


She couldn't imagine
her future without depression.
But we can.

Wyeth Neuroscience believes that everyone deserves a healthier tomorrow. That's why
Wyeth is building one of the world's leading pipelines focused on such challenging disease
| areas as depression, schizophrenia, bipolar disorder, Alzheimer's disease, stroke, and pain. Our
passion for research and development has produced innovative therapies that make a real difference for millions
of patients. Already recognized as having a top 10 pipeline, Wyeth continues to develop new drugs that we hope
will change the future of health care. Because every discovery brings new hope for patients everywhere.

In addition to Wyeth.com, please visit a site dedicated entirely to neuroscience—\WyethNeuroscience.com.
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APA 2007 Annual Meeting sponsored by the Sunday, May 20, 2007
American Psychiatric Association
° 1:00 — 1:30 M Lunch
2\/‘:||< I[ lg E‘ 76['!7 1:30 — 4:30 PM Symposium
Marriott San Diego Hotel & Marina
S I I ee < O l I l l t ® Marina Ballroom, South Tower, Level 3
® 333 West Harbor Drive
Evidence-Based Approaches San Diego, California
to Treating Insomnia
Educational Objectives Agenda
At the end of this educational activity participants should be able to 1:30-1:40 M Opening Remarks
1. Summarize the neural circuitry and physiological regulation of sleep, wakefulness, and circadian rhythms Daniel § Buysse, MD-Chairman
in humans. Relate the neurobiology of sleep to insomnia and its daytime consequences University of Pittsburgh School of Medicine
2. Describe the emerging evidence regarding interactions between sleep, circadian rhythms, and psychiatric . . .
disorders e sacne P by 1:40-2:10 M The Clinical Neuroscience of Sleep and Insomnia
3. Explain the biological basis for nonpharmacologic treatments of insomnia and nightmare disorders, Daniel J. Buysse, MD
and apply the basic elements of these treatments in clinical practice 2:10-2:40 M Comorbidity Between Insomnia and Psychiatric Illness
4. Discuss new developments and new treatment targets for pharmacologic management of insomnia Meera Narasimhan, MD
Accreditation University of South Carolina School of Medicine
i The American Psychiatric Association (APA) is accredited by the Accredidation Council for 2:40-3:10 PM  Novel Pharmacological Targets for the Management
» Continuing Medical Education to provide continuing medical education for physicians. of Insomni
The APA designates this educational activity of a maxiumum of 3 AMA PRA category 1 Credits™.
Physicians should only claim credit commensurate with the extent of their participation in the activty. I;uth M Be'?)?/’,MD’ ,P];g di
Attendees must be registered for the APA Annual Meeting to attend this symposium. Seating is Iniversity of Wisconsin-Madison
limited and will be based on first-come, first-served. For more information about the meeting, please visit the 3:10-3:40 PM  Innovative Behavioral Approaches for Treating Insomnia
APA web site at www.psych.org or contact the APA toll free at 1-888-357-7924 (within the US or Canada) and Comorbid Psychiatric Illness
oRr 793-9%7_71(;0' . dresistred Sanind g ) Karl Doghramgi, MD
thecg:;egengdnegr.ence participants and registered guests may attend an industry supported symposium at Thomas Jefferson Unicersity
s b the American Povchiaric Associn 3:40-4:25 M Panel Discussion
ponsored by the American Psychiatric Association Facultv Panel
Supported by an educational grant from Takeda Pharmaceuticals North America. 4
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WEIGHING THE RISKS AND BENEFITS
OF ATYPICAL ANTIPSYCHOTICS:

CAN WE HAVE OUR CAKE AND EAT IT TOO?

SUNDAY, MAY 20, 2007

Dinner: 6:30-7:00 PM

Manchester Grand Hyatt San Diego
Symposium: 7:00-10:00 PM

Douglas Pavilion C/D
One Market Place
San Diego, California

Agenda

7:00 M Opening Remarks
Henry A. Nastallah, MD — Chairman * University of Cincinnati College of Medicine

705  High Morbidity and Mortality in Schizophrenia and Bipolar Disorder: What, Why, and How?*
Quinton E. Moss, MD * University of Cincinnati College of Medicine
7:35  Metabolic Complications in the Context of Antipsychotic Effectiveness:
Lessons from the CATIE Schizophrenia Trial*
Donald C. Goff, MD  Harvard Medical School
8:05  The Dual Health Jeopardy in Schizophrenia: Highly Prevalent Metabolic Disorders
and Low Access to Medical Treatment*
Henry A. Nasrallah, MD
8:35  Lessons From ATP III, the ADA, and the APA Workgroup on Antipsychotics and Metabolic Risk*
John W, Newcomer, MD » Washington University School of Medicine
9:05  Patient, Provider, and System Approches to Reducing Risk of Poor Health in
Patients Receiving Antipsychotics*
Lisa B. Dixon, MD, MPH * University of Maryland School. of Medicine, VA Capitol Health Care Network MIRECC
9:35  Question and Answer
10:00  Closing Remarks

*Each presentation will include 5 minutes for audience questions.
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Educational Objectives

At the end of this educational activity participants should be able to

1. Review the epidemiological studies demonstrating high rates of morbidity and
mortality in schizophrenia and bipolar disorder patients.

2. Discuss the high prevalence of the metabolic syndrome in the Clinical
Antipsychotic Trials of Intervention Effectiveness (CATIE) sample and the
low rates of treatment for it.

3. Compare and contrast the metabolic profiles of antipsychotics in the CATIE study.

4. Identify potential patient, provider and system level interventions to improve
metabolic outcomes among patients treated with antipsychotic medications.

Accreditation/Support

The American Psychiatric Association (APA) is accredited by the
Accreditation Council for Continuing Medical Education to provide
continuing medical education for physicians.

The APA designates this educational activity of a maxiumum of 3 AMA PRA Category
1 Credsts™. Physicians should only claim credit commensurate with the extent of their
participation in the activty.

Attendees must be registered for the APA Annual Meeting to attend this symposium.
Seating is limited and will be on a first-come, first-served basis. For more information
about the meeting, please visit the APA web site at www.psych.org or contact the APA
toll free at 1-888-357-7924 (within the US or Canada) or 703-907-7300.

Registered conference participants and registered guests may attend an industry
supported symposium at the APA meeting.

Co-supported by an educational grant from

%Z% Bristol-Myers Squibb

OTSUKA AMERICA PHARMACEUTICAL, ING.




Dark Horizons: |

Break

Scientific Program: 8:00 - 11:00 av

Held at the APA 2007 Annual Meeting

U AM
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Manchester Grand Hyatt
Manchester Ballroom, Second Level
San Diego, California

Agenda

7:30 AM Breakfast

8:00 Welcome and Introduction
Steven P. Roose, MD — Chairman
Columbia University, College of Physicians and Surgeons

New York State Psychiatric Institute

8:10 The Epidemiology and Genetic Studies of

Depression and Memory*

Richard Mayeux, MD, MSc

Columbia University, College of Physicians and Surgeons

New York State Psychiatric Institute

8:40  The Biology of Depression and Dementia*
Gary W. Small, MD

David Geffen School of Medicine at UCLA

Vascular Depression and Vascular Dementia*
K. Ranga R. Krishnan, MB, ChB
Duke University Medical Center

The Course of Treatment for Patients With
Questionable Dementia*

D.P. Devanand, MD

Columbia University, College of Physicians and Surgeons
New York State Psychiatric Institute

The Course of Treatment for Patients With
Depression and Mild Cognitive Impairment*
Roy Hamilton, MD, MS

University of Pennsylvania

9:10

9:40

10:10

10:40
11:00 Conclusion

*Each presentation will include 5 minutes for audience questions.

Panel Discussion and Q & A Session

Sponsored by the American Psychiatric Association
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The American Psychiatric Association (APA) is accredited by the
Accreditation Council for Continuing Medical Education to provide
continuing medical education for physicians.

The APA designates this educational activity for a maximum of 3
AMA PRA Category 1 Credits™. Physicians should only claim credit
commensurate with the extent of their participation in the activity.

Attendees must be registered for the APA Annual Meeting to
attend this symposium. Seating is limited and will be based on a
first-come, first-served basis. For more information about the
meeting, please visit the APA Web site at www.psych.org or
contact the APA toll free at 1-888-357-7924 (within the US or
Canada) or (703) 907-7300.

Educational Objectives:

Evaluate the data that older adults with depressive symptoms
are at a higher risk for the development of dementia.

Identify the neurochemical and neurobiologic changes that
occur in patients with recurrent depression and how these
changes may influence the development of dementia.

Review the concept of vascular depression and poststroke
depression and discuss whether patients with these disorders
progress to vascular dementia.

Understand the phenomenology and course of treatment for
patients with mild cognitive impairment with no depressive
symptoms to determine the phenomenologic fate of this group.

Identify treatment options available to patients with combined
mood and memory disorders, particularly to review whether
effective treatments can forestall the devastating impact of
these ilinesses in a late-life population.

Supported by an educational grant from Forest Pharmaceuticals, Inc.

E@ Forest Pharmaceuticals, Inc.

Pharmaceuticals - Therapeutics + Healthcare - Ethicare - Managed Care - Specialty Sales



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. il
Careers ravaged. .

Relationships destroyed. 3 ‘
The stakes are high.

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

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




PRESENTED AT THE APA
2007 ANNUAL MEETING

IN SAN DIEGO, CA

PROGRAM AGENDA

6:30-7:00 pm
Dinner

7:00-7:10 pm

Introduction

Alexander H. Glassman, MD
(Chair)

Columbia University College
of Physicians and Surgeons
New York State Psychiatric
Institute

7:10-7:35 pm

Reward Systems Underlying
Motivation and Addiction
Peter W. Kalivas, PhD
Medical University of

South Carolina

7:35-8:00 pm

Animal Modeling and Integrative

Neurocircuitry of Addiction
Vulnerability in Mental Illness
R. Andrew Chambers, MD
Indiana University School

of Medicine

8:00-8:25 pm

Pharmacotherapies for Smoking

Cessation

Cheryl Oncken, MD, MPH
University of Connecticut
Health Center

8:25-8:50 pm

What Makes Smoking Cessation
Unique in Patients with a History

of Depression?

Alexander H. Glassman, MD
Columbia University College
of Physicians and Surgeons
New York State Psychiatric
Institute

8:50-9:15 pm
Pharmacological Treatment
of Nicotine Dependence in
Schizophrenia: The Devil Is
in the Details

Tony P. George, MD, FRCPC
University of Toronto

Centre for Addiction

and Mental Health

9:15-10:00 pm
Panel Discussion/Q&A

Tuesday, May 22, 2007 4 7:00-10:00 pm

San Diego Convention Center Ballroom 20, Upper Level

Cigarette Smoking,
Smoking Cessation,
‘o Psychiatric lllness

LEARNING OBJECTIVES

At the conclusion of this symposium, the participant
should be able to:

e Recognize the unique risks of cigarette smoking
for patients with psychiatric illness.

e Discuss common neurobiology underlying all
addictions.

e Compare and contrast smoking addiction in
patients with depression
and schizophrenia.

e Outline tools and treatments for smoking
cessation in patients with and without
psychiatric illness.

Supported by an educational
grant from

Pfcor

Sponsored by the American
Psychiatric Association
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REGISTRATION
Attendees must be registered for the APA Annual Meeting to attend this symposium.
Seating is limited and will be based on first-come, first-served. For more information about

the meeting, please visit the APA website at www.psych.org or contact the APA toll-free at
1-888-357-7924 (within the U.S. or Canada) or 703-907-7300.

CREDIT DESIGNATION

The APA designates this educational activity for a maximum of 3 AMA PRA Category
1 Credits™. Physicians should only claim credit commensurate with the extent of their
participation in the activity.

ACCREDITATION STATEMENT

The American Psychiatric Association (APA) is accredited by the Accreditation Council for
Continuing Medical Education to provide continuing medical education for physicians.



A POWERFULSSRI |1

that's well tolerated F
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or DEPRESSION v/
- ANXIETY

UP TO 90% of depressed patients

present with symptoms of anxiety’ Lexapro

PROVEN EFFICACY for Major Depressive Disorder eSCltaiOD[a M Dﬁamte

and Generalized Anxiety Disorder FEVJ Em

IMPORTANT SAFETY INFORMATION - Depression is a serious condition that can lead te suicidal thoughts and behavior. Antidepressants increased
the risk of suicidal thinking and behavior (2% to 4%) in short-term studies of 9 antidepressant drugs in children and adolescents with major
depressive disorder (MDD] and other psychiatric disorders. Patients started on therapy should be observed closely for clinical worsening,
suicidality, or unusual changes in behavior, especially at the beginning of therapy or at the time of dose changes. This risk may persist until
significant remission occurs. Families and caregivers should be advised of the need for close observation and communication with the prescriber.
Lexapro is not approved for use in pediatric patients.

Visit the LEXAPROD website at www.lexapro.com



LEXAPRO® (escitalopram oxalate) TABLETS/ORAL SOLUTION Bx Only
Brisf Summary: For camplets details, please see full prescribing information far Lexaprs.
Sulcidality in Children and Adolescents Antidapressants increased the risk of suicidal thinking and behavior (Suicidality) in shor-term studies in children and adolescents with Major Depressive Disorder {MDD) and ofher psychiatric disorders. Anyone considering e use of Lexapra or any offier antidepressant in a thild or
adolescent must bajance this risk with the clinical need. Patients who are started an fherapy xshnuld he sbsarved classy for clinical worsening, suicidality, or unasual changes in behavior. Families and caregivers should be advised of the need for close observation and communization with the prescriber. Lexapro is not
approved for use in pediatric patients. (See Warnings and Precautions: Pediatric Use) Poofed analyses of short-term {4 to 16 weeks) plasebo-controlled irials of 8 antidepressant drugs {SSRis and others) in children and adolescents with major depressive disgrder (MDD), ohisessive compuisive disorder (0CD), ar other psy-
chiatric disorders {a total of 24 irials involving over 4400 paients) have revealed a greater risk of adverse events representing suisidal thinking or behavior (suicidaity) during the tirst few months of treaiment in those receiving antidepressants. The average risk of such evenis in patients recelving antidepressants was 4%,
twice the ptacsbo risk of 2%. No suicides ccurred in thase ttials.
CONTRAINDIGATIONS Gongomitant use in patients taking monoaming oxidase inhibitors (MAQIS) is contraindicated {see WARNINGS), Concomitant use in patients taking pimezide is contraindicated (see Drug Interactions — Pimozitie and Celexa). Lexapro is contraindicated in patients with a hypersensitivity fo escitalopram o citalopram
or any of the inactive ingredients in Lexapro, WARNINGS WARNINGS-Clinical Worsening and Suicide Risk Clinicaf Worsening and Suicide Risk Pafients with major depressive disorder {(MDD), both adult and pediatric, may experience warsening of their depression and/or ihe emesgence of Suicidal ideation and befiavior (suicidality) or
unusual changes in behavior, whether or not they are taking antidepressant medications, and this risk may persist until significant remission occurs, There hias been a long-Standing concern that anfidepressants may have a Tofe in inducing worsening of depression and the emergence of suicidality in certain paffents. Antidepressants increased
the risk of suicidal thinking and behavier (sumxdahty& in short-term studies in children and adolescents with Major Depressive Disorder (MDD} and other psychiatric disorders. Pooled analyses of short-term placebo-canirolled trials of 9 antidspressant drugs {SSRIs and others) in children and adolescents with MDD, OGD, or other psychi-
alric disorders {a total of 24 triais involving over 4400 patients) have revealed a greater risk of adverse events represeniing suicidal behavior or hinking {suicidality) during the first few months of treatment in those receiving anfidepressants. The average risk of such events in patients receiving antidepressants was 4%, twice the placebo
visk of 29%. There was considerable variation in risk amang drugs, but a tendency toward an increase for almost all drugs shudied. The risk of suicidality was most consistently observed ir the MOD trials, but there were signals of risk arising from Some trials in other psychiatric indications {obsessive compulsive disorder and soeial anxiety
disorder) as well. No suicides occurred in an}l of these trials. It is unknown whether the suicidality risk in pediatric patients extends to longer-term use, i.e., beyond several months. It is afse unknown whether the suicidality risk extends to adulis. Al pedialric patients heing ireated with anfidepressants for any indication should be
ohserved closely for slinical wursenlnu. sticidality, and unusual changas in bshavior, sspeclally dumm the initial faw months of 2 course of drug lherapy, or at fimes of dose changes, either increases or decreases. Such cbservation would generally include at least weekly face-tu-face contact with patients or their family mem-
‘hers or saregivers during the first 4 weeks of treatment, then every ofher week visits Tor the next 4 weeks, then al 12 waeks, and as clinically indicated heyond 12 wesks. Additionat contact by telephone may be appropriate between face-to-face visits. Adults with MDD or se-marhid depression in the seffing of ofhier psychiatric
illness baing trealed wilh antidepressanis should be observed slmllally for slinical worsemng and sulcmallly, especially daring the inlial few months of a course of drug therapy, or at timas of dose changes, either increases or decreases. The following symptoms, anxiety, agiation, panic attacks, insomz, iritabilty, hostifity,
aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypom ind mania, have been reported in adult and pediatric patients being treated with antidepressants for major depressive disorder as well as for oiher indications, both psychiatric and nonpsychiairic. Although a causal link between the emergence of siich symp-
toms and ejther the worsening of depression and/or the emergence of sui impulses has ot been established, there is concer 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 su[c;dahly especially if these symptums 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
shoutd be ?ageled as rapidly as is feasible, but with recognition that abrupt discontimuation can be associated with ceriain sympioms (ses PRECAUTIONS and DOSAGE AND ADMINISTRATION—Discontinuation of Treatment with Lexapro, in full preseribing information for a description of the risks of discontinuation of Lexara).
Famflies and carepivers of pediattic pallsms being treated with antidepressants for major depressive disorder or other indications, both psychiatric and nanpsychiatric, should be alerted about the need to monitor patients for the emergence of agitation, initability, unusual changes in behavioy, and the other symploms described
ahove, as well as {he emergence of suicidality, and ta report such symptoms immediately to heaith care providers. Such mumlormu should include daily sbservation by families and caregivers. Prescriptions for Lexapro should be written for the smallest quantity of fablets consistent with good patient management, in order to reduce
the rsk of overdose, Famils and Caregivers of ‘dults being treated for d%p/ressxon should be simitarly advised. Screening Patients for Biplar Disorder: A major depressive episode may be the inital presentation of bipolar disorder. It is generally believed (though not established in controlled trials) that trealing such an episode with an
antidepressant alone may increase the ikelihood of pre Jmatxon of a mixed/manic episode in J)at[ents at risk for bipolar disorder. Whether any of the symptoms described above represent such a conversion is unknown. However, prior to initiating treatment with an anfidepressant, patients with depressive symptoms should be adequately
sereened to determine if they are at risk for bipolar disorder; such screening should include a detafled psychiatric hlstori/ ineluding a family history of suicide, hipolar disorder, and depression. i should be noted that Lexapro is net approved for use in treating bipolar depression. Potential for interaction with Monoamine Oxidase [nhibitors
In palients receiving serotonin reuptake inhibitor drugs in combination with @ monoamine oxidase inhibitor (MAOI), there have been reports of sericus, somatimes fatal, reactions including hvBethermxa Tigidity, myagionus, autonomic instability with possibie rapid flustuations of vital signs, and mental status changes that
inelude exirame agitation pro Ersssmg fo delirium and coma. These reactions have also heen reported in pafients who have recently discontinued SSRI ireatment and have heen started on an MAGY. Some cases presented with features resembling neuroleptic mafignant syndrome. Furthermore, limited animal data on the effects
of combined use of SSRIs and MAOIS suggast that thes dnigs may act synergistically to elevate hlood pressure and evoke behaviorai excitation. Thersfore, itis recommended that Lexapto should not be used in combination with an MAQI, or within 14 days of discontinuing irealment with an MAGI. Similarly, at least 14 days
should be aliowed after stopping Lexapro bedore starting an MAQI. Serotonin syndrome has been reported in two patients who were concomilanily receiving linezalid, an anfibiotic which s a reversihle nan-sslective MAOI. Serofonin Syndmme The development of a potentially lite-threatening serotonin syndrome may occur with
SNRIs and SSRis, including Lexapro treatment, parficularly with concomitant use of seratonergic drugs {including triptans) and with drugs which impair meiabolism of serotonin (including MAQIs). Serotonin syndrome symptoms may include mental status changes fe.q., agitation, hallucinations, coma), autonomi instability {e.g., tachy-
cardia, labile blood pressure, hyperthermia), neuremuSCulir aberraions {e.9., Nyperrefiexia, incoordination) and/or gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea). The concomitant use of Lexapro with MAQIs intended to treat depression is contraindicated %seec INTRAINDICATIONS and WARNINGS - Potential for [neraction
with Monoamine Dxidase Inhibitors.) If concomitant treatment of Lexapro with a 5-hydroxytryptamine receptor agonist firiptan) is clinically warramed careful cbservation of the patient is advised, pasticutarly during treatment initiation and dose increases (see PRECAUTIONS - Drug Interactions). The concomitant use of Lexapro with sero-
tonin precursors {such as tryptophan) is not recommended (ses PRECAUTIONS - Drug Interactions). PRECAUTIONS [nfonmation for Pafients Patients should be Gaufioneg about the isk of serotonin syndrome with the concomitant use of Lexapro and triptans, tramadol or other serotonergic agents. Drug Interactians Serotonergic Drugs:
Based on the mechanism of action of SNRIs and SSRis including Lexapro, and the potential for serotonin syndrome, caution is advised when Lexapro is coadministered with other drugs that may affect the serotanergic neuroiransmitier systems, such as tripians, linezolid (an antibiotic which is a reversible non-selective MAOI), fithiurm, tra-
madol, or 8t. John's Wort (see WARNINGS - Serotonin Syndrome). The concomitant se of Lexapro with other SSRis, SNRIs or tryptophan is not recommendedesee PRECAUTIONS - Drug Interastions). Triptans: There have been rare postmarketing reports of serotonin syndrome with use of an SSRI and a triptan. If concomitant teat-
ment of Lexapro with a triptan is clinically waranted, careful observation of the patient is advised, particularty during treatment initiation and dose increases (see WARNINGS - Seratonin Syndrome }, General Discontinuation of Treatrment with Lexapro During markefing of Lexapro and other SSRis and SNRIs (serotonin and norepineph-
sing reuptake infibitars), there have been spontaneous teports of adverse events accurring upon discontinuation of these drugs, particularly when abrupt, including the following: dysphoric mood, irritability, agtation, dizzingss, sensory disturbances (¢.q., paresthesias such as efecric shock sensations}, anxiety, confusion, headache, lethar-
gy, emotional labillty, insomnia, and hypemania, While these events are generally seli-imiting, there have been reports of serious discontinuation symptoms. Patients should be monitored for these symptoms when discontinuing freatment with Lexapro. A gradual reduction in the dose rather than abrupt cessation is ecommended wher-
ever poss ibie. If mto erable sg' gtoms oceur foflowing a decrease in the dose or upon discontinuation of treatment, then resuming the previously prescribed dose may be considered. Subsequently, thie physician may continue decreasing the dose but at a more gradual rate (see DOSAGE AND ADMINISTRATION in full prescribing informa-
Abn ing Published case reports have documented the ocourrence of bleeding episodes in patients treated with psychotropic drugs that interfere with serotenin reuptake. Subsequent epidemiological stuies, both of the case-control and cofort design, have demonsirated an association between use of psychotropic drugs
that interfere wnh serotonin reuptake and the occurrence of upper gastrointestinal bleeding. In two stuies, concurrent use of a nonsteroidal anti-inflammatory drug gNSAfD) oF aspirin potentiated the risk of bleeding (see Drug Inferactions). Altrough these studies Tocused on upper gastroinestina bleeding, there s reason to belleve that
bleeding at other sites may be similarly potentiated. Patients should be cautioned regarding the risk of bleedmg associated with the concomitant use of Lexapro with NSAIDs, aspirin, or other rugs that affect coagulation. Hyponatremia Cases of hyponatremia and SIADH (syndrome of inappropriate antidiuretic hormone secrelwon! have been
reported in association with Lexapro treatment. A patients with these events have recovered with discontinuation of escitalopram and/or medicat intervention. Hyponatremra and SIADH have also been reported 1n association with other marketed drugs effective in the treatment of major depressive disorder. Activation of Mania/Hypomania
In ptacebo-controlled trials of Lexapro in major depressive disorder, activation of mania/hypomania was reported in ane {0.1%) of 715 patients treated with Lexapro and in rone of the 592 patients ireated with placebo. One additional case of hypomania has been reported in asseciation with Lexapro treatment. Activation of mania/ypoma-
nia has also been reported in a small propertion of patients with major affective disorders treated wiih racemic citalopram and other marketed drugs effeetive in the treatment of major depressive disorder. As with all drugs effective in the treatment of major depressive disorder, Lexapro should be used cautiously in patients with a history
of mania. Seizures Atough anticonvulsant effects of racemic citalopram have been observed in animel studies, Lexapro has ot been systematically evaluated in patients with a seizure disorder. These patients were excluded from clinical studies during the product's premaskefing testing. In cliica trials of Lexapro, cases of convulsion
haye been reported in association with Lexapro treatment. Like other drugs effective in the treatment of major depressive disorder, Lexapro should be iniroduced with care in patients with a history of seizure disorder. Interference with Cognitive and Motor Performance I a study in normal volunteers, Lexapro 10 mgiday did rot produce
impairment of intellectual furiction or psychomater ?erformance Because any psychoactive drug may impair judgment, thinking, or motor skills, however, patfents should be cautioned about operating hazardous machinery, including automobiles, untl they are reasanably cestain that Lexapro therapy does not affect their ability to engage
fn such activities. Use in Patients with Concomitan llness Clinical experience with Lexapro in patients with certain concomitant systemic iinesses is wited, Caution is advisable in using Lexapro in patients with diseases or conditions that produee altered metabofism or hemodynamic responses. Lexapro has not been systematically eval-
uated in patients with a recent history of myocardial infarction or unstable heart disease. Patienis with these dmgnoses wers generally excluded from clinical studies during the product's premarkefing testing. In subjects with hepatic impairment, clearance of racemic cilalopram was decreased and plasma concentrations were increased. The
recommended dose of Lexapro in hepatlcal% impaired patients is 10 mg/day {sec DOSARE AND ADMINISTRATION in full prescribing mformahor? Because escitalopram is extensively metabolized, excretion of unchanged drug in urine is & minor reute of elfimination. Until adequate numbers of patients with severe renal impairment have
been evaluated during chronic treatment with Lexapro, however, it should be used with caution in such patients (see DOSAGE AND ADMINISTRATION in full preseribing |ntormauon) Dng Interactions CNS Drugs - Glven the primary CNS effects of escitalopram, caution should be used when it is taken in combination with other centralfy
acting drugs. Alcohal - Altheugh Lexapro did nof potentiate the cognitive and motor effects of alcohol in a clinical trial, as with other psychotrepic medications, the use of alcohol by patients taking Lexapro is not recommended. Monoamine Oxidase Inhibitors (MAQIS) - See CONTRAINDICATIONS and WARNINGS. Drugs That Interfere With
Hemostasts (NSAIDs, Aspirin, Warfarin, etc.) Serotonin release by platelets plays an impartant role in hemostas's. Epidemiological studies of the case-contsol and cohort design that have demonstrated an assoclation betwaen use of psychotropic drugs that interfere with serotonin reuptake and the occurrence of upper gastroiniesfinal
bleeding have also shown that concurrent use of an NSAID of aspirin potentiated the risk of bleeding. Thus, patients should be cautioned about the use of such drugs concurrently with Lexapro. Cimetidine - In subjects who had received 21 days of 40 mg/day racemic citalopram, combined administration of 400 mg/day cimetidine for 8
daKIs vesulied in an increase in citalopram AUC and G, of 43% and 39%, respectively. The clinical 51gnlllcance of these findings is unknown. Digoxin - In subjects who had received 21 days of 40 mg/day racemic citalopram, combined administration of citalopram and digoxin (single dose of 1 mg) did not significanty affect the pharma-
netics of either citalopram or digoxin. Lithium - Coadministration of cemic citalopram r$40 mg/day for 10 days) and lithium (30 mmolfday for 5 days) had no significant effect on the pharmacokinetics of citalopram o lithium. Nevertheless, plasma lithiu levels should be monitored with appropriate adjustment to the ithium dose in
accordance with standard ciical practice. Because lithium may enhance the serofonergic efiects of escitalopram, caution should be exercised when Lexapro and lithium are coadministered. Pimozide and Celexa - In a controlied study, a single dose of pimozide 2 mg co-administered with racemic Cilalopram 40 mg given once daily for 11
days was associated with a mean increase in Q¢ values of approximately 10 msec compared to pimozide given alone. Racemic citalopram did not aiter the mean AUC or G, of pimozide. The mechanism of this pharmacodynamic inieraction is not known. Sumatriptar - There have been rare postmarketing reports describing patients with
weakness, hyperreﬂexxa and ncoordlnat\on following ihe use of an SSRI and sumariptan. if concomilant ireaiment with sumariptan and an SSRI (eg Thuoxetine, fluvoxamine, paroxeting, seriraline, citelopram, escitalopram} is clinically warranted, appropriate observation of the patient is advised. Theophyling - Combined administration
of racemic citalopram (40 mgfday for 21 days) and the CYP1A2 substrate theephylline {single dose of 300 mg} id not affect the Thg effoct of on the pharmacokingtics of citalopram was not evaluated. Warfarin - Administration of 40 mg/day racemic citalopram for 21 days did not affect the
pharmacokinetics of warfarin, a CYP3A4 substrate. Prothrombin time was increased by 5%, the cfinical significance of which is unknown. Carbamazepme Combing administration of racemmic citalopram (40 mg/day for 14 days) and carbamazepine (fitrated to 400 mo/day for 35 days) did not significanty affect the pharmacokinetics of
carbamazepine, a CYP3A4 subsirae, Although frough citalopram plasma levels were unaﬁec\ed given the enzyme-inducing properties of carbamazepine, the possibility that carbamazepine might increase the clearance of esciialopram should be considered if the two drugs are coadministered. Triazofam - Combined administration of racemic
citalopram (titrated to 40 mg/day for 28 days) and the CYP3A4 substrate triazolam ésmgle dose of 0.25 mg) did not significantly affect the pharmacolinetics of either citaiopram or triazolam. Kefoconazole - Combined administration of racemic citalopram (40 mg) and ketoconazole (200 mg), a potent CYP3A4 inhibitor, decreased the Gy
and AUC of ketoconazole bx 21% and 10%, respectively, and did not significantly affect the pharmacokinetics of citalopram. Ritonavir - Combined administration of a single dose of ritonavir (600 mg), both a CYP3A4 substrate and a potent inhibitor of CYP3A4, and escitaiopram (26 mg) did not affect the pharmacokinetics of either Tilo
aviror escﬂalopram CYP3 4 and <2019 Inhibiters - /1 vitro studies indicated that CYP3A4 and -2C19 are the primary enzymes involved in the metabolism of . However, of {20 mg) and ritonavir (800 mg), a potent infibitor of GYP3A4, did not sigrificantly affect the pharmacokinetics of escitalo-
m. B by multiple tems, inhibition dy not appreciably decrease escitelopram clearance. Drugs by P450206 - in vit es did ot reveal an inhibitory effect of escitalopram en (YP208. In agifion, steady state levels of racemic citalopram were
not significantly gifferent in poor metabolizers and extensive CY2D6 metabollzers aﬁer mumple -dose a mmlstranon of italopram, suggesting ihat coadministration, with escitalopram, of a drug that inhibits CYP2DS, is unlikely to have clinically sxgnmcant effects on escitalopram metabolism. However, there are limited /1 vivo data sug-
gesting & modest CYP2DG inhibitory effect for y of {20 m( g/d r 21 dayh) s} with the tricyolic anhdepressant desipramine (single dose of 50 mg), a Substrate for CYP2DG, resulted in 2 40% increase in Gy, and a 100% increase in AUC of desipramine. The clinical signiicance of tis finding is
unknown. Nevertheless, caution is indicated in the inistration of esci and drugs y toprolo! - Administration of 20 mgfday Lexapro for 21 days in healihy voluntesrs resulted in a 50% increase in C,,,, and 82% increase in AUG of the befa-adrenergic blocker metaprolol (given in a single dose of 100
mg). Increased metoprolol plasma levels have been associated with decreased cardioselectivity. Coadministration oY Lexapro and metoprolo! had ne clinically significant effects on biood pressure or heart rate. Elestroconvulsive Therapy?ém) There are no clinical studies of the combined use of ECT and escitalopram. Carcinogenesis,
Mutagenests, Impaiment o Fertility Carcinogenesis Racemic citaloprar was administered in the dist to NMRI/BOM strain mice and COBS Wi strain rats for 18 and 24 months, respectively. There was no evidence for carcinogenicity of racemic citalopram in mice receiving up to 240 mg/kg/day. There was an increased incidence of small
Intestine carclnoma in rats recelving 8 or 24 m/kg/day racemic Gitalopram. A no-effect dose for this finding was not established. The relevance of these findings to humans is unknown. Mustagenesis Racemic citalopram was mutagenic in the in vitro bacterial reverse mutation assay {Ames test} in 2 of 5 hacterial strains (Salmonella TAS8
and TA1537) in the ahsence of metabolic activafion. It was clastogenic in the in vitro Chinese hamster lung cell assay for chromosomal aberrations in the presence and absence of metabolic aciivation. Racemic cifalopram was not mutagenic in the i vitre mammalian forward gene mutation assay (HPRT) in mouse lymphoma celis orina
coupled in vitra/in vivo unscheduled DNA synihesis (UDS) assay in rat liver. it was not clastogenic in the i vitro chromosomal abesration assay in human lymphocytes or in two n vivo mouse micronucleus assays. Impairment of Festility When racemic citalopram was administered orally to 16 male and 24 female rafS prior to and through-
out mating and gestation at doses of 32, 48, and 72 mg/kg/day, mating was decreased at ali doses, and ferfility was decreased at doses > 32 mg/kg/day. Gestation duration was increased at 48 mg/kg/day. Pregnancy-Nonteratogenic Effacts Neonates exposed to Lexapre and other SSRIS or SNRIs, late in the third trimester, have developed
complications requiring prolenged hospitalization, respiratory support, and tube feeding. Such complications can arise immediately upon delivery. Reported elinical findings have included respiratory distress, eyanosis, apnea, seizures, temperature instability, feeding diffieulty, vomiting, hypoghycemia, hypotonia, hypertenia, hyperrefiexia,
tremor, iteriness, irritability, and constant crying. Thess features are consistent with sither a direct toxic effect of SSRIs and SNRIS or, possibly, a drug discontinuation Syndrome, It should be noted that, in some cases, i clinical picture is consistent with serotonin Syndrome (ses WARNINGS). Infants exposed to SSRIS in late pregnancy
may have an increased risk for persistent pulmonary hypertension of the newborn (PPHN). PPHN occurs in 1-2 per 1000 five births in the general population and is associated with substantial neonatal morbidity and mortality. In a retrospective, case-control study of 377 women whose infants were born with PPHN and 836 women whose
infants were born healthy, the sk for developing PPHN was approximately siv-fold higher for infants exposed to SSRIS after the 20m week of gestation compared to infants who had no been exposed to antidepressants during pregaancy. There is currently no corroborative evidence regarding the risk for PPHN following exposure to SSRIs
int pregnancy, this is the first study that has investigated the potential risk. The study did not include enough cages with exposure to individual SSRIs to detsrmine if all SSRis posed similar levels of PPHN risk. When treating a pregnant worman with Lexapro during the third trimester, the physician should carefully consider both the poten-
tial risks and benefits of treatment (see DOSAGE AND ADMINISTRATION in full prescribing information). Physicians should note that in a prospective longitudinal study of 20+ women with a history of major depression who were euthymic at the beginning of pregnancy, women who discontinued antidepressant medication during preg-
nancy were more likely to experisnce a refapse of major depression than women who continued antidepressant medication. Labor and Delivery The effect of Lexapro on labor and defivery in humans is unknown. Nursing Mothers Racemic citalopram, like many other drugs, is excreted in human breast milk. There have been two reports
of infants experiencing excassive somnolence, decreased feeding, and weight loss in assaciation with breastfeeding from a citalopram-ireated mother; in one case, the infant was reported to recover completely upon discontinuation of citalopram by fts mother and, in the second case, o follow-up information was avaitable. The decision
whether to continus or discontinue either nursing or Lexapro therapy should take into account the tisks of italopram exposure for the infant and the benefits of Lexapro treatment for the mother. Pedialric Use Safety and effectiveness in the pediatric population Have not been established (see BOX WARNING and WARNINGS—Clinical
Worsening and Suiside Risk). Gne placebo-controfled trial in 264 pediatric patients with MDD has been conducted with Lexapro, and the data were not sufficient to support a claim for use in pediatric patients. Anyone considering the use of Lexapro in a child or adolescent must batance the potental risks with the cfinical nesd. Geriatric
Use Approximately 6% of the 1144 patients receiving escitalopram in contralled trials of Lexapro in major depressive disorder and GAD were 60 years of age or older; elderly patients in these trials received dafly doses of Lexapro between 10 and 20 mg. The number of elderly patients in these frials was insufficient to adequately assess for
possible dlﬁerenna ct\;and safety measures on the basls of age. Nevertheless, greater sensitivity of some elderiy individuals to effects of Lexapro cannot be ruled out. In two pharmacokinetic studies, escilalopram hall-fife was increased by approximately 50% in elderly subjects as compared to young subjects and G, Was unchanged
{see CLINICAL PH MAc LOGY). 10 mg/day is the recommended dose for elderly patients {ses DOSAGE AND ADMINISTRATION in ful prescribing |nformat|on?\ 0f 4422 patients In clinical studies of racemic citalopram, 1357 were 60 and over, 1034 were 85 and over, and 457 were 75 and over. No overall diferences safety or effec-
fiveness were cbserved between these subjects and younger subjects, and other reported chmcal experience has not identified differences in responses betwen the elderly and younger patients, but again, greater sensitivity of some elderly individuals cannot be ruled out ADVERSE REACTIONS Adverse event information for Lexapro was
colfected from 715 patients with major depressive disorder who were exposed to escitalopram and from 592 patients who were exposed to placebo in double-blind, placebo-controlled trials. An additional 284 patients with major depressive disorder were newly exposed to escialopram in open-label frials. The adverse event information for
Lexapro in patients with GAD was collected from 423 patients exposed o escitalopram and from 427 patients exposed to placebo in double-Dlind, placeho- -contsolled {rals. Adverse events during exposure were obtained primarily by general inquiry and recorded by elinical investigators using terminalogy of their own choosing. Consequently,
itis not possible o provide a meaningful estimate of the proportion of individuals experiencing adverse events without first grouping simiar types of events into a smaller number of standardized event categories. In the tables and tabulations that foflow, standard World Health Organization (WHO) termmo!og]y has heen bsed o classi
reported adverse events. The stated frequencies of adverse svenis represent the proportion of individuals who experienced, at least once, a tréatment-emergent adverse event of the type fisted. An event was considered ireaiment-emergent i it cocurred for the first time or worsenad while receiving therapy following baseline evaluation.
Adverse Events Associated with Discontinuatian of Treatment Major Depressive Bisarder Among the 715 depressed patients who received Lexapro in placebo-controlied triafs, 6% discontinued treatment due toan adverse event, as compared to 2% of 592 patients receiving placebo. In two fixed-dose studies, the rate of discontinuation
for adverse events in patients receiving 10 m/day Lexapro was not significantly different from the rate of discontinuation for adverse evenls in patients receiving placebo. The rate of discontinuaiion for adverse events in tﬁatlems assigned 10 2 fxed dose of 20 mgjday Lexapro was 10%, which was signficanty dierent from the rate o ds-
continuation for adverse events in patients receiving 10 mg/day Lexapre 84%) and placebo (3%). Adverss events that were associated with the discontinuation of at least 1% of patients ireated with Lexapro, and for which e rate was at least twics that of placebo, were nausea (2%) and e]aculallon disorder (2% of male patienis). Generalized
Anxlsty Disorder Among the 423 GAD patients who received Lexapro 10-20 mg/day in placebo-controlled irals, 8% discontinued treatment dug to an adverse event, as compared to 4% of 427 patients receiving placebo. Adverse events that were associated with the discontinuation of at least 1% of patients treated with Lexapro, and for
which the rate was at least twice the placebo rate, were nausea {2%), insomnia g%) and fatigue (1%). Insidence of Adverse Events in Placeho-Controllgd Clinical Trials Major Depressive Disorder Table 1 enumerates the incidence, rounded to the nearest percent, of ireatment-emergent adverse events that occurred among 715 depressed
patients who received Lexapro at dosss ranging from 10 o 20 day in placebo-controlled triais. Events included are those occurring in 2% or more of patients ireated with Lexapro and for which the incidence in patients treated with Lexapro was greater than the incidence in placebo-treated patients. The prescriber shouid be aware that
these figures can not 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 which prevailed in the clinical trials. Similarly, ihe cited frequencies eannot be compared with figures obtained from other clinical investigations involving different
treatments, uses, and investigators. The cited figures, however, do provide the prescribing physician with some basis for estimating the relative contribution of drug and non-drug factars to the adverse event incidence rate in the population studied, The most commenly observed adverse events in Lexapro pafignts {incidence of approxi-
mately 5% or greater and approximately twics the incidence in placebo patients) were insomnia, ejaculation disorder (primarily ejaculatory delay), nausea, sweating increased, fatigue, and semnclence {see TABLE 1). TABLE 1: Treatment-Emergent Adverse Events: Incidenee in Placeho-Controlled Clinical Trials for Major Depressive
Disorder* [Lexapro (N=715) and Placebo (N:5923]: Autonomic Nervots System Disorders: Ory Mouth (6% and 5%}; Sweating Increased (5% and 2%. Central & Peripheral Nervous System Disorders: Dizziness (5% and 3%). Gastrointestinal Disorders: Nausea (15% and 7%}; Diarthea 68% and 5%); Constipation {3% and 1%);
Indigestion (3% and 1%); Abdominal Pain (2% and 1%). General. influenza-fike Symptoms (5% and 4%); Fatigue (5% and 2%). Psychiatric Disorders: Insomnia (3% and 4%); Somnolence (6% and 2%); Appetite Decreased (3% and 1 ”/J Libido Decreased (3% and 1%). Respiratary System Disorders: Rhinitis (5% and 4%); Sinusitis
(3%and 2"/{; Urogenital: Ejaculation Disorder'2 (9% and <1%); Impotence? {3% and <1%); Anorgasrmias (2% and <1%)."Events reported by at least 2% of patients treated with Lexapro are reported, except for the following events which had an incidence on placebo > Lexapro: headache, upper respiratory fract infection, back pain, pharyn-
gits, inficted injury, anxiety. *Primarly ejaculatory delay. Denominator used was for males only {N=225 Lexapro; N=188 placebo). “Denominator used was for females only (N=480 Lexapro; N=404 placebo). Generalized Anxiety Disorder Table 2 enumerates the incidence, rounded to the nearest percent of realment erergent adverse
events that occurred among 428 GAD patients who received Lexapro 10 to 20 mg/day in placebo-controlled triafs. Events inchuded are those occrring in 2% or more of pafients treated with Lexapro and for which the incidence in patients freated with Lexapro was greater than the insidence in placebo-treated patients. The most common-
Jy observed adverse events in Lexapro patients {incidence of approximately 5% of greater and approximately twice the incidence in placebo patients) were nausea, sjaculation disorder {primarily ejaculatory delay), insomnia, fatigue, decreased livido, and anorgasmia {see TABLE 2). TABLE 2: Treatment-Emergent Adverse Events: Incidence
in Placeho-Controlled Clinical Trials for Generalized Anxfety Disorder* (Lexapro {N=429) and Placebo {N=427)1: Autonomic Nervous System Diserders: Dry Mouth }9% and 5%}; Sweating Increased (4% and 1%). Central & Peripheral Nervous System Disorders: Headache (24% and 17%); Paresthiesia (2% and 1"/g Gaslraintestinal
Disorders: Nausea (18% and 8"/& Diarthea (8% and 6%}; Constipation gs% and 4%); Indigestion {3% and 2%); Yomiting (3% and 1%}; Abdominal Pain (2% and 1%); Flatulence {2% and 1%); Toothache (2% and 0%). General: Fatigue (8% and 2%}; Influenza-like symptoms (5% and 4%). Musculoskeletal: Neck/Shoulder Pain (3%
and 1%). Psychlamc Disorders: Somnolence (13% and %) Insornaia {12% and 8%}; Libido Decreased (7% and 2%); Dreaming Abnoral (3% and 2%); Appetite Decreased (3% and 1%); Lethargy (3% and 1%); Yawning (2% and 1%). Utogenital: Ejaculation Disordert2 (14% and 2%); Anorgasmias (8% and <1%); Menstrual Disorder
£2% and 1“/? “Events reported by at feast 2% of patients treated with Lexapro are reported, except for e following events which had an incidence on placebo Lexapro: infficted injury, dizziness, back pain, upper respiratory tract infection, rhinitis, pharyagitis, *Primarily elaculatory delay. 2Denominator used was for males only (N=182
£xapro; N=195 placebo). Denominator used was Tor females only (N=247 Lexapro; N=232 placebo). Dose Dependency of Adverse Events The potential dose dependency of comman adverss events {defined s an incidence rale of >5% in either the 10 g or 20 mg Lexapro groups) was examined on the basis of the combined incidence
of adverse events in two fixed-dose trials. The overall incicence tates of adverse events in 10 mg Lexapro-ireated patients (86%) wes similar to that of the placebo-treated patients (61%), while the incidence rate in 20 mo/day Lexapro-treated patients was greater (86%). Table 3 shows commeon adverse events that occurred in the 20 mg/day
Lexapro group with an incidence that was approximately twice that of the 10 mg/day Lexapro group and apme|mately twice that of the placebo group. TABLE 3: Incidence of Camman Adverse Events* in Patients wiith Major Depressive Disorder Heuewmg Placebo {N=311), 10 mg/day Lexapro {N=318}, 20 mg/day Lexapro {N=125)]:
Insomnia (4%, 7%, 14%); Diarrhea {5%, 6%, 14%); Dry Mouth (3%, 4%, 9%); Somnolence 1%, 4%, 9"/) iziness (2%, 4%, 7%), Sweating Increased (<1%, 3%, 8%); Constipation (1%, 3%, 6%} ; Fatigue (2%, 2%, 6%); Indigestion {1%, 2%, 6%).* Adverse events with an incidence rate of at feast 5% in either of the Lexapro groups
and with an incidence vae i the 20 mg/day Lexapro group that was appmmmately twice that of the 10 mg/day Lexapro group and the placebo group. Male and Female Sexual Dystunclion wuh SSRis Although changes in sexual desire, sexual performance, and sexual satisfaction often occur as manifestations of a psyehiatrie disorder,
they may also be a consequence of pharmacologic ireaiment, In particular, some evidence suggests that SSRIs can cause such unioward sexual Reliable estimates of the incids d severity of unfoward experiences vnvolvmg sexual desire, performance, and satisfaction are difficuit to obtain, however, in part because patients
and physicians may be reluctant to discuss them. Accordingh i/ estimates of the incidence of untoward sexual experience and petformance cited i product labeling are tikely to underestimate their actual ncidence. Table 4 shows the incidenge rates of sextal side efects in patients with major depressive disorder and GAD in placebo-con-
trolied trials. TABLE 4: [ncidance of Sexual Side Effects in Placebo-Controlled Clinical Trials {in Males Only: Lexapro (N=407) and Placeho (N=383)]: Ejacufation Disorder (primarly ejaculatory dela g&(m% and 1%); Libido Decreased (6% and 2%); lmpotence {2% and <1%». [in Females Only: Lexapre (N=737) and Placehn {N=636)1:
Libide Decreased Sﬁ% and 1%); Anorgasria {3% and <1%) There are no adequately designed studies examining sexual dysfunction with escitalopram treatment. Priapism has been reperted with alt SSRIs. While it is ificult to know he precise risk of sexual dysfunciion associated with the use of SSRIS, physicians should routinely inguire
about such possible side effects. Vital Sign Changes Lexapro and placebo groups were compared with respect to (1) mean change from baseline in vital signs (pulse, systofic blood pressure, and diastolic blood pressure) and (2) the incidence of patients meeting criteria for potentially clinicall significant changes from baseline in these
variables. These analyses did ot reveal any clinically important changes in vital signs associated with Lexapro freatmen. In addition, & comparison of supine and standing vital sign measures In subjects receiving Lexapro indicated that Lexapro treatment is not associated with orthostatic changes. Weight Changes Pafients treated with
Lexapro in controlled trials did not differ from placebo-treated patients with regard to clinically important change in body weight. Labnramry Ghanges Lexapro and placebo groups were compared with respect to (1) mean chiange from baseling in various serum chemistry, hematology, and urinalysis variables, and (2) the incidence of patients
mesting criteria for potentially clinically significant changes from baseling in these variables. These analyses revealed no clinicelly important changes in laboratory fest parameters associated with Lexapro treatment. ECG Changes Etecirocardiograms from Lexapro (N=625), racemic citalopram (N=351), and placebo (N=527) groups were
compared with respect to (%mean change from baseling in various ECG parameters and {2) the incidence of patients meeting criteria for potentially clinically significant changes from basefine in these variables. These analyses reveated (1) a decrease in heart rate of 2.2 bpm for Lexapro and 2.7 bpm for racemic citalopram, compared 1o
anincrease of 0.3 opm for placeho and (2) an increase in OTc interval of 3.3 msec for Lexapro and 3.7 msec for racemic citalopram, compared to 0.5 msec for placebo. Neither Lexapro aor racemic citalopram were assaciated with the development of clinically significant ECG abnormalities. Gther Events Observed During the Premarketing
Evaluation of Lexapr Foflowing is a Yist of WHO terms that reflect treatiment-emergent adverse events, as defined in the introduction to the ADVERSE REACTIONS seciion, reported by the 1428 patients treated with Lexapro for periods of up to ane year in double-blind or open-labe! clinical trials during its premarketing evaluation. All report-
ed events are included evcapt those already listed in Tables 1 & 2, fhose occurring in orily one patient, avent terms that are so general as to be uninformative, and those that are unlikely o be drug related. It s important to emphasize that, alihough the events reported occurred during treatment with Lexapro, they were ot necessariy caused
by it Events are further categorized by body system and listed in order of decreasing frequency according to the following definitions: frequent adverse events are those occurring on one or more occasions in at least 1/100 patients; infrequent adverse evenls are thosg ogcurring in less than 1/400 patients birt at least 1/1000 patients.
Cardiovascular - Frequent: palpitation, hypertension. infrequent; bradycardia, tachycardia, ECG abnormeal, flushing, varicose vein, Central and Peripheral Nervous System Disorders - Frequent:light-headed feeling, migraine. Infrequent; tremor, vertigo, restless legs, shaking, twitching, dysequiibrium, tics, carpa tunnel syndrome, muscie con-
tractions involuntary, stuggishness, coordination abnormal, faintness, hyperrefiexia, musculas tone increased. Gastrointestinal Disorders - Frequent: heartburn, abdominal cramp, gastroenteritls, Infrequent: gastroesophageal reffux, bloating, abdominal discomiort, dyspepsia, increased stool frequency, belching, gastrtis, hemorrhoids, gag-
ging, M)olyposxs gastric, swallowing difficult, General - Frequenr allergy, pain in limb, fever, hot flushes, chest pain. infrequent: edema of exiremities, chifls, tlghmess of chest, leg pain, asthenia, syncope, malaise, anaphylaxs, fall. Hemic and Lymphatic Disorders - /nfrequent bruise, anemia, nosebleed, hematoma, lymphadenopathy cervi-
taholic and Nutritional Disorders - Frequent; increased weight. infrequent: decreased weight, hypergiycemia, thirst, bilirubin increased, hepatic enzymes increased, gout, nypercholesterolemia. Musculoskeletat System Disorders - Fraquent: arthralgla, myaigia. infrequent jaw stlﬁness muscle cramp, misscle stifiness, artfritis, mus-
cle weakness, back discomfort, arthropathy, jaw pain, joint stfiness. Psychiatric Disorders - Frequent: appetite increased, lethargy, irsiabilly, concentration impaired. Infrsquenl {itteriness, panic reaction, agitation, apathy, forgetfuiness, depression aggravated, nervousness, restlessness aggravated sticide attempt, amnesia, anxisty atiack
bruxism, carbohydrate craving, confusion, depersonalization, disorientation, emotional labilty, fesfing ueweal, Wremulousness nervous, crying abnorma, depression, excitability, auditory hallucination, suiidal tendency. Reproductive Disorders/Female” - Freguent. menstrual cramps, mensirual disorder. nfrequent. menorrhagla breast neo-
plasm, peMc inflammation, premenstrual syndrome spotting between menses. *% based on female subjeets enly: N= 305 Resplratory System Dlsorders Frequent: bronchitis, sinus congestion, coughing, nasal congestion, sinus headache. /nfrequent asthma, breath shortness, laryngitis, pneumonia, tracheilis. Skin and Appendages
Disorders - Frequent: rash. fnfrequent: pruritus, acne, alopecia, eczema, dermatits, dry skin, follcufis, (ipoma, furunculosis, dry fips, skin nodule. Special Senses - Frequent: vision blurred, tinaitus, Infrequent: taste alteration, earach, conjunciivits, vision abnorma! dry eyes, eye initation, visuat disturbance, eye infection, pupils dilated,
metallc taste. Urinary System Disorders - Frequent: urinaty frequency, urinary tract infection. infrequent urinary urgency, kidney stone, dysuria, blood in urin. Events Reported Subsequent to the Marketing of Escitalopram - Although no causal relationship to escitalopram treatment has been found, the Iollowmg adverse ovents have been
reported to have occurred in patients and to be temporaly associated with escitalopram treatment during post marketing experience and were not cbserved during the premarketing eveluation of escnalogram abnormal gait, acute renal failure, aggression, akathisia, allergic reaction, anger, angmedema atrial fibrifiation, chorecathefosis,
defiriun, delusion, diplopia, dysarthria, dyskinesia, dystonia, ecchymosis, erytema muftiforme, exirapyramidal disorders, fulminant hepatitis, hepatic faifure, increased, glaucoma, grand mal seizures {or oonvulsmns) hemolyfic anemia, hepamc Recrasis, hepati-
1is, hypotension, leucopema myocardial infarction, myoclonus, neuroleptic malignant syndmme nightmare, nystagmus, orthostatie hypotension, pancreafitis, paranoia, photosensitivity reaction, priapism, prolacnnemla prothrombin decreased, pulmenary embolism, QT profongation, rhabdomyolysis, seizures, serotonin syndrome, SIADH,
spontaneous abortion, Stevens Johnsen Syndrome fardive dyskinesia, thrombocytopenia, thrambosis, torsade de paintes, foxic epidermal necrolysis, ventricutar arrhythmia, ventricular Lachycardla and visual hallucinaiions.
Licensed from H. Lundheck A/S Rev. 09/06 © 2006 Forest Laboratories, Inc.




KNOWTHEFACTS

L

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

Be aware.
Screen and monitor your patients.
Make a difference.
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For more information, please visit www.MDLinx.com/metabolicmatters
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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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FOR THE TREATMENT OF SCHIZOPHRENIA

He Needs a Powerful Antipsychotic for His Mind

But What Will It Do to His Body?
\4

7~ INVEGA

>J PALIPERIDONE

Extended-Release Tablets
STRENGTH FOR THE WHOLE PERSON
Please see Important Safety Information, including Boxed Warning, on adjacent pages.

Please see accompanying brief summary of full Prescribing Information ijmr INVEGA™
and RISPERDAL®™ (risperidone).



A NEW ORAL ATYPICAL ANTIPSYCHOTIC FOR
THE TREATMENT OF SCHIZOPHRENIA

INTRODUCING

~INVEGA

PALIPERIDONE

Extended-Release Tablets

STRENGTH FOR THE WHOLE PERSON

IMPORTANT SAFETY INFORMATION FOR INVEGA™ AND RISPERDAL®

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 patients revealed a risk of death in the drug-treated patients of between L6 to 1.7 times that seen in
placebo-treated patients. Over the course of a typical 10-week controlled trial, the rate of death in drug-treated
patients was about 4.5%, compared to a rate of about 2.6% in the placebo group. Although the causes of death were
varied, most of the deaths appeared to be either cardiovascular (e.g., heart fallure, sudden death) or infectious
{e.g., pneumenia) in nature. Neither INVEGA™ (paliperidone) nor RISPERDAL® (risperidone) are approved for the
treatment of patients with Dementia-Related Psychosis.

INVECA and RISPERDAL are indicated for the treatment of schizophrenia

Commonly observed adverse events: The most commonly observed adverse events, occurming at an incidence of =5%
and at least 2 times placebo, were INVEGA: akathisia and extrapyramidal disorder; RISPERDAL: anxiety, somnolence,
extrapyramidal symptams, dizziness, constipation, nausea, dyspepsia, rhinitis; rash, and tachycardia.

QT Prolongation: INVEGA causes a modest Increase In the corrected QT (OTc) interval, INVECA should be avoided in
combination with other drugs that are knawn to prolong the GTe interval, in patients with congenital long OT syndroma
or a histary of cardiac arrhythmias. Certain circumstances may increase the risk of torsades de pointes and/aor sudden
death in association with the use of drugs that prolong the QTc interval,

Neuroleptic Malignant Syndrome (NMS): NM5, a potentially fatal symptom complex, has been reported with the use
of antipsychotic medications, including INVECA and RISPERDAL. Clinical manifestations Include muscle rigidity, fever,
altered mental status and evidence of autonomic Instability {see full Prescribing Information). Management should
include immediate discontinuation of antipsychotic drugs and other drugs not essential to concurrent therapy, inténsive
symptomatic treatment and medical monitaring, and treatment of any concomitant serious medical problems.

Tardive Dyskinesia (TD): TD is a syndrome of potentially irreversible, involuntary, dyskinetic movements that may develop
in patients treated with antipsychotic medications. The risk of developing TD and the likelihood that dyskingtic movements
will become [rreversible are believed to increase with duration of treatment and total cumulative dose. Elderty patients
appeared to be at increased risk for TD, Prescribing should be consistent with the need to minimize the risk of TD. The
syndrome may remit, partially or completaly, if antipsychotic treatment is withdrawn

Hyperglycemia and Diabetes: Hyperglycemia, some cases extreme and associated with ketoactdosis or hyperosmaolar 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

Please see accompanying brief summary of full Prescribing Information for INVEGA and RISPERDAL,




Powerful Efficacy for the Mind
With Safety and Tolerability for the Body

INVEGA combines:

« The active metabolite of RISPERDAL® (risperidone)
« Innovative OROS® extended-release technology

INVECA demonstrated:

« Significant efficacy in the positive and negative
symptoms of schizophrenia'

» Low weight gain and EPS rates comparable with
placebo in 6-week trials with the recommended
6-mg dose'*

Please visit www.invega.com.

Gastrointestinal: INVECA should ordinarily not be administered to patients with ‘
pre E!I'r'lll“.} SEVEre L_I.El‘;.lf[1ll'-'|!"1llll.1| IL-'I"rI'.l\‘.'IHI.i i{n‘lll‘.{ Instances I'.lf I.'.Ih‘a[rllffl'."g' SYmptams

have been reported in patlents with known strictures taking nondeformable formulations a
INVEGA should only be used in patients who are able to swallow the tablet whole

Cerebrovascular Adverse Events (CAEs) CAEs, including fatalities, have been reported in elderly patients with
dementia-related psychosis taking atypical antipsychotics in clinical trials. Neither INVECA nor RISPERDAL are
.ll:ll'.\rr_‘ll.-l."ﬂ FI_,'I.' II{‘.!III'I-I:] ”'I{“;L' patients

Selrures: INVECA and RISPERDAL should be used cautiously In patients with a history of seizures
Hyperprolactinemia: As with other drugs that antagonize dopamine D, receptors, INVECA and RISPERDAL elevate
pralactin levels and the elevation persists during chronic administration

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

Orthostatic Hypotension: INVEGA and RISPERDAL may induce orthostatic hypotension associated with dizziness
tachycardia, and In some patients, syncape, especially during the initial dose-titration period. Monitoring should
be considered in patients for whom this may be of concern, INVEGA and RISPERDAL 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 and RISPERDAL have the potential to impair judgment,
thinking, ar motor skills. Caregivers and patients should use caution until they are reasonably certain that INVEGA
and RISPERDAL do not affect them adversely,

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

Weight Gain: The proportion of subjects having a weight gain of =7% body weight were comparable to placebo
(5% for 3 mg (733 and & mg (65, A higher incidence was seen for 9 mg (9% and 12 mg (9%

Extrapyramidal Symptoms (EPS); Total EPS-related adverse events in the higher 9 mg and | 2-mg tréatment groups
were 25% and 26%, respectively, versus 1'% for the placebo group

OROS5 is a registered trademark of ALZA Corporation
RISPERDAL is a registerad trademark of janssen, L.P

Reference: 1. Data on fle. Janssen LP Tituswille, M)

birnssen, LP 2007 May 2007 OUNIGESR 1




INVEGA™

(paliperidone)

Extended-Release Tablets

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

Rx only

Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Elderly patients with dementia-related psychosis treated with atypical antipsychotic drugs are at an
i d risk of death d to placebo. Analyses of 17 placeb lled trials {modal duration
of 10 weeks) in these subjects revealed a risk of death in the drug-treated subjects of between 1.6 to
1.7 times that seen in placebo-treated subjects. Over the course of a typical 10-week controlled trial,
the rate of death in drug-treated subjects 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) Extended-Release Tablets is not approved for the treatment of patients with dementia-
related psychosis.

INDICATIONS AND USAGE: INVEGA™ (paliperidone) Extended-Release Tablets is indicated for the treatment
of schizophrenia.

CONTRAINDICATIONS: INVEGA™ {paliperidone) is contraindicated in patients with a known hypersensitivity to
paliperidone, risperidone, or to any components in the INVEGA™ formulation.

WARNINGS: Increased Mortality in Elderly Patients with Dementia-Related Psychosis — Elderly patients
with dementia-related psychosis treated with atypical antipsychotic drugs are at an increased risk of
death compared to placebo. INVEGA™ (paliperidone} Extended-Release Tablets is not approved for the
treatment of dementia-related psychosis (see Boxed Warning}. QT Prolongation: Paliperidone causes a
modest increase in the corrected QT (QTe) interval. The use of paliperidene should be avoided in combination
with other drugs that are known to prolong QTe including Class 1A (e.g., quinidine, procainamide) or Class Il
{e.g., amiodarone, sotalol) antiarthythmic medications, antipsychotic medications (e.g., chlorpromazine,
thioridazine), antibiotics {e.g., gatifioxacin, moxifioxacin), or any other class of medications known to prolong the
QT interval. Paliperidone should also be avoided in patients with congenital long QT syndrome and in patients
with a history of cardiac arrhythmias. Certain circumstances may increase the risk of the occurrence of torsade de
pointes andfor sudden death in association with the use of drugs that prolong the QTc interval, including (1}
bradycardia; (2) hypokalemia or hypomagnesemia; (3) concomitant use of other drugs that prolong the QTc
interval; and {4) presence of congenital prolongation of the QT interval. The effects of paliperidone on the QT
interval were evaluated in a double-blind, active-controlled (moxifloxacin 400 mg single dose), multicenter QT
study in adults with schizophrenia and schizoaffective disorder, and in three placebo- and active-centrolled 6-
week, fixed-dose efficacy trials in adults with schizophrenia. [n the QT study (n = 141), the 8 mg dose of
immediate-release oral paliperidone (n=44) showed a mean placebo-subtracted increase from baseline in QTcLD
of 12.3 msec {90% Cl: 8.9; 15.6) on day 8 at 1.5 hours post-dose. The mean steady-state peak plasma
concentration for this 8 mg dose of paliperidone immediate-release was more than twice the exposure observed
with the maximum recommended 12 mg dose of INVEGA™ (C,,, . = 113 and 45 ng/mL, respectively, when
administered with a standard breakfast). In this same study, a 4 mg dose of the immediate-release oral formulation
of paliperidone, for which G, = 35 ng/mL, showed an increased placebo-subtracted QTeLD of 6.8 msec (90%
Cl: 3.6; 10.1) on day 2 at 1.5 hours post-dose. None of the subjects had a change exceeding 60 msec or a QTcLD
exceeding 500 msec at any time during this study. For the three fixed-dose efficacy studies, electrocardiogram
{ECG) measurements taken at various time points showed only one subject in the INVEGA™ 12 mg group had a
change exceeding 60 msec at one time-point on Day 6 {increase of 62 msec). No subject receiving INVEGA™ had
a QTcLD exceeding 500 msec at any time in any of these three studies. leptic Mali yndi 1 A
potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been
reported with antipsychotic drugs. Clinical manifestations of NMS are hypespyrexia, muscle rigidity, altered mental
status, and evidence of autonomic instability. Other signs may include elevated creatinine phosphokinase,
myoglobinuria (rhabdomyolysis), and acute renal failure. Management should include: discontinuation of the
antipsychotic and other drugs not essential to therapy; intensive symptomatic treatment and medical monitoring;
and treatment of other serious medical problems. If a patient requires antipsychotic drugs after recovery from
NMS, the reintroduction of drug therapy should be carefully considered. The patient should be carefully monitored,
since recurrences have been reported. Tardive Dyskinesia: A syndrome of potentially ible, involuntary,
dyskinetic movements may develop in patients freated with antipsychotic drugs. The risk of developing and
likelihood that it wilt become irreversible are believed to increase with the duration of treatment and the total
cumulative dose. However, tardive dyskinesia can develop, after brief treatment periods at low doses. There is no
known treatment for established cases of tardive dyskinesia, although it may remit, partially or completely, if the
antipsychotic is withdrawn. Prescribing should be in a manner to minimize the occurrence. In patients who require
chronic treatment, the smallest dose and the shortest duration of treatment producing a satistactory clinical
response should be sought. The need for continued treatment should be reassessed periodically. If signs and
symptoms should appear drug discontinuation should be considered. Hyperglycemia and Diabetes Mellitus:
Hyperglycemia, in some cases exireme and associated with ketcacidosis or hyperosmolar coma or death, has
been reported in patients treated with all atypical antipsychotics. Patients with an established diagnosis of
diabetes melfitus who are started on atypical antipsychotics should be monitored regularly for worsening of
glucose control. Patients with risk factors for diabetes mellitus (e.g., obesity, family history of diabetes) who are
starting treatment with atypical antipsychotics should undergo fasting blood glucose testing at the beginning of
treatment and periodically during treatment. Gastrointestinal: Because the INVEGA™ tablet is non-deformable
and does not appreciably change in shape in the gastrointestinal tract, INVEGA™ should ordinarily not be
administered to patients with pre-existing severe gastrointestinal narrowing (pathologic or iatrogenic, for example:
esophageal motility disorders, small bowel inflammatory disease, “short gut” syndrome due to adhesions or
decreased transit time, past history of peritonitis, cystic fibrosis, chronic infestinal pseudeobstruction, or Meckel's
diverticulum). There have been rare reports of obstructive symptoms in patients with known strictures in
association with the ingestion of drugs in non-deformable controlled-release formulations. Because of the
controlled-release design of the tablet, INVEGA™ should only be used in patients who are able to swallow the
iablet whole (see PRECAUTIONS: Information for Patients}. A decrease in transit time, e.g., as seen with
diarrhea, would be expected to decrease bioavailability and an increase in transit time, e.g., as seen with
gastrointestinal neuropathy, diabetic gastroparesis, or other causes, would be expected to increase bioavailability.
These changes in bioavailabifity are more likely when the changes in transit time occur in the upper Gl tract.
Cerebrovascular Adverse Events, Including Stroke, in Eiderly Patients With Dementia-Related Psychosis:
In placebo-controlied trials with risperidone, aripiprazole, and olanzapine in elderly subjects with dementia, there
was a higher incidence of cerebrovascular adverse events (cerebrovascular accidents and transient ischemic
attacks) including fatalities compared to placebo-treated subjects. INVEGA™ was not marketed at the time these
studies were performed. INVEGA™ is not approved for the treatment of patients with dementia-related psychosis
{see also Boxed WARNING, WARNINGS: Increased Mortality in Elderly Patients with Dementia-Related
Psychosis).

PRECAUTIONS

General: Orth Hyp and Syncope: Paliperidone can induce orthostatic hypotension and syncope
in some patients because of its alpha-blocking activity. In pooled results of the three placebo-controlled, 6-week,
fixed-dose trials, syncope was reported in 0.8% (7/850) of subjects treated with INVEGA™ (3, 6, 9, 12 mg)
compared to 0.3% (1/355) of subjects treated with placebo. INVEGA™ should be used with caution in patients with
known cardiovascular disease {e.g., heart failure, history of myocardial infarction or ischemia, conduction
abnormalities), cerebrovascular disease, or conditions that predispose the patient to hypotension (dehydration,
hypovolemia, and treatment with antinypertensive medications). Monitoring of orthostatic vital signs should be
considered in patients who are vulnerable to hypotension. Seizures: Like other antipsychotic drugs, INVEGA™
should be used cautiously in patients with a history of seizures or other conditions that potentially lower the seizure
threshold. Hyperprolactinemia: Like other drugs that antagonize dopamine D, receptors, paliperidone elevates
prolactin levels and the elevation persists during chronic administration. Paliperidone has a prolactin-elevating
effect similar to that seen with risperidone, a drug that is associated with higher levels of profactin than other
antipsychotic drugs. Galactorrhea, amenorrhea, gynecomastia, and impotence have been reported in patients
receiving prolactin-elevating compounds. An increase in the incidence of pituitary gland, mammary gland, and
pancreatic islet cell necplasia {mammary adenocarcinomas, pituitary and pancreatic adenomas) was chserved in
the risperidone carcinogenicity studies conducted in mice and rats (see PRECAUTIONS: Carcinogenesis,
Mutagenesis, Impairment of Ferility). Neither clinical studies nor epidemiologic studies conducted to date have
shown an association between chronic administration of this class of drugs and tumorigenesis in humans, but the
available evidence is too limited to be conclusive. Dysphagia: Esophageal dysmotility and aspiration have been
associated with antipsychotic drug use. Aspiration pneumonia is a common cause of morbidity and mortality in
patients with advanced Alzheimer’s dementia. INVEGA™ and other antipsychotic drugs should be used cautiously

i 1 :

in patients at risk for aspiration pneumonia. Suicide: The possibility of suicide attempt is inherent in psychotic
ilnesses, and close supervision of high-isk patients should accompany drug therapy. Potential for Cognitive and
Motor Impaitment: Somnolence and sedation were reported in subjects ireated with INVEGA™ (see ADVERSE
REACTIONS), Antipsychotics, including INVEGA™, have the potential to impair judgment, thinking, or motor skilis.
Patients should be cautioned about performing activities requiring mental alertness, such as operating hazardous
machinery or operating a motor vehicle, until they are reasonably certain that palipsridone therapy does not
adversely affect them. Priapism: No cases of priapism have been reported in clinical trials with INVEGA™.
Thrombotic Thrombocytopenia Purpura {TTP}: No cases of TTP were observed during clinical studies with
paliperidone. Although cases of TTP have been reported in association with risperidong™administration, the
relationship to risperidone therapy is unknown. Body Temperature Regulation: Distuption of the body's ability to
reduce core body temperature has been attributed to antipsychotic agents. Appropriate care is advised when
prescribing INVEGA™ to patients who will be experiencing conditions which may contribute to an elevation in core
body temperature. Antiemetic Effect: An antiemetic effect was observed in preclinical studies with paliperidone,
This effect, if it occurs in humans, may mask the signs and symptoms of overdosage with certain drugs or of
conditions such as intestinal obstruction, Reye’s syndrome, and brain tumor. Use in Patients with Concomitant
lliness: Cinical experience with INVEGA™ in patients with certain concomitant illnesses is limited (see CLINICAL
PHARMACOLOGY: Pharmacokinetics: Special Populations: Hepatic Impairment and Renal Impairment in full PI).
Patients with Parkinson's Disease or Dementia with Lewy Bodies are reported to have an increased sensitivity to
antipsychotic medication. Manifestations of this increased sensitivity include confusion, obtundation, postural
instability with frequent falls, extrapyramidal symptoms, and clinical features consistent with the neuroleptic
malignant syndrome. INVEGA™ has not been evaluated or used to any appreciable extent in patients with a recent
history of myocardial infarction or unstable heart disease. Patients with these diagnoses were excluded from
premarketing clinical trials. Because of the risk of orthostatic hypotension with INVEGA™, caution should be
observed in patients with known cardiovascular disease {see PRECAUTIONS: General: Orthostatic Hypotension
and Syncope). Information for Patients: Physicians are advised to discuss the following issues with patients for
whom they prescribe INVEGA™. Orthostatic Hypotension: Patients should be advised that there is risk of
orthostatic hypotension, particularly at the time of inifiating treatment, re-initiating treatment, or increasing the dose.
Interference With Cognitive and Motor Performance: As INVEGA™ has the potential to impair judgment,
thinking, or motor skills, patients should be cautioned about operating hazardous machinery, including
automobiles, until they are reasonably certain that INVEGA™ therapy does not affect them adversely. Pregnancy:
Patients shoutd be advised to notify their physician if they become pregnant or intend to become pregnant during
treatment with INVEGA™. Nursing: Patients should be advised not to breast-feed an infant if they are taking
INVEGA™, 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, as there is a pofential for interactions. Alcohol: Patients
should be advised to avoid alcohol while taking INVEGA™. Heat Exposure and Dehydration: Patients should be
advised regarding appropriate care in avoiding overheating and dehydration. Administration: Patients should be
informed that INVEGA™ should be swallowed whole with the aid of liquids. Tablets should not be chewed, divided,
or crushed. The medication is contained within a nonabsorbable shell designed to release the drug at a controlled
rate. The tablet shell, along with insoluble core components, is efiminated from the body; patients should not be
concemed if they occasionally notice something that looks fike a tablet in their stool. Drug Interactions: Potential
for INVEGA™ to Affect Other Drugs - Paliperidone is not expected to cause clinically important pharmacokinetic
interactions with drugs that are metabolized by cytochrome P450 isozymes. In vitro studies in human liver
microsomes showed that paliperidone does not substantially inhibit the metabolism of drugs metabolized by
cytochrome P450 isozymes, including CYP1A2, CYP2AB, CYP2C8/3/10, CYP2D6, CYP2E1, CYP3A4, and
CYP3AS. Therefore, paliperidone is not expected to inhibit clearance of drugs that are metabolized by these
metabolic pathways in a clinically relevant manner. Paliperidone is also not expacted to have enzyme inducing
properties. At therapeutic concentrations, paliperidone did not inhibit P-glycoprotein. Paliperidene is therefore not
expected to inhibit P-glycoprotein-mediated transport of other drugs in a clinically relevant manner. Given the
primary CNS effects of paliperidone (see ADVERSE REACTIONS), INVEGA™ should be used with caution in
combination with other centrally acting drugs and alcohol. Pafiperidone may antagonize the effect of levedopa and
other dopamine agonists. Because of its potential for inducing orthostatic hypotension, an additive effect may be
observed when INVEGA™ is administered with other therapeutic agents that have this potential (see
PRECAUTIONS: General: Orthostatic Hypotension and Syncope). Potential for Other Drugs to Affect
INVEGA™ - Paliperidone is not a substrate of CYP1A2, CYP2A6, CYP2C9, and CYP2C19, so that an interaction
with inhibitors or inducers of these isozymes is unlikely. While in vitro studies indicate that CYP2D6 and CYP3A4
may be minimally involved in paliperidone metabolism, in vivo studies do not show decreased elimination by these
isozymes and they contribute to only a small fraction of total body clearance. Carcinogenesis, Mutagenesis,
Impairment of Fertility: Carcinogenesis: Carcinogenicity studies of paliperidone have not been performed.
Carcinogenicity studies of risperidone, which is extensively converted to paliperidone in rats, mice, and humans,
were conducted in Swiss albine mice and Wistar rats. Risperidone was administered in the diet at daly doses of
0,63, 2.5, and 10 mgfkg for 18 months to mice and for 25 months to rats. A maximum tolerated dose was not
achieved in male mice. There were statistically significant increases in pituitary gland adenomas, endocrine
pancreas adenomas, and mammary gland adenocarcinomas. The no-effect dose for these tumors was less than or
equal to the maximum recommended human dose of risperidone on a mg/m? basis {see risperidone package
insert). An increase in mammary, pituitary, and endocrine pancreas neoplasms has been found in rodents after
chronic administration of other antipsychotic drugs and is considered to be mediated by prolonged dopamine D,
antagonism and hyperprolactinemia. The relevance of these tumor findings in rodents in terms of human risk is
unknown (see PRECAUTIONS: General: Hyperprolactinemia). Mutagenesis: No evidence of genotoxic potential
for paliperidone was found in the Ames reverse mutation test, the mouse lymphoma assay, or the in vivo rat
micronucleus test. Impairment of Fertility: In a study of fertiity, the percentage of treated female rats that became
pregnant was not affected at oral doses of paliperidone of up to 2.5 mg/kg/day. However, pre- and post-
Implantation loss was increased, and the number of live embryos was slightly decreased, at 2.5 mg/kg, a dose that
also caused slight maternal toxicity. These parameters were not affected at a dose of 0.63 mg/kg, which s half of
the maximum recommended human dose on & mg/m? basis. The fertifity of male rats was not affected at oral
doses of paliperidone of up to 2.5 mg/kg/day, although sperm count and sperm viability studies were not
conducted with paliperidone. In a subchronic study in Beagle dogs with risperidone, which is extensively converted
1o paliperidone in dogs and humans, all doses tested {0.31-5.0 mg/kg) resulied in decreases in serum testosterone
and in sperm motility and concentration. Serum one and sperm p partially recovered, but
remained decreased after the last observation (twe months after treatment was discontinued). Pregnancy:
Pregnancy Category C: In studies in rats and rabbits in which paliperidone was given orally during the period of
organogenesis, there were no increases in fetal abnormalities up to the highest doses tested {10 mg/kg/day in rats
and 5 mg/kg/day in rabbits, which are 8 times the maximum recommended human dose on a mg/m? basis). In rat
reproduction studies with risperidone, which is extensively converted to paliperidone in rats and humans, increases
in pup deaths were seen at oral doses which are iess than the maximum recommended human dose of risperidone
on a mg/me basis {see risperidone package insert). Use of first generation antipsychotic drugs during the last
trimester of pregnancy has been associated with extrapyramidal symptoms in the neonate. These symptoms are
usually self-imited. It is not known whether paliperidone, when taken near the end of pregnancy, will lead to similar
neonatal signs and symptoms. There are no adequate and well controfled studies of INVEGA™ in pregnant
women. INVEGA™ should be used during pregnancy only if the potential benefit justifies the potential risk to the
fetus. Labor and Delivery: The effect of INVEGA™ on labor and delivery in humans is unknown. Nursing
Mothers: In animal studies with paliperidone and in human studies with rispetidene, paliperidone was excreted in
the milk. Therefore, women receiving INVEGA™ should not breast-feed infants. Pediatric Use: Safety and
effectiveness of INVEGA™ in patients < 18 years of age have not been established. Geriatric Use: The safety,
tolerability, and efficacy of INVEGA™ were evaluated in a 6-week placebo-controlled study of 114 elderly subjects
with schizophrenia (65 years of age and older, of whom 21 were 75 years of age and older}. In this study, subjects
received flexible doses of INVEGA™ (3 to 12 mg once dally). In addition, a small number of subjects 65 years of
age and older were included in the 6-week placebo-controlled studies in which adult schizophrenic subjects
received fixed doses of INVEGA™ (3 to 15 mg once daily, see CLINICAL PHARMACOLOGY: Clinical Trials in full
P1}. Querall, of the total number of subjects in clinical studies of INVEGA™ (n = 1796}, including those who
received INVEGA™ or placebo, 125 (7.0%) were 65 years of age and older and 22 (1.2%) were 75 years of age
and older. No overall differences in safety or effectiveness were observed between these subjects and younger
subjects, and other reported clinical experience has not identified differences in response between the elderly and
younger patients, but greater sensitivity of some older individuals cannot be rufed out. This drug is known to be
substantially excreted by the Kidney and clearance is decreased in patients with moderate to severe renal
impairment (see CLINICAL PHARMACOLOGY: Pharmacokinetics: Special Populations: Renal Impairment in full
PI), who should be given reduced doses. Because elderly patients are more fikely to have decreased renal
function, care should be taken in dose selection, and it may be usaful to monitor renal function {see DOSAGE AND
ADMINISTRATION: Dosing in Special Populations in full PY).

ADVERSE REACTIONS

The information below is derived from a clinical trial database for INVEGA™ consisting of 2720 patients and/or
normal subjects exposed to one or more doses of INVEGA™ for the treatment of schizophrenia. Of these 2720
patients, 2054 were patients who received INVEGA™ while participating in multiple dose, effectiveness trials. The
conditions and duration of treatment with INVEGA™ varied greatly and included (in overlapping categories} open-
label and double-blind phases of studies, inpatients and outpatients, fixed-dose and flexible-dose studies, and




short-term and longer-term exposure. Adverse events were assessed by collecting adverse events and performing
physical examinations, vital signs, weights, laboratory analyses and ECGs. Adverse events during exposure were
obtained by general inquiry and recorded by clinical investigators using their own terminology. Consequently, to
provide a meaningful estimate of the proportion of individuals experiencing adverse events, events were grouped
in standardized categories using MedDRA terminology. The stated frequencies of adverse events represent the
proportions of individuals who experienced a treatment-emergent adverse event of the type listed. An event was
considered treatment emergent if it occurred for the first time or worsened while receiving therapy following
baseline evaluation. Adverse Events Observed in Short-Term, Placebo-Controlled Trials of Subjects with
Schizophrenia The information presented in these sections were derived from pooled data from the three
placebo-controlled, 6-week, fixed-dose studies based on subjects with schizophrenia who received INVEGA™ at
daily doses within the recommended range of 3 to 12 mg (n = 850). Adverse Events Occurring at an Incidence of
2% or More Among INVEGA™.-Treated Patients with Schizophrenia and More Frequent on Drug than Placebo
Table 1 enumerates the pooled incidences of treatment-emergent adverse events that were spontaneously
reported in the three placebo-controlled, 6-week, fixed-dose studies, listing those events that occurred in 2% or
more of subjects treated with INVEGA™ in any of the dose groups, and for which the incidence in INVEGA™-
treated subjects in any of the dose groups was greater than the incidence in subjects treated with placebo.
Treatment-Emergent Adverse Events in Short-Term, Fixed-Dose,Placebo-Controlled Trials in Adult
Subjects with Schizophrenia.* Body System or Organ Class (Dictionary-derived Term) Percentage of Patients
Reporting Event INVEGA™ Placebo (N=355) first, INVEGA™ dosage once daily 3 mg (N=127) second, 6 mg
N=235) third, 9 mg (N=246) fourth, 12 mg (N=242) fifth, Total no. subjects with adverse events 66, 72, 66, 70,
76; Cardiac disorders: Atrioventricular block first degree 1, 2, 0, 2, 1; Bundle branch block 2, 3, 1, 3, <1; Sinus
arrhythmia 0, 2, 1, 1, <1; Tachycardia 7, 14, 12, 12, 14; Eye disorders: Vision blurred 1, 1, <1, 0, 2;
Gastrointestinal disorders: Abdominal pain upper 1, 1, 3, 2, 2; Dry mouth 1, 2, 3, 1, 3; Dyspepsia 4, 2, 3, 2, 5;
Nausea 5,6,4,4,4; Salivary hypersecretion <1, 0, <1, 1, 4; General disorders: Asthenia 1,2, <1, 2, 2; Fatigue 1,

1,2,2; Pyrexia 1, 1, <1, 2, 2; Investigations: Blood insulin increased 1, 2, 1, 1, <1; Blood pressure increased
1 2 <1 <1, 1; Electrocardlogram OT corrected interval prolonged 3, 3 4 3 5 Electrocardlogram T wave
abnormaH 2 1 2,1; | and ive tissue di e Back pain1,1,1,1,2; Painin
extremity 1, 0 ,0, 2 Nervous system disorders: Akathisia 4, 4, 3, 8, 10; Dlzzmess 46,5 4,5 Dystoma 1,1,
1,5,4; Extrapyramlda\ disorder 2,5, 2, 7, 7; Headache 12, 11, 12 14 14; Hypenonla 1 2 1,4, 3 Parklnsonlsm 0,
0, <1, 2, 1; Somnolence 7, 6, 9, 10, 11; Tremor 3, 3, 3, 4, 3; Psychiatric disorders: Anxiety 8,9,7,6,5
Respiratory, thoracic and mediastinal disorders: Cough 1, 3, 2, 3, 2; Vascular disorders: Orthostatic
hypotension 1, 2, 1, 2, 4: *Table includes adverse events that were reported in 2% or more of subjects in any of
the INVEGA™ dose groups and which occurred at greater incidence than in the placebo group. Data are pooled
from three studies; one included once-daily INVEGA™ doses of 3 and 9 mg, the second study included 6, 9, and
12 mg, and the third study included 6 and 12 mg (see CLINICAL PHARMACOLOGY: Clinical Trials in full Pl).
Events for which the INVEGA™ incidence was equal to o less than placebo are not listed in the table, but included
the following: constipation, diarrhea, vomiting, nasopharyngitis, agitation, and insomnia. Dose-Related Adverse
Events in Clinical Trials: Based on the pooled data from the three placebo-controlled, 6-week, fixed-dose
studies, adverse events that occurred with a greater than 2% incidence in the subjects treated with INVEGA™, the
incidences of the following adverse events increased with dose: somnolence, orthostatic hypotension, salivary
hypersecretion, akathisia, dystonia, extrapyramidal disorder, hypertonia and Parkinsonism. For most of these, the
increased incidence was seen primarily at the 12 mg, and in some cases the 9 mg dose. Common and Drug-
Related Adverse Events in Clinical Trials Adverse events reported in 5% or more of subjects treated with
INVEGA™ and at least twice the placebo rate for at least one dose included: akathisia and extrapyramidal
disorder. Extrapyramidal Symptoms (EPS) in Clinical Trials: Pooled data from the three placebo-controlled, 6-
week, fixed-dose studies provided information regarding treatment-emergent EPS. Several methods were used to
measure EPS: (1) the Simpson-Angus global score (mean change from baseline) which broadly evaluates
Parkinsonism, (2) the Bamnes Akathisia Rating Scale global clinical rating score (mean change from baseline)
which evaluates akathisia, (3) use of anticholinergic medications to treat emergent EPS, and (4) incidence of
spontaneous reports of EPS. For the Simpson-Angus Scale, spontaneous EPS reports and use of anticholinergic
medications, there was a dose-related increase observed for the 9 mg and 12 mg doses. There was no difference
observed between placebo and INVEGA™ 3 mg and 6 mg doses for any of these EPS measures. Percentage of
Patients INVEGA™ Placebo (N=355) first, INVEGA™ dosage once daily 3 mg (N=127) second, 6 mg N=235)
third, 9 mg (N=246) fourth, 12 mg (N=242) fifth, EPS Group: Parkinsonism 29, 11, 3, 15, 14; Akathisia ° 6, 6, 4, 7,
9; Use of anticholinergic medications ¢ 10, 10, 9, 22, 22: & For Parkinsonism, percent of patients with Simpson-
Angus global score > 0.3 (Global score defined as total sum of items score divided by the number of items). ®: For
Akathisia, percent of patients with Barnes Akathisia Rating Scale global score = 2. ©: Percent of patients who
received anticholinergic medications to treat emergent EPS. Percentage of Patients INVEGA™ Placebo (N=355)
first, INVEGA™ dosage once daily 3 mg (N=127) second, 6 mg N=235) third, 9 mg (N=246) fourth, 12 mg (N=242)
fifth, EPS Group: Overall percentage of patients with EPS-related AE 11.0, 12.6, 10.2, 25.2, 26.0; Dyskinesia 3.4,
4.7,26,7.7, 8.7, Dystonia 1.1, 0.8, 1.3, 5.3, 4.5; Hyperkinesia 3.9, 3.9, 3.0, 8.1, 9.9; Parkinsonism 2.3, 3.1, 2.6,
7.3,6.2; Tremor 3.4, 3.1, 2.6, 4.5, 3.3: Dyskinesia group includes: Dyskinesia, Extrapyramidal disorder, Muscle
twitching, Tardive dyskinesia Dystonia group includes: Dystonia, Muscle spasms, Oculogyration, Trismus.
Hyperkinesia group includes: Akathisia, Hyperkinesia. Parkinsonism group includes: Bradykinesia, Cogwheel
rigidity, Drooling, Hypertonia, Hypokinesia, Muscle rigidity, Musculoskeletal stiffness, Parkinsonism. Tremor group
includes: Tremor. Adverse Events Associated with Discontinuation of Treatment in Controlled Clinical
Studies: Overall, there was no difference in the incidence of discontinuation due to adverse events between
INVEGA™-treated (5%) and placebo-treated (5%) subjects. The types of adverse events that led to
discontinuation were similar for the INVEGA™-and placebo-treated subjects, except for Nervous System
Disorders events which were more common among INVEGA™-treated subjects than placebo-treated subjects
(2% and 0%, respectivel N\( ), and Psychiatric Disorders events which were more common among placebo-treated
subjects than INVEGA™-treated subjects (3% and 1%, respectively). Demographic Differences in Adverse
Reactions in Clinical Trials: An examination of popu\atlon subgroups in the three placebo-controlled, 6-week,
fixed-dose studies did not reveal any evidence of differences in safety on the basis of age, gender or race (see
PRECAUTIONS: Geriatric Use). Laboratory Test Abnormalities in Clinical Trials: In the pooled data from the
three placebo-controlled, 6-week, fixed-dose studies, between-group comparisons revealed no medically
important differences between INVEGA™ and placebo in the proportions of subjects experiencing potentially
clinically significant changes in routine hematology, urinalysis, or serum chemistry, including mean changes from
baseline in fasting glucose, insulin, c-peptide, triglyceride, HDL, LDL, and total cholesterol measurements.
Similarly, there were no differences between INVEGA™ and placebo in the incidence of discontinuations due to
changes in hematology, urinalysis, or serum chemistry. However, INVEGA™ was associated with increases in
serum prolactin (see PRECAUTIONS: General: Hyperprolactinemia). Weight Gain in Clinical Trials: In the
pooled data from the three placebo-controlled, 6-week, fixed-dose studies, the proportions of subjects having a
weight gain of > 7% of body weight were similar for INVEGA™ 3 mg and 6 mg (7% and 6%, respectively) and
placebo (5%), but there was a higher incidence of weight gain for INVEGA™ 9 mg and 12 mg (9% and 9%,
respectively). Other Events Observed During the Premarketing Evaluation of INVEGATM The following list
contains all serious and non-serious treatment-emergent adverse events reported at any time by individuals taking
INVEGA™ during any phase of a trial within the premarketing database (n = 2720), except (1) those listed in Table
1 above or elsewhere in labeling, (2) those for which a causal relationship to INVEGA™ use was considered
remote, and (3) those occurring in only one subject treated with INVEGA™ and that were not acutely life-
threatening. Events are classified within body system categories using the following definitions: very frequent
adverse events are defined as those occurring on one or more occasions in at least 1/10 subjects, frequent
adverse events are defined as those occurring on one or more occasions in at least 1/100 subjects, infrequent
adverse events are those occurring on one or more occasions in 1/100 to 1/1000 subjects, and rare events are
those occurring on one or more occasions in less than 1/1000 subjects. Blood and Lymphatic System
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Brief Summary of Full Prescribing Information for Schizophrenia and Bipolar Mania. CLINICAL STUDIES
FOR OTHER INDICATIONS WILL HAVE DIFFERING ADVERSE EVENTS AND SAFETY CONCERNS.
PLEASE SEE FULL PI FOR THIS INFORMATION REGARDING RISPERDAL® FOR AUTISM.

Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Elderly patients with dementia-related psychosis treated with atypical antipsychotic drugs are at an
risk of death compared to placebo. yses of placebo trials (modal
duration of 10 weeks) in these patients revealed a risk of death in the drug-treated patients of between
1.6 to 1.7 times that seen in placebo-treated patients. Over the course of a typical 10 week controlled
trial, the rate of death in drug-treated patients was about 4.5%, compared to a rate of about 2.6% in the
placebo group. Although the causes of death were varied, most of the deaths appeared to be either
cardiovascular (e.g., heart failure, sudden death) or infectious (e.g., pneumonia) in nature. RISPERDAL®
(risf is not app! for the of patients with Dement|a Related Psychosis.

INDICATIONS AND USAGE: RISPERDAL® (risperidone) is indicated for the treatment of schizophrenia. Monotherapy:
RISPERDAL® is indicated for the short-term treatment of acute manic or mixed episodes associated with Bipolar |
Disorder. Combination Therapy: The combination of RISPERDAL® with lithium or valproate is indicated for the short-
term treatment of acute manic or mixed episodes associated with Bipolar | Disorder.
CONTRAINDICATIONS: RISPERDAL® (risperidone) is contraindicated in patients with a known hypersensitivity to
the product.
WARNINGS: Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with
dementia-related psychosis treated with atypical antipsychotic drugs are at an |ncreased risk of dealh
compared to placebo. RISPERDAL® (risperidone) is not app i for the
psychosis (see Boxed Warning). ic Malignant Sy (NMmS): A ly fatal symptom complex
sometimes referred to as Neuroleptlc Mallgnant Syndrome (NMS) has been reponed with ant\psychot\c drugs. Clinical
ifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic instability.
Other signs may include elevated creatinine phosphokinase, myoglobinuria (rhabdomyoly5|s), and acute renal failure.
1t should include: di ion of the antipsychotic and other drugs not essential to therapy; intensive
symptomatic treatment and medlcal monitoring; and treatment of other serious medical problems. If a patient requires
antipsychotic drugs after recovery from NMS, the reintroduction of drug therapy should be carefully considered. The
patient should be carefully monitored, since recurrences have been reported. Tardive Dyskinesia: A syndrome of
ible, involuntary, d ic movements may develop in patients treated with antipsychotic drugs. The
risk of developing and likelihood that it will become irreversible are believed to increase with the duration of treaiment
and the total cumulative dose. However, tardive dyskinesia can develop, after brief treatment periods at low doses.
There is no known treatment for established cases of tardive dyskinesia, although it may remit, partially or completely, if
the antipsychotic is withdrawn. Prescribing should be in a manner to minimize the occurrence. In patients who require
chronic treatment, the smallest dose and the shortest duration of treatment producing a satisfactory clinical response
should be sought. The need for continued treatment should be reassessed periodically. If signs and symptoms should
appear drug discontinuation should be considered. Cerebrovascular Adverse Events, Including Stroke, in Elderly
Patients With Dementia-Related Psychosis: Cerebrovascular adverse events (e.g., stroke, transient ischemic attack),
including fatalities, were reported in patients (mean age 85 years; range 73-97) in trials of risperidone in elderly patients
with dementia-related psychosis. In placebo-controlled trials, there was a significantly higher incidence of
cerebrovascular adverse events in patients treated with risperidone compared to patients treated with placebo.
RISPERDAL® is not approved for the treatment of patients with dementia-related psychosis. (See also Boxed
WARNING, WARNINGS: Increased Mortality in Elderly Patients with Dementia-Related Psychosis.)
Hyperglycemia and Diabetes Mellitus: Hyperglycemia, in some cases extreme and associated with ketoacidosis or
hyperosmolar coma or death, has been reported in patients treated with atypical antipsychotics including RISPERDAL.
Patients with an established diagnosis of diabetes mellitus who are started on atypical antipsychotics should be
monitored regularly for worsening of glucose control. Patients with risk factors for diabetes mellitus (e.g., obesity, family
history of diabetes) who are starting treatment with atypical antipsychotics should undergo fasting blood glucose testing
at the beginning of treatment and periodically during treatment.
PRECAUTIONS: General: Orthostatic Hypotension: RISPERDAL® (risperidone) may induce orthostatic hypotension
associated with dizziness, tachycardia, and in some patients, syncope, especially during the initial dose-titration period,
probably reflecting its alpha-adrenergic antagonistic properties. Syncope was reported in 0.2% (6/2607) of
RISPERDAL®-treated patients in Phase 2 and 3 studies. The risk of orthostatic hypotension and syncope may be
minimized by limiting the initial dose to 2 mg total (either QD or 1 mg BID) in normal adults and 0.5 mg BID in the elderly
and patients with renal or hepatic impairment (see DOSAGE AND ADMINISTRATION in full Pl). Monitoring of
orthostatic vital signs should be considered in patients for whom this is of concern. A dose reduction should be
considered if hypotension occurs. RISPERDAL® should be used with particular caution in patients with known
cardiovascular disease (history of myocardial infarction or ischemia, heart failure, or conduction abnormalities),
cerebrovascular disease, and conditions which would predispose patients to hypotension, e.g., dehydration and
hypovolemia. Clinically significant hypotension has been observed with concomitant use of RISPERDAL® and
antihypertensive medication. Seizures: RISPERDAL® should be used cautiously in patients with a history of seizures.
Dysphagia: Esophageal dysmotility and aspiration have been associated with antipsychotic drug use. Aspiration
pneumonia is a common cause of morbidity and mortality in patients with advanced Alzheimer's dementia.
RISPERDAL® and other antipsychotic drugs should be used cautiously in patients at risk for aspiration pneumonia. (See
also Boxed WARNING, WARNINGS: Increased Mortality in Elderly Patients with Dementia-Related Psychosis.)
Hyperprolactinemia: As with other drugs that antagonize dopamine D, receptors, nspendone elevates prolactin levels
and the elevation persists during chronic admi ion Rlspendone is iated with higher levels of prolactin
elevation than other antipsychotic agents. Galactorrhea, amenorrhea, gynecomastia, and impotence have been
reported in patients receiving prolactin-elevating compounds. An increase in pituitary gland, mammary gland, and
pancreatic islet cell neoplasia (mammary adenocarcinomas, pituitary and pancreatic adenomas) was observed in the
risperidone carcinogenicity studies conducted in mice and rats (see PRECAUTIONS - Carcinogenesis, Mutagenesis,
Impairment of Fertility). Neither clinical studies nor epidemiologic studies conducted to date have shown an association
between chronic administration of this class of drugs and tumorigenesis in humans; the available evidence is
considered too limited to be conclusive at this time. Potential for Cognitive and Motor Impairment: Somnolence was
a commonly reported adverse event associated with RISPERDAL® treatment, especially when ascertained by direct
questioning of patients. This adverse event is dose-related. Patients should be cautioned about operating hazardous
machinery, including a biles, until they are bly certain that RISPERDAL® therapy does not affect them
adversely. Priapism: Rare cases of priapism have been reported. Thrombotic Thrombocytopenic Purpura (TTP): A
single case of TTP was reported in a 28 year-old female patient receiving RISPERDAL® in a large, open premarketing
experience (approximately 1300 patients). She experienced jaundice, fever, and bruising, but eventually recovered after
receiving plasmapheresis. The relationship to RISPERDAL® therapy is unknown. Antiemetic Effect: Risperidone has
an antiemetic effect in animals; this effect may also occur in humans, and may mask signs and symptoms of
overdosage with certain drugs or of conditions such as intestinal obstruction, Reye's syndrome, and brain tumor. Body
Temperature Regulation: Disruption of body temperature regulation has been attributed to antipsychotic agents.
Caution is advised when prescribing for patients who will be exposed to temperature extremes. Suicide: The possibility
of a suicide attempt is inherent in patients with schizophrenia and bipolar mania, including children and adolescent
patients, and close supervision of high-risk patients should accompany drug therapy. Use in Patients With

Disorders: rare: thrombocytopenia; Cardiac Disorders: frequent: palpitations; infrequent: bradycardia;
Gastrointestinal Disorders: frequent: abdominal pain; infrequent: swollen tongue; General Disorders:
infrequent: edema; Immune Disorder: rare: anaphylactic reaction; Nervous System Disorders: rare:
coordination abnormal; Psychiatric Disorders: infrequent: confusional state; Respiratory, Thoracic and
Mediastinal Disorders: frequent: dyspnea; rare: pulmonary embolus; Vascular Disorders: rare: ischemia,
venous thrombosis; Adverse Events Reported With Risperidone; Paliperidone is the major active metabolite of
risperidone. Adverse events reported with risperidone can be found in the ADVERSE REACTIONS section of the
risperidone package insert.
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Controlled Substance: INVEGA™ (paliperidone) is not a controlled substance.
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lliness: Clinical experience with RISPERDAL® in patients with certain concomitant systemic illnesses is
limited. Patients with Parkinson’s Disease or Dementia with Lewy Bodies who receive antipsychotics, including
RISPERDAL®, are reported to have an increased sensitivity to antipsychotic medications. Manifestations of this
increased sensitivity have been reported to include confusion, obtundation, postural instability with frequent falls,
extrapyramidal symptoms, and clinical features consistent with the neuroleptic malignant syndrome. Caution is
advisable in using RISPERDAL® in patients with diseases or conditions that could affect metabolism or hemodynamic
responses. Increased plasma concentrations of risperidone and 9-hydroxyrisperidone occur in patients with severe
renal impairment and in patients with severe hepatic impairment. A lower starting dose should be used in such patients.
Information for Patients: Physicians are advised to discuss the following issues with patients for whom they prescribe
RISPERDAL®: Orthostatic Hypotension: Patients should be advised of the risk of orthostatic hypotension, especial%
during the period of initial dose fitration. Interference With Cognitive and Motor Performance: Since RISPERDAL'
has the potential to impair judgment, thinking, or motor skills, patients should be cautioned about operating hazardous
machinery, including at biles, until they are bly certain that RISPERDAL® therapy does not affect them
adversely. Pregnancy: Patients should be advised to notify their physician if they become pregnant or intend to become
pregnant during therapy. Nursing: Patients should be advised not to breast-feed an infant if they are taking
RISPERDAL®. Concomitant Medication: Patients should be advised to inform their physicians if they are taking, or
plan to take, any prescription or over-the-counter drugs, since there is a potential for interactions. Alcohol: Patients
should be advised to avoid alcohol while taking RISPERDAL®. Phenylketonurics: Phenylalanine is a component of
aspartame. Each 4 mg RISPERDAL® M-TAB® Orally Disintegrating Tablet contains 0.84 mg phenylalaning; each 3 mg
RISPERDAL® M-TAB® Orally Disintegrating Tablet contains 0.63 mg phenylalanine; each 2 mg RISPERDAL® M-TAB®
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Orally Disintegrating Tablet contains 0.42 mg phenylalanine; each 1 mg RISPERDAL® M-TAB® Orally Disintegrating
Tablet contains 0.28 mg phenylalanine; and each 0.5 mg RISPERDAL® M-TAB® Orally Disintegrating Tablet contains
0.14 mg phenylalanine. Drug Interactions: The interactions of RISPERDAL® and other drugs have not been
systematically evaluated. Given the primary CNS effects of risperidone, caution should be used when RISPERDAL® is
taken in combination with other centrally acting drugs and alcohol. Because of its potential for inducing hypotension,
RISPERDAL® may enhance the hypotensive effects of other therapeutic agents with this potential. RISPERDAL® may
antagonize the effects of \evodopa and dopamlne agonists. Chronic administration of clozapine with risperidone may
decrease the clearance of ine and Other Enzyme Inducers: In a drug interaction study in
schizophrenic patients, 11 subjects recewed risperidone ftitrated to 6 mg/day for 3 weeks, followed by concurrent
administration of carbamazepine for an additional 3 weeks. During co-administration, the plasma concentrations of
risperidone and its pharmacologically active metabolite, 9-hydroxyrisperidone, were decreased by about 50%. Plasma
concentrations of carbamazepine did not appear to be affected. The dose of risperidone may need to be ftitrated
accordingly for patients receiving carbamazepine, particularly during initiation or discontinuation of carbamazepine
therapy. Co-administration of other known enzyme inducers (e.g., phenytoin, rifampin, and phenobarbital) with
risperidone may cause similar decreases in the combined plasma concentrations of risperidone and
9-hydroxyrisperidone, which could lead to decreased efficacy of risperidone treatment. Fluoxetine and Paroxetine:
Fluoxetine (20 mg QD) and paroxetine (20 mg QD) have been shown to increase the plasma concentration of
risperidone 2.5-2.8 fold and 3-9 fold respectively. Fluoxetine did not affect the plasma concentration of
9-hydroxyrisperidone. Paroxetine lowered the concentration of 9-hydroxyrisperidone by about 10%. When either
concomitant fluoxetine or paroxetine is initiated or discontinued, the physician should re-evaluate the dosing of
RISPERDAL®. The effects of discontinuation of concomitant fluoxetine or paroxetine therapy on the pharmacokinetics of
risperidone and 9-hydroxyrisperidone have not been studied. Lithium: Repeated oral doses of risperidone (3 mg BID)
did not affect the exposure (AUC) or peak plasma concentrations (C,,) of lithium (n=13). Valproate: Repeated oral
doses of risperidone (4 mg QD) did not affect the pre-dose or average plasma concentrations and exposure (AUC) of
valproate (1000 mg/day in three divided doses) compared to placebo (n=21). However, there was a 20% increase in
valproate peak plasma concentration (C,.,,) after concomitant administration of risperidone. Digoxin: RISPERDAL®
(0.25 mg BID) did not show a clinically relevant effect on the pharmacokinetics of digoxin. Drugs That Inhibit CYP 2D6
and Other CYP Isozymes: Risperidone is metabolized to 9-hydroxyrisperidone by CYP 2D6, an enzyme that is
polymorphic in the population and that can be inhibited by a variety of psychotropic and other drugs (see CLINICAL
PHARMACOLOGY in full Pl). Drug interactions that reduce the metabolism of risperidone to 9-hydroxyrisperidone
would increase the plasma concentrations of risperidone and lower the concentrations of 9-hydroxyrisperidone.
Analysis of clinical studies involving a modest number of poor metabolizers (n=70) does not suggest that poor and
extensive metabolizers have different rates of adverse effects. No comparison of effectiveness in the two groups has
been made. In vitro studies showed that drugs metabolized by other CYP isozymes, including 1A1, 1A2, 2C9, 2C19

ADVERSE REACTIONS: Associated With Discontinuation of Treatment: Bipolar Mania: In the US placebo-
controlled trial with risperidone as monotherapy, approximately 8% (10/134) of RISPERDAL®-treated patients
discontinued treatment due to an adverse event, compared with approximately 6% (7/125) of placebo-treated patients.
The adverse events associated with discontinuation and considered to be possibly, probably, or very likely drug-related
included paroniria, somnolence, dizziness, extrapyramidal disorder, and muscle contractions involuntary. Each of these
events occurred in one RISPERDAL®-treated patient (0.7%) and in no placebo-treated patients (0%). In the US placebo-
controlled trial with risperidone as adjunctive therapy to mood stabilizers, there was no overall difference in the incidence
of discontinuation due to adverse events (4% for RISPERDAL® vs. 4% for placebo). Incidence in Controlled Trials:
Commonly Observed Adverse Events in Controlled Clinical Trials: Bipolar Mania: In the US placebo-controlled trial
with risperidone as monotherapy, the most commonly observed adverse events associated with the use of RISPERDAL®
(incidence of 5% or greater and at least twice that of placebo) were somnolence, dystonia, akathisia, dyspepsia, nausea,
parkinsonism, vision abnormal, and saliva increased. In the US placebo-controlled trial with risperidone as adjunctive
therapy to mood stabilizers, the most commonly observed adverse events associated with the use of RISPERDAL® were

I dizziness, parkinsonism, saliva increased, akathisia, abdominal pain, and urinary incontinence. Adverse
Events Occurring at an Incidence of 2% or More Among RISPERDAL®-Treated Patients - Bipolar Mania: Adverse events
that occurred at an incidence of 2% or more, and were more frequent among patients treated with flexible doses of
RISPERDAL® (1-6 mg daily as monotherapy and as adjunctive therapy to mood stabilizers, respectively) than among
patients treated with placebo. Reported adverse events were classified using the World Health Organization preferred
terms. Incidence of Treatment-Emergent Adverse Events in a 3-Week, Placebo-Controlled Trial-Monotherapy in Bipolar
Mania. Body System/Preferred Term: Central & peripheral nervous system: Dystonia, Akathisia, Dizziness,
Parkinsonism, Hypoaesthesia Psychiatric: Somnolence, Agitation, Manic reaction, Anxiety, Concentration impaired
Gastrointestinal system: Dyspepsia, Nausea, Saliva increased, Mouth dry Body as a whole - general: Pain, Fatigue,
Injury Respiratory system: Sinusitis, Rhinitis, Coughing Skin and appendages: Acne, Pruritus Musculo-Skeletal:
Myalgia, Skeletal pain Metabolic and nutritional: Weight increase Vision disorders: Vision abnormal Cardiovascular,
general: Hypertension, Hypotension Heart rate and rhythm: Tachycardia. Incidence of Treatment-Emergent Adverse
Events in a 3-Week, Placebo-Controlled Trial - Adjunctive Therapy in Bipolar Mania. Body System/Preferred Term:
Gastrointestinal system: Saliva increased, Diarrhea, Abdominal pain, Constipation, Mouth dry, Tooth ache, Tooth
disorder Central & peripheral nervous system: Dizziness, Parkinsonism, Akathisia, Dystonia Psychiatric:
Somnolence, Anxiety, Confusion Respiratory system: Rhinitis, Pharyngitis, Coughing Body as a whole - general:
Asthenia Urinary system: Urinary incontinence Heart rate and thythm: Tachycardia Metabolic and nutritional: Weight
increase Skin and appendages Rash. Dose Dependency of Adverse Events: Data from two fixed-dose trials
provided evidence of dose-relatedness for associated with risperi treatment. These
symptoms include: sleepiness, increased duration of sleep, accommodatlon disturbances, orthostatic dizziness, palpita-
tions, weight gain, erectile dysfunction, ejaculatory dysfunction, orgastlc dysfunction, asthenla/IasSltudellncreased

and 3A4, are only weak inhibitors of risperidone metabolism. There were no significant i between i j

bility, and increased pigmentation. Vital Sign Changes: RISPERDAL® is j with ortt n

and erythromycin (see CLINICAL PHARMACOLOGY in full PI). Drugs Metabolized by CYP 2D6: In vitro studies
indicate that risperidone is a relatively weak inhibitor of CYP 2D6. Therefore, RISPERDAL® is not expected to
substantially inhibit the clearance of drugs that are metabolized by this enzymatic pathway. In drug interaction studies,
risperidone did not significantly affect the pharmacokinetics of donepezil and galantamine, which are metabolized by
CYP 2D6. Carcinogenesis, Mutagenesis, Impairment of Fertility: Carcinogenesis: Carcinogenicity studies were
conducted in Swiss albino mice and Wistar rats. Risperidone was administered in the diet at doses of 0.63, 2.5, and
10 mg/kg for 18 months to mice and for 25 months to rats. These doses are equivalent to 2.4, 9.4, and 37.5 times the
maximum recommended human dose (MRHD) for schizophrenia (16 mg/day) on a mg/kg basis or 0.2, 0.75, and 3
times the MRHD (mice) or 0.4, 1.5, and 6 times the MRHD (rats) on a mg/m? basis. A maximum tolerated dose was not
achieved in male mice. There were statistically significant increases in pituitary gland adenomas, endocrine pancreas
adenomas, and mammary gland adenocarcinomas. These findings are considered to be prolactin-mediated. The
relevance for human risk of the findings of prolactin-mediated endocrine tumors in rodents is unknown (see
PRECAUTIONS, General - Hyperprolactinemia). Mutagenesis: No evidence of mutagenic potential for risperidone was
found. Impairment of Fertility: Risperidone (0.16 to 5 mglkg) was shown to impair mating, but not fertility, in Wistar
rats in three reproductive studies at doses 0.1 to 3 times the maximum recommended human dose (MRHD) on a mg/m?
basis. Pregnancy: Pregnancy Category C: The teratogenic potential of risperidone was studied in three Segment Il
studies in Sprague-Dawley and Wistar rats (0.63-10 mg/kg or 0.4 to 6 times the maximum recommended human dose
[MRHD] on a mg/m? basis) and in one Segment Il study in New Zealand rabbits (0.31-5 mg/kg or 0.4 to 6 times the
MRHD on a mg/m basis). The incidence of malformations was not increased compared to control in offspring of rats or
rabbits given 0.4 to 6 times the MRHD on a mg/m? basis. In three reproductive studies in rats (two Segment Ill and a
multigenerational study), there was an increase in pup deaths during the first 4 days of lactation at doses of 0.16-5 mg/kg
or 0.1 to 3 times the MRHD on a mg/m? basis. It is not known whether these deaths were due to a direct effect on the
fetuses or pups or to effects on the dams. There was no no-effect dose for increased rat pup mortality. In one Segment
|1l study, there was an increase in stillborn rat pups at a dose of 2.5 mg/kg or 1.5 times the MRHD on a mg/m? basis. In
a cross-fostering study in Wistar rats, toxic effects on the fetus or pups, as evidenced by a decrease in the number of
live pups and an increase in the number of dead pups at birth (Day 0), and a decrease in birth weight in pups of drug-
treated dams were observed. In addition, there was an increase in deaths by Day 1 among pups of drug-treated dams,
regardless of whether or not the pups were cross-fostered. Risperidone also appeared to impair maternal behavior in
that pup body weight gain and survival (from Day 1 to 4 of lactation) were reduced in pups bon to control but reared by
drug-treated dams. These effects were all noted at the one dose of risperidone tested, i.e., 5 mg/kg or 3 times the
MRHD on a mg/m? basis. Placental transfer of risperidone occurs in rat pups. There are no adequate and well-
controlled studies in pregnant women. However, there was one report of a case of agenesis of the corpus callosum in
an infant exposed to risperidone in utero. The causal relationship to RISPERDAL® therapy is unknown. Reversible
extrapyramidal symptoms in the neonate were observed following postmarketing use of risperidone during the last
trimester of pregnancy. RISPERDAL® should be used during pregnancy only if the potential benefit justifies the potential
risk to the fetus. Labor and Delivery: The effect of RISPERDAL® on labor and delivery in humans is unknown. Nursing
Mothers: In animal studies, risperidone and 9-hydroxyrisperidone are excreted in milk. Risperidone and
9-hydroxyrisperidone are also excreted in human breast milk. Therefore, women receiving risperidone should not
breast-feed. Pediatric Use: The safety and effectiveness of RISPERDAL® in pediatric patients with schizophrenia or
bipolar mania have not been established. Tardive Dyskinesia: In clinical trials in 1885 children and adolescents with
autistic disorder or other psychiatric disorders treated with risperidone, 2 (0.1%) patients were reported to have tardive
dyskinesia, which resolved on discontinuation of risperidone treatment (see WARNINGS - Tardive Dyskinesia). Weight
Gain: In long-term, open-label trials (studies in patients with autistic disorder or other psychiatric disorders), a mean
increase of 7.5 kg after 12 months of RISPERDAL® treatment was observed, which was higher than the expected
normal weight gain (approximately 3 to 3.5 kg per year adjusted for age, based on Centers for Disease Control and
Prevention normative data). The majority of that increase occurred within the first 6 months of exposure to
RISPERDAL®. The average percentiles at baseline and 12 months, respectively, were 49 and 60 for weight, 48 and 53
for height, and 50 and 62 for body mass index. When treating patients with RISPERDAL®, weight gain should be
assessed against that expected with normal growth. (See also ADVERSE REACTIONS.) Somnolence: Somnolence
was frequently observed in placebo-controlled clinical trials of pediatric patients with autistic disorder. Most cases were
mild or moderate in severity. These events were most often of early onset with peak incidence occurring during the first
two weeks of treatment, and transient with a median duration of 16 days. (See also ADVERSE REACTIONS.) Patients
experiencing persistent somnolence may benefit from a change in dosing regimen. Hyperprolactinemia, Growth, and
Sexual Maturation: Risperidone has been shown to elevate prolactin levels in children and adolescents as well as in
adults (see PRECAUTIONS - Hyperprolactinemia). In double-blind, placebo-controlled studies of up to 8 weeks duration
in children and adolescents (aged 5 to 17 years), 49% of patients who received risperidone had elevated prolactin
levels compared to 2% of patients who received placebo. In clinical trials in 1885 children and adolescents with autistic
disorder or other psychiatric disorders treated with risperidone, galactorrhea was reported in 0.8% of risperidone-treated
patients and gynecomastia was reported in 2.3% of risperidone-treated patients. The long-term effects of risperidone on
growth and sexual maturation have not been fully evaluated. Geriatric Use: Clinical studies of RISPERDAL® in the
treatment of schizophrenia did not include sufficient numbers of patients aged 65 and over to determine whether or not
they respond differently than younger patients. Other reported clinical experience has not identified differences in
responses between elderly and younger patients. In general, a lower starting dose is recommended for an elderly
patient, reflecting a decreased pharmacokinetic clearance in the elderly, as well as a greater frequency of decreased
hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy (see CLINICAL PHARMACOLOGY
and DOSAGE AND ADMINISTRATION in full Pl). While elderly patients exhibit a greater tendency to orthostatic
hypotension, its risk in the elderly may be minimized by limiting the initial dose to 0.5 mg BID followed by careful fitration
(see PRECAUTIONS). Monitoring of orthostatic vital signs should be considered in patients for whom this is of concern.
This drug is substantially excreted by the kidneys, and the risk of toxic reactions to this drug may be greater in patients
with impaired renal function. Because elderly patients are more likely to have decreased renal function, care should be
taken in dose selection, and it may be useful to monitor renal function (see DOSAGE AND ADMINISTRATION in full
PI). C: itant use with Fi ide in Elderly Patients with Dementia-Related Psychosis: In placebo-
controlled trials in elderly patients with dementia-related psychosis, a higher incidence of mortality was observed in
patients treated with furosemide plus risperidone when compared to patients treated with risperidone alone or with
placebo plus furosemide. No pathological mechanism has been identified to explain this finding, and no consistent
pattern for cause of death was observed. An increase of mortality in elderly patients with dementia-related psychosis
was seen with the use of RISPERDAL® regardless of concomitant use with furosemide. RISPERDAL® is not approved
for the treatment of patients with dementia-related psychosis. (See Boxed WARNING, WARNINGS: Increased
Mortality in Elderly Patients with Dementia-Related Psychosis.)

A26

and tachycardia (see PRECAUTIONS). Weight Changes: A statistically significantly greater incidence of welght gain for
RISPERDAL® (18%) compared to placebo (9%). Laboratory Changes: A between-group comparison for 6- to 8-week
placebo-controlled trials revealed no statistically significant RISPERDAL®/placebo differences in the proportions of
patients experiencing potentially important changes in routine serum chemistry, hematology, or urinalysis parameters.
Similarly, there were no RISPERDAL®/placebo differences in the incidence of discontinuations for changes in serum
chemistry, hematology, or urinalysis. However, RISPERDAL® administration was associated with increases in serum
prolactin (see PRECAUTIONS). ECG Changes: Between-group comparisons for pooled placebo-controlled trials
revealed no statistically significant differences between risperidone and placebo in mean changes from baseline in ECG
parameters, including QT, QTc, and PR intervals, and heart rate. When all RISPERDAL® doses were pooled from
randomized controlled trials in several indications, there was a mean increase in heart rate of 1 beat per minute
compared to no change for placebo patients. In short-term schizophrenia trials, higher doses of risperidone (8-16 mg/day)
were associated with a higher mean increase in heart rate compared to placebo (4-6 beats per minute). Adverse Events
and Other Safety Measures in Pediatric Patients With Autistic Disorder: In the two 8-week, placebo-controlled trials
in pediatric patients treated for irritability associated with autistic disorder (n=156), two patients (one treated with
RISPERDAL® and one treated with placebo) discontinued treatment due to an adverse event. Incidence of Treatment-
Emergent Adverse Events in Two 8-Week, Placebo-Controlled Trials in Pediatric Patients with Autistic Disorder. Body
System Preferred Term: Psy omnol Appetite i 1, Confusion Gastrointestinal: Saliva increased,
Constipation, Dry mouth Body as a whole - general: Fatigue Central & peripheral nervous system: Tremor, Dystonla,
Dizziness, Automatism, Dyskinesia, Parkinsonism Respiratory: Upper respiratory tract infection Metabolic and
nutritional: Weight increase Heart rate and rhythm: Tachycardia Other Events Observed During the Premarketing
Evaluation of RISPERDAL®: During its premarketing assessment, multiple doses of RISPERDAL® were administered to
2607 adult patients with schizophrenia and 1923 pediatric patients in Phase 2 and 3 studies and the following reactions
were reported: (Note: 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. It is important to emphasize that, although the events reported occurred
during treatment with RISPERDALS, they were not necessarily caused by it). Serious adverse reactions experienced by
the pediatric population were similar to those seen in the adult population (see WARNINGS, PRECAUTIONS, and
ADVERSE REACTIONS). Psychiatric Disorders: Frequent: increased dream activity”, diminished sexual desire”,
nervousness. Infrequent: impaired concentration, depression, apathy, catatonic reaction, euphoria, increased libido,
amnesia. Rare: emotional lability, nightmares, delirium, withdrawal syndrome, yawning. Central and Peripheral Nervous
System Disorders: Frequent: increased sleep duration*. Infrequent: dysarthria, vertigo, stupor, paraesthesia, confusion.
Rare: aphasia, cholinergic syndrome, hypoesthesia, tongue paralysis, leg cramps, torticollis, hypotonia, coma, migraine,
hyperreflexia, choreoathetosis. Gastrointestinal Disorders: Frequent: anorexia, reduced salivation*. Infrequent:
flatulence, diarrhea, |ncreased appetite, stomatitis, melena, dysphagia, hemorrhoids, gastritis. Rare: fecal incontinence,
eructation, | reflux, it esophagms, tongue discoloration, cholel\thlasm tongue edema,
diverticulitis, glnglvms discolored feces Gl hemorrhage, f is. Body as a Wk i Frequem‘
fatigue. Infrequent: edema rigors, maIalse, influenza-like symptoms Rare: pallor, enlarged abdomen allergic reaction,
ascites, is, flushing. Respiratory System Di : hyperventilation, bronchospasm,
stridor. Rare: asthma, increased sputum aspiration. Skin and Appendage Disorders: Frequent: increased
pigmentation®, photosensitivity*. Infrequent: increased sweating, acne, decreased sweating, alopecia, hyperkeratosis,
pruritus, skin extoliation. Rere: bullous eruption, skin ulceration, aggravated psonasws furunculosis, verruca, dermatitis
lichenoid, hypertrichosis, genital pruritus, urticaria. Cardi palpltat\on hypertension,
hypotension, AV block, myocardial infarction. Rare: ventricular tachycard\a, angina pectoris, premature atrial contractions,
T wave inversions, ventricular extrasystoles, ST depression, myocarditis. Vision Disorders: Infrequent: abnormal
accommodation, xerophthalmia. Rare: diplopia, eye pain, blepharitis, photopsia, photophobia, abnormal lacrimation.
Metabolic and Nutritional Disorders: Infrequent: hyponatremia, weight increase, creatine phosphokinase increase,
thlrst weight decrease diabetes me\lltus Rare: decreased serum |ron cacnexm dehydration, hypokalemia,
proteinemia, hyperphc hyp poglycemia. Urinary System Disorders:
Frequen[ polyuna/polydlp5|a Infrequent unnary |ncont|nence hematuna dysuna Rare: urinary retention, cystitis, renal
insufficiency. Musculo-Skeletal System Di t: myalgia. Rare: arthrosis, synostosis, bursms, arthritis,
skeletal pain. Reproductive Disorders, Female: Frequent: menorrhagia®, orgastic dysfunction®, dry vagina®. Infrequem‘
nonpuerperal lactation, amenorrhea, female breast pain, leukorrhea, mastitis, dysmenorrhea, female perineal pain,
intermenstrual bleeding, vaginal hemorrhage. Liver and Biliary System Disorders: Infrequent: increased SGOT,
increased SGPT. Rare: hepatic failure, cholestatic hepatitis, cholecystitis, cholelithiasis, hepatitis, hepatocellular damage.
Platelet, Bleeding, and Clotting Disorders: Inlrequent eplsta)qs purpura. Rare: hemorrhage superflma\ phlebms,
thrombophlebitis, thrombocytopenia. Hearing and ers: Rare: tinnitus, hyp
hearing. Red Blood Cell Disorders: Infrequent: anemia, hypochromlc anemia. Rare: normocytic anemia. Reproductive
Disorders, Male: Frequent: erectile dysfunction®. Infrequenr: ejaculation failure. White Cell and Resistance Disorders:
Infrequent: granulocytopenia. Rare: leukocytosis, lymphadenopathy, leucopenia, Pelger-Huet anomaly. Endocrine
Disorders: Rare: gynecomastia, male breast pain, antidiuretic hormone disorder. Special Senses: Rare: bitter
taste.*Incidence based on elicited reports. Postintroduction Reports: Adverse events reported since market
introduction which were temporally (but not necessarily causally) related to RISPERDAL® therapy include the following:
anaphylactic reaction, angioedema, apnea, atrial fibrillation, cerebrovascular disorder, including cerebrovascular accident,
diabetes mellitus aggravated, including diabetic ketoacidosis, hyperglycemia, intestinal obstruction, jaundice, mania,
pancreatitis, Parkinson's disease aggravated, pituitary adenomas, pulmonary embolism, precocious puberty, and QT
prolongation. There have been rare reports of sudden death and/or cardiopulmonary arrest in patients receiving
RISPERDAL®. A causal relationship with RISPERDAL® has not been established. It is important to note that sudden and
unexpected death may occur in psychotic patients whether they remain untreated or whether they are treated with other
antipsychotic drugs.
DRUG ABUSE AND DEPENDENCE
Controlled Substance Class: RISPERDAL® (risperidone) is not a controlled substance.
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PSYCHIATRY

BOARD REVIEW SERIES

THE KAUFMAN COURSES

SPONSORED BY MONTEFIORE MEDICAL CENTER

CREDIT DESIGNATED BY ALBERT EINSTEIN COLLEGE OF MEDICINE

Accreditation Statement: Albert Einstein College of Medicine is accredited by the
Accreditation Council for Continuing Medical Education (ACCME) to provide continuing medical education for physicians.

CLINICAL NEUROLOGY FOR PSYCHIATRISTS
David Myland Kaufman, MD

This intensive three-day weekend course, offered for the 35th year, is designed for psychiatrists
in practice and in residency as an update or board preparation. Focusing on essential topics,
the course will use lectures, extensive syllabus, and the new edition of Clinical Neurology for
Psychiatrists, David M. Kaufman (6th edition, Elsevier).

AMA Statement: Albert Einstein College of Medicine designates this educational activity for a
maximum of 25 AMA PRA Category 1 Credit(s).™ Physicians should only claim credit com-
mensurate with the extent of their participation in the activity.

LOS ANGELES

The Westin Hotel at the Los Angeles Airport

5400 West Century Boulevard, Los Angeles, CA 90045
Friday, September 7 to Sunday, September 9, 2007
7:45 AM - 5:00 PM

NEW YORK

The Graduate Center, Concourse Level

City University of New York (CUNY)

Friday, October 5 to Sunday, October 7, 2007
8:15 AM - 5:15 PM

PSYCHIATRY FOR PSYCHIATRISTS
Andrea ). Weiss, MD and David Myland Kaufman, MD

This two-day course will be a pre-test that will complement standard psychiatry review cours-
es and complete the review in Clinical Neurology for Psychiatrists. In this course, an expert
group of faculty who are experienced and well-informed about modern psychiatry and test-
taking strategies will present essential information through a series of test-type questions uti-
lizing audience response system keypads and using answers for discussions and explanations.

AMA Statement: Albert Einstein College of Medicine designates this educational activity for a
maximum of 14 AMA PRA Category 1 Credit(s).™ Physicians should only claim credit com-
mensurate with the extent of their participation in the activity.

LOS ANGELES

The Westin Hotel at the Los Angeles Airport

5400 West Century Boulevard, Los Angeles, CA 90045
Monday, September 10 to Tuesday, September 11, 2007
7:45 AM - 5:00 PM

NEW YORK

The Graduate Center, Concourse Level

City University of New York (CUNY)

Monday, October 8 to Tuesday, October 9, 2007
8:15 AM - 5:15 PM

MAINTENANCE OF CERTIFICATION (THE RECERT COURSE)
Dan Smuckler, MD, Andrea ). Weiss, MD and David Myland Kaufman, MD

This intensive two-day course designed for psychiatrists will review the psychiatric informa-
tion likely to appear on the recertification examination. It will cover current evidence-based
treatments for psychiatric disorders, emphasizing clinical matters and advances in diagnosis
and treatment. Presentation of the material will be in a mixed format, with both lecture and
question and answer utilizing audience response system keypads.

AMA Statement: Albert Einstein College of Medicine designates this educational activity for a
maximum of 14.5 AMA PRA Category 1 Credit(s).™ Physicians should only claim credit com-
mensurate with the extent of their participation in the activity.

NEW YORK

The Graduate Center, Main Level

City University of New York (CUNY)

365 Fifth Avenue (Between 34th and 35th Streets),
New York, NY 10016

Friday, February 1 to Saturday, February 2, 2008
8:15 AM - 5:15 PM

[Lo1: Qi (oM NI : 1V INa[e]Nl ° Web site Course Information or To Register: www.cnfp.org
* Write: CCME, 3301 Bainbridge Avenue, Bronx, NY 10467

¢ E-mail: cme@montefiore.org
e Call: 718-920-6674 e Fax: 718-798-2336

FAST TRACK REGISTRATION FORM... OR YOU CAN REGISTER ON-LINE AT www.cnfp.

| Will Attend/Check One:

Make checks payable to Montefiore Medical Center or charge my

1 1
1 1
E Los Angeles New York City visa (] Mc [l AMEx[ E
i Clinical Neurology L] Sept. 7-9 L] Oct. 5-7 for |
! Psychiatrists (Fri-Sun) (Fri-Sun) | | | | | | | | | | | | | | | ]
I Psychiatry: Pre-Test L] Sept. 10-11 L] Oct. 8-9 i
! (Mon-Tues) (Mon-Tues) Exp: !
i Maintenance of Certification Not Available [ Feb. 1-2 Signature i
1 . 1
i (Fri-Sat) Name Degree i
: Check One: :
! Practicing Physicians  Residents & Fellows Address i
1 .. twe cannot mail the textbook to P.0. Boxes :
i Clinical Neurology (Course) [J  $975.00 [J $850.00 City State Zip :
I Psychiatry: Pre-Test (Course) []  $600.00 (] $500.00 ) i
i Office Phone ( ) i
! Both courses L1 $1,300.00 L] $1,100.00 o :
| Text book only ] $110.00 (3 $110.00 Gl 15 |
| Maintenance of Certification [  $495.00 e mail |
L

Cancellation Policy: On written request, the registration fee is refundable, less $95 administration fee, until three weeks prior to each course. No refunds will be made thereafter.
For Additional Course Information And Sample Test Questions, Please Visit Our Web Site: www.cnfp.org
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~ The failure of insomnia to remit after
7 7 to 10 days of treatment should be

medically evaluated.

Any night or every night
after the patient has 1o bed and has experienced difficuly asleep Patients
should not take LUNESTA unless they are 10 get s full night’ sieep. As with Leave the rest to...
other hypnatics, patients recesving L A should be cautioned against engaging
in hazardous occupations requiring complete mental alertness o motor coordination I un
[eq. operating machinery or driving a motor vehicle) atter & the dnag, including
patential impairment of the performance of such activities that may occur the day

following ingestion of LUNESTA In clinical trials, the most commaon adverse evants
asspoiated with LUNESTA were unpleasant taste, headache, somnolence, dizriness,
dry mouth, infection, and pain.

LUNESTA has been classified as a Schedule IV controlied substance. Sedative hypnatics have produced withdrawal signs and symptoms following abrupt

discontinuation. The risk of abuse and dependence increases with the dose and duration of treatment and concomitant use of ather psychoactive drugs. The risk
i5 also greater for patients who have a history of alcohal or drug abuse or history of psychiatnc disorders. These patients should be under careful surveillance
when receiving LUNESTA or any other hypnotic. Sedative/hypnotic drugs should be administered with caution to patients exhibiting signs and symptoms of
depression. Suicidal tendencies may be present in such patients, and protective measures may be required Intentional overdose is more common in this group
of patients; therefore, the least amount of drug that is feasible should be prescribed for the patient at any one time.

LUNESTA, like other hypnotics, may produce additive CNS-depressant effects when coadministered with ather psychotropic medications, anticonvulsants,
antihistamines, ethanal, and other drugs that themselves CMNS depression. LUNESTA should not be taken with alcohol. Dosage adjustment may be
necessany when LUNESTA is adminestered with ather agents because of the potantially additive effects

Impsired mator and,/or cognitive performance after repeated exposure o unusual sensitivity to sedative/hypnotic drugs is a concem in the treatment of elderly
and/or debilitated patients. See dosage and administration in complete prescribing information.

Please see brief summary of complete prescribing information

.m ©2006 SEPRACOR INC., MARLBOROUGH, MA 01752 - LUNESTA is a registered trademark of Sepracor Inc.  All rights reserved. 1106 LUNIS4-06



Lunestar

szopiclonge
1,2 AND 3 MG TABLETS

BRIEF SUMMARY
INDICATIGNS AND USAGE
LUNESTA is indicated for the treatment of insomnia. In controfled outpatient and sieep
Taboratory studies, LUNESTA administered at bedtime decreased sleep latency and
improved sleep maintenance.
CONTRAINDICATIONS
None known.
WARNINGS
Because sleep disturbances may be the presenting manifestation of a physical and/or
psychiatric disorder, symptomatic treatment of insomnia should be initiated only
after a careful evaluation of the patient. The failure of insomnia to remit after 7 to 10
days of treatment may indicate the presence of a primary psychiatric and/or medicat
illness that should be evaluated. Worsening of insomnia or the emergence of new

Sprague-Dawley rats in which racemic zopiclone was given in the diet, and in which
plasma levels of eszopicione were reached that were greater than those reached in
the abave study of eszapiclone, an increase in mammary gland adenocarcinomas in
females and an increase in thyroid gland follicular cell adenomas and carcinomas in
males were seen at the highest dose of 100 mg/kg/day. Plasma levels of eszopicione
at this dose are estimated to be 150 (fernales} and 70 {males) times those in humans
receiving the MBHD. The mechanism for the increase in mammary adenocarcinomas
is unknown. The increase in thyroid tumors is ’(hnught to be due to increased levels
of TSH secondary to increased of ci ing thyroid amech-
anism that is not considered to be relevant to humans.

In a carcinogenicity study in B6C3F1 mice in which racemic opi iclone was given in
the diet, an increase in puimonary i and plus in
females and an increase in skin fibromas and sarcomas in males were seen at the
highest dose of 100 mg/kg/day. Plasma levels of eszopiclone at this dose are estimat-
ed to be 8 {females) and 20 (males) times those in humans receiving the MRHD. The

iEvents for which the LUNESTA incidence was equal to or less than placebo are not
listed, but included the foliowing: abnormal dreams, accidental injury, back pain,
dlarrhea fiu syndrome, myaigia, pain, pharyngitis, and rhinitis.

Adverse evenis that suggest a dose-response refationship in adults include viral
infection, dry mouth, dizziness, hallueinations, infection, rash, and unpleasant taste,
with this relationship clearest for unpleasant taste.

The foltowing lists the incidencs (% placebo, 2 mg, 3 mg, respecnvely) of treatment-
emergent adverse events from ase studies of
LUNESTA at doses of 1 or 2 mg in elderly adults (ages 65 -86). Treatment duration in
these trials was 14 days. Data are limited to events that cocurred in 2% or more of
patients treated with LUNESTA 1 mg (n=72) or 2 mg (n=215) in which the incidence
in patients treated with LUNESTA was greater than the incidence in placebo-treated
patients.!

Body as a whole: accidental injury {1%, 0%, 3%), headache (14%, 15%, 13%), pain
(2%, 4%, 5%). Digestive syster: diarrhea (2%, 4%, 2%), dry mauth (2% 3%, 7%),
(2% 8%, 2%). Nervous system: abnormal dreams {0%, 3%, 1%}, dizzi-

skin tumors were due to skin lesions induced by behavior, a

that is not relevant to humans, A carcinogenicity study was aiso performed in which

CD-1 mice were given eszopiclone at doses up to 100 mg/kg/day by oral gavage;

a!though this study did not reach a maximum tolerated dose, and was thus
for overall of carcinogenic potential, no increases in either

thinking or behavior abnormalities may be the ¢ ofan ized psy-
chiatric or physical disorder. Such findings have emerged during the course of treat-
ment with sedative/hypnotic drugs, including LUNESTA. Because some of the impor-
tant adverse effects of LUNESTA appear to be dose-related, it is important to use the
lowest possible effective dose, especially in the elderly (see DOSAGE AND ADMINIS-
TRATICN ip the Full Prescribing Information}.

A variety of abnormal thinking and behavior changes have been reported to eccur in
association with the use of sedative/hypnotics. Some of these changes may be char-
acterized by inhibition (e.g., agg that seem
out of character), similar to effects produced by alcehol and other CNS depressants.
Other reported behavioral changes have included bizarre behavior, agitation, haliuci-
nations, and depersonalization. Amnesia and other neuropsychiatric symptoms may

pulmonary of skin tumors were seen at doses producing plasma levels of
eszopiclone estimated to be 90 times those in humans receiving the MRHD—i.e.,
12 times the exposure in the racemate study.

Eszopiclone did not increase tumors in a p53 transgenic mouse bicassay at oral
doses up to 300 mg/kg/day.

Mutagenesis: Eszopiclone was positive in the mouse lymphoma chromosomat
aberration assay and produced an equivocal response in the Chinese hamster ovary
cell chromosomat aberration assay. [t was net mutagenic or clastogenic in the
bacterial Ames gene mutation assay, in an unscheduled DNA synthesis assay, or in
an in vivo mouse hone marrow micronucleus assay.

(S)-N hyl zopiclone, a metabolite of eszopiclone, was positive in the Chinese

ocour unpredictably. In primarily depressed patients,

including suicidal thinking, has been reported in association with the use of seda-

tivefhypnotics.

It can rarely be determined with certainty whether a particular instance of the abnor-

mal behaviors listed above are drug-induced, spontaneous in origin, of a result of an
ki

hamster ovary celt and human lymphooyte chromosomal aberration assays. it was
negative in the bacterial Ames mutation assay, in an in vitro #P-postiabeling DNA
adduct assay, and in an /7 vivo mouse bone marrow chromosomal aberration and
micronucleus assay.

underlying psycmamc or physical disorder. he of any new
behavioral sign or symptom of concern requires careful and immediate evaluation,
Following rapid dose decrease or abrupt discontinuation of the use of sedative/hyp-
notics, there have been reports of signs and symptoms similar to those associated with
from other CNS-¢ drugs (see DRUG ABUSE AND DEPENDENCE).
LUNESTA, like other hypnotics, has CNS-depressant effects. Because of the rapid
enset of action, LUNESTA should only be ingested immediately prior to going to bed
or after the patient has gone to bed and has experienced difficulty falling asleep.
Patients receiving LUNESTA should be cautioned against engaging in hazardous
occupations requiring complete mental aleriness or motor coerdination (e.g., oper-
ating machinery er driving a motor vehicle) after ingesting the drug, and be cautioned
about potential impairment of the performance of such activities on the day foliow-
ing ingestion of LUNESTA. LUNESTA, like other hypnotics, may produce additive
(NS-depressant effects when coadministered with other psychotropic medications,
anticonvulsants, antihistamines, ethanol, and other drugs that themselves produce
CNS depression. LUNESTA should not be taken with aicohol. Dose adjustment may
he necessary when LUNESTA is ini with other CNS-dep: agents,
ecause of the potentially additive sffects.
PRECAUTIONS
General
Timing Of Brug Administration: LUNESTA should be taken immediately before bedtime.
Takmg a sedatlve/hypnotlc while still up and about may result in short-term memory
fons, impaired ion, dizziness, and i
Use In The Elderly And/Or Debilitated Patients: Impaired motor and/or cognitive
performance after repeated exposure or unusual sensitivity fo sedative/hypnotic
drugs is a concern in the treatment of elderly and/or debilitated patients. The recom-
mended starting dose of LUNESTA for these patients is 1 mg (see DOSAGE AND
ADMINISTRATION in the Full Prescrihing Infarmation).
Use In Patients With Concomitant Illmess: Clinical experience with eszopiclone in
patients with concomitant illness is limited. Eszopiclone should be used with caution
in patients with diseases or conditions that could affect metabolism or hemodynamic
1esponses.
A study in healthy volunteers did not reveal respiratory-depressant effects at doses
2.5-fold higher (7 mg) than the recommended dose of eszopiclone. Caution is advised,
however, if LUNESTA is prescribed to patients with ised respiratory function.
The dose of LUNESTA shouid be reduced to 1 mg in patients with severe hepatic
impairment, because systemic exposure is doubted in such subjects. No dose adjust-
ment appears necessary for subjects with mild or moderate hepatic impairment. No
dose adjustment appears necessary in subjects with any degree of renal impairment,
since less than 10% of eszopiclone is excreted unchanged in the urine.
The dose of LUNESTA should be reduced in patients who are administered potent
inhibitors of CYP3A4, such as ketoconazole, while taking LUNESTA. Downward dose
adjustment is also recommended when LUNESTA is administered with agents hav-
ing known CNS-depressant effects.
Use in Patients With Depression: Sedative/hypnotic drugs should be administered
with caution 1o patients iting signs and of . Suicidal ten-
dencies may be present in such patients, and protective measures may be required.
Intentional overdose is more common in this group of patients; therefore, the least
amount of drug that is feasible should be prescribed for the patient at any one time.
Information For Patients: Patient information is printed in the complete prescribing
information.
Laheratory Tests: There are no specific laboratory tests recommended.
Drug Interactions
CNS-Active Drugs
Ethanol. An additive effect on psychomotor performance was seen with coadministra-
tion of eszopicione and ethanol 0.70 g/kg for up to 4 hours after ethanol administration.
Paroxetine: Coadministration of single doses of eszoplclone 3 mg and paroxeting
20 mg daily for 7 days produced no
Lorazepam: Coadministration of single doses of eszopwlone 3 mg and lorazepam
2 mg did not have clinically relevant effects on the pharmacodynamics or pharmaco-
kinetics of either drug.
0 ine: G ini 3 mg and 10 mg produced a
decrease in DSST scores. The interaction was pharmacodynamic; there was no alter-
ation in the pharmacokinetics of either drug.
Drugs That Inhibit CYP3A4 (Ketoconazole): GYP3A4 is a major metabolic pathway for
elimination of eszopiclone. The AUC of eszopiclone was increased 2.2-fold by coad-
ministration of ketoconazole, a potent inhibitor of CYP3A4, 400 myg daily for 5 days.
Gy and 1, Were increased 1.4-fold and 1.3-fold, respectively. Other strong inhibitors
of CYP3A4 (e.g.. ritonavir,
nelfinavir) would be expected to behave SImllarly
Drugs That Induce CYP3A4 (Rifampicin): Racemic zopiclone exposure was
decreased 80% by concamitant use of rifampicin, a potent inducer of CYP3A4. A
similar effect would be expected with eszopicione.
Drugs Highly Bound To Plasma Protein: Eszopiclone is not highly bound to plasma
proteins {52-59% bound); therefore, the disposition of eszopicione is not expected
o be sensitive to alterations in proteln binding. Administration of eszopicione 3 mg
to a patient taking another drug that is highly protein-bound would not be expected
10 cause an alteration in the free concentration of either drug.
Drugs With A Narrow Therapeutic index
Digoxin: A single dose of eszopiclone 3 mg did not affect the pharmacokinetics of
digoxin measured at steady state folfowing dosing of 0.5 mg twice daily for one day
and ©.25 mg daily for the next 6 days.
Warfarin: Eszopicione 3 mg administered daily for 5 days did not affect the pharma-
cokinetics of (R)- or (S)-warfarin, nor were there any changes in the pharmacody-
namxc profite (prothrombm nme) following a single 25-mg oral dose of warfarin.
of Fertiiity
Larcit js:ina study in Sprague-Dawley rats in which eszopi-
clone was given by oral gavage, no increases in tumors were seen; piasma levels
(AUC) of eszopiclone at the highest dose used in this study (16 mg/kg/day) are esti-
mated to be 80 {femnates) and 20 (males) times those in humans receiving the max-

Of Fertility: Eszopiclone was given by oral gavage to male rats at doses
up to 45 mg/kg/day from 4 weeks premating through mating and to female rats at
doses up to 180 mg/kg/day from 2 weeks premating through day 7 of pregnancy. An
additionai study was performed in which only females were treated, up to
180 mg/kg/day. Eszopiclone decreased fertility, probably because of effects in both
males and females, with no females becoming pregnant when both males and
females were treated with the highest dose; the no-effect dose in both sexes was
5 mg/kg (16 times the MRHD on a mg/m? basis). Other effects inciuded increased
preimplantation loss (no-effect dose 25 mg/kg), abnormat estrus cycles (no-effect
dose 25 mg/kg), and decreases in sperm number and motility and increases in mor-
phologically abnormal sperm {no-effect dose 5 mg/kg).

Pregnaney

Pregnancy Category C: Eszopiclone administered by oral gavage to pregnant rats and
rabbits during the period of organogenesis showed no evidence of

ness (2% 1%, 6%}, nervousness {1%, 0%, 2%}, neuralgia (0%, 3%, 0%) Skin and
appendages: pruritus: {1%, 4%, 1%). Special senses: unpleasant taste (0%, 8%,
12%). Urogenital system: urinary tract infection {0%, 3%, 0%).
"Events for which the LUNESTA incidence was equal to or fess than placebo are not
listed, but included the following: abdominal pain, asthenia, nausea, rash, and
somnolence.
Adverse events that suggest a dose-response relationship in elderly adults include
pain, dry mouth, and unpieasant taste, with this relationship again clearest for
unpleasant taste. These figures cannot be used to predict the incidence of adverse
events in the course of usual medical practice hecause patient characteristics and
other factors may differ from those that prevailed in the clinical trials. Similarly, the
cited frequencies cannct be compared with figures obtained from other clinical inves-
tigations invelving different treatments, uses, and investigators.
The cited figures, however, do provide the prescribing physician with some basis for
estimating the relative contributions of drug and non-drug factors to the adverse
gvent incidence rate in the popuiation studied.
Other Events Observed During The Premarkeling Evaluation Of LUMNESTA.
Following is a list of modified COSTART terms that reflect treatment-emergent
adverse events as defined in the introduction to the ADVERSE REACTIONS section
and reported by approximately 1550 subjects treated with LUNESTA at doses in the
range of 1 to 3.5 mg/day during Phase 2 and 3 clinical trials throughout the United
States and Canada. Al reported events are included except those already listed here
or listed elsewhere in labeling, minor events common in the general poputation, and
events unlikely to be drug-related. Although the events reported occurred during
treatment with LUNESTA, they were not necessarily caused by it.
Events are listed in order of decreasing frequency according te the foliowing defini-
tions: frequent adverse events are those that occurred on one or more occasions in
at feast 1/100 patients; infreguent adverse events are those that occurred in fewer
than 1/100 patients but in at least 1/1,000 patients; rare adverse events are those that
occurved in fewer than 1/1,000 patients. Gender-specific events are
based on their incidence for the appropriate gender.
Frequent: chest pain, migraine, peripherat edema.
Infrequent: acne, agitation, allergic reaction, alopecia, amenorrhea, anemia, anorexia,
apathy, arthritis, asthma, ataxia, breast engorgement, breast enlargement, breast
I breast pain, . bursitis, celluiitis, cholelithiasis, conjunctivitis,

to the highest doses tested (250 and 18 mg/kg/day in rats and rabbits, respect!vely,

contact dermatitis, cystitis, dry eyes dry skin, dyspnea, dysuria, eczema, ear pain,

these doses are 800 and 100 times, resp the fed
human dose {MRHD] cn a mg/m? basis). In the rat, slight reductions in fetal weight
and evidence of developmental delay were seen at maternally toxic doses of 125 and
150 mgrkg/day, but not at 62.5 mg/ka/day (200 times the MRHD on a mg/m? basis).
Eszopiclone was also administered by oral gavage to pregnant rats throughout the

lability, epistaxis, face edema, female lactation, fever, halitosis, heat stroke,
hematuria, hernia, hiccup, hostility, hypercholesteremia, hypertension, hypertonia,
hypesthesia, incoordination, increased appetite, insomnia, joint disorder (mainly
swelling, stiffness, and paln), kidney calculus, kidney pain, laryngitis, leg cramps,
lymphadenopathy, malaise, mastitis, melena, memory impairment, menorrhagia,
, mouth ia, neck rigidity, neusosis, nystagmus, otitis

pregnancy and lactation periods at doses of up to 180 mg/kg/day. post-

implantation loss, decreased postnatal pup weights and survival, and increased pup

startle response were seen at ali doses; the fowest dose tested, 60 mg/kg/day, is 200

times the MRHD on a mg/m? basis. These doses did not produce significant mater-

nal toxicity. Eszapiclone had no effects on other behavioral measures or reproductive

function in the offspring.

There are no adequate and well-controlied studies of eszopiclone in pregnant women.

Eszopiclone shouid be used during pregnancy only if the potential benefit justifies the

potential risk to the fetus.

Labor And Defivery: LUNESTA has no established use in labor and delivery.

Nursing Mothers: It is not known whether LUNESTA is excreted in human milk.

Because many drugs are excreted in human milk, caution should be exercised when

LUNESTA is administered to a nursing woman.

Pediatric Use: Safety and effectiveness of eszopicione in children below the age of 18

have not been established.

Geriatric Use: A total of 287 subjects in doubie-blind, parallel-group, placebo-con-

trolted clinica! trials who received eszopiclone were 65 to 86 years of age. The over-

alt pattern of adverse events for elderly subjects (median age = 71 years) in 2-week

studies with nighttime dosing of 2 mg eszopiclone was not different from that seen

in younger adults. LUNESTA 2 mg exhibited significant reducticn in sleep latency and
in sleep mai in the elderly lati

ADVERSE REACTIONS

The premarketmg development program for LUNESTA included eszopicione

exposures in patients and/or normal subjects from two different groups of studles

externa, otms media, paresthesia, refiexes , skin
discoloration, sweating, thinking abnormal {mainly difficulty concentrating), thirst,
tinnitus, twitching, ulcerative stomatitis, urinary frequency, urinary incentinence,
urticaria, uterine hemorrhage, vaginal hemorrhage, vaginitis, vertigo, vestibular
disorder, weight gain, weight loss.

Rare: abnormal gait, arthrosis, colitis, dehydration, dysphagia, erythema multiforme,
euphoria, furunculosis, gastritis, gout, hepatitis, hepatomegaly, herpes zoster,
hissutism, hy

iritis, liver damage, rash, neuriis,
oliguria, photophobia, ptosis, pyelonephrms rectal hemorrhage, stomach ulcer
stomatitis, stupoy, thrombophiebitis, tongue edema, tremor, urethritis,

vesicutobullous rash.
DRUG ABUSE AND DEPENDENCE
Controlled Substance Class: LUNESTA is a Scheduie 1V controlied substance under
the Controlled Substances Act. Other substances under the same classification are
ines and the nc ics zaleplon and zolpidem. While
eszopictone is a hypnotic agent with a chemical structure unrelated to benzodi-
azepines, it shares some of the pharmacologic properties of the benzodiazepines.
Abuse, Dependence, and Tolerance
Abuse and Dependence: In a study of abuse liability conducted in individuals with
known histories of benzodiazepine abuse, eszopiclone at doses of 6 and 12 mg pro-
duced euphoric effects similar to those of diazepam 20 mg. In this study, at doses
2-fold or greater than the maximurn recommended doses, a dose-Tefated increase in
reports of amnesia and hallucinations was observed for both LUNESTA and diazepam.
The clinical trlal expenence with LUNESTA revealed no evidence of a serious

approximately 400 normal subjects in clinical phar

studies, and approximately 1550 patients in placebo-controlied chmcal effectiveness
studies, corresponding to approximately 263 patient-exposure years. The conditions
and duration of freatment with LUNESTA varied greatly and included (in overiapping
categories) open-label and double-blind phases of studies, inpatients and
outpatients, and short-term and longer-term exposure. Adverse reactions were
assessed by collecting adverse events, resuits of physical examinations, vital signs,
weights, laboratory analyses, and ECGs.

Adverse events during exposure were obtained primarily by general inquiry and
recorded by clinical investigators using terminology of their own choosing.
Consequently, it is not possible to provide a meaningfu! estimate of the proportion of
individuals experiencing adverse events without first grouping similar types of events
into a smaller number of standardized event categories. in the tabulations that follow,
COSTART terminology has been used to classify reported adverse events.

The stated frequencies of adverse events represent the proportion of individuals who
experienced, at least ance, a treatment-emergent adverse event of the type listed. An
event was considered treatment-emergent if it ocourred for the first time or worsened
while the patient was receiving therapy following baseline evaluation,

Adverse Findings Obssrved in Placeho-Controlisd Trials
b

less, the followmg adverse events included in DSM-IV
criteria for dati were reported during clinical
trials following placebo substitution occurrlng within 48 hours foltowing the last
LUNESTA treatment: anxiety, abnormal dreams, nausea, and upset stomach. These
reported adverse events occurred at an incidence of 2% or less. Use of
benzodiazepines and similar agents may lead to physical and psychological
dependence. The risk of abuse and dependence increases with the dose and duration
of treatment and concomitant use of other psychoactive drugs. The risk is also greater
for patients who have a history of alcoho! or drug abuse or history of psychiatric
disorders. These patients should be under careful surveiliance when receiving
LUNESTA or any other hypnotic.
Tolerance: Some loss of efficacy to the hypnotic effect of benzodiazepines and benzo-
diazepine-like agents may develop after repeated use of these drugs for a few weeks.
No development of tolerance to any parameter of sleep measurement was observed
over six months. Tolerance to the efficacy of LUNESTA 3 mg was assessed by 4-week
objective and 6-week subjective measurements of time to sleep onset and stesp main-
tenance for LUNESTA in a placebo-controlled 44-day study, and by subjective assess-
ments of time to sieep onset and WASO in a placebe-contralled study for 6 months.
OVERDOSAGE
There is limited premarketing clinical experience with the effects of an overdosage of
LUNESTA In clinical trials with eszopiclone, one case of overdose with up to 36 mg

Adverse Events Resuiting in Di of Treatment: in placeb
paraliel-group clinical trials in the elderly, 3.8% of 208 patients who recexved
placebo, 2.3% of 215 patients who received 2 mg LUNESTA, and 1.4% of 72 patients
who received 1 mg LUNESTA discontinued treatment due to an adverse event. [n the
6-week paraliel-group study in adults, no patients in the 3 mg arm discontinued
because of an adverse event. In the fong-term 6-month study in adut insomnia
patients, 7.2% of 195 patients who received placebo and 12.8% of 593 patients who
received 3 mg LUNESTA discontinued due to an adverse event. No event that
resulted in discontinuation oceurred at a rate of greater than 2%.

Adverse Events Observed at an Incidence of >2% in Controfled Trials. The follow-
ing lists the incidence (% placebo, 2 mg, 3 mg, respectively) of treatment-emergent
adverse events from a Phase 3 placebo-controlied study of LUNESTA at doses of 2
or 3 mg in non-eiderly adulis. Treatment duration in this trial was 44 days. Data are
limited to adverse events that occurred in 2% or more of patients treated with
LUNESTA 2 mg {n=104) or 3 mg (n=105) in which the incidence in patients treated
with LUNESTA was greater than the incidence in placebo-treated patients (n=89).!
Body as a whole: headache (13%, 21%, 17%), viral infection (1%, 3%, 3%).
Digestive system: dry mouth (3%, 5%, 7%}, dyspepsia {4%, 4%, 5%), nausea (4%,
5%, 4%), vomiting (1%, 3%, 0%). Nervous system: anxiety (0%, 3%, 1%), confu-
sion (0%, 0%, 3%}, depression (0%, 4%, 1%), dizziness (4%, 5%, 7%}, hallucina-
tions {0%, 1%, 3%), libido decreased {0%, 0%, 3%), nervousness (3%, 5%, 0%),
somnolence (3%, 10%, 8%). Respiratory system: infection (3%, 5%, 10%). Skin and
appendages: rash (1%, 3%, 4%). Special senses: unpieasant taste (3%, 17%, 34%).
Urogenital system: thea* (0%, 3%, 0%), ia** (0%, 3%, 0%).
*Gender-specific adverse event in fernales

imum recommended human dose (MRHD). However, in a study in

**Gend ific adverse event in males

was reported in which the subject fully recovered. Individuals have
ful]y recovered from racemic zopiclone overdoses up to 340 mg (56 times the
dose of eszopiclone).
Signs And Symptoms: Signs and symptoms of overdose effects of CNS depressants
can be expecied to present as exaggerations of the pharmacological effects noted in
linical testing. ranging from sc to coma
fias been described. Rare individual instances of fatal outcomes faliowing overdose
with racemic zopictone have been reported in European postmarketing reports, most
often associated with overdose with other CNS-depressant agents.
Recommended Treatment: General symptomatic and supportive measures should be
used along with immediate gastric lavage where appropriate. Intravenous fluids
should be administered as needed. Flumazenil may be useful. As in ail cases of drug
overdose, respiration, puise, blood pressure, and other appropriate signs should be
monitored and generai supportive measures empioyed. Hypotension and CNS
depression should be monitored and treated by appropriate medicat intervention. The
vaiue of dialysis in the treatment of overdosage has not been determined.
Poison Control Center: As with the management of all overdosage, the possibility of
multiple drug ingestion shouid be considered. The physician may wish to consider
contacting a poison control center for up-to-date information on the management of
hypnetic drug product overdosage.
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IN SCHIZOPHRENIA

Treat With the Body in Mind

CHOOSE COMPARABLE POWER .. WITHOUT COMPROMISING METABOLIC PARAMETERS
Consistent resulls in acute head-to-head stodies’* Significant resulls in switch studies after | year's
BPRS Core ltems Body Weight ow Total Cholesteral (mgw)

]
Lol

Mesn % impeovereent from hageng at end point

A Beween, denilile Bitret, raruioeeped sty ol GEDDON v slarvaping wul an B wees o | ymir cpen (st patenmns, of feowees, open el serich stistes i pardieds
dgubile-blked, ranaiorneped iidy of GEDDDN vi rapersions Aapaplimaty comtmibad dor o fartal eyenss of poor Soleralalily

m BPRS core items include hallucinatory behavor, unusual thought m Patients switching to GEODON from olanzapine and
content, conceptual disorganization, and suspiciousness risperidone also expetienced reductions in triglycerides®

n Comparable efficecy was maintained in double-blind In the acute head-to-head sludies..
extension studies . m In the GEODON vs olanzapine study, olanzapine significantly
—up o 1 year vs risperidona’ increased body weight (8 Ibvs 2 Ib for GEODON, R0.0001)-

] the I ine*
R SN0 S DN ® In the GEODON vs rsperidone study, rispendone increased

body weight (2 1b vs O Ib for GEODON, P<0.01)"

GEODON is indicated for the treatment of schizophrenia.

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

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

Hyperglycemia-related adverse events, sometimes senous, have been reported in patients treated with atypical antipsychotics.

There hawe 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 treatad with an atypical antipsychotic should be monitored

for symptoms. of hypemgiycemia.

In short-term schizopheenia trials, 10% of GEODON-treated patients experienced a weight gain of =7% of body
weaght vs 49 for placeba. |n the same short-term trials, the most common adverse events were somnolence

{14%) and respiratory tract infection (B9,

CHOOSE
Pfeo GEODON

(ziprasidone HCI| Oral Capsules

Please see brief summary of prescribing information, including boxed warning, on adjacent page.



BRIEF SUMMARY. See package insert for full prescribi

Ingreased Moriality in Elderly Patients with Dementia-Related P ientswith dementia-related psychosistreated with
atypical antipsychotic drugs are: atan |ncreased risk of death compared to placeho Analyses of seventeen placebo controlled trials
(mndal durationof treated patients of between 1.610 1.7 timesthatseen
in placebo-treated patients. ‘Overthe course ofa typical 10week controlled mal the rate of death in drug-treated pafients was about
4.5%, compared to a rate of about 2.6% in the placebo group. Although the causes of death were varied, mast of the deaths appeared
1o be either cardiovasculas (e.g., heartfailure, sudden death) or infectious (e.g., pneumonia) in nature. GEODON (ziprasidone) is not
approved for the treatment of patients with Dementia-Related Psychosis.

information.

INDICATIONS—GEODON Capsulesis indicated for the treatment of schizophrenia and isod
hipolar disorder with or without psychotic features. GEODON® {ziprasidone mesylate) for In|eclmn is mdlcated for acute agdalmn in
sghizophrenic 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
prolongaton {including congenital long QT with recent acute my il infarction, or with uncompensated heart failure {see
WARNINGS ). Pharmacokinetic/pharmacodynamic studies between GEODON and other drugs that prolong the QT interval have not been
penonned Anadditive effect of GEODON and other drugs that prolong the QT interval cannot be excluded, Therefore, GEODON should not
be given with dofetilide, sotalol, quiniding, other Class laand Il ant-arrhythmics, mesoridazine, thmndazme chlorpromazme droperidol,
pimozide, sparfloxacin, ganﬂnxann i ide,

mesylate, probucol, or tacrolimus. GEODON is afso contraindicated with drugs that have demaonstrated QT prolongation as one of their
pharmacodynamicefiects and havethiseffect described inthe ful prescnbmg information asa contraindication or aboxed or boided waming
{see WARNINGS ). GEODON is contraindicated in individyals with aknown itivity to the product. WARNINGS —Increased
Mortality inElderly Patients with Dementia-Related Psychosis: Eldedypanemswdh dementia-relaied psychoststreated with atypical
antipsychotic drugs are at an increased risk of death compared o placebo. GEODON (ziprasidone) is not approved for the treaiment
of patients with dementia-related psychosis (see Boxed Waming). 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 alertto the
identification of other drugs that have been consistently observed o prolong thie QT, inferval. Such drugs should not be preseribed with
GEODON. A study directiy comparing the QT/QT,-prolonging effect of GEODON with several other dritgs effective in the treatment of
sehizophrenia was conducted in patientvolunieers. The mean increase in QT, from baseline for GEODON ranged irom approximately
91014 msec greater than for four of the comparator drugs (risperidone, olanzapine, quetiapine, and haloperidol), but was
approximately 14 mssc lessthan the prolongation observed for thioridazine. Inthis study, the effect of GEODON an OT; length was not
aupmented by the presence of a mefabolic inhibitor (ketoconazole 200 mg bid). I placebo-controlled trials, GEODON ingreased the
0; interval tompared to placebo by approximately 10 mseg at the highest recommended daily dose of 160 mg, In clinical rials the
electroardlograms of 2/2988 (0.06%) GEODON patients and 1/240 {(0.23%) placebo patients revealed QT, imervals exceeding the
potentially clinically relevant threshold of 500 mssc. Inthe GEODON patients, neither case suggested a role of GEODON. Some drugs
that prolong the QT/QT, interval have been associated with the occurrence of torsade de pointes and with sudden unexplained death.
The relationship of GT prolongation to torsade de pointes is clearest for larger increases (20 msec and greater) but it is possible that
smaller QT/QT, prolongations may also increase risk, or increase it in susceplible individuals, such as those with hypokalemia,
hypomagnesamiz, or genelic predisposition. Althoughtorsade de poinieshasnot heen observedin association with e use of GEODON
atrecommended doses in premarketing studies, experience istoo limited to rule out an increased risk. A study evaluating the Q1/0T,
prolonging effect of intramuscular GEODON, with intramusculas haloperidol as a control, was conducted in patient volunteers. Inthe

trial, ECGs were abtained at the time of maximum plasma concentration following two |n;e|:l|ons of GEODON (20 mg then 30 mg) or -

halnpendol (7.5 mg then 10 mg) given four hours apart. Note that a 30 mg dose of inframuscular GEODON is 50% higher than the
recommendedtherapeutic dose. The meanchange in AT, from baseline was calculated for each drug using a sample-based correction
that removes the effect of heart rate on the QT interval. The mean increase in QT; from haseline for GEODON was 4.6 msec following
the first injection 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 secand injection. In this study, no patient had a QT, interval exceeding 500
msac. As with other antipsychotic drugs and placebo, sudden unexplained deaths have heen reported in patients taking GEODON at
recommended doses. The premarketing experience for GEODON did not reveal an excess of mortality for GEODON compared o other
antipsychotic drugs or placebo, butthe extent of exposure was limited, espacially for the drugs used as active controls and placebo.

Nevertheless, GEODON’s larger prolongation of QT, length compared lo several other antipsychotic drugs raises the possibility that
the risk of sudden death may be greater for GEODON than for other available drugs for treating schizophrenia. This possibility needs
tobaconsideradindeciding among aliernative drug products. Cerfain eircumstances mayincreasethe risk of the occumence of torsade
de pointes and/or sudden death in association with the use of drugs that prolong the QT; interval, including (1) bradycardia; (2)
hypakalemia 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 syndrnme and in patients with a
history of cardiac arrhiythmias (sae CONTRAINDICATIONS, and see Drug Inferactigns under PREGAUTIONS). Itis recommended that
patients being considesed for GEODON treatment who are at risk for significant electrolyte disturbances, hypokalemia in particular,
have haseline serum potassium and magnesium measurements. Hypokalemia (and/or hypdmagnesemla) may increase the risk of
OTprolongation and arthylhmia. Hypokalemia may resultfrom diuretic therapy, diarrhea, and other causes. Patients with low serum
itthose electrolytesbefore prol;eedmg withtreatment. ltis essential fo periodically
monitor serum electrolylesin palients forwhom diurefic therapy s introduced during GEODON treatment. Persistently prolonged QT,
intervals mayaiso increase the risk of further prolongation and ahythmia, butitis not clear that routine screening ECG measures are
effective in detecting suchpatients. Rather, GEODON should be avoided in patients with histories of significant cardiovascutar iliness,

eg, QT prolongation, recent acule myocardial infarction, uncompensated heart failure, or cardiac anfythmia. GEODON should be
discontinued in patients who are found to have persistent QT, measurements >500 msec. Neuroleptic Malignant Syndrome (IIMS) A

informationandi inthe Pati i i ith patients. Labe Tests:Patients being considered
for GEODON treatment who are at risk of significant electrolyle disturbances should have baseline serum potassium and magnesium
measurements. Low serum potassium and magnesium should be repleted before treatment. Patients who are started on diuretics during
GEODON therapy need periodic monitaring of serum potassium and magnesium. Discontinue GEODON in patients who are found to have
persistent QT, measurements >500 msec (sec WARNINGS). Drug inferactions:{1) GEODON should not be used with any drug that protongs
the QT interval. (2} Given the primary CNS effects of GEODON, caution should be used when it is taken in combination with other centrally
acting drugs. (3) Because of its potential for inducing hypotensmn GEODON may enhance the effects of certam antihypertensive agents.
(4) GEODON may antagonize the effects of levodopa and dopamine agonists. Effect of Qther Drugs on GEODON: Cartamazepine, 200 mg
bid for 21 days, resulted in & decrease of approximately 35% in the AUC of GEQDON. Kefoconazole, a potent |nh|b|tor of CYP3A4, 400 mg
qd for 5 days, increased the AUC and Gy, 0f GEODON by about 35%-40%. Gimetiding, 800 m qd for 2 days, did not affect GEODON
pharmacokinefics. Coadm|n|stral|on 0f 30 ml of Maaloxdld not affect GEODON pharmacokinetics. Populanon pharmacokinetic analysis
clinically
propranolol, or lorazepam Effect of GEODON on Other Drugs: Invitro stud|es 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 concomdantly with fhium450 mg bid for 7 days did not affect the steady-
state level or renal clearance of lithium. GEODON 20 myg bid did not affect the pharmacokinetics of concomitantiy administered oraf
cortraceptives, ethiny! estradiol (0.03 mg} and levonorgestrel (0.15mg). Consistent with invitro results, astudy innormal healthy volunteers
showed that GEODON did nat atter the metabolism of dextromethorphan, a CYP2D6 maodel substrate, to its major metabolite, dextrorphan.
There was no statistically significant change in the urinary dextromethorphan/dextrorphan ratio. Carcinogenesis, Mutagenesis,
Impairment of Ferfility: Lifetime carcinogenicity studies were conducted with GEODON in Long Evans rats and CD-1 mice. In malg mice,
fhere was no increase in incidence of tumors refative to controls. Infemale mice there were dose-related increases in the incidences of
pituitary gland adenoma and carcinoma, and mammary gland adenocarcinomaat all doses tested. Increases in serum prolactin were
observed in a 1-month digtary study in female, but not male, mice. GEODON had no effect on serum zprolactin in rats in a 5-week dietary
studyatthe doses that were used in the carcinogenicity study. The relevance for human risk of the findings of prolactin-mediated endocrine
tumors in rodents is unknown (see Hyperprolactinemia). Mutagenesis: There was a reproducible mutagenic response in the Ames assay
inong strain of S. typhimuriumin the absence of metabolic activation. Positive results were obtained in both the in vitro mammalian cell
gene muitation assay and the in vitro chromosomal aberration assay in human lymphocytes. Impairment of Fertiity: GEODON increased
fimeto copulation in Sprague-Dawley rats in two fertility and early embryonic development studies at doses of 10 to 160 mg/kg/day (050
8times the MRHD of 200 mg/day on a mg/mv basis). Fertility rate was reduced at 160 mg/kg/day (8 times the MRHD on a mg/m? basis).
Therewas noeffect onfeftilityat 40 mg/kg/day (2 times the MRHD ona mg/m? basis). The fertility of female rats was reduced. Pregnancy—
Ppegnaneycaleymyc There are no adequate and well-controled studies in pregnant wornen. GEODON should be used during pregnancy
onlyifthep Ib justifiestt ial risktothefetus. Labor and Defivery: The effect of GEODON on labor and delivery in humans
is unknown. Nursing Mothers: 1t s not known whether, and if so in what amount, GEODON or ts metabolites are excreted in human milk.
1tis recommended that women receiving GEGDON should not breast feed. Pediatric Use: The safety and effectiveness of GEODON in
pediatric patients have not béen established. Geriatric Use: Of the approximately 4500 patients treated with GEODON in clinical studies,
2.4% (109) were 65years of age or over. In general, tfere was no indication of any different tolerability for GEODON or of reduced clearance
~of GEODON in the elderly compared to.younger adilts. Nevertheless, the presence of multiple factors that might increase the
‘pharmacodynarmic f fesponseto GEODON 0r CalSe poorer tolerance or orlnostans should lead to cun5|derat|on of alower starting dose,
Slower titration, d for iy patients. EREACTIONS — Adverse Findings
Observedin Shorl-term, Placeho-Controlled Triafs: 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-tose 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 patientsin short-term, placebo-controlled studies discontinued treatment
due to an adverse event, compared with about 2.2% (6/273) on placebo: The most comman event associated with dropout was rash,
including 7 dropouts for rash among GEODON patients (1%) compared to no placebo patients (see PRECAUTIONS). Bipolar Maria:
Approximately 6.5% (18/279) of GEODON-treated patients in short-term, placebo-controlled studies discontinued treatment due toan
adverse event, compared with about 3.7% (5/136) on placebo. The most commaon events associated with dropout in the GEODON-treated
patients were akathisia, anxiety, depression, d|zzmess , dystonia, rash and vomiting, with 2 drop eachofth EODON
patients (1%} compared to cne placebo patient each for dystoniaand rash (1%) and no placebo patients for the remaining adverse events.
Adverse Evenis at an Incidence=5% and at Least Twice the Rale of Placebo: The most commonly observed adverse events associated
with GEODON in schizophrenia trials were somnolence (14%) and respiratory tract infection (8%). The most commoniy 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 vomifing (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 paln Cardiovascular—tachycardia.
Digestive—nausea, constipation, dyspepsia, diarrhea, dry mouth, anorexia. Mervous m akathisia,
diziness. Respiratory—respiratory iract infection, rhinitis, cough increased. Skin and Appendages—rash, fungal dermatitis. Special
Senses—abnormal vision. Bipolar Mania: Body asa Whgle—headache asthenla acmdental |n|ury Cardiovascular— hypertension.
Digestive—nausea, diarrhea, dry mouth, vomiting, i Musculoskeletal—myalgia. Nervous—
somnolence, extrapyramidal symptoms, dizziness, akathisia, anxiety, hypesthesia, speech disorder. Respiratory-—pharyngitis, dyspnea.
Skinand Aggendages—fungal dermatitis. Specnal Senses—abnormal vision, Dose Dependency: An analysis for dose response tn the
schizophrenia trials revealed an apparent relation of adverse event to dose for the following: asthenia, postural hypotension, anorexia, dry
mouth, increased salivation, arthralgia, anxiety, dizziness, dystonia, hypertonia, somnolence, tremor, rhinitis, rash, and abnormal vision.
Extrapyramidal Sympfoms (EPS): Theincidence of reported EPS for GEODON patients inthe short-term, placebo-controlled schizophrenia
frials was 14% vs 8% for placebo. Objectivaly collected data from those trials on the Simpson-Angus Rating Scale and the Bames Akathisia
Scale did not generally show a difference between GEODON and placebo. Vital Sign Changes: GEODON is associated with orthostatic

potentialty fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been ciation with
administration ofantipsychotic drugs. The management of NMS should include: (1) immediate discontinuation of antipsychotic drugs and
other drugs not essential to concurrent therapy; (2) intensive symptomatic treatment and medical monitoring; and (3) treatment of any
concomitant serious medical problems for which specific treatments are available. if a patient requires antipsychotic drug treatment after
recovery from NMS, the potential reintroduction of drug therapy should be carefully considered. The patient should be carafully monitored,
since recurrences of NMS have been reported. Tardive Dyskinesia (TD) Asyndrome of potentially irreversible, involuntary, dysk|nenc
movements may develop in patients undergoing treatment with ant . Although the preval of D appears to be highest
among the elderty, especially elderty women, it is impossible to refy upon prevalence estimates to pred|cL atthe inception of antipsychotic
treatment, which patients are likelyic develop TD. If signs and symptoms of TD appearina patient on GEODON, drug disconfinuationshould
be considered. Hyperglycemia and Diahetes Maflitus: Hyperglycemia-related adverse events, sometimes Serious, have beerireported 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 reated 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 reatmentin about one-sixth of these cases. The geourrence of rash was dose related, although the
finding mightalso he explained by longer exposurein higher-d
systemic iliness, .9., elevated WBCs. Most patients improved pmmptly upon treatment with anihistamines or stermds and/nr pon

(s PRECAUTIONS). Weight Gain: In short-term schizophrenia trials, the propartions of patients meeting a weight gain
criterion of27% of body weight were compared, revealing a statistically S|gnmcanﬂygreater incidence of weight gain for GEODON patients
{10%) vs placebo patients (4%}). A median weight gain of 0.5 kg was observed in GEODON patients vs 0.0 kg in placebo patients. Weight
gain was reporied as an adverse event in 0.4% of both GEODON and placebo patients. During long-term therapy with GEODON, a
categorization of patients at baseline onthe basis of body mass index (BMI) showed the greatest mean weight gain and the highest incidence
ofclinically significant weightgain (>7% of body weight) in patiemswith alow BMI {<23) compared to normal (23—27) oroverweight (>27)
patients. There was a mean weight gain of 1.4 kq for patients with a “low” baseline BMI, 0.0 kg for patients with a “normal” BMI, and 2 1.3
kg mean waight loss for panents with a “high” BMI. EGG Chanyes GEODONis assocmted with an increase in the QT interval (see
WARNINGS). In schizophrenia rials, GEGDON d witha mean i heart rate of 1.4 beats per minute compared toa (.2
beats per minute decrease among placebo patients. Other Adverse Events Observed During the Premarketing Evaluation of GEODON-
Frequent adverse events are those eccurring in at least 1/100 patients; infrequent adverse events are those occurring in 1/100to /1006
patients; rare events are those occurring in fewer than 1/t000 patients. Schizophrenia: Body as a Whole— Frequent: abdominal pain, flu
syndrome, fever, accidentaifall, face edema, chills, photosensitivity reaction, flank pain, hypothermia, motor vehicle accident. Cardiovascular
System— Frequent tachycardia, itypertension, postural hypotension; fnfrequent: bradycardia, angina pectoris, atrial fibrillation; Rare: first-
degres AV block, bundle branch block, phlebitis, pulmonary embolus, cardiomegaly, cerebral infarct, cerebrovascular accident, deep
thrombophlebitis, myccarditis, thrombophlebitis. Digestive System— Frequent: ancrexia, vemiting; Infrequent: rectal hemorrhage,
dysphagia, tongug edema; Rare: gum hemorrhage, jaundics, fecal impaction, gamma glutamyl transpeptidase increased, hematemests,

discontinuation of GEODON, and all patients were reportedio recovercompletely Uj rashfor
cannot be identified, GEODON shouid be discontinued. Orthostatic Hypotension: GEODON mayinduce orthostatic hypotension’ associated
with diziness, 1achycard|a and, in some patients, syncope, especially during the initial dose-titration period, prabably reflecting its o -
adrenergic antagonist properties. Syncope was reported in 0.6% of GEODON patients. GEODON should be used with particular caution i in
patients with known cardiovascular disease (history of myocardial infarction o ischemic heart dlsease hean fanlure or conduction
abnormalities), cerebrovascular disease or conditions that would predispose patients toh ia, and
treatment with antihypertensive medications). Seizures. In clinical trals, seizures occurred in 0.4% of GEODON pat|ents There were
cdnfoundmg factors that may have contributed to seizures in many ofthese cases. As with other antipsychotic drugs, GEODON should be
inpatients with conditions that potentially lowerthe seizure threshold, e.g., Alzheimer's dementia.
Conditions that Iewer the seizure dneshold may bemore prevalent i 2 population of 65 years or older. Qvepham Esophageal dysmotility
and aspiration have been associated with anti drug use. Aspiration p isacommon cause of morbidity and mortality in
elderly patients, in particular those with advanced Alzhelmer 's dementia, and GEODON and other antipsychotic drugs should be used
cautiously in patients at risk for aspiration pneumonia. (See also Boxed WARNING WARNINGS: Increased Mortality in Elderly Patients
with Dementia-Related Psychosis). Hyperprolactinemia: As with other drugs that amagomze dopaming D, receptors, GEODON elevates
prolactin levels in humans. Tissug cutture experiments indicate thatapproximately one third ofh
invitro, afactor of potential impertanceif the prescription dﬂhese drugs is contemplated ina panentwdh prewouslydetected breast cancer.
Nelthercllmcal studies nor epidemiologic studie ationofthis class
ofdrugs and tumorigenesis in humans; the available evid |s considered too limited to be conclusive at this time. Potential for Cognitive
nt: Somnolence: | tin GEODON patients. Inthe 4- and 6-week placebo-controlled
trials, somnolence was reported in 14% of GEODON paﬂems V5 7% of placebo patients. Somnolence led to discontinuation in 0.3% of
patients in short-term clinical trials. Since GEODON has the potential to impair judgment, thinking, or motor skills, patients should be
cautioned about performing activities requiring mental alertness, such as operating a motor vehicle {including automobiles) or operating
hazardous machinery untilthey are reasonably certain that GEODON therapy does notaffect them adversely. Priapism: One case of priapism
was reported in the premarketing database. B lation; Although not reported with GEODON in premarketing trials,
disruption of the body's ability to reduce core body temperature has been aftributed to antipsychotic agents. Suicide: The possibility of a
suicide attempt is inherent in psychofic ifiness and close supervision of high-risk patients should accompany drug therapy. GEODON

cholestatic jaundice, hepatitis, hepatomegaly, leukoplakia of mouth, fatty fiver deposit, melena. Endacrine— Rare: hypothyroidism,
hyperthyroidism, thyroiditis. Hemic and Lymphati¢ System— Infraquent: anemia, ecchymosis, leukocytosis, leukopenia, eosinophilia,
lymphadenopathy; Rare:thrombocytopenia hypochromic anemia, lymphocytosis, monacytosis, basophilia, ymphedema, potycythemia,
thrombocythemia. M isorders — fnfrequent: thirst, transamlnase mcreased peripheral edema, fyperglycemia,
creatine phosphokinase |ncreased alkahne phosphatase increased, hyp: lactic dehydrog increased,
albuminuria, hypokalemia;. Rare: BUNlncreased creatinine increased, hyperiipemia, hypocholesteremia, hyperkalemia, hypochioremia,
hypoglycemia, hyponatremia, hypoprotememla glucose tolerance decreased gout, hyperchloremia, hyperuricemia, hypocalcernia,
ypogly reaction, h ia, ketosis, respiratory alkalosis. Musculoskeletal System — Frequent: myalgia;
Infrequenﬂenosynuvms Rarer myopathy. Nervous System — Frequenragdalmn ex!rapyramxdalsyndmme tremor, dystonia, hypertonia,
dyskinesia, hostility, twitching, paresthesia, confusion, vertigo, hypoki abnormal gait, crisis, hypesthesia,
ataxia,amnesia, cogwheel rigidity, defirium, hypotonia, akmesva dysarihria, wi d drome,
diplopia, incoordination, neuropathy; Infrequent:paralysis; Rare: myoclonus, nystagmus, forticollis, circumoral paresthesia, opisthotonos,
reflexes increased, trismus. Respiratory System— Frequent: dyspnea; /nfrequent: pneumonia, epistaxis; Aare: hemoptysis, laryngismus.

. Skin and Appendages— /nfrequent: maculopapular rash, urticaria, alopecia, eczema, exfoliative dermatitis, contact dermatitis,

vesiculobullous rash. Special Senses —Frequent: fungal dermatitis; infreguent: conjunctivitis, dry eyes, tinnitus, blepharitis, cataract,
photophobia; Rare:eye hemorrhage, visualfield defect, keratitis, keratoconjunctivitis. Urogenital System —infrequent impotence, abnormal
gjaculation, amencrrhea, hematuria, menorrhagia, female lactation, polyuria, urinary retention, metrorthagia, male sexual dysfunction,
anorgasmia, glycosuria; Rare: gynecomastia, vaginal hemorrhage, nocturia, oliguria, female sexual dysfunction, utering hemorrhage.
Adverse Finding Observed in Trials of Intramuscular GEODON: Inthese studies, the most commonly observed adverse events associated
withthe use of intramuscular GEODON (=5%}.and observed ata rate on intramuscular GEODON (inthe higher dose groups) at least twice
that of the lowest intramuscutar GEODON group were headache (13%), nausea (12%), and somnolence {20%). Adverse Evenis at an
Inidence >1% in Short-Term Fixed-Dose Intramuscular Trials: The foflowing list he treatment- 1t 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.
BodyasaWhole—headache, injections'rte pain, asthenia, abdominal pain, flu syndrame, back pain. Cardiovascular—postural ypotension,
hypertension, bradycardia, vasoditation. Digestive—nausea, rectal hemorrhage, diarrhea, vomiting, dyspepsia, anorexia, constipation,
toothdisorder, dry mouth. Nervous— d|zzmess anxiety, insomnia, somnolence, akathisia, agitation, extrapyramidal syndrome, hypertonia,

prescnpnons should be written f(')"rthe smallesl quantity of capsugag consistent with good patient management to reduce overdose risk.
mitant p with GEODONn p
GEODON has not been evaluated or used foany appreciable extent in patients witharecent history of myocardlal 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 Profongation and Risk of Sudden Deathin
WARNINGS and Orthostatic Hypotension in PRECAUTIONS). Information for Patients: To ensure safe and effective use of GEODON, the

gwheel rigidity, p P Ji d|surder hosis, speech disorder. Respiratory— rhinitis. Skin and Appendages—
furunculosis, sweatlng ni —dysmenorrhea pnap|sm DRUG ABUSE AND DEPENDENCE— Confrolied Substance Class:
GEODONis notacontrolled substance. UVERDOSAGE*Inpremarketmg trialsin over 5400 patients, accidental orintentional overdosage
of GEODONwas documentedin 10 patients. Inthe patienttaking the largest confirmed amount (3240
mg), the only reported were minimal sedati slumng of speech, and transitory hypertension {BP 200/95).

References: 1. Data on file. Pfizer Inc, New York, NY. 2. Simpson GM, Glick ID, Weiden PJ, Romano SJ, Siu CO. Randomlzed controlled, double-blind multicenter comparison of the efficacy and tolerability
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APA 2007 ANNUAL MEETING SPONSORED BY
THE AMERICAN PSYCHIATRIC ASSOCIATION

NAVIGATING THE
COMPLEX MAZE
OF BIPOLAR DISORDER

Monday, May 21, 2007

6:30 — 7:00 pm Dinner Manchester Grand Hyatt San Diego
7:00 = 10:00 pm Symposium  Douglas Pavillion (/D

One Market Place

San Diego, California

2

Incorporating the Journal of Psychotherapy Practice and Research
Published four times per annum: American Journal of Psychotherapy
Belfer Center, Room 405 * 1300 Morris Park Avenue * Bronx, NY 10461
Telephone: (718) 430-3503, FAX: (718) 430-8907

E-mail: info@ajp.org; Web site: www.ajp.org

AGENDA

7:00-7:10 pm

Opening Remarks

Prakash Masand, MD—Chairman
Duke University Medical Center

7:10-7:40 pu
Diagnostic Pitfalls in Patients

with Bipolar Disorder
Prakash Masand, MD

7:40-8:10 pm

Managing the Bipolar Patient
with Medical Comorbidities

Andrea Fagiolini, MD

University of Pitisburgh School of Medicine

EDUCATIONAL OBJECTIVES

At the end of this educational activity participants should be able to

1) List major obstacles to the diagnosis of bipolar disorder and describe strategies for disfinguishing bipolar disorder from depression
and agitated depression.

2) Describe common psychiatric and medical comorbidities in bipolar patients, and their implications for treatment.
3) Qutline major findings from STEP-BD and their implications for clinical practice

ACCREDITATION
ww.  The American Psychiatric Association (APA) is accredited by the Accredidation Coundil for Continuing Medical Education
to provide confinuing medical education for physicians.
The APA designates this educational activity of a maxiumum of 3 AMA PRA category 1 Credits™. Physicians should
only claim credit commensurate with the extent of their participation in the activty.
Attendees must be registered for the 2007 APA Annual Meeting to attend this symposium. Seating is limited and will be on a firstcome,
firstserved basis. For more information about the meeting, please visit the APA web site at www.psych.org or contact the APA foll free
at 1-888-357-7924 (within the US or Canada) or 703-907-7300.

Registered conference participants and registered guests may attend an industry-supported symposium at the APA meeting.

Sponsored by the American Psychiatric Association. Supported by an educational grant from Pfizer, Inc. @

8:10-8:40 pm

Tailoring Antipsychotic Treatment
to the Complex Patient with
Bipolar Disorder

Paul E. Keck, Jr, MD

University of Cincinnati College of Medicine
8:40-9:10 pm

Bringing Research to the Clinician:
Lessons from STEP-BD

Gary Sachs, MD

Massachusetts General Hospital
9:10-9:55 pm

Panel Discussion

Faculty Panel
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Adapted from Hibbeln, J.R. Lancet 1998;351:1213.

“There is good evidence that psychiatric illness is associated with depletion of [Omega-3] and,
crucially, that supplementation can result in clinical amelioration”
Hallahan, B., & Garland, M.R. British J Psych 2005;186:275-277.

Postpartum-".. lower DHA content in mothers' milk...[was] associated with
higher rates of postpartum depression.”
Hibbeln, J.R. J Affect Disord 2002;69:15-29.

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

www.animi-3.com

For Samples Call: 1-800-485-9828
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Animi-3®

Each Capsule contains:

Folic Acid 1 mg
Vitamin Bg 12.5 mg
Vitamin B2 500 meg
Omega-3 Acids 500 mg
-Docosahexaenoic Acid (DHA) 350 mg
-Eicosapentaenoic Acid (EPA) 35mg
Patent Pending
Rx Only
Description

Animi-3° Capsules are intended for oral administration.

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

Indication

Animi-3* Capsules are indicated for improving nutritional status before, during and after pregnancy and in
conditions requiring Essential Fatty Acid, Vitamin Bj2, B¢ and Folic Acid supplementation.
Contraindications

This product is contraindicated in patients with a known hypersensitivity to any of the ingredients.
Precautions

Folic Acid in doses above 0.1 mg daily may obscure pernicious anemia in that hematological remission can
occur while neurological manifestations remain progressive.

Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

Adverse Reactions

Allergic sensitization has been reported following oral, enteral and parenteral administration of folic acid.
Dosage and Administration

Adults — One capsule daily or one capsule twice daily, or as directed by a physician.

How Supplied

Animi-3* supplied as red opaque oblong Capsules. Each Capsule is imprinted with “PBM 540" in black
opacode.

Animi-3* Capsules are available in bottles of 60 capsules (NDC 66213-540-60).

Keep out of reach of children.

Dispense in a well-closed, tight light-resistant container as defined in the USP using a child-resistant
closure.

Storage Conditions: Store at 20-25°C (68-77°F). See USP Controlled Room Temperature. Protect from
light and moisture.

PBM Pharmaceuticals, Inc.
Gordonsville, VA 22942 BM

Rev. 0705 Pharmaceuticals
ev. "
© 2004 PBM Pharmaceuticals

All Rights Reserved. 800-485-9828
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Live and Enduring CME Opportunities

Bipolar experts coming to your area!

CME Roundtable Dinner Programs—Evidence-Based Clinical Strategy:
The Patient with Bipolar Disorder

Poster Sessions— Catch up on what you should be reading related to
bipolar disorder

Live Webinars—Participate in an online interactive CME lecture

Learn more about the various topics, locations, dates and times at:

www.MEASUREcme.org

or call us at 1-866-856-1998
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NEW FROM JOHNS HOPKINS

THE SOUL

IN THE

BRAIN

MICHAEL R. TRIMBLE, M.D.

The Soul in the
Brain

The Cerebral Basis of
Language, Art, and Belief
Michael R. Trimble, M.D.

“Everyone interested in the
human mind—and who is
not?>—will find riches here
for contemplation.”

—Paul McHugh, The Johns
Hopkins School of Medicine

“Trimble incorporates

his long experience with
patients who have brain
disorders, his thoughtful
approach to neurological
diseases, and his philo-
sophical depth to take
the reader on an exciting
adventure examining the
cerebral basis for the cul-
tural beliefs we hold most
dear.”

—Jeffrey L. Cummings,
University of California, Los
Angeles

$35.00 hardcover

The Mind of the

Mathematician
Michael Fitzgerald and
loan James

Internationally famous
mathematician loan James
and accomplished psy-
chiatrist Michael Fitzgerald
explore the behavior and
personality traits that tend
to fit the profile of a math-
ematician.

$30.00 hardcover

Bipolar Disorder

in Later Life

edited by

Martha Sajatovic, M.D.,
and Frederic C. Blow, Ph.D.

"A valuable reference for
psychiatrists and other
mental health professionals
who have older individuals
under their care.”

—Francis Mark Mondimore,
M.D., author of Bipolar
Disorder: A Guide for
Patients and Families

$50.00 hardcover

Working with
Families of
Psychiatric
Inpatients

A Guide for Clinicians
Alison M. Heru, M.D., and

Laura M. Drury, M.S.W,,
L.I.C.S.W.

Keyed to the requirements
articulated by the American
College of Graduate
Medical Education, this
handbook is a tool no
psychiatric resident can do
without. It offers a step-by-
step guide to developing
the skills needed to work
successfully with patients’
families.

$20.00 paperback

The Concepts of
Psychiatry

A Pluralistic Approach to
the Mind and Mental lliness
S. Nassir Ghaemi, M.D.,
M.PH.

foreword by

Paul R. McHugh, M.D.

“"Ghaemi raises dozens of
thought-provoking ques-
tions in the midst of his tour
through the concepts of
psychiatry.”

—Journal of Nervous and
Mental Disease

$25.00 paperback

The Johns Hopkins University Press w;
1-800-537-5487 * www.press.jhu.edu
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In schizophrenia or bipolar mania

ABILIFY" (aripiprazole) Injection
Rapidly Controls Agitation’

Significant reduction in symptoms of agitation in schizophrenia
as measured by PANSS™-EC score’

Time After First Intramuscular (IM) Injection (min)
5 0 30 45 60 90 120
a
ion 5 oms
£ Significant reduction of B Aekaton Syt
& 2 agitation at primary endpoint z Measured:
o {2 hours) vs placebo =
m Hostil
; < e
I =)
& (= = Uncooperativeness
g # o
g : . £ u Poor Impulse
€ 8 —_ Control
=
40 u Tension
W ABILIFY 9.75 mg (n=175) B Haloperidol 6.5 mg (n+185) M Placebo (n+58) ® Excitement
Mean baseline scores: ABILIFY 18.82, haloperidol 18.79, placcho 18.74 TP<0.05 vs placebo

Adapted from Andrezina et al. Pochopharmacology (Berd), 2000,
*Last observation carried forward

See study description on nexr page.

PANSS™-EC=Positive and Negartive Syndrome Scale Excited € omponent,
PAMNSS™ is a trademark of Mult-Health Svstems, Ind

ABILIFY Injection is indicated for the treatment of agitation associated with schizophrenia or bipolar mania

ABILIFY is also indicated for the treatment of schizophrenia including maintaining stability in patients
who had been sympromarically stable on other antipsychotic medications for periods of 3 months or
longer and observed for relapse during a period of up to 26 weeks.

Elderly patients with dementia-related trsychasn treated with atypical antipsychotic drugs are at
an increased risk (1.6 to 1.7 times) of death compared to placebo (4.5% vs 2.6%, respectively).
ABILIFY is not approved for the treatment of patients with dementia-related psychosis.

A=

Please see IMPORTANT SAFETY INFORMATION, ]
including Boxed WARNING, on next page. AI}]- I"II‘ Y
{.'lrlplpr.'un]n.‘}
INJECTION 975 mg/13 ml

HELP ILLUMINATE THE PERSON WITHIN



IMPORTANT SAFETY INFORMATION for ABILIFY® (aripiprazole)

Eldesly patients with dementia-related psychosis treated with
atypical antipsychotic drugs are at an increased risk (1,6 1w 1.7
times) of death compared to placebo (4.5% vs 2.6%, respectively).,
ABILIFY is not approved for the treatment of patients with

B Hyperglycemia and diabetes mellivus—Hyperglycemia, in
some cases associated with ketoacidosis, coma, or death, has
been reported in patients ereaved with arypical antipsychotics
including ABILIFY. Patients with diabetes should be
monitored for worsening of glucose control; those with risk

I Neuroleptic malignant syndrome (NMS)-As with all
.lntips:,':l!:mic medications, a rre and potentially faral
condition known as NMS has been reported with ABILIFY,
NMS can cause hyperpyrexin, muscle rigidiey, diaphoresis,
tachycardia, irregular pulse or blood pressure, cardiae dys-
thythmia, and aEr:m:I mental status, [F signs and symptoms
appear, immediate discontinuation is recommended
Tardive dyskinesia (TD)-The risk of developing TD and
the potential for it 1o become irreversible may increase as
the duration of tresrment and the wral cumulative dose
increase. Prescribing should be consistent with the need
to minimize T, IF signs and symptoms appear,
discontinuation should be considered since T may
remit, partially or complerely
Cercbrovascular adverse events (e, stroke, transient
ischemic attack), including faralities, have been reparted at
an increased incidence in clinical wrials of elderly patients
with dementia-related paychosis treated with ABILIFY

factors for diaberes should undergo baseline and periodic
fasting blood glucose testing. Patients who develo
symproms of hyperglycemia should also undergo f[:m'mg
blood glucose testing. There have been few reports of
h_-,-pcrgﬁc:mi.t with ABILIFY

Treatment-emergent adverse events reported with:

ABILIFY Oral

In short-term trials of patients with schizophrenia {up 10

6 weeks) or bipolar disorder (up o 3 weeks), the following
were reported at an incidence 210% and greater than
placebo, respectively: headache (30% vs 25%]),

anxiety (20% vs 17%), insomnia (19% vs 14%),

nausea {16% vs 12%), vamiting {12% vs 6%),

dizziness (11% vs B%), constipation {1 1% vs 7%),

dyspepsia (10% vs 8%), and akathisia {10% vs 4%).
ABILIFY Injection

In short-term (24 hour) erials, the following were reported at
an incidence 25% and greater than placebo, respectively:
headache (12% vs 7%}, nausea (9% vs 3%), dizziness (8% vs

59%), and somnolence (7% vz 4%,

ABILIFY"(aripiprazole)

offers your patients:

® Rapid control of agitation™'

@ Early and sustained symptom control
“ Low potential of unwanted sedation
“ Favorable weight and lipid profile

= In a 52-week schizophrenia trial, the percentage of 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.

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

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

Stmdy Dencripaismn; Reference
Dirbli-hlisd, placetwr-onmemdbal, rendnmsd, muliseneer vidy conduod wich 448 panemn b Andrening B, fosiassen R Marcus B, e ol Ensamisculr appipeasole foe ehe teeatment
IF monedind. concmmitan: hemsodisseping (heeaepam |4 myghbey] oo egqubvalent) coubd e o et whiaopdionia of schisafTrotive diosdir: @ douisle-bind, placeb-cosnlled

wilmiandiimrod ab leaie (0 minwie sber ihe socond inproven. Afiey complesimg the 243y 1M
jrhase, patsenen morived blinided oral sabio swdy moleation oomesponding s their iniial
tressment arm for 4 oy Palenis nsdamibned ta artpipesmle or ph.cflm. stanng the 24- bt
|0 phass rocrreed 1 $-mg aripipeaocde aral eables (wich che option of degreaing o [1-mg
srpipraznls haand on dinical judgmen .

compationn with intesmeeular halaperidul i dmpirmaniegy (Bl 20060 ER:28] 291,

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

o Bristol Myers Squibh () Otsuka Amarien Pharmacautical, Ine.
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ABILIFY® (aripiprazole) TABLETS Rx onty

ABILIFY® (aripiprazole) ORAL SOLUTION
ABILIFY® DISCMELT™ (aripiprazole) Orally Disintegrating Tablets
ABILIFY® (aripiprazole) INJECTION FOR INTRAMUSCULAR USE ONLY

BRIEF SUMMARY: PLEASE CONSULT 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 ABILIFY:

Interference with Cognitive and Motor Performance: Patients should be cautioned about operating
hazardous machinery, including automobiles, 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 to
become pregnant during therapy with ABILIFY.

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

INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS

Elderly patients with dementla-relaled psychosis treated with alyplcal antipsychotic drugs are at an
increased risk of death 1o placebo. of seventeen pl: ,......w.. trials (modal
duration of 10 weeks) in these patients revealed a risk of death in the drug-treated patients of
between 1.6 to 1.7 times that seen in placebo-treated patients. Over the course of a typical 10-week
controlled trial, the rate of death in drug-treated patients was about 4.5%, compared o a rate of
about 2.6% in the placebo group. Although the causes of death were varied, most of the deaths
appeared to be either cardiovascular (eg, heart failure, sudden death) or mfectlous (eq, pneumonia)
in nature. ABILIFY is not approved for the treatment of pahenls with dementia-related psychosis.

CONTRAINDICATIONS: Known hypersensitivity to aripiprazole

WARNINGS: Increased Mortality In Elderly Patients With Dementia-Related Psychosis - Elderly
patients with dementia-related psychosis treated with i ic drugs are at an
inereased risk of death compared to placebo. ABILIFY (arlplprazoie) |s not approved for the
treatment of patients with dementia-related psychesis (see Boxed WARNING).

ptic Malignant Sy NMS): | y fatal NMS has been reported in association with
administration of antipsychotic drugs, including ABILIFY. Glinical manifestations of NMS are hyperpyrexia,
muscle rigidity, altered mental status, and evidence of autonomic instability (irregular pulse or blood
pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated
creatine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal faiture. 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 should be carefully monitored since recurrences of NMS have been reported.

Tardive Dyskinesia (TD): Potentially rreversible TD may develop in patients freated 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

appear, discontinuation should be considered since TD may remit, partially or cc

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 dehydraiion

is @ component of aspartame. Each ABILIFY DISCMELT orally
dismtegraiing tablet contains the following amounts: 10 mg - 1.12 mg phenylalaning and 15 mg - 1.68 mg
phenylalanine.

Sugar Content; Patients should be acvised 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, CYP2AS,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, or CYP2ET enzymes. /n vivo studies using 10- to 30-mg/day doses
of aripiprazole had no significant effect on metabolism by CYP2D6 (dextromethorphan), CYP2CY
(warfarin), CYP2C19 (omeprazole, warfarin), and CYP3A4 (dextromethorphan) substrates. No ciinically
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 fower
blood levels. When a GYP3A4 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: Goadministration of carbamazepine (200 mg BID} with ABILIFY (30 mg QD) resuited in
an approximate 70% decrease in Cpay and AUC values of aripiprazole and its active metabolite, dehydro-
aripiprazole.

Inhibitors of GYP3A4 (eg, ketaconazole) or GYP2D#6 (e, quinidine, fluoxeting, or paroxeting) can inhibit the
elimination of aripiprazole and cause increased blood levels. When a strong CYP3A4 or CYP2D6 inhibitor is
added to ABILIFY, the dose of ABILIFY should be reduced ta 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.

Antipsychotic treatment, itself, may suppress (or partially suppress) the signs and symptoms of the
syndrome and, thereby, may possibly 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
antipsychetic drugs, and (2) for whom alternative, equally effective, but potentially less harmful treatments
are not available or appropriate. The need for continued treatment should be reassessed periodically.

Gerebrovascular Adverse Events, Including Stroke, in Elderly Patients with Dementia-Related
Psychosis: In placebo-controlied clinical studies (two flexible-dose and one fixed-dose study) of dementia-
velated psychosis, there was an increased incidence of cerebrovascular adverse evens (eg, stroke, fransient
ischemic aﬁack) including fatalities, in aripiprazole-treated patients. In the fixed-dose study, there was a

dose respi relationship for cer lar 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 |nc|ud|ng
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 worsening of glucose control;
patients with risk factors for diabetes should underge baseline and periodic fasting blood glucose (FBG) testing.
Any patient being treated with an atypical antipsychotic should be monjtored 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-associated 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
incid of orthostatic hyp jon-associated events from short-term, placebo-controlled trials in
agitation associated with schizophrenia or bipolar mania (n=501) on ABILIFY Injection included: orthostatic
hypotension (0.6%), posturat 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),
cerebrovascular disease, or conditions which would predispose patients to hypotension (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
sedatior and for orthostatic hypoiension.

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 schizophirenia 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 relatively modest increased incidence of
somnolence compared to placebo, ABILIFY, like other antipsychotics, may have the potential to impair
judgment, thinking, or motor skilis. 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 patienis
with agitation associated with schizophrenia or bipolar mania on ABILIFY Injection compared o 6% of
patients on placebo. Patients should be cautioned about ing hazardous
ifes, until they are bly certain that therapy with 'ABILIFY does not affect them adversely

Body Temperature Regulation: Disruption of body temperature regulation has been attributed to
antlpsychotic agents. Use appropriate care when prescribing aripiprazole for patients who will be
experiencing conditions that may contribute to an in core body temp

Dysphagia: Esophageal dysmotility and aspiration have been associated with antipsychotic drug use,
including ABILIFY. A isa 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 possmiiity of a suicide attempt is inherent in psychotic illnesses 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 illnesses 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 disease (n=938), the treatment-emergent adverse events that were reported at an incidence
of =3% and aripiprazole incidence at least twice that for placebo were iethargy, somnolence (including
sedation), incontinence (primarily, urinary i and li ABILIFY is

not approved for treatment of patients with dementia-refated psychosis. If the prescriber elects to treat such
patients with ABILIFY, vigilance should be exermsed parhculariy for the emergence of difficulty

ation of ket (200 mg/day for 14 days} with a 15-mg single dose of
ABILIFY |ncreased the AUG 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 AUC of aripiprazole by 112% but decreased the AUC of its active metabolite, dehydro-
aripiprazole, by 35%.

Algohol: There was no significant difference between aripiprazole coadministered with ethanof and placebo
coadministered with ethanol on performance of gross motor skills or stimulus response in heaithy subjects.
As with most psychoactive medications, patients shoutd be advised to avoid alcohof 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 mg/kg/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/mQ) 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, respectively) In
addition, SD rats were dosed oralty for 2 vears. 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 MRHD based on mg/m?). In female rats, the incidence of
mammary giand fibroadenomas was increased at a dietary dose of 10 mg/kg/day (0 1 times human
exposure at MRHD based on AUC and 3 times the MRHD based on mg/m2); and the mmdences of
adrenocortical carcinomas and combined adrenocortical adenomas/ were d 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/m2). These findings are considered to be prolactin-mediated. increases in serum prolactin were
observed 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 female 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 i vitro chromosomal aberration assay in Chinese hamster fung (CHL)
cells, with and without metabolic activation. The metabolite, 2,3-DCPP, produced increases in numericat
aberrations in the i7 vitre assay in CHL celis in the absence of metabalic 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? basis} of aripiprazole from
2 weeks prior to mating through day 7 of gestation. Estrus cycle irregularities and increased corpora futea
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 fertility was seen.

Pregnancy Category C: There are no adequate and weli-controlled studies in pregnant women.
Aripiprazote 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 lactation. It 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. Aripiprazole clearance was decreased by 20% in elderly subjects (=65 years) compared to
younger adult subjects (18 fo 84 years), but there was no detectable effect of age in the population

inetic analysis in schi enia 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

Anpiprazole 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 apprOX|mately
5635 patient-years of exposure fo 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 Events Associated with Discontinuation of Treatment: Overall, there was little difference in the
incidence of discontinuation due to adverse events in placebo-controlled oral aripiprazole trials (aripiprazole
vs placebo: schizophrenia, 7% vs 9%; bipolar mania, 11% vs 9%; or in placebo-controlled intramuscular
aripiprazole injection trials (aripiprazole injection, 0.8%; ptacebo 0.5%). The types of adverse events that led
1o discontinuation were simifar between the oral aripiprazole and placebe-treated patients.

Commeonly Observed Adverse Evenis: (=5% incidence and at a rate at least twice the rate of placebo for
ABILIFY vs placebo, 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 frials (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%), resﬂessness (6%, 3%), extrapyramldai disorder (5%, 2%). In 24-hour placebo-

excessive somnolence which could predi | injury o ion (See Boxed WARNING
WARNINGS and CIJNIGAL PHARMACOLOGY: Speclai Populations in FuII Prescnbmg Information.)

irials of i 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 Aripiprazole Trials: The following treatment-emergent



events were reported at an incidence of =2% with oral aripiprazole (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 blurred
(3%, 1%), salivary hypersecretion (2%, 1%}, peripheral edema (2%, 1%), hypertension (including blood
pressure increased) (2%, 1%). The following events were reported by patients treated with oral aripiprazole
with an incidence equal to or less than placebo: diarrhea, toothache, upper abdominal pain, abdominal

count increased, platelet 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, neutraphil 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 haemogiobin increased,
glucose tolerance decreased glycosylated haemoglobin decreased, muscle enzyme increased.
Metabolism and Nutrition Drsorders Frequent - decreased appetite (includrng diet refusal, markedfy
reduced dietary intake), dehydration; infrequent - anorexia, increased appetite, hypercholesterolaemia
hypokalagmia, hyperglycaemia, diabetes mellitus, hypogiycaemia, hyponatremia, diabetes mellitus non-
insulin-dependent, hyperlipidaemia, obesity (including overweight), polydipsia; Rare -
hypertriglyceridaemia, gout, hypernatraemia, weight fluctuation, diabetes mellitus inadequate control.
M | and Connective Tissue Disorders: Frequent - musculoskeletal pain (including neck, jaw,

pain, musculoskeletal stiffness, back pain, myalgia, agitation, psychotic disorder, dy rhea
{percentage based on gender total), and rash.
Adverse Events with an Incidence =1% in Intramuscular Trials: The

treatment-emergent events were reported at an incidence =1% with intramuscular aripiprazole injection
{doses =5.25 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%}, biood pressure increased (1%, <1%), musculoskeletal
stifiness (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 irials in patients with schizophrenia comparing various fixed
doses (2, 5, 10, 15, 20, and 30 mg/day) of oral aripiprazole fo 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 (placebo, 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 schizophrenia, the incidence of
reported EPS-related events, excluding events related fo akathisia was (oral aripiprazole 13%, placebo
12%} and the incidence of akathisia-refated events was (oral aripiprazole 8%, placebo 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 (aripiprazole injection 2%, placebo 0%).

Laboratory Test Abnormalities: A between group comparisen 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,
hematology, or urinalysis parameters. Similarly, there were no aripiprazole/placebo differences in the
incidence of discontinuations for changes in serum chemistry, hematology, or urinalysis. In"a long-term
(26-week), placebo-controlled 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,
LDL, and total cholesterol measurements.

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

EGG Ghanges: 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
increase in heart rate of 5 beats per minute compared to a 1 beat per minute increase among placebo patients.

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

The adverse events reported in a 26-week, double-blind trial comparing oral ABILIFY and placebo in
patients with schizophrenia or bipotar 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
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 probability of being acutely life-threatening. Frequent events are those occurring in at
least 1/100 patients; infrequent events are those occurring in 1/100 to 1/1000 patients; rare events are
those gccurring in fewer than 1/1000 patients. Blood and Lymphatic System Disorders: Infrequent -
anaemia Iymphadenopaihy p agr y , neutropenia); Aare - leukocytosis,
yiopenia, bocytopenic purpura, t l ia. Cardiac Disorders: Frequent -
ventncular p icular, sinus); ia, palpitations, cardiac
failure {including congestive and acute), myocardiai |nfarctlon cardlac arrest, atrial fibrillation,
atrioventricular block (including first degree and complete), extrasystoies (including ventricular and
supraventricular), angina pectoris, cyanosis, bundle branch block ing left, right), my
ischaemia; Rare - atrial flutter, cardiomegaly, cardiomyopathy, cardiopulmonary failure. Earandlabynnﬂr
Disorders: Infrequent - ear pain, vertigo, tinnitus; Rare - d Disorders: q -
hypothyroidism; Rare - goitre, hyperparathyroidism, hyperthyroidism. Eye Disorders: Frequent -
conjunctivitis; infrequent - eye redness, eye irritation, dry eye, blepl pasm, visual disturb , eye
pain, eye discharge, blepharitis, cataract, iacrimation increased; Rare - eyelld function disorder
oculogyration, eyelid oedema, photophobla, diplopia eyelid pt03|s eye haemorrhage Easlrommstmal
Disorders: Frequent - loose stoois | reflux disease,
gastritis, haemorrhoids, abdominal distensron faecal incontinence, haematochezra gingival pain, rectal
haemorrhage, abdominal pain lower, oral pain, retching, faecaloma gastrointesnnai haemorrhage, ulcer
{including gastric, duodenal, peptic), tooth fracture, gingivitis, lip dry; Rare - abdominal tenderness,
chapped lips, periodontitis, aptyalism, gastrointestinal pain, hypoaesthesia oral, inguinal hernia, swollen
fongue, colitis, haemateme5|s hyperchlorhydria, irritable bowel syndrome, oesophagltis faeces hard,
gingival bl dynia, mouth ion, reflux oesophagitis, cheilitis, intestinal

chest wall, bone, buttock, groin, fiank, musculoskeletal chest, pubic, and sacral), muscie rigidity, muscle
cramp; Infrequent muscle twrtching joint swelling, muscle spasms, muscle tightness, arthritis,
osteoarthritis, muscular weakness, joint range of motion decreased, sensation of heaviness; Aare -
tendonitis, osteoporosis, trismus, arthropathy, bursitis, exostosis, night cramps, coccydynia, joint
contracture, localised osteoarthritis, osteopenia, rhahdomyolysis, costochondritis, rheumatoid arthritis,
torticollis. Nervous System Disorders: Frequent - lethargy, dyskinesia; /nfraquent - disturbance in
attention, parkinsonism, dystonia, drooling, cogwhee! rigidity, dysarthria, paraesthesia, hypoaesthesia, loss
of consciousness (including depressed level of consciousness), hypersomnia, psychomotor hyperactivity,
balance disorder, cerebrovascular accident, hypokinesia, tardive dyskinesia, memory impairment, amnesia,
ataxia, dementia, hypotonia, burning sensation, dysgeusia, restiess leg syndrome, hypertonia, Parkinson’s
disease, akinesia, dysphasia, transient ischaemic attack, facial palsy, hemiparesis, myaclonus, 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, chor is, formication, masked facies,
neuralgia, paresthesia oral, parkinsonian rest tremor, cerebral haemorrhage, dizziness exertional,
hyperaesthesia, haemorrhage intracranial, ischaemic stroke, judgment impaired, subarachnoid
haemorrhage. Psychiatric Disorders: Frequent - schizophrenia (including schizoaffective disorder),
depression (including depressive symptom), hallucination {including auditory, visual, tactile, mixed,
olfactory, and somatic), mood altered (including depressed, euphoric, elevated, and mood swings),
paranoia, irritability, suicidal ideation, confusional state, aggression, mania, delusion {including
persecutory, perception, somatic, and grandeur) q - tensron ner , excitability,
panic attack (including panic disorder panic disorder with agoraphobia and pamc reac'non) abnormal
dreams, apathy, libido decreased, hostility, suicide attempt, bipolar disorder (including bipolar I), libido
mcreased anger, delirium, acute psychosis, disorientation, bruxism, |
disorder (including obsessive thoughts), mental status changes, crying, dysphorla completed surcrde fiat
affect, impulsive behaviour; Rare - blunted affect, cognitive deterioration, logorrhea, psychomotor agitation,
sacial avoidant behaviour, psychomotor retardation, suspiciousness, affect lability, anorgasmia, fear,
homicidal ideation, tic, premature ejaculation, dysphemia, bradyphrenia, derealisation, depersonalisation.
Renal and Urinary Disorders: Infrequent - pollakiuria, dysuria, haematuria, urinary retention, renal failure
(including acute and chronic), urinary hesitation, enuresis, nephrofithiasis, micturition urgency, polyuria;
Rare - nocturia, proteinuria, glycosuria, calculus urinary, azotaemia. Reproductive System and Breast .
Disorders: Infrequent - erectile dysfunction, vaginal discharge, amenorrhoea, vaginal haemorrhage,
menstruation irregular, menorrhagia, premenstrual syndrome, testicular pain, genital pruritus female,
ovarian cyst, benign prostatic hyperplasia, prostatitis, Rare - gynaecomastia, priapism (including
spontaneous penile erection), breast pain, pelvic pain, epididymitis, galactorrhoea, uterine haemorrhage.
Resprrawry, Thoracic, and Mediastinal Disorders: frequent - dyspnoea {including exertional); infrequent -
sinus ¢ ion, rhinorrhoea, is, asthma, hiccups, produciwe cough, chronic obstructive
airways disease (including exacerhated) rhinitis attergic, p y n,
sinus pain, respiratory distress, dry throat, hoarseness; " Rare - bronche hy, tysis,
respiratory arrest, sneezing, hypoxra pulmonary embolism, pulmonary oedema (including acute),
respiratory failure, brochospasm, nasal dryness, paranasal sinus hypersecretion, pharyngeal erythema,
rhonchi, tonsillar hypertrophy, asphyxia, Mendelson’s syndrome. Skrn and Subcutaneous Tissue
Disorders: Infrequent - hyperhydrosis, erythema, pruritis (i d), dry skin, itus 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 maculopapular, rosacea, seborrhoea,
periorbital oedema, rash vesicular. Vascular Disorders: Frequent - hypotension; infrequent - hot fiush
(including flushing), deep vein is, phlebitis; Rare - pallor, petechiae, varicase 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 previousty 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 substantiat probability of being
acutely life-threatening. Frequent events are those occurring in at least 1/100 patients; infrequent evenis
are those occurring in 1/100 to 1/1000 patients; rare events are those occurring in fewer than 1/1000
patients. Ear and Labyrinth Disorders: Infrequent - hyperacusis. General Disorders and Administration
Site Conditions: Infrequent - injection site stinging, abnormal feelmg, mrectron site pruritus, injection site
swelling, veni e site bruise. Infe and q - bacteruria, urinary tract
infection, urosepsis. Investigations: Infrequent - blood pressure abnormal, heart rate irregular,
electrocardiogram T-wave abnormal. Psychiatric Disorders: Infrequent - intentional self-injury.
Respiratory, Thoracic, and Mediastinal Disorders: Infrequent - pharyngolaryngeal pain, nasal congestion.
Vascular Disorders: Infrequent - blood pressure fluctuation.

Postintroduction Reports: Reported since market introduction and temporally {not necessanly causally)
related to aripiprazole therapy: allergic reaction (eg, anaphylactic reaction, , faryngosp
oropharyngeal spasm, pruritis, or urticaria), grand mal seizure, and jaundice.

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

Abuse and d Aripi has not been y studied in humans for its potential for
abuse, tol or physical While the clinical trials did not reveal any tendency for any drug-
seeking behavior, 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 ciosely observed for signs of ABILIFY (aripiprazole) misuse or abuse.

OVERDOSAGE: 76 cases of deli or ge with oral ABILIFY alone or in combination
with other substances were reported worldwide [44 cases with known outcome, 33 recovered without
sequelae and one recovered with sequelae (mydriasis and feeling abnormal)}. Addmonaliy, 10 of these
cases were in children (age 12 and younger) involving 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 vomiting, somnolence, and tremor. For mare information on symptoms
of overdose, see Full Prescribing Information.

Management of Dverdosage No specific information is available on the treatment of overdose with
An

pancreatitis, eruciatlon gastric ulcer haemorrhage, mefaena, glossitis, stomatitis. General Disorders and
Administration Site Conditions: Frequent - asthenia, pyrexia, chest pain, gait disturbance; /infrequent -
malaise, oedema, influenza-like illness, chills, general physical heaith deterioration, feeling jitlery, mobility
decreased, thirst, feeling cold, difficulty in walking, facial pain, sluggishness, condition aggravated; Rare -
inflammation localized, swelling, energy increased, inflammation, abasia, xerosis, feeling hot,
hyperthermia, hypothermia. Hepalobiliary Disorders: Inlrequent cholecystitis (inciuding acute and
chronic); Rare - cholelithiasis, hepatitis. System Di: [V itivity.
Infections and Infestations: Frequent - respiratory tract infection (including upper and Iower), pneyumonia;
Infrequent - cellulitis, dental caries, vaginitis, vaginal infection, cystitis, vaginal mycosis, eye infection,
gastroenteritis, onychomycnsrs vaginal candidiasis, ofitis rnedla follicuiitis, candidiasis, otitis externa,
pyelonephritis, rash pustular; Rare - appendicitis, septic shock. Injury, Poisoning, and Procedural
Complications: Frequent - fall, skin laceration, contusion, fracture; infrequent - blister, scratch, joint
sprain, bum, muscle strain, penorbital haematoma arthropod bite/shng head injury, sunburn; Rare - joint
dislocation, alcohol poisoning, road traffic accident, self mutilation, eye penetration, injury asphyxuahon,
pmsonlng, heat exhaushon heat stroke. Investigations: Frequent weight decreased, blood creatine
- blood glucose i heart rate i dy
increased, alanine aminotransferase increased, blood cholesterol increased, white blood cell count
increased, haemoglobin decreased, aspartame aminotransferase mcreased blood urea increased,
elecirocardiogram ST segment abnormal {including d decreased, hepahc
enzyme increased, blood bilirubin increased, blood glucose decreased blood creatinine mcreased blood
alkaline phosphatase increased, blood pressure d, biood d, blood urine
present, electrocardiogram QT corrected interval proionged Rare - transaminases mcreased blood
triglycerides increased, blood uric acid increased, cardiac murmur, eosiniphil count increased, neutrophil

% Bristol-Myers Squibb Company

should be obtained in case of overdosage and, if QTc interval prolongation
is present, cardiac monitoring should be instituted. Otherwise, management of overdose should concentrate
on supportive therapy, maintaining an adequate airway, oxygenation and ventilation, and management of
symptoms. Close medical supervision and monitoring should continue urtil the patient recovers. Charcoal: In
the event of an overdose of ABILIFY, an early charcoal administration may be useful in partially preventing the
absorption of aripiprazole. Administration of 50 g of activated charcoal, one hour after a single 15-mg oral
dose of aripiprazole, decreased the mean AUC and Cpgy of anpiprazole by 50%. Hemodialysis: Atthough
there is no information on the effect of t dialysis in treating an overdose with aripiprazole, hemodialysis is
unlikely to be useful in overdose management since aripiprazole is highly bound to plasma proteins.

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

Orally Disintegrating 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

US Patent Nos: 5,006,528; 6,977,257; and 7,115,587
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Our best minds are focused on new treatments in psychiatry.

Knowledge transforms, illuminates, and unlocks the door to the science
of mental illness. Over the past 30 years, UPMC’s Western Psychiatric
Institute and Clinic (WPIC) has set the standard for innovative clinical care
including pioneering short- and long-term treatment approaches. We have
incorporated both pharmacologic and psychotherapeutic regimens that
are standards of care in behavioral health today. As the number one
recipient of federal psychiatric research funding and with a history of
clinical advances, our psychiatrists’ findings have informed their colleagues’
practices across the country. WPIC: clinicians and researchers have shed
light on mental illness across the lifespan and have created new tools for
managing pervasive developmental disorders, addictions, mood and
anxiety disorders, geriatric psychiatry, and eating disorders. Our specialized
clinical programs tackle the most complex cases, with teams who specialize
in psychiatry, psychopharmacology, clinical psychology, and neurology
assessing and crafting complete, individualized procedure plans. WPIC
psychiatrists provide treatment based on current scientific advances so
those with mental illness can live healthier and more productive lives.

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

www.upmc.com | 1-800-533-UPMC
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KNOW THEFACGTS

LY

DECADES OF LIFE'

People with severe mental illness
die up to .on
average, than the general population.'?

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

P




KNOWTHEFACTS

Heart disease is a leading cause of death
In patients with severe mental illness.'?

e Weight gain

e Diabetes

e High blood pressure
e High cholesterol

e Smoking

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

B
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IMPORTANT TREATMENT CONSIDERATIONS

Suicidality in Children and Adolescents

Antidepressants increased the risk of suicidal thinking and
behavior (suicidality) in short-term studies in children and
adolescents with Major Depressive Disorder (MDD) and other
psychiatric disorders. Anyone considering the use of EFFEXOR XR
or any other antidepressant in a child or adolescent must
balance this risk with the clinical need. Patients who are
started on therapy should be observed closely for clinical
worsening, suicidality, or unusual changes in behavior.
Families and caregivers should be advised of the need for
close observation and communication with the prescriber.
EFFEXOR XR is not approved for use in pediatric patients.
{5ee Warnings and Precautions: Pediatric Use.)

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

«EFFEXOR XR is contraindicated in patients takin
monoamine oxidase inhibitors (MAOQIs). EFFEXOR XR shoul
not be used in combination with an MAOI or within at least
14 days of discontinuing treatment with an MAOI; at least

7 days should be allowed after stopping EFFEXOR XR
before starting an MAOL.




Break HaCycle
with EFFEXOR XR

‘/ In an open-label study of patients who failed previous antidepressant
treatment, nearly 0% achieved remission when changed to EFFEXOR XR'

/ In the PREVENT " study, the probability of preventing a new episode
of depression was 92% with EFFEXOR XR in maintenance year 2 vs. 55%
with placebo”

‘/ More than 42 years of clinical experience and over 20 million patients treated
with EFFEXOR/EFFEXOR XR*

» Adult and pediatric patients with MDD can experience worsening of  * Abrupt discontinuation or dose reduction has been associated with
their depression and/or the emergence of suicidal ideation and  discontinuation symptoms. Patients should be counseled on possible
behavior, whether or not they are taking antidepressants. Patients  discontinuation symptoms and monitored while discontinuing the
treated with antidepressants should be observed closely for dmlg:'ethe dose should be tapered gradually. See the Precautions section
clinical worsening and suicidality, especially at the beginning  of the Prescribing Information.
of drug therapy, or at the time of increases or decreases in . he most common adverse events reparted in EFFEXOR XR short-term
dose. Anviety, agitation, panic attacks, insomnia, fmitability, hostility,  pfacebo-contralled MDD, generalized anxiety disorder (GAD), social
agressiveness, impulsivity, akathisia, hypomania, and mania have been  ayiary disorder (SAD), andlor panic disorder (PD) trials (incidence
reported and may represent Jxecmsm to emerging suicidality. topping  >100¢ and >2x that of placebo) were anorexia, asthenia, constipation,
or madifying therapy should be considered especially when SYmptoms  giziness dry mouth, ejaculation problems, impotence, insomnia,
are severe, abrupt in onset, o not part of presenting symptoms.

* The devel!upr;:em of potentially Iifea-éhreatenin serotonin syrndr?j‘lme
may occur when EFFEXOR XR is coadministered with other drugs that . o
may affect the seratonergic neurotransmitter systems. Concomitant use For study design, please see references or visi PreventStudy.com.
of EFFEXOR XR with MAOIs is contraindicated. If concomitant use of  'Based on IMS National Prescription Audit and SDI longitudinal
EFFEXOR XR with an SSRI, SNRI, or a triptan is dinically warranted, ~ Presdiption data.
careful observation of the patient is advised. Concomitant use
of EFFEXOR XR with tryptophan supplements is not recommended.

. ;rleat[rinem w'rth{ve?lafaxine is associated with sustained in?reasea in ONCE=-DAILY
pod pressure (BP) in some patients. Postmarketing cases of elevated
BP requiring immediate treatment have been reported. Pre-existing V E N L A FA X JII N E H C f

hypertension should be controlled. Regular BP monitoring > EXTENDED
is recommended. CAPSULES
|

» Mydriasis has been reported in assodation with venlafaxine; therefore,
patients with raised intraocular pressure or those at risk of acute narmow-

angle glaucoma (angle-closure glaucoma) should be monitored. The Chﬂﬂgﬂ they deserve.

nausea, nervousness, somnalence, and sweating.




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

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

kinesi buccuglossal syndrome, cerebrovascular accident, feeling drunk, loss of consciousness, delusions,

Alcohol: A single dose of ethanol had no effect on the phar inetics (PK) of or 0-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 diazepam did not appear to affect the PK of either venlafaxine
or ODV. Venlafaxine did not have any effect on the PK of diazepam or its active metabolite, desmethyldiazepam, or
affect the psychomotor and psychometric effects induced by diazepam. Haloperidol: Venlafaxine decreased
total oral-dose clearance of haloperidol, resulting in a 70% increase in haloperidol AUC. The haloperidol Crnay increased
88%, but the haloperidol elimination half-life was unchanged. Lithium: A single dose of lithium did not appear to affect
the PK of either venlafaxine or ODV. Venlafaxine had no effect on the PK of lithium. Drugs Highly Bound to Plasma
Proteins: Venlafaxine is not highly bound to plasma proteins; coadministration of Effexor XR with a highly
protein-bound drug should not cause increased free concentrations of the other drug. Drugs That Inhibit
Cytochrome P450 Isoenzymes: CYP2D6 Inhibitors: Venlafaxine is metabolized to its active metabolite, 0DV, by
CYP2D6. Drugs inhibiting this isoenzyme have the potential to increase plasma concentrations of venlafaxine and
decrease concentrations of ODV. No dosage adjustment is required when venlafaxine is coadministered with a
CYP2D6 inhibitor. Concomitant use of venlafaxine with drug treatment(s) that potentially inhibits both CYP2D6 and
CYP3A4, the primary metabolizing enzymes for venlafaxine, has not been studied. Use caution if therapy includes
venlafaxme and any agent(s) ) that produces simultaneous inhibition of these two enzyme systems. Drugs
Me by Cy Venlafaxine is a relatively weak inhibitor of CYP2D6. Venlafaxine
did not inhibit CYP1A2 and CYP3A4 CYP2CO (in vitro), or CYP2C19. Imipramine: \ienlafaxine did ot affect the PK of
|m|pram|ne and 2-OH-imi However desi , Cmax and Cpyin increased by ~35% in the presence of

ine. The 2-OH- ine AUCs i by 2.5-4.5 fold i ine did not affect the PK of venlafaxine and
ODV. Risperidone: Venlafaxine slightly inhibited the CYP2D6-mediated metabolism of risperidone to its active
metabolite, 9-hydroxyrisperidone, resulting in a ~32% increase in risperidone AUC. Venlafaxine coadministration did not
significantly alter the PK profile of the total active moiety (risperidone plus 9-hydroxyrisperidone). CYP3A4: Venlafaxine
did not inhibit CYP3A4 in vitro and in vivo. Indiinavir. In a study of 9 healthy volunteers, venlafaxine administration resulted
ina 28% decrease in the AUC of a single dose of indinavir and a 36% decrease in indinavir Cray. Indinavir did not affect
the PK of venlafaxine and ODV. CYP1A2: Venlafaxine did not inhibit CYP1A2 in vitro and in vivo. CYP2C9: Venlafaxine
did not inhibit CYP2C9 in vitro. In vivo, venlafaxine 75 mg by mouth every 12 hours did not alter the PK of a single
550-myg dose of tolbutamide or the CYP2C9-mediated formation of 4-hydroxy-tolbutamide. CYP2CG19: Venlafaxine did
not inhibit the metabolism of diazepam, which is partially metabolized by CYP2C19 (see Diazepam above). MAOIs:
See CONTRAINDICATIONS and WARNINGS. CNS-Active Drugs: Use caution with concomitant use of venlafaxine
and other CNS-active drugs. Serotonergic Drugs and Triptans (see WARNINGS: Serotonin Syndrome): Based on
the mechanism of action of Effexor XR and the potential for serotonin syndrome, caution is advised when Effexor XR
is coadministered with other drugs that may affect the serotonergic neurotransmitter systems, such as triptans, SSRIs,
other SNRIs, linezolid, lithium, tramadol, or St. John’s wort. If concomitant treatment of Effexor XR with these drugs is
clinically warranted, careful observation of the patient is advised, particularly during treatment initiation and dose
increases. The concomitant use of Effexor XR with tryptophan supplements is not recommended. Electroconvulsive
Therapy (ECT): There are no clinical data establishing the benefit of ECT combined with Effexor XR treatment.
Carcinogenesis, Mutagenesis, Impairment of Fertility—Carcinogenesis: 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. ODV
elicited a clastogenic response in the in vivo chromosomal aberration assay in rat bone marrow. Impairment of
Fertility. No effects on reproduction or fertility in rats were noted at oral doses of up to 2 times the MRHD on a mg/nt
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 mafformations 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 i i upon
delivery. Reports include respiratory distress, cyanosis, apnea, seizures, temperature instability, feeding difficulty,
vomiting, hypoglycemia, hypatonia, 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
seratonin syndrome. When treating a pregnant woman with Effexor XR during the third trimester, carefully consider the
potential risks and benefits of treatment and consider tapering Effexor XR in the third trimester. Labor, Delivery,
Nursing—The effect on labor and delivery in humans is unknown. Venlafaxine and ODV have been reported to be
excreted in human milk. Because of the potential for serious adverse reactions in nursing infants from Effexor XR, a
decision should be made whether to discontinue nursing or to discontinue the drug, taking into account the
importance of the drug to the mother. Pediatric Use—Safety and effectiveness in the pediatric population have not
been established (see BOX WARNING and WARNINGS: Clinical Worsening and Suicide Risk). No studies have
adequately assessed the impact of Effexor XR on growth, development, and maturation of children and adolescents.
Studies suggest Effexor XR may adversely affect weight and height (see PRECAUTIONS-General, Changes in Height
and Changes in Weight). Should the decision be made to treat a pediatric patient with Effexor XR, regular monitoring
of weight and height is recommended during treatment, particularly if long term. The safety of Effexor XR for pediatric
patients has not been assessed for chronic treatment >6 months. In studies in patients aged 6-17, blood pressure

ia, dystonia, energy increased, facial paralysis, abnormal gait, Gmllaln-Barre 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, comneal
lesion, deafness, exophthalmos, eye hemorrhage, glaucoma, retinal hemorrhage, subconjunctival hemorrhage,
keratitis, labyrinthitis, miosis, papilledema, decreased pupillary reflex, ofitis externa, scleritis, uveitis. Urogenital
system - Frequent: prostatic disorder (prostatitis, enlarged prostate, and prostate irritability), urination impaired;
Infrequent: albuminuria, amenorrhea, cystitis, dysuria, hematuria, kidney calculus, kidney pain, leukorrhea,
menorrhagia, metrorrhagia, nocturia, breast pain, polyuria, pyuria, urinary incontinence, urinary retention, urinary
urgency, vaginal hemorrhage, vaginitis; Rare: abortion, anuria, balanitis, bladder pain, breast discharge, breast
engorgement, breast enlargement, endometriosis, female lactation, fibrocystic breast, calcium crystalluria, cervicitis,
orchitis, ovarian cyst, prolonged erection, gynecomastia (male), hypomenorrhea, kidney function abnormal, mastitis,
menopause pyelonephntls oliguria, salplngltls urolithiasis, uterine hemorrhage, uterine spasm, vaginal dryness.

Reports: agrar , anaphylaxis, aplastic anemia, catatonia, congenital anomalies, CPK
mcreased deep vein thrombophlebitis, dellnum EKG abnormalities such as QT prolongation; cardiac arrhythmlas
including atrial fibrillation, supraventricular tachycardla ventricular extrasystoles, and rare reports of ventricular
fibrillation and ventricular tachycardia, including torsades de pointes; epidermal necrosis/Stevens-Johnson syndrome,
erythema multiforme, extrapyramidal symptoms (including dyskinesia and tardive dyskinesia), angle-closure
glaucoma, hemorrhage (including eye and gastrointestinal bleeding), hepatic events (including GGT elevation;
abnormalities of unspecified liver function tests; liver damage, necrosis, or failure; and fatty liver), interstitial lung
disease (including pulmonary eosinophilia), involuntary movements, LDH increased, neuroleptic malignant syndrome-
like events (including a case of a 10-year-old who may have been taking methylphenidate, was treated and
recovered), neutropenia, night sweats, pancreatitis, pancytopenia, panic, prolactin increased, renal failure,
rhabdomyolysis, serotonin syndrome, shock-like electrical sensations or tinnitus (in some cases, subsequent to the
discontinuation of venlafaxine or tapering of dose), and SIADH (usually in the elderly). Elevated clozapine levels that
were temporally assouated with adverse events, including seizures, have been reported following the addition of
in time, pamal thromboplastin time, or INR have been reported when venlafaxine
was given to patients on warfarln 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
(eg, 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 of 1
patients is not clear. Treatment should consist of those general measures employed in the management ofoverdosage
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 muttiple drug involvement. Consider contacting a poison control center for additional information on the
treatment of overdose. Telephone numbers for certified poison control centers are listed in the Physicians’ Desk
Reference® (PDR). DOSAGE AND ADMINISTRATION: Consult full prescribing information for dosing instructions.
Switching Patients to or From an MAOI—At least 14 days should elapse between discontinuation of an MAOI and
initiation of therapy with Effexor XR. At least 7 days should be allowed after stopping Effexor XR before starting an
MAOI (see CONTRAINDICATIONS and WARNINGS). This brief summary is based on Effexor XR Prescribing
Information W10404C025, revised August 2006.

122873-01

®
Wyeth © 2007, Wyeth Pharmaceuticals Inc., Philadelphia, PA 19101
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COME TO THE BEAUTIFUL
SHENANDOAH VALLEY (IN VIRGINIA)

Northwestern Community Services, a community based
behavioral health system, has immediate openings for
BE/BC psychiatrists. We provide a wide range of Mental
Health, Mental Retardation, and Substance Abuse Ser-
vices in a five county, rural area. You will find excellent
clinical support and administrative staff to work with.
You will also find an exceptional team of psychiatrists
to work with, both in our system and also in the private
sector. We are most fortunate to also have an excellent
psychiatric nursing staff. We offer a flexible schedule
as well as an excellent benefit package including state
retirement, independent investments, medical, dental,
and a flexible reimbursement plan.

The positions we are recruiting for are newly established
and we have psychiatrists who have been with our or-
ganization in excess of 25 years, thereby demonstrating
the stability of our behavioral health system. The salary
for these positions is negotiable.

Even though we are located in the beautiful Shenandoah
Valley, we are within an hour’s drive of major metropoli-
tan areas.

NO CALL

NO EVENINGS
NO ADMITTING

Please contact:
Mr. Millard E Hall, Jr., Chief Executive Officer
(540) 636-4250, extension 3256 or bhall@nwcsb.com

WORKING TOGETHER.
MAKING A DIFFERENCE.

Towa Health Physicians, the state’s largest physician group,
is searching for a BE/BC Adult Psychiatrist to join a highly
respected group in Des Moines, IA.

Practice Highlights

* Located on the campus of Iowa Lutheran Hospital, the
largest private hospital-based mental health facility in the
state.

 Inpatient and outpatient responsibilities.

¢ A growing community, in need of an additional
Psychiatrist.

» Teaching opportunities available.

+ Call schedule 1:4.

Organization Description

» Jowa Health Physicians is a non-profit 250-member
physician group.

*  We pride ourselves on providing the highest quality patient
care with innovative ways of approaching the health care
delivery system.

* Highly competitive salary and compensation plan.

For more information please contact: Jessica Meisner at (888)

343-4912. To expedite consideration, please email your CV to
meisnejj@ihs.org or fax to (319) 739-2750.

IOWA HEALTH

PHYSICIANS AND CLINICS
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Partner with a )
Magnet Hospital in (74
Wausau, Wisconsin

BC/BE Adult Psychiatrist needed for 50/50
Inpatient and Outpatient. Call shared with
6 local psychiatrists including a Medical
Director of 11 bed inpatient unit at Aspirus

Wausau Hospital. Work with a great team
of young vibrant psychiatrists. There is a
great potential for program growth and
development with a focus on expanded
community action. Excellent compensa-
tion package with outstanding benefits.

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

Please contact Jamie Sitko today at
800-792-8728 of fax cv to 715-847-2317.
Email: jamiesi@aspirus.org or
visit www.aspirus.org.

ASPIRUS

)

PSYCHIATRIST

The Louis A. Johnson VA Medical
Center, Clarksburg, WV, is seeking
an inpatient/outpatient staff psy-
chiatrist. Board certified preferred,
board eligible required, specialty of
psychiatry. Requirements include
MD or DO degree, successful com-
pletion of a residency program,
and licensed to practice medicine
in any state of the United States.

US CITIZEN PREFERRED.

MALPRACTICE INSURANCE PROVIDED.
EXCELLENT BENEFITS PACKAGE.

Interested candidates may view
the vacancy announcement at
www.usajobs.opm.gov.




Instructor/Assistant/Associate Professor
Position in Psychiatry

American University of Beirut
Faculty of Medicine and
Medical Center, Beirut, Lebanon

We are seeking at the Faculty of Medicine and Medical Center
of the American University of Beirut a full-time academic Adult
Psychiatrist whose responsibilities include inpatient and out-
patient care, resident supervision, and teaching medical stu-
dents. Opportunities for clinical and basic research are avail-
able. The psychiatrist is expected to play a leadership role in the
research and clinical operation of a new service that includes
psychiatrists, clinical psychologists, psychiatric nursing. Candi-
dates should be Board-Certified or eligible in General Psychiatry
and have established academic and administrative credentials.
Successful candidates will be appointed at the appropriate aca-
demic rank and track.

We are moving to a newly refurbished facility. Many opportunities
for collaboration with the framework of the Abu-Haydar Neurosci-
ence Institute exist with physician-scientists and clinicians from
adult/child neurology, neurosurgery and psychiatry.

Fluency in both English and Arabic is a requirement.

To apply please send a cover letter, CV and names of three referees,
no later than June 30,2007 to:
American &
U University
" L

of Belrut
Acting Chairperson

American University of Beirut

P.O.Box 11-0236 - Riad El-Solh/Beirut 1107-2020, Lebanon
E-mail submission is also encouraged at: rb50@aub.edu.lb

Rose Mary Boustany, MD, Chairperson
Abu-Haydar Neuroscience Institute and

AUB is an affirmative action institution and an equal opportunity employer.

FEDERAL BUREAU OF PRISONS

Discover a Unique Career

FMC Devens Career Opportunities - The Federal Medical
Center at Devens, MA., has 2 openings in the Psychiatry De-
partment. A Chief Psychiatrist whose responsibilities include
providing leadership to staff psychiatrists on professional
issues; defining psychiatry programs within agency guidelines,
utilizing evaluation standards, clinical practice guidelines, and
performance measures and a Staff Psychiatrist whose duties
include maintaining and developing program mission goals
and objectives for psychiatry that are defined by the Bureau
of Prisons, providing guidance on maintaining court ordered
studies, forensic evaluations and civil commitment.
Excellent Benefits - Health and life insurance, sick and
annual/vacation leave, plus 10 paid holidays per year, continu-
ing education funds, Federal Law Enforcement Retirement
Plan, and a Thrift Savings plan (similar to 401K).

Career Pathways - Work as a civil service employee for the
Federal Bureau of Prisons, or as a Commissioned Officer in the
U.S. Public Health Service Commissioned Corp.

YOU can have a significant role in the health of the nation by
delivering quality psychiatric care within a federal health care
facility.

For additional information, please contact:

Federal Medical Center
Attn: Charleston Iwuagwu or Michele Wilson
42 Patton Rd
Devens, MA 01432
Phone: 978-796-1502 or 978-796-1153
ciwuagwu@bop.gov or mmwilson@bop.gov

The Federal Bureau of Prisons is an
Equal Opportunity Employer

Salt River Pima-Maricopa Indian Community

$139,318 - szoa.gmwr\
Cpen Unnl Filled

Psychiatrist

The Salt River Pima-Maricopa Indian Community, located in
Scottsdale, Arizona, is secking a physician specialist
psychiatrist to provide direct and indirect services for our
community. Duties will include direct mental health and
psychiatric evaluation and care, consultation and training,
system development and associated administrative duties.

The position requires an MD from an accredited medical
school and board certification in general psychiatry from the
American Board of Psychiatry and Neurology and at least 5
years full-time experience practicing psvchiatric medicine,
Candidates must also possess current Drug Enforcement
Agency (DEA) registration and a license to practice medicine
in the State of Arizona. Board certification in child psychiatry
and adult psychiatry from the American Board of Psychiatry
and Neurclogy preferred. Experience working in Native
American or Alaskan Native communities and experience in
building systems of care preferred,

The Salt River Pima-Mancopa Indian Community offers a rich
benefits package with too much to mention: Health
Insurance, Prescription Drug Coverage, Vision Care, Dental,
Paid Life, Emplovee Assistance Program, 401(k) plan, Accrue
15 Paid Annual and 15 Sick Days your first year, 13
recognized holidays and more!

— Apply Today!

To be considered for this position, please apply online at
www.srpmicjobs.com. Or submit your resume and completed
SRPMIC application to: SRPMIC, HR Dept., 10,005 E.
Osborn Road, Scottsdale, AZ B5256. Please call
480.850.8096 for more details. EOE. Native American
Preference Applies,

www.srpmicjobs.com

NAPA, CALIFORNIA

Napa State Hospital
and
The University of California, Davis

Napa State Hospital, in the heart of the wine country just
north of San Francisco, in conjunction with the UC Davis,
Department of Psychiatry, is inviting applications for Staff
Psychiatrist positions.

Our hospital has been enlarging its Forensic Program and
needs psychiatrists with a desire to serve the chronically and
severely mentally ill. We are a large psychiatric teaching
hospital with congenial staff, onsite CME, a research
program and competitive salary and benefits.

Our collaboration with UC Davis includes consultation,
forensic residents on site and joint educational
presentations. UC Davis volunteer faculty positions are
available to those meeting requirements.

New salaries announced:
Maximum will be up to $242,000 per year
(meeting qualifications)

For more information, send a CV to:
Jeffrey Zwerin, D.O., Medical Director
2100 Napa-Vallejo Hwy
Napa, CA 94558
— call 707-253-5434
— email <jzwerin@dmhnsh.state.ca.us>
We are an equal opportunity employer
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New HampsHIRE HosPiTA DICAL DIRECTOR

DARTMOUTH MEDICAL SCHOOL. The Department of Psychiatry
is seeking a senior faculty member to serve as Medical Director of
New Hampshire Hospital, in Concord, NH.

New Hampshire Hospital (NHH) provides acute and chronic hospi-
tal services for citizens of New Hampshire. The hospital first opened
in 1842; its 230 acute care beds are housed in a beautiful 17 year-old
facility. Through a longstanding successful collaboration between
the State of New Hampshire and the Department of Psychiatry at
Dartmouth, the hospital provides outstanding clinical services, is
a sought-after teaching and training site, and has partnered with
research groups to improve targeted aspects of care and to build
new knowledge.

The NHH Medical Director will serve as the chief clinical officer
of New Hampshire Hospital. The NHH Medical Director is part of
the Senior Leadership of the Department of Psychiatry and will
work closely with the Chair to lead the Department and to further

extend the established state-academic partnership. The role will
include supporting and facilitating excellent clinical care, support-
ing New Hampshire Hospital's function as an outstanding teaching
and training site, and facilitating research activities that serve the
mission of both New Hampshire Hospital and the Department.

The ideal candidate will have a passion for public sector care, a
patient-centered clinical orientation, excellent clinical leadership
skills, sound interpersonal skills, administrative experience, and
a strong academic background. The candidate must be a board
certified psychiatrist.

Curriculum vitae and three letters of reference should be sent to:

Alan I. Green, M.D., Raymond Sobel Professor and Chairman
Department of Psychiatry, Dartmouth-Hitchcock Medical Center
1 Medical Center Drive, Lebanon, NH 03756

Dartmouth College is an Equal Opportunity/Affirmative Action
Employer and encourages applications from women and members of
minority groups.

PSYCHIATRISTS

The Department of Veterans Affairs, Central Texas Veterans
Health Care System (CTVHCS), is accepting applications for
several positions for board-certified Psychiatrists at Temple
and Waco, Texas. CTVHCS is affiliated with the Texas A&M
University Health Science Center. Applicants with interest
in teaching and research will be given preference. CTVHCS
offers competitive salaries and excellent benefits.

Applicants are required to have expertise in treatment of at
least one of the following patient populations: the seriously
mentally ill, PTSD or provision of mental health in primary
care clinics.

In addition to its close proximity to the metropolitan Austin
area famous for its live entertainment, Central Texas offers

affordable housing, excellent schools, one of the lowest
costs of living in the country and year-round recreational
opportunities highlighted by the lakes and rivers of the Texas
Hill Country. Texas has no state income tax.

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. Applicants are subject to drug
testing. EOE

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
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THE ( MIND ) INSTITUTE

Mental lliness and
Neuroscience Discovery

The MIND Institute, located in Albuquerque, New Mexico, is part of a national science
network committed to expanding the boundaries of neuroscience research, leading
to a better understanding of human behavior and discovering new approaches to the
diagnosis and treatment of mental illness and other brain disorders.

We are looking for both junior and senior research scientists and clinicians to join our
organization with expertise in schizophrenia and psychosis, addiction and antisocial
disorders, and both normal learning and learning in neurodevelopmental disorders.
Candidates should have experience with neuroscience imaging technologies, clinical
mental health experience, and strong organizational skills. M.D. or Ph.D. required.

Our research programs employ a variety of imaging methods including structural
MR, functional MR, spectroscopy, diffusion tensor imaging, electro- and magneto-
encephalography, as well as genetic, neuropsychological and psychiatric assessments.
The MIND has recently obtained the first mobile MRI dedicated to performing brain
imaging research in inmates, warfighters and other remote populations. Along with
developing new technologies to reduce learning time and increase retention, we are
also pursuing innovative methods of data-driven analysis, including ICA and Bayesian
networks. We collaborate closely with MIND Research Network partners at Sandia
and Los Alamos National Laboratories, the University of New Mexico, Harvard/MIT/
Massachusetts General Hospital and the University of Minnesota.

For more information about the MIND Institute, as well as a complete
description of the opportunities available, please visit our website at:
www.themindinstitute.org

The MIND Institute is a 501(c)3 independent, non-profit organization
and is an equal opportunity employer.

The doctor is in.

Whether you are a practicing physician
or talented applicant, the American

Psychiatric Association (APA) Job Bank L4
is your psychiatric job placement resource. s

IN BOCUS
Candidates: G
Post your résumé online for free.

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

Employers:

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

Find the right candidate for your psychiatric position.

IN THE KNOW

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

APA
'9]3
B A N K

Visit www.psych.org/jobbank today.

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

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




Continuum Health Partners, Inc. www.chpnyc-employment.com

Bethlisrael

First Avenue at 16th Street
New York, NY 10003

Stability, teamwork and medical excellence that makes a difference on a daily basis.
Since 1889, Beth Israel Medical Center, a 1368-bed full service tertiary teaching
hospital has been at the forefront of progressive medical advancement serving
our local community and influencing healthcare on a national and international
level. Our continued growth and success requires the best qualified individuals
for an exceptional career opportunity.

PSYCHIATRIST - ADDICTION PSYCHIATRY

DEPARTMENT OF PSYCHIATRY
AND BEHAVIORAL SCIENCES

The Department of Psychiatry is seeking an Addiction Psychiatrist for a full-time
faculty position in the Division of Addiction Psychiatry. The division includes
a nationally recognized 28-bed MICA unit, outpatient clinic and a fellowship
program in Addiction Psychiatry. Responsibilities include: teaching and
supervision of psychiatry residents, addiction fellows, medical students, and
psychology interns; leading a multi-disciplinary team in providing clinical
services to patients as well as QA and Ql; collaborative and independent
research as well as private practice. Candidates should be licensed or eligible
for licensure in NYS and board certified in General Psychiatry and Addiction
Psychiatry. Candidates must be eligible for appointment to the faculty of
Albert Einstein College of Medicine. Salary commensurate with experience.

Reply to: Michael Serby, MD, Associate Chairman, Department of Psychiatry,
Beth Israel Medical Center, 1st Avenue at 16th Street, NY, NY 10003,
Fax 212-420-3442. Email: mserby@bethisraelny.org.

We are committed to diversity and equal opportunity.

NEW YORK STATE OFFICE OF
MENTAL HEALTH
ELMIRA PSYCHIATRIC CENTER

Elmira Psychiatric Center, a JCAHO accredited
facility, is seeking BE/BC Psychiatrists. Located in
New York’s scenic Finger Lake Region, EPC is an
intermediate psychiatric hospital offering a full
range of inpatient and outpatient services.

EPC offers a comprehensive New York State
benefits package including health, dental, prescrip-
tion, optical, vacation, holidays, retirement, and
Section 457 Investment Fund. Lucrative private
practice potential and extra service compensation
are also available. Salary to commensurate with
experience.

Contact:
Elmira Psychiatric Center
100 Washington Street
Elmira, NY 14901
E-mail: ElmiraPC@gmail.com
Phone: (607) 737-4726; Fax: (607) 737-4722

An AA//EOE Employer

ONE LIFE. FOUR SEASONS.
COUNTLESS OPPORTUNITIES.

In Wisconsin, you will enjoy four-season
living, small-town communities 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

adme /
(13 P
hysician-

driven leadership,
a supportive

administration child/adolescent opportunities
and excellent are available.

technology

provide a work e  Opportunities located in

environment that Stevens Point and Rhinelander
fosters growth
and outstanding
patient care.”

—John Oglesby, MD

e Minimal managed care

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

Al
MiNISTRY ]\;lill-m:m. Group CALL TODAY! 809_420-2622 .
Stevens Point, Wisconsin Brenda Chambers, Physician Recruiter
Fax: 715-342-7910

ministryhealth.org
Not a J-1 waiver site brenda.chambers@ministryhealth.org

CHAIRPERSON
DEPARTMENT OF PSYCHIATRY
Brigham and Women's/Faulkner Hospitals

STANLEY COBB PROFESSOR
OF PSYCHIATRY
Harvard Medical School

Harvard Medical School and Brigham and Women’s/Faulkner Hospitals are seeking
an academic leader to serve as the Stanley Cobb Professor of Psychiatry and the
Chairperson of the Department of Psychiatry at Brigham and Women’s/Faulkner
Hospitals, a founding member of the Partners HealthCare System. This individual
will be responsible for the full scope of clinical, research and educational activities of
the department as well as collaborative activities with the other departments of this
academic medical center, Partners HealthCare System, Harvard Medical School,
Faulkner Hospital and other affiliated institutions.

Candidates should have a strong record as a mentor and as a teacher, national recogni-
tion for psychiatric research accomplishments, and possess exceptional leadership, man-
agerial, and collaborative skills. Ideally, she/he would be a proven academic medical
leader with an international reputation in one of the disciplines of psychiatry, who can
lead a complex and successful organization to even higher levels of excellence.

Martin A. Samuels, MD, Chairman, Department of Neurology
Brigham and Women’s Hospital
Professor of Neurology, Chair, Search Committee
c/o Wanda McClain, Brigham and Women’s Hospital
75 Francis Street PB411, Boston, MA 02115
Email: BWHPsychSearch@partners.org

Interested candidates are requested to submit
a current Curriculum Vitae by email to
BWHPsychSearch@partners.org
by May 15, 2007 for consideration.

Harvard Medical School and Brigham and Women's/Faulkner Hospitals are cqual opportunity/affirmative action employers with strong

institutional commitments to diversity in their faculty. Women and minority candidates are parcicularly encouraged o apply:

HARVARD MEDICAL
BRIGHAM AND SCHOOL
Y WOMEN'S HOSPITAL —
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é PSYCHIATRISTS
The VA Needs You

Shreveport, Louisiana, Alexandria, Louisiana,
Biloxi, Mississippi, Pensacola, Florida,
Mt. Vernon, Missouri, Fayetteville, Arkansas

Psychiatrist positions require: BE/BC Psychiatrists, current,
full, unrestricted licensure (any state), U.S. citizen. Great
Benefits, Excellent Pay, Rewarding Work. See announce-
ments on www.vacareers.va.gov.

BILOXI/PENSACOLA  Outpatient and Inpatient Psychiatry
positions. Expertise in substance abuse, geropsychiatry and
PTSD preferred. BE/BC psychiatrist, state license (any state),
U.S. citizen or permanent resident. Send applications to Jean
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/
Application to tammie.arnold@med.va.gov or Tammie Arnold,
Psychiatry Service (116), P.0. 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 5118 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 5118.
FAYETTEVILLE, MT. VERNON Contact Laura Berg, HRMS, at
laura.berg2@va.gov or (479) 443-4301, ext 5191.

E PeaceHealth

SEEKING AN EXCEPTIONAL
PSYCHIATRIST

PeaceHealth Medical Group in Eugene, Oregon, is a 120-
physician multi-specialty group seeking
a BE/BC Psychiatrist to join our
inpatient Behavioral Health team. We
are associated with Sacred Heart Medical §
Center, a 432-bed level-two trauma
regional medical center. We offer a
highly competitive pay system, full
malpractice coverage and great benefits.

EUGENE, OREGON is one of the most
desirable cities in the Pacific Northwest
in which to live, work and play. The area is extraordinarily rich
in recreational areas as well as cultural activities and the arts,
Eugene is located in the heart of the Willamette Valley and is
within an hours drive of adventures at the beach with amazing
cliffs and sand dunes or al the snow peaked mountains with
hundreds of different ski runs.

Pircetfealth i an EED snd Allfrmstive Arnion Employer

Email your CV 1o Dorothy Reed at dreed @ peacehealth org o
Fax 1o {341) 681-3072,

and Join
the Professionals at

WSFIRELANDS

.- Regional Medical Center

Sandusky, Ohio

uilding th

Discover Vacationland | Firelands Regional Medical Center invites you to become a member of
one of the most progressive healthcare teams in the Heart of

Vacationland.

Firelands is a 440-bed acute care medical center serving a popula-
tion of over 250,000 in a six county area.

A $150 million building project is underway to expand the medical cen-
ter's patient capacity and cancer treatment/care.

Sandusky, located on the southern shore of Lake Erie, is one hour

|, west of Cleveland. The area is famous for its recreational facilities,

M8 | which include beautiful city and state parks, fishing piers, beaches,
Cedar Point Amusement Park and boating facilities. Our North Coast
region 1S also rich in both cultural activities and educational opportunities.

| For more information, call Dru Meredith, Physician Recruiter at 419-557-
| 7885, or e-mail resume to meredid@firelands.com, fax 419-557-7235.

PSYCHIATRIST WANTED.
Join an active and successful practice.

T e *



Marshfield Clinic is nationally recognized
for providing physicians with the most
advanced medical equipment and health
information technology today. Surrounded
by nature’s beauty in Wisconsin, we are
located in communities where neighbors
know one another.

ADULT PSYCHIATRY
OPPORTUNITY

GEISINGER HEALTH SYSTEM

4 We have openings for Adult and Child and
Adolescent Psychiatrists for our expanding
services.

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.

Marshfield Clinic is a multi-specialty group
practice with over 725 physicians located
at 40 centers in Wisconsin. The Clinic’s
Research Foundation has a history of
important medical discoveries in human
genetics and support for clinical research.

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 adutt 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.

Where

Progressive  1qgam more about these opportunities and
medicine  the very competitive compensation
package, please contact: Beth Albee,
‘md Physician Recruitment, Marshfield Clinic,
tmditz'onal 1000 N. Oak Ave., Marshfield, W1 54449,
Phone: 800-782-8581, extension 19775;
values a4 1159919779,
meet. . R
3 - _ E-mail: albee.beth@marshfieldclinic.org
Website: www.marshfieldclinic.org/recruit

P4 MARSHFIELD CLINIC.
Where the future of medicine fives

Marshfield Clinic is an Affirmative Action/Equal Opportunity employer
that values diversity. Minorities, females, individuals with disabilities and
veterans are encouraged to apply.

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
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BRIEF SUMMARY. See package insert for full prescribing information.

Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with dementia-related psychosi with

information and instructions in the Patient with patients. Laboratory Tests: Patients being considered
for GEODON treatment who are at risk of significant electruly1e disturbances should have baseline serum potassium and magnesium

atypical antipsychotic drugs are at an increased risk of death compared to placebo. Analyses of seventeen placebo controlled trials
(modal duration of 10 weeks) in these patients revealed a risk of death in the drug-treated patients of between 1.6to 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 placeho group. Although the causes of death were varied, most of the deaths appeared
fo be either cardiovascular (e.g., heart failure, sudden death) or infectious (€.g., pneumonia) in nature. GEODON (ziprasidone) is not
approved for the treatment of patients with Dementia-Related Psychnsis

INDICATIONS—GEODON Capsules s indi d d with
bipolar disorder with or without psychnllclealures GEODON® (zmrasmne mesylale)lurln]emlnn is indicated for acute agllallun in
schizophrenic patients.

CONTRAINDICATIONS — QT Prolongation: Because of GEODON's dose-related prolongation of the QT interval and the known association
of fatal arrhythmias with QT prolongation by some other drugs, GEODON is contraindicated in patients with a known history of QT
prolongation (including congenital long QT syndrome), with recent acute myocardial infarction, or with uncompensated heart failure (see
WARNINGS ). Pharmacokinetic/pharmacodynamic studies between GEODON and other drugs that prolong the QT interval have not been
performed. An additive effect of GEODON and other drugs that prolong the QT interval cannot be excluded. Therefore, GEODON should not
be given with dofetilice, sotalol, quinidine, other Class laand |1l anti- arrhythmics, mesoridazine, thioridazine, chlorpromazine, droperidol,
pimozide, sparfloxacin, gatifloxacin, moxifloxacin, halofantrine, idine, arsenic trioxide, I thadyl acetate, dolasetron
mesylate, probucol, or tacrolimus. GEODON is also contraindicated with drugs that have demonstrated QT prolongation as one of their
pharmacodynamic effects and have this effect described in the full p asa ion oraboxed or bolded warning
(see WARNINGS ). GEODON is contraindicated in individuals with a known hypersensitivity to the product. WARNINGS —Increased
Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with dementia-related psychosis treated with atypical
antipsychotic drugs are at an increased risk of death compared to placebo. GEODON (ziprasidone) is not approved for the treatment
of patients with dementia-related psychosis (see Boxed Warning). QT Prolongation and Risk of Sudden Death: GEODON use should
he avoided in combination with other drugs that are known to prolong the QT; interval. Additionally, clinicians should be alert to the
identification of other drugs that have been consistently observed to prolong the QT interval. Such drugs should not be prescribed with
GEODON. Asstudy 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. Inthis study, the effect of GEODON on QT; length was not
augmented by the presence of a metabolic inhibitor (ketoconazole 200 mg bid). In placeho-controlled trials, GEODON increased the
QT interval compared to placeho 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%) placeho patients revealed QT intervals exceeding the
potentially clinically relevantthreshold of 500 msec. Inthe GEODON patients, neither case suggested a role of GEODON. Some drugs
that prolong the QT/QT; interval have been associated with the occurrence of torsade de pointes and with sudden unexplained death.
The relationship of QT prolongation to torsade de pointes is clearest for larger increases (20 msec and greater) but it is possible that
smaller QT/QT prolongations may also increase risk, or increase it in susceptible individuals, such as those with hypokalemia,
hypomagnesemia, or genetic predisposition. Although torsade de pointes has not been observed in association with the use of GEODON
atrecommended doses in premarketing studies, experience is too limited to rule out an increased risk. A study evaluating the QT/QT;
prolonging effect of intramuscular GEODON, with intramuscular haloperidol as a control, was conducted in patient volunteers. Inthe
trial, ECGs were obtained at the time of maximum plasma concentration following two injections of GEODON (20 mg then 30 mg) or
haloperidol (7.5 mg then 10 mg) given four hours apart. Note that a 30 mg dose of intramuscular GEODON is 50% higher than the
recommended therapeutic dose. The mean change in QT; from baseline was calculated for each drug using asample-based correction
that removes the effect of heart rate on the QTinterval. The mean increase in QT; from baseline for GEODON was 4.6 msec following
thefirstinjectionand 12.8 dinjection. The mean increase in QT; from haseline for haloperidol was 6.0 msec
following the first injection and 14.7 msec following the second injection. In this study, no patient had a QT; interval exceeding 500
msec. As with other antipsychotic drugs and placebo, sudden unexplained deaths have been reported in patients taking GEODON at
recommended doses. The premarketing experience for GEODON did not reveal an excess of mortality for GEODON compared to other
antipsychotic drugs or placebo, but the extent of exposure was limited, especially for the drugs used as active controls and placebo.
Nevertheless, GEODON's larger prolongation of QT; length compared to several other antipsychotic drugs raises the possibility that
the risk of sudden death may be greater for GEODON than for other available drugs for treating schizophrenia. This possibility needs
to be considered in deciding among alternative drug products. Certain circumstances may increase the risk of the occurrence of torsade
de pointes and/or sudden death in association with the use of drugs that prolong the QT; interval, including (1) bradycardia; (2)
hypokalemia or hypomagnesemia; (3) concomitant use of other drugs that prolong the QT; interval; and (4) presence of congenital
prolongation of the QT interval. GEODON should also be avoided in patients with congenital long QT syndrome and in patients with a
history of cardiac arrhythmias (see CONTRAINDICATIONS, and see Drug Interactions under PRECAUTIONS). It is recommended that
patients being considered for GEODON treatment who are at risk for significant electrolyte disturbances, hypnkalemia in particular,
have haseline serum potassium and magnesium measurements. Hypokalemia (and/or hypomagnesemia) may increase the risk of
OTprnInngalmn and arrhylhmla Hypnkalemla may result from diuretic therapy, diarrhea, and other causes. Patients with low serum

pleted with those electrolytes before proceeding with treatment. Itis essential to periodically
monitorserum electrolytes in patients for whom diuretic therapy is introduced during GEODON treatment. Per5|s1ently prolonged QT;
intervals may also increase the risk of further prolongation and arrhythmia, but itisnot clearlhal routlne screenmg EBG measuresare

. Low serum p and should be repleted before treatment. Patients who are started on diuretics during
GEODON therapy need penodlo monitoring of serum iumand inue GEODON in patients who are found to have
persistent QT; measurements >500 msec (see WARNINGS). Drug Interactions: (1) GEODON should not be used with any drug that prolongs
the QT interval. (2) Given the primary CNS effects of GEODON, caution should be used when itis taken in combination with other centrally
acting drugs. (3) Because of its potential for inducing hypotension, GEODON may enhance the effects of certain antihypertensive agents.
(4) GEODON may antagonize the effects of levodopa and dopamine agonists. Effect of Other Drugs on GEQDON: 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 Cyax 0f GEODON by about 35%-40%. Cimetidiine, 800 mg qd for 2 days, did not affect GEODON
pharmacokinetics. Coadministration of 30 mL of Maaloxdid not affect GEODON I kinetics. Population phar inetic analysis
of schizophrenic patients in controlled clinical trials has not revealed any clinically signifi with benztropine,
propranolol, or lorazepam. M s: In vitro studies revealed Imle potentla\ 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 concomitantlywith ithium450 mgbid for 7 days did not affect the steady-
state level or renal clearance of lithium. GEODON 20 mg bid did not affect the pharmacokinetics of concomitantly administered oral
contraceptives, ethinyl estradiol (0.03 mg) and levonorgestrel (0.15 mg). Consistent within vitro results, a study in normal healthy volunteers
showed that GEODON did not after 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 one strain of S. fyphimurium n the absence of metabolic activation. Positive results were obtained in both the in vitro mammalian cell
gene mutation assay and the in vitro chromosomal aberration assay in human lymphocytes. Impairment of Fertility: GEODON increased
timeto copulationin Sprague-Dawley rats in two fertility and early embryonic development studies at doses of 10to 160 mg/kg/day (0.5t
8 times the MRHD of 200 mg/day on a mg/m? basis). Fertility rate was reduced at 160 mg/kg/day (8 times the MRHD on a mg/m? basis).
There was noeffect on fertility at 40 mg/kg/day (2 times the MRHD onamg/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. Mursing Mothers: It is not known whether, and if so in what amount, GEODON or its metabolites are excreted in human milk.
Itis recommended that women receiving GEODON should not breast feed. Pediatric Use: The safety and effectiveness of GEODON in
pediatric patients have not been established. Geriatric Use: Of the approximately 4500 patients treated with GEODON in clinical studies,
2.4% (109) were 65 years of age or over. In general, there was no indication of any differenttolerability for GEODON or of reduced clearance
of GEODON in the elderly compared to younger adults. Nevertheless, the presence of multiple factors that might increase the
pharmacodynamic response to GEODON, or cause poorer tolerance or orthostasis, should lead to consideration of a lower starting dose,
slowertitration, and careful monitoring during the 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 (@ pool of two 6-week, and two 4-week fixed-dose trials) and bipolar mania (@ pool of two 3-week flexible-dose trials)
inwhich 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
patients were akathisia, anxiety, depression, dizziness, dystonia, rash and vomiting, with 2 dropouts for each of these events among GEODON
patients (1%) compared to one placebo patient each for dystoniaand rash (1%) and no placebo patients for the remaining adverse events.
Adverse Events at an Incidence 5% and at Least Twice the Rate of Placebo: The most commonly observed adverse events associated
with GEODON in schizophreniatrials were somnolence (14%) and respiratory tract infection (8%). The most commonly observed adverse
events associated with the use of GEODON in bipolar mania trials were somnolence (31%), extrapyramidal symptoms (31%), 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 pam Cardiovascular—tachycardia.
Digestive—nausea, constipation, dyspepsia, diarrhea, dry mouth, anorexia. Nervous—extrap I omnolence, akathisia,
dizziness. Respiratory—respiratory tract infection, rhinitis, cough increased. Mgmdagﬁ—rash fungal dermatitis. Special
Senses—abnormal vision. Bipolar Mania: Me—headache asthenla acudental injury. Cardiovascular—hypertension.
Digestive—nausea, diarrhea, dry mouth, vomiting, increased P Muscu\oskeletal—myalgla Nervous—
somnolence, extrapyramidal symptoms, dizziness, akathisia, anxiety, hypesthesw speech disorder. Respiratory—pharyngitis, dyspnea.
Skinand Apgendages—iungal 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, arthralgia, anxiety, dizziness, dystonia, hypertonia, somnolence, tremor, rhinitis, rash, and abnormal vision.

effective in detecting such patients. Rather, GEODON should be avoided in patients wi illness,
eg, QT prolongation, recent acute myocardial infarction, uncompensated heart failure, or cardiac arrhythmia. GEODON should be
discontinued in patients who are found to have persistent OT,; measurements >500 msec. Neuroleptic Malignant Syndrome (NMS): A
potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in association with
administration of antipsychotic drugs. The management of NMS should include: (1) immediate discontinuation of antipsychotic drugs and
other drugs not essential to concurrent therapy; (2) intensive symptomatic treatment and medical monitoring; and (3) treatment of any
concomitant serious medical problems for which specific treatments are available. If a patient requires antipsychotic drug treatment after
recovery from NMS, the potential reintroduction of drug therapy should be carefully considered. The patient should be carefully monitored,
since recurrences of NMS have been reported. Tardive Dyskinesia (TD): A syndrome of potentially irreversible, involuntary, dyskinetic
movements may develop in patients undergoing treatment with anti . Although the p of TD appears to be highest
among the elderly, especially elderly women, it isimpossible to rely upon prevalence estimates to predict, at the inception of antipsychotic
treatment, which patients arelikely to develop TD. If signs and symptoms of TD appear in a patient on GEODON, drug discontinuation should
be considered. Hyperglycemia and Diabetes Mellitus: Hyperglycemia-related adverse events, sometimes serious, have been reported in
patients treated with atypical antipsychotics. There have been few reports of hyperglycemia or diabetes in patients treated with GEODON,
and itis not known if GEODON is associated with these events. Patients treated with an atypical antipsychotic should be monitored for
symptoms of hyperglycemia. PRECAUTIONS — General: Rash: In premarketing trials, about 5% of GEODON patients developed rash
and/or urticaria, with discontinuation of treatment in about one-sixth of these cases. The occurrence of rash was dose related, although the
finding might also be explained by longer exposurein higher-dose patients. Several patients with rash had signs and symptoms of associated
systemicillness, e.g., elevated WBCs. Most patients improved promptly upon treatment with antihistamines or steroids and/or upon
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(EPS): Theincidence of reported EPS for GEODON patients in the short- term, placebo -controlled schizophrenia
malswas 14% vs 8% for pIacebo Objectively collected data from those trials on the Simpson-Angus Hatmg Scaleand the Barnes Akathisia
Scale did not generally show a difference between GEODON and placebo. Vital Sign Changes: GEODON is associated with orthostatic
hypotension (see PRECAUTIONS). Weight Gain: In short-term schizophrenia trials, the proportions of patients meeting a weight gain
criterion of 7% of body weight were compared, revealing a statistically significantly greater incidence of weight gain for GEODON patients
(10%) vs placebo patients (4%). A median weight gain of 0.5 kg was observed in GEODON patients vs 0.0 kg in placebo patients. Weight
gain was reported as an adverse event in 0.4% of both GEODON and placebo patients. During long-term therapy with GEODON, a
categorization of patients at baseline on the basis of body mass index (BMI) showed the greatest mean weight gain and the highest incidence
of clinically significant weight gain (>7% of body weight) in patients with alow BMI (<23) compared to normal (23-27) or overweight (>27)
patients.There was a mean weight gain of 1.4 kg for patients with a “low” baseline BMI, 0.0 kg for patients with a “normal” BMI, and a 1.3
kg mean weight loss for patients with a “high” BMI. ECG Changes: GEODON is associated with an increase in the QT interval (see
WARNINGS). In schizophreniatrials, GEODON was associated with amean increasein 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, thrc hlebitis. Digestive System— Frequent: anorexia, vomiting; Infrequent: rectal hemorrhage,

discontinuation ofGEODON andall patients were reported to recover of rashforwhichan etiology
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 a.4-
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
j factors that may have i to seizures in many of these cases. As with otherantlpsychonc drugs, GEODON should be
used cautiously in patients witha history of seizures or with conditions that potentially lower the seizure threshold, e.g., Alzheimer's dementi

hagia, tongue edema; Rare: gum hemorrhage, jaundice, fecal impaction, gamma glutamy! transpeptidase increased, hematemesis,
cholestatic jaundice, hepatitis, hepatomegaly, leukoplakia of mouth, fatty liver deposit, me\ena Enducrme—Rare hypothyroidism,
hyperthyroidism, thyroiditis. Hemic and Lymphatic System— /s -anemia, ecch ia, eosinophilia,
lymphadenopathy; Rare:thrombocytopenia, hypochromic anemia, lymphocytosis, monocytosis, basophllla \ymphedema polycythemia,
thrombocythemia. Metabolic and Nutritional Dlsorders—lnfrequent thirst, transamlnasemcreased perlphera\ edema, hyperglycemia,
creatine phosphokinase increased, alkaline phosphatase increased, hyperct hydration, lactic dehyd increased,
albuminuria, hypokalemia; Rare: BUN increased, creatinine |ncreased hyperllpem\a hypocholesteremla hyperkalemia, hypochloremia,
hypoglycemla hyponatrerma hypuprotememla glucose tolerance decreased, gout, hyperchloremia, hyperuricemia, hypocalcemia,

Conditions that lower the seizure threshold may be more prevalentin a population of 65 years or older. Dysphagia: Esophageal dysmotllny
and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia is acommon cause of morbidity and mortality in
elderly patients, in particular those with advanced Alzheimer's dementia, and GEODON and other antipsychotic drugs should be used
cautiously in patients at risk for aspiration pneumonia. (See also Boxed WARNING, WARNINGS: Increased Mortality in Elderly Patients
with Dementia-Related Psychosis). Hyperprolactinemia: As with other drugs that antagonize dopamine D, receptors, GEODON elevates
prolactin levels in humans. Tissue culture experiments indicate that approximately one third of human breast cancers are prolactin dependent
invitro, afactoroipotentlal\mponance ifthe p ption of these drugs is inapatientwith previously detected breast cancer.

Neither clinical studies nor epidemic dies conducted to date have showin an association between chronicadrinistration o this class
ofdrugsand is in humans; the availabl wydem:e|scon5|deredtoo||rmtedtobeconc\usweatth|st|me Potential for Cognitive

and Motor Impairment: Sc wasa itin GEODON patients. Inthe 4-and 6-week placebo-controlled
trials, somnolence was reported in 14% of GEODON panents vs 7% of placebo patients. Somnolence led to discontinuation in 0.3% of
patients in short-term clinical trials. Since GEODON has the potential to impair judgment, thinking, or motor skills, patients should be
cautioned about performing activities requiring mental alertness, such as operating a motor vehicle (including automobiles) or operating
hazardous machinery until they are reasonably certain that GEODON therapy does notaffect them adversely. Priapism: One case of priapism
was reported in the premarketing database. Body Temperature Regulation: Afthough not reported with GEODON in premarketing trials,
disruption of the body’s ability to reduce core body temperature has been attributed to antipsychotic agents. Suicide: The possibility of a
suicide attempt is inherent in psychotic illness and close supervision of high-risk patients should accompany drug therapy. GEODON
prescriptions should be written for the smallest quantity of capsules consistent with good patient to reduce overdose risk.
Use in Patients with Concomitant lliness: Clinical experience with GEODON in patients with certain islimited.

ypoglycemic reaction, hy ketosis, respiratory alkalosis. Musculoskeletal System — Frequent: myalgia;
Infrequent:tenosynovitis; Rare myopathy ervous System Frequent agitation, ext drome, tremor, dystonia, h
dyskinesia, hostmty twitching, vertigo, hypokinesia, hyperkinesia, abnormal gait, oculcgyrlc crisis, hypestheswa
ataxia, amnesia, cogwheel ng\dny dellnum hypotoma aklneswa dysarthrla withdrawal syndrome, buccoglossal syndrome, choreoathetosm
diplopia, di quent:paralysis; Rare:myoclonus, torticollis, |

reflexesincreased, trismus. esplratO[ySystem Frequen[ dyspnea; pneumonia, epistaxis; Rare: h i Ia. ngismu
Mmm;m— 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 sexual dysfunction, uterine hemorrhage.
Adverse Finding Observed in Trials of Intramuscular GEODON: Inthese studies, the most commonly observed adverse events associated
with the use of intramuscular GEODON (25%) and observed at a rate on intramuscular GEODON (inthe higher dose groups) at least twice
that of the lowest intramuscular GEODON group were headache (13%), nausea (12%), and somnolence (20%). Adverse Events at an
Incidence >1% in Short-Term Fixed-Dose Intramuscular Trials: The following list enumerates the treatment-emergent adverse events
that occurred in >1% of GEODON patients (in the higher dose groups) and at least twice that of the lowest intramuscular GEODON group.
Body asaWhole—headache, injection site pa\n asthenia, abdominal pain, lu syndrome, back pain. Cardiovascular—postural hypotension,
hypertension, bradycardia, vasodilation. Digestive—nausea, rectal hemorrhage, diarrhea, vomiting, dyspepsw anorexwa constlpatlcn
tooth disorder, dry mouth. Nervous—dizziness, anxiety, insomnia, akathisia, agitation, extrapy

cogwheel rigidity, paresthesia, personalny d\sorder psychosis, speech disorder. Respiratory—rhinitis. Skin and Apgendage —

GEODON has not been evaluated or used to any appreciable extent in patients with a recent history of myocardial infarction or 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

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

References: 1. Daniel DG, Potkin SG, Reeves KR, Swift RH, Harrigan EP. Intramuscular (IM) ziprasidone 20 mg is effective in reducing acute agitation associated with psychosis: a double-blind, randomized trial.
Psychopharmacology. 2001;155:128-134. 2. Brook S, Walden J, Benattia |, 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: study. Psychc

harmacology. 2005;178:514-523. 3. Lesem MD, Zajecka JM, Swift RH, Reeves KR, Harrigan EP. Intramuscular ziprasidone,

2 mg versus 10 mg, in the short-term management of agitated psychotic patients. J Clin Psychiatry. 2001;62:12-18. 4. Brook S, Lucey JV, Gunn KP, for the Ziprasidone IM Study Group. Intramuscular ziprasidone compared

with intramuscular haloperidol in the treatment of acute psychosis. J Clin Psychiatry. 2000;61:933-941.
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Control acute agitation with

GEODON

or Injection (ziprasidone mesylale)
—ﬁ

In schizophrenia. ..

Rapid improvement with low EPS'?

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

— twice the improvement as measured on the BPRS*'

— significantly lower incidence of movement disorders®

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

3

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

GEODON

Oral Capsules ziprasidone HC)
and Injection [ziprosidone mesylore]

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

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

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

Please see brief summary of prescribing information on adjacent page.



