Urogenital System: abnormal ejaculation, impotence, orgasmic dysfunction (including anorgasmia) in females. Vital
Sign Changes: Effexor XR was associated with a mean increase in pulse rate of about 2 beats/min in depression and
GAD trials and a mean increase in pulse rate of 4 beats/min in SAD trials. (See WARNINGS-Sustained Hypertension).
Laboratory Changes: Clinically relevant increases in serum cholesterol were noted in Effexor XR clinical trials.
Increases were duration dependent over the study period and tended to be greater with higher doses. Other Events
Observed During the Premarketing Evaluation of Effexor and Effexor XR—N=6,670. “Frequent”’=events
occurring in at least 1/100 patients; “infrequent”=1/100 to 1/1000 patients; “rare”=fewer than 1/1000 patients. Body
as a whole - Frequent: chest pain substernal, chills, fever, neck pain; Infrequent: face edema, intentional injury,
malaise, moniliasis, neck rigidity, pelvic pain, photosensitivity reaction, suicide attempt, withdrawal syndrome; Rare:

, bacteremia, carcinoma, cellulitis. Cardiovascular system - Frequent: migraine, postural hypotension,
tachycardia; Infrequent: angina pectoris, arrhythmia, extrasystoles, hypotension, peripheral vascular disorder (mainly
cold feet and/or cold hands), syncope, thrombophlebitis; Rare: aortic aneurysm, arteritis, first-degree atrioventricular
block, bigeminy, bundle branch block, capillary fragility, cerebral ischemia, coronary artery disease, congestive heart
failure, heart arrest, hematoma, cardiovascular disorder (mitral valve and circulatory disturbance), mucocutaneous
hemorrhage, myocardial infarct, pallor, sinus arrhythmia. Digestive system - Frequent: increased appetite; Infrequent:
bruxism, colitis, dysphagia, tongue edema, esophagitis, gastritis, gastroenteritis, gastrointestinal ulcer, gingivitis,
glossitis, rectal hemorrhage, hemorrhoids, melena oral moniliasis, stomatitis, mouth ulceration; Rare: abdominal
distension, biliary pain, cheilitis, cholecystltls cholelnthuasns esophageal spasms, duod hematemesis,
gastroesophageal reflux disease, gastrountestmal hemorrhage, gum hemorrhage, hepatitis, ileitis, Jaundlce intestinal
obstruction, liver tenderness, parotms periodontitis, proctitis, rectal disorder, salivary gland enlargement, increased
salivation, soft stools, mngue discoloration. Endocrine system - Rare: galactorrhoea, goiter, hyperthyroidism,
hypothyrmdlsm thyroid nodule, thyroi Hemic and Imhanc system - Frequent: ecchymosis; Infrequent:
anemia, leukocytosis, Ieukopema lymphadenopathy, thrombocythemia; Rare: basophilia, bleeding time increased,
cyanosis, eosinophilia, lymphocytosis, multiple myeloma, purpura, thrombocytopenia. Metabolic and nutritional -
Frequent: edema, weight gain; Infrequent: alkaline phosphatase increased, dehydration, hypercholesteremia,
hyperglycemia, hyperlipemia, hypoglycemia, hypokalemia, SGOT increased, SGPT increased, thirst; Rare: alcohol
intolerance, bilirubinemia, BUN increased, creatinine increased, diabetes mellitus, glycosuria, gout, healing abnormal,
hemochromatosis, hypercalcinuria, hyperkalemia, hyperphosphatemia, hyperuricemia, hypocholesteremia,
hyponatremia, hypophosphatemia, hypoproteinemia, uremia. Musculoskeletal system - Frequent: arthralgia;
Infrequent: arthritis, arthrosis, bone spurs, bursitis, leg cramps, myasthenia, tenosynovitis; Rare: bone pain,
pathological fracture, muscle cramp, muscle spasms, musculoskeletal stiffness, myopathy, osteoporosis,
osteosclerosis, plantar fasciitis, rheumatoid arthritis, tendon rupture. Nervous system - Frequent: amnesia, confusion,
depersonalization, hypesthesia, thinking abnormal, trismus, vertigo; Infrequent: akathisia, apathy, ataxia, circumoral
paresthesia, CNS stimulation, emotional lability, euphoria, hallucinations, hostility, hyperesthesia, hyperkinesia,
hypotonia, incoordination, manic reaction, myoclonus, neuralgia, neuropathy, psychosis, seizure, abnormal speech,
stupor, suicidal ideation; Rare: abnormal/changed behavior, adjustment disorder, akinesia, alcohol abuse, aphasia,
bradykinesia, buccoglossal syndrome, cerebrovascular accident, feeling drunk, loss of consciousness, delusions,
dementia, dystonia, energy increased, facial paralysis, abnormal gait, Guillain-Barré syndrome, homicidal ideation,
hyperchlorhydria, hypokinesia, hysteria, impulse control difficulties, libido increased, motion sickness, neuritis,
nystagmus, paranoid reaction, paresis, psychotic depression, reflexes decreased, reflexes increased, torticollis.
Respiratory system - Frequent cough increased, dyspnea; Infrequent: asthma chest congestion, epistaxis,
hyperventilation, laryngismus, laryngitis, pneumonia, voice alteration; Rare: atelectasis, hemoptysis, hypoventilation,
hypoxia, larynx edema, pleurisy, pulmonary embolus, sleep apnea. Skin and appendages - Frequent: pruritus;
Infrequent: acne, alopecia, contact dermatitis, dry skin, eczema, maculopapular rash, psoriasis, urticaria; Rare: brittle
nails, erythema nodosum, exfoliative dermatitis, lichenoid dermatitis, hair discoloration, skin discoloration, furunculosis,
hirsutism, leukoderma, miliaria, petechial rash, pruritic rash, pustular rash, vesiculobullous rash, seborrhea, skin
atrophy, skin hypertrophy, skin striae, sweating decreased. Special senses - Frequent: abnormality of accommodation,
mydriasis, taste perversion; Infrequent: conjunctivitis, diplopia, dry eyes, eye pain, hyperacusis, otitis media, parosmia,
photophobia, taste loss, visual field defect; Rare: blepharitis, cataract, chromatopsia, conjunctival edema, corneal
lesion, deafness, exophthalmos, eye hemorrhage, glaucoma, retinal hemorrhage, subconjunctival hemorrhage,
keratms Iabynnthms miosis, papilledema, decreased pupillary reflex, ofitis externa, scleritis, uveitis. Urogenital
system - Frequent: prostatic disorder (prostatitis, enlarged prostate, and prostate irritability), urination impaired;
Infrequent: albuminuria, amenorrhea, cystitis, dysuria, hematuria, kidney calculus, kidney pain, leukorrhea,
menorrhagia, metrorrhagia, nocturia, breast pain, polyuria, pyuria, urinary incontinence, urinary retention, urinary
urgency, vaginal hemorrhage, vaginitis; Rare: abortion, anuria, balanitis, bladder pain, breast d|scharge breast
engorgement, breast enlargement, endometriosis, female Iactatmn ﬁbrocystlc breast, calcium crystalluria, cervicitis,
orchitis, ovarian cyst, prolonged erection, gynecomastia (male), hypomenormea kidney function abnormal, mastitis,
menopause, pyelonephritis, oliguria, salplngms urolithiasis, uterine hemorrhage, uterine spasm, vaglnal dryness.
Postmarketing Reports: agranulocytosis, anaphylaxis, aplastlc anemia, catatonia, congenital anomalies, CPK
increased, deep vein thrombophlebitis, delirium, EKG abnormalities such as QT prolongatlon cardiac arrhythmlas
including “atrial fibrillation, supraventricular tachycardia, ventricular extrasystoles, and rare reports of ventricular
fibrillation and ventricular tachycardia, including torsades de pointes; epidermal necrosis/Stevens-Johnson syndrome,
erythema multiforme, extrapyramidal symptoms (including dyskinesia and tardive dyskinesia), angle-closure
glaucoma, hemorrhage (including eye and gastrointestinal bleeding), hepatic events (including GGT elevation;
abnormalities of unspecified liver function tests; liver damage, necrosis, or failure; and fatty liver), interstitial lung
disease, involuntary movements, LDH increased, neuroleptic malignant syndrome-like events (including a case of a
10-year-old who may have been taking methylphenidate, was treated and recovered), neutropenia, night sweats,
pancreatitis, pancytopenia, panic, prolactin increased, renal failure, rhabdomyolysis, serotonin syndrome, shock-like
electrical sensations or tinnitus (in some cases, subsequent to the discontinuation of venlafaxine or tapering of dose),
and SIADH (usually in the elderly). Elevated clozapine levels that were temporally associated with adverse events,
including seizures, have been reported following the addition of venlafaxine. Increases in prothrombin time, partial
thromboplastin time, or INR have been reported when venlafaxine was given to patients on warfarin therapy. DRUG
ABUSE AND DEPENDENCE: Effexor XR is not a controlled substance. Evaluate patients carefully for history of drug
abuse and observe such patients closely for signs of misuse or abuse. OVERDOSAGE: The most commonly reported
events in overdosage include tachycardia, changes in level of consciousness (ranging from somnolence to coma),
mydriasis, seizures, and vomiting. Electrocardiogram changes (g, prolongation of QT interval, bundle branch block,
QRS prolongation), ventricular tachycardia, bradycardia, hypotension, rhabdomyolysis, vertigo, liver necrosis, serotonin
syndrome, and death have been reported. Published retrospective studies report that venlafaxine overdosage may be
associated with an increased risk of fatal outcomes compared to that observed with SSRI antidepressant products,
but lower than that for tricyclic antidepressants. Epidemiological studies have shown that venlafaxine-treated patients
have a higher pre-existing burden of suicide risk factors than SSRI-treated patients. The extent to which the finding
of an increased risk of fatal outcomes can be attributed to the toxicity of venlafaxine in overdosage as opposed to
some characteristic(s) of venlafaxine-treated patients is not clear. Treatment should consist of those general measures
employed in the management of overdosage with any antidepressant. Ensure an adequate airway, oxygenation and
ventilation. Monitor cardiac rhythm and vital signs. General supportive and symptomatic measures are also
recommended. Induction of emesis is not recommended. Gastric lavage with a large bore orogastric tube with
appropriate airway protection, if needed, may be indicated if performed soon after ingestion or in symptomatic
patients. Activated charcoal should be administered. Due to the large volume of distribution of this drug, forced
diuresis, dialysis, hemoperfusion, and exchange transfusion are unlikely to be of benefit. No specific antidotes for
venlafaxine are known. In managing overdosage, consider the possibility of multiple drug involvement. Consider
contacting a poison control center for additional information on the treatment of overdose. Telephone bers for
certified poison control centers are listed in the Physicians’ Desk Reference® (PDR). DOSAGE AND ADMINISTRATION:
Consult full prescribing information for dosing instructions. Switching Patients to or From an MAOI—At least 14
days should elapse between discontinuation of an MAOI and initiation of therapy with Effexor XR. At least 7 days should
be allowed after stopping Effexor XR before starting an MAOI (see CONTRAINDICATIONS and WARNINGS). This brief
summary is based on Effexor XR Prescribing Information W10404C027, revised May 2007.
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Digloques
is a unique patient support
and education program that is
designed to help you foster
successful therapy

Digloques

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

Digloques
supplies feedback and updates

about these patient calls to you,
their physician



St cepressed?

j Anxiety, insomnia, low energy
j Currently on an SSRI*

j Still suffering

it may be time to

make & change

Br €d/< @6) 4 VC /€ with EFFEXOR XR

* Patients currently on an SSRI should be evaluated following an adequate trial.

IMPORTANT TREATMENT CONSIDERATIONS

Suicidality and Antidepressant Drugs

Antidepressants increased the risk compared to placebo of
suicidal thinking and behavior (suicidality) in children,
adolescents, and young adults in short-term studies of Major
Depressive Disorder (MDD) and other psychiatric disorders.
Patients of all ages who are started on antidepressant therapy
should be monitored appropriately and observed closely for
clinical worsening, suicidality, or unusual changes in behavior.
Families and caregivers should be advised of the need for
close observation and communication with the prescriber.
EFFEXOR XR is not approved for use in pediatric patients.

 EFFEXOR XR is contraindicated in patients taking monoamine
oxidase inhibitors (MAQIs).

° Adult and pediatric patients taking antidepressants can experience
worsening of their depression and/or the emergence of suicidality.
All patients should be monitored appropriately and observed
closely for clinical worsening and suicidality, especially at the
beginning of drug therapy, or at the time of increases or
decreases in dose. Anxiety, agitation, panic attacks, insomnia,
irritability, hostility, aggressiveness, impulsivity, akathisia, hypomania,
and mania have been reported and may represent precursors to
emerging suicidality. Stopping or modifying therapy should be
considered especially when symptoms are severe, abrupt in onset, or not
part of presenting symptoms.

* The development of potentially life-threatening serotonin syndrome may
occur when EFFEXOR XR is coadministered with other drugs that may
affect the serotonergic neurotransmitter systems. Concomitant use of
EFFEXOR XR with MAQIs is contraindicated. If concomitant use of
EFFEXOR XR with an SSRI, SNRI, or a triptan is clinically warranted,
careful observation of the patient is advised. Concomitant use of
EFFEXOR XR with tryptophan supplements is not recommended.

* Treatment with venlafaxine is associated with sustained increases in
blood pressure (BP) in some patients. Postmarketing cases of elevated BP
requiring immediate treatment have been reported. Pre-existing
hypertension should be controlled. Regular BP monitoring is
recommended.

* Mydriasis has been reported in association with venlafaxine; therefore,
patients with raised intraocular pressure or those at risk of acute narrow-
angle glaucoma (angle-closure glaucoma) should be monitored.

* Abrupt discontinuation or dose reduction has been associated with
discontinuation symptoms. Patients should be counseled on possible
discontinuation symptoms and monitored while discontinuing the drug;
the dose should be tapered gradually.
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The change they deserve.




