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This authoritative work boasts many must-have features:

* All the major psychotherapeutic modalities are addressed,
including sections on psychodynamic psychotherapy;
cognitive therapy; interpersonal psychotherapy; supportive
psychotherapy; family systems therapy; the different modalities
of couples, group, and family therapies; dialectical behavioral
therapy; and mentalization-based therapy.

This comprehensive, current overview of the field is
versatile and can be used as a textbook for a course; as a
reference for the mental health professional who needs to
match a specific type of therapy to a particular patient; or
as a clinical handbook.

* The sections are structured in a consistent manner, with
each featuring individual chapters on theory, technique,
indications and efficacy, and the combination of psycho-
therapy and medication.

The text provides chapters on the neurobiological under-
pinnings of psychotherapy—a burgeoning field—and on the
nature of professional boundaries in psychotherapy—as
indispensable to the student first contemplating personal
and professional ethics as to the clinician actively
embodying them.

Treatment outcome depends on carefully matching the
therapeutic modality to the patient or client. This book will
both facilitate and enhance that meticulous process.
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David G. Kingdon, M.D., and
Monica Ramirez Basco, Ph.D.

This is the only book to present a comprehensive CBT
approach that can be used across the broad range of severe
Axis I disorders to prevent relapse, promote treatment adher-
ence, reduce symptoms, and maintain treatment gains. The
authors, all internationally recognized experts in using CBT for
severe mental illness, provide a host of functional strategies for
treating patients with schizophrenia, bipolar disorder, and treat-
ment-refractory depression. The eighteen videos show CBT in
action, demonstrating such scenarios as tracing origins of para-
noia and formulating an antisuicide plan. Readers seeking to
learn or improve their use of CBT for severe mental illness will

* Master the key processes of engaging, assessing, normalizing,
educating, and formulating

* Learn methods to help patients reduce delusional thinking,
cope with hallucinations, and target hopelessness, suicidality,
low energy and interest, and poor self-esteem

* Prevent relapse in bipolar disorder through such methods
as monitoring symptoms and promoting good sleep

* Address interpersonal problems common in patients with
severe mental illness, showing how to build support and
cope with dysfunctional or terminated relationships

* Apply CBT procedures to improve negative symptoms in
schizophrenia, such as attention deficit and anhedonia

The book is an ideal companion to the authors’ popular intro-
ductory text Learning Cognitive-Behavior Therapy, building
on its critically acclaimed methodology to offer guidelines for
effective treatment. This book shows how CBT enhances phar-
macotherapy and helps practitioners develop important skills
in treating challenging clinical problems.
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#1 Recommended Brand by Dentists & Hygienists*

The most common cause of dry mouth
is medication. Without oral health,
your patients will have difficulty
maintaining overall good health.

Symptoms of a DRY MOUTH:

e Bad Breath * Bleeding Gums
e Cracked Lips e Cavities
e Mouth Sores ¢ Teeth Staining

Zolofte Steps/for Dry Mouth Care

. Brush twice a day with Biotene Dry Mouth
Toothpaste to boost and restore saliva’s
natural antibacterial defense. Rinse with
Biotene Mouthwash for extra protection.

Nexiume

_ 2. Use Biotene Moisturizing Mouth Spray to

evacide provide extra protection and help relieve
L4 dryness throughout the day.

P

. 3. For serious dryness, use Biotene’s

. Oralbalance Moisturizing Liquid or Gel to

Rrilosecs protect sore mouth tissues up to 8 hours.

4. Visit your dentist at least two times a year

for cleanings.

Paxile

Moisurizing
MOUTH
SPRAY

Recommended by
the Oral Cancer
Foundation*

To learn more ahout dry mouth relief and proecion, Contains the proven LP3 Salivary Enzyme cobuex
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Complex puzzles. Comprehensive solutions.

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

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

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

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

upmce.com | 1-800-533-UPMC

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



Choose SEROQUEL for bipolar depression

SEROQUEL is the only
mood-stabilizing atypical
approved to control the
depressive symptoms of
bipolar disorder”
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“N

Important Safety Information for SEROQUEL

* SEROQUEL is indicated for the treatment of depressive episodes in bipolar disorder; acute manic episodes in bipolar | disorder, as
either monotherapy or adjunct therapy to lithium or divalproex; for the maintenance treatment of bipolar | disorder as adjunct
therapy to lithium or divalproex; and schizophrenia. Patients should be periodically reassessed to determine the need for continued
treatment and the appropriate dose

* Elderly patients with dementia-related psychosis 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). SEROQUEL is not approved for the
treatment of patients with dementia-related psychosis (See Boxed Warning)

* Antidepressants increased the risk of suicidal thinking and behavior in children, adolescents, and young adults in
short-term studies of major depressive disorder and other psychiatric disorders. Patients of all ages 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. SEROQUEL is

not approved for use in patients under the age of 18 years (See Boxed Warning)
For bipolar disorder
Please see additional Important Safety Information § Sero uel

on the adjacent pages, and Brief Summary, quetlaplne fumarate

including Boxed Warnings, adjacent to this ad.
25mg, 50 mg, 100 mg, 200 mg, 300 mg & 400 mg tablets



Choose SEROQUEL for bipolar depression

SEROQUEL is the only mood-stabilizing
atypical approved to control the depressive
symptoms of bipolar disorder'”

* SEROQUEL is approved for both the acute and maintenance treatment
of bipolar depression*"

* SEROQUEL stabilizes mood in both acute mania and bipolar depression’

* As adjunct therapy, SEROQUEL helps maintain remission of depressive
symptoms*®

*Maintenance therapy as adjunct to lithium or divalproex.

Important Safety Information for SEROQUEL, continued

* Hyperglycemia, in some cases extreme and associated with ketoacidosis, hyperosmolar coma, or death, has been reported in patients
treated with atypical antipsychotics, including SEROQUEL. The relationship of atypical use and glucose abnormalities is complicated by the
possibility of increased risk of diabetes in the schizophrenic population and the increasing incidence of diabetes in the general population.
However, epidemiological studies suggest an increased risk of treatment-emergent, hyperglycemia-related adverse reactions in patients
treated with atypical antipsychotics. Patients starting treatment with atypical antipsychotics who have or are at risk for diabetes should
undergo fasting blood glucose testing at the beginning of and periodically during treatment. Patients who develop symptoms of
hyperglycemia should also undergo fasting blood glucose testing

* A potentially fatal symptom complex, sometimes referred to as Neuroleptic Malignant Syndrome (NMS), has been reported in association
with administration of antipsychotic drugs, including SEROQUEL. Rare cases of NMS have been reported with SEROQUEL. Clinical
manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic instability (irreqular pulse or
blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated creatine phosphokinase,
myoglobinuria (thabdomyolysis), and acute renal failure. The management of NMS should include immediate discontinuation of
antipsychotic drugs

* Leukopenia, neutropenia, and agranulocytosis (including fatal cases), have been reported temporally related to atypical antipsychotics,
including SEROQUEL. Patients with a pre-existing low white blood cell (WBC) count or a history of drug induced leukopenia/neutropenia
should have their complete blood count monitored frequently during the first few months of therapy. In these patients, SEROQUEL should
be discontinued at the first sign of a decline in WBC absent other causative factors. Patients with neutropenia should be carefully monitored,
and SEROQUEL should be discontinued in any patient if the absolute neutrophil count is < 1000/mm?

* Tardive dyskinesia (TD), a potentially irreversible syndrome of involuntary dyskinetic movements, may develop in patients treated with
antipsychotic drugs. The risk of developing TD and the likelihood that it will become irreversible are believed to increase as the duration of
treatment and total cumulative dose of antipsychotic drugs administered to the patient increase. TD may remit, partially or completely, if
antipsychotic treatment is withdrawn. SEROQUEL should be prescribed in a manner that is most likely to minimize the occurrence of TD

Please see additional Important Safety Information on the adjacent pages, and
Brief Summary, induding Boxed Warnings, adjacent to this ad.
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Important Safety Information for SEROQUEL, continued

* Warnings and Precautions also include the risk of orthostatic hypotension, cataracts, seizures, hyperlipidemia, and possibility of suicide
attempts. Examination of the lens by methods adequate to detect cataract formation, such as slit lamp exam or other appropriately sensitive
methods, is recommended at initiation of treatment or shortly thereafter, and at 6-month intervals during chronic treatment. The possibility
of a suicide attempt is inherent in schizophrenia, and close supervision of high risk patients should accompany drug therapy

* The most commonly observed adverse reactions associated with the use of SEROQUEL versus placebo in dlinical trials for schizophrenia and
bipolar disorder were dry mouth (9%-44% vs 3%-13%), sedation (30% vs 8%), somnolence (18%-34% vs 7%-9%), dizziness (9%-18% vs
5%-7%), constipation (8%-10% vs 3%-5%), asthenia (5%-10% vs 3%-4%), abdominal pain (4%-7% vs 1%-3%), postural hypotension
(4%-7% vs 1%-2%), pharynaitis (4%-6% vs 3%), weight gain (5%-6% vs 1%-3%), lethargy (5% vs 2%), nasal congestion (5% vs 3%),
SGPT increased (5% vs 1%), and dyspepsia (5%-7% vs 1%-4%)

* In long-term clinical trials of quetiapine, hyperglycemia (fasting glucose > 126 mg/dL) was observed in 10.7% of patients receiving
quetiapine (mean exposure 213 days) vs 4.6% in patients receiving placebo (mean exposure 152 days)

For bipolar disorder
References: 1. SEROQUEL Prescribing Information.
2. Data on file, DA-SER-51, AstraZeneca Pharmaceuticals LP.
3. Data on file, 263170, AstraZeneca Pharmaceuticals LP. ) ero u e

© 2008 AstraZeneca Pharmaceuticals LP. All rights reserved.

SEROQUEL is a registered trademark of the AstraZeneca group of companies. quet Iap | ne fU m arate
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RX ONLY
BRIEF SUMMARY: For full Prescribing Information, see package insert.

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED
PSYCHOSIS

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

SUICIDALITY AND ANTIDEPRESSANT DRUGS

Antidepressants increased the risk compared to placebo of suicidal thinking and behavior
(suicidality) in children, adolescents, and young adults in short-term studies of major depressive
disorder (MDD) and other psychiatric disorders. Anyone considering the use of SEROQUEL or any
other antidepressant in a child, adolescent, or young adult must balance this risk with the clinical
need. Short-term studies did not show an increase in the risk of suicidality with antidepressants
compared to placebo in adults beyond age 24; there was a reduction in risk with antidepressants
compared to placebo in adults aged 65 and older. Depression and certain other psychiatric
disorders are themselves associated with increases in the risk of suicide. Patients of all ages who
are started on antidepressant therapy should be monitored appropriately and observed closely for
clinical worsening, suicidality, or unusual changes in behavior. Families and caregivers should be
advised of the need for close observation and communication with the prescriber. SEROQUEL is not
approved for use in pediatric patients (see Warnings and Precautions).

INDICATIONS AND USAGE
Bipolar Disorder SEROQUEL is indicated for the: « treatment of depressive episodes associated with
bipolar disorder; © treatment of acute manic episodes associated with bipolar | disorder as either
monotherapy or adjunct therapy to lithium or divalproex; and « maintenance treatment of bipolar | disorder
as adjunct therapy to lithium or divalproex. Depression The efficacy of SEROQUEL was established in two
identical 8-week randomized, placebo-controlled double-blind clinical studies that included either bipolar |
or Il patients [see Clinical Pharmacology in full Prescribing Information (12)]. Effectiveness has not been
systematically evaluated in clinical trials for more than 8 weeks. Mania The efficacy of SEROQUEL in acute
bipolar mania was established in two 12-week monotherapy trials and one 3-week adjunct therapy trial of
bipolar | patients initially hospitalized for up to 7 days for acute mania [see Clinical Pharmacology in full
Prescribing Information (12)]. Effectiveness has not been systematically evaluated in clinical trials for more
than 12 weeks in monotherapy. Maintenance Treatment in Bipolar Disorder The efficacy of SEROQUEL as
adjunct maintenance therapy to lithium or divalproex was established in 2 identical randomized placebo-
controlled double-blind studies in patients with Bipolar | Disorder [see Clinical Studies in full Prescribing
Information (14)]. The physician who elects to use SEROQUEL for extended periods in Bipolar Disorder
should periodically re-gvaluate the long-term risks and benefits of the drug for the individual patient (see
Dosage and Administration). Schizophrenia SEROQUEL is indicated for the treatment of schizophrenia.
The efficacy of SEROQUEL in schizophrenia was established in short-term (6-week) controlled trials of
schizophrenic inpatients [see Clinical Pharmacology in full Prescribing Information (12)]. The effectiveness
of SEROQUEL in long-term use, that is, for more than 6 weeks, has not been systematically evaluated in
controlled trials. Therefore, the physician who elects to use SEROQUEL for extended periods should period-
ically re-gvaluate the long-term usefulness of the drug for the individual patient (se¢ Dosage and
Administration).
DOSAGE AND ADMINISTRATION
Bipolar Disorder Depression Usuial Dose: SEROQUEL should be administered once daily at bedtime to
reach 300 mg/day by day 4.

Recommended Dosing Schedule

Day Day 1 Day 2 Day 3 Day 4
SEROQUEL 50 mg 100 mg 200 mg 300 mg

In these clinical trials supporting effectiveness, the dosing schedule was 50 mg, 100 mg, 200 mg and
300 mg/day for days 1-4 respectively. Patients receiving 600 mg increased to 400 mg on day 5 and 600 mg
on day 8 (Week 1). Antidepressant efficacy was demonstrated with SEROQUEL at both 300 mg and 600 mg
however, no additional benefit was seen in the 600 mg group. Mania Usual Dose: When used as
monotherapy or adjunct therapy (with lithium or divalproex), SEROQUEL should be initiated in bid doses
totaling 100 mg/day on Day 1, increased to 400 mg/day on Day 4 in increments of up to 100 mg/day in bid
divided doses. Further dosage adjustments up to 800 mg/day by Day 6 should be in increments of no greater
than 200 mg/day. Data indicate that the majority of patients responded between 400 to 800 mg/day. The
safety of doses above 800 mg/day has not been evaluated in clinical trials. Mainfenance Maintenance of
efficacy in Bipolar | Disorder was demonstrated with SEROQUEL (administered twice daily totalling 400 to
800 mg per day) as adjunct therapy to lithium or divalproex. Generally, in the maintenance phase, patients
continued on the same dose on which they were stabilized during the stabilization phase [see Clinical
Studies in full Prescribing Information (14)]. Schizophrenia Usual Dose: SEROQUEL should generally be
administered with an initial dose of 25 mg bid, with increases in increments of 25-50 mg bid o tid on the
second and third day, as tolerated, to a target dose range of 300 to 400 mg daily by the fourth day, given bid
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or tid. Further dosage adjustments, if indicated, should generally occur at intervals of not less than 2 days,
as steady-state for SEROQUEL would not be achieved for approximately 1-2 days in the typical patient.
When dosage adjustments are necessary, dose increments/decrements of 25-50 mg bid are recommended.
Most efficacy data with SEROQUEL were obtained using tid regimens, but in one controlled trial 225 mg
twice per day was also effective. Efficacy in schizophrenia was demonstrated in a dose range of 150 to
750 mg/day in the clinical trials supporting the effectiveness of SEROQUEL. In a dose response study, doses
above 300 mg/day were not demonstrated to be more efficacious than the 300 mg/day dose. In other
studies, however, doses in the range of 400-500 mg/day appeared to be needed. The safety of doses above
800 mg/day has not been evaluated in clinical trials. Dosing in Special Populations Consideration
should be given to a slower rate of dose titration and a lower target dose in the elderly and in patients who
are debilitated or who have a predisposition to hypotensive reactions [see Clinical Pharmacology in full
Prescribing Information (12)]. When indicated, dose escalation should be performed with caution in these
patients. Patients with hepatic impairment should be started on 25 mg/day. The dose should be increased
daily in increments of 25-50 m/day to an effective dose, depending on the clinical response and tolerability
of the patient. The elimination of quetiapine was enhanced in the presence of phenytoin. Higher maintenance
doses of quetiapine may be required when it is coadministered with phenytoin and other enzyme inducers
such as carbamazepine and phenobarbital (see Drug Interactions). Maintenance Treatment While there
is no body of evidence available to answer the question of how long the patient treated with SEROQUEL
should be maintained, it is generally recommended that responding patients be continued beyond the acute
response, but at the lowest dose needed to maintain remission. Patients should be periodically reassessed
to determine the need for maintenance treatment. Reinitiation of Treatment in Patients Previously
Discontinued Although there are no data to specifically address reinitiation of treatment, it is recom-
mended that when restarting patients who have had an interval of less than one week off SEROQUEL,
titration of SEROQUEL is not required and the maintenance dose may be reinitiated. When restarting therapy
of patients who have been off SEROQUEL for more than one wegk, the initial titration schedule should be
followed. Switching from Antipsychotics There are no systematically collected data to specifically
address switching patients with schizophrenia from antipsychotics to SEROQUEL, or concerning concomi-
tant administration with antipsychotics. While immediate discontinuation of the previous antipsychatic
treatment may be acceptable for some patients with schizophrenia, more gradual discontinuation may be
most appropriate for others. In all cases, the period of overlapping antipsychotic administration should be
minimized. When switching patients with schizophrenia from depot antipsychotics, if medically appropriate,
initiate SEROQUEL therapy in place of the next scheduled injection. The need for continuing existing EPS
medication should be reevaluated periodically.

CONTRAINDICATIONS

None known

WARNINGS AND PRECAUTIONS

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. SEROQUEL (quetiapine fumarate) is not approved for the treatment of patients
with dementia-related psychosis (see Boxed Warning). Clinical Worsening and Suicide Risk
Patients with major depressive disorder (MDD), both adult and pediatric, may experience worsening of their
depression and/or the emergence of suicidal ideation and behavior (suicidality) or unusual changes in
behavior, whether or not they are taking antidepressant medications, and this risk may persist until signifi-
cant remission occurs. Suicide is a known risk of depression and certain other psychiatric disorders, and
these disorders themselves are the strongest predictors of suicide. There has been a long-standing concern,
however, that antidepressants may have a role in inducing worsening of depression and the emergence of
suicidality in certain patients during the early phases of treatment. Pooled analyses of short-term placebo-
controlled trials of antidepressant drugs (SSRIs and others) showed that these drugs increase the risk of
suicidal thinking and behavior (suicidality) in children, adolescents, and young adults (ages 18-24) with
major depressive disorder (MDD) and other psychiatric disorders. Short-term studies did not show an
increase in the risk of suicidality with antidepressants compared to placebo in adults beyond age 24; there
was a reduction with antidepressants compared to placebo in adults aged 65 and older. The pooled analyses
of placebo-controlled trials in children and adolescents with MDD, obsessive compulsive disorder (OCD), or
other psychiatric disorders included a total of 24 short-term trials of 9 antidepressant drugs in over
4400 patients. The pooled analyses of placebo-controlled trials in adults with MDD or other psychiatric
disorders included a total of 295 short-term trials (median duration of 2 months) of 11 antidepressant drugs
in over 77,000 patients. There was considerable variation in risk of suicidality among drugs, but a tendency
toward an increase in the younger patients for almost all drugs studied. There were differences in absolute
risk of suicidality across the different indications, with the highest incidence in MDD. The risk differences
(drug vs. placebo), however, were relatively stable within age strata and across indications. These risk
differences (drug-placebo difference in the number of cases of suicidality per 1000 patients treated) are
provided in Table 1.

Table 1
Age Range Drug-Placebo Difference in Number of Cases of Suicidality
per 1000 Patients Treated
Increases Compared to Placebo
<18 14 additional cases
18-24 5 additional cases
Decreases Compared to Placeho
25-64 1 fewer case
>65 6 fewer cases

No suicides occurred in any of the pediatric trials. There were suicides in the adult trials, but the number was
not sufficient to reach any conclusion about drug effect on suicide. It is unknown whether the suicidality risk
extends to longer-term use, i.e., beyond several months. However, there is substantial evidence from
placebo-controlled maintenance trials in adults with depression that the use of antidepressants can delay the
recurrence of depression. All patients being treated with antidepressants for any indication should be
monitored appropriately and observed closely for clinical worsening, suicidality, and unusual changes
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in behavior, especially during the initial few months of a course of drug therapy, or at times of dose
changes, either increases or decreases. The following symptoms, anxiety, agitation, panic attacks,
insomnia, irritability, hostility, aggressiveness, impulsivity, akathisia (psychomotor restlessness),
hypomania, and mania, have been reported in adult and pediatric patients being treated with antidepressants
for major depressive disorder as well as for other indications, both psychiatric and nonpsychiatric. Afthough
a causal link between the emergence of such symptoms and either the worsening of depression and/or the
emergence of suicidal impulses has not been established, there is concern that such symptoms may
represent precursors to emerging suicidality. Consideration should be given to changing the therapeutic
regimen, including possibly discontinuing the medication, in patients whose depression is persistently
worse, or who are experiencing emergent suicidality or symptoms that might be precursors to worsening
depression or suicidality, especially if these symptoms are severe, abrupt in onset, or were not part of the
patient's presenting symptoms. Families and caregivers of patients being treated with antidepressants
for major depressive disorder or other indications, both psychiatric and nonpsychiatric, should be
alerted ahout the need to monitor patients for the emergence of agitation, irritability, unusual changes
in behavior, and the other symptoms described above, as well as the emergence of suicidality, and to
report such symptoms immediately to health care providers. Such monitoring should include daily
observation by families and caregivers. Prescriptions for SEROQUEL should be written for the smallest
quantity of tablets consistent with good patient management, in order to reduce the risk of overdose.
Screening Patients for Bipolar Disorder: A major depressive episode may be the initial presentation of
bipolar disorder. It is generally believed (though not established in controlled trials) that treating such an
episode with an antidepressant alone may increase the likelihood of precipitation of a mixed/manic episode
in patients at risk for bipolar disorder. Whether any of the symptoms described above represent such a
conversion is unknown. However, prior to initiating treatment with an antidepressant, patients with
depressive symptoms should be adequately screened to determine if they are at risk for bipolar disorder;
such screening should include a detailed psychiatric history, including a family history of suicide, bipolar
disorder, and depression. It should be noted that SEROQUEL is approved for use in treating adult bipolar
depression. 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 quetiapine (see Adverse Reactions, Hyperglycemia). Assessment of the
relationship between atypical antipsychatic use and glucose abnormalities is complicated by the possibility
of an increased background risk of diabetes mellitus in patients with schizophrenia and the increasing inci-
dence of diabetes mellitus in the general population. Given these confounders, the relationship between
atypical antipsychotic use and hyperglycemia-related adverse reactions is not completely understood.
However, epidemiological studies suggest an increased risk of treatment-emergent hyperglycemia-related
adverse reactions in patients treated with the atypical antipsychotics. Precise risk estimates for hyper-
glycemia-related adverse reactions in patients treated with atypical antipsychotics are not available. 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 (eg,
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. Any patient
treated with atypical antipsychotics should be monitored for symptoms of hyperglycemia including
polydipsia, polyuria, polyphagia, and weakness. Patients who develop symptoms of hyperglycemia during
treatment with atypical antipsychotics should undergo fasting blood glucose testing. In some cases,
hyperglycemia has resolved when the atypical antipsychotic was discontinued; however, some patients
required continuation of anti-diabetic treatment despite discontinuation of the suspect drug. 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,
including SEROQUEL. Rare cases of NMS have been reported with SEROQUEL. Clinical manifestations
of NMS are hyperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic instability
(irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs
may include elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis) and acute renal failure. The
diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, it is impor-
tant to exclude cases where the clinical presentation includes both serious medical iliness (e.g., pneumonia,
systemic infection, etc.) and untreated or inadequately treated extrapyramidal signs and symptoms (EPS).
Other important considerations in the differential diagnosis include central anticholinergic toxicity, heat
stroke, drug fever and primary central nervous system (CNS) pathology. 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. There is no general agreement about
specific pharmacological treatment regimens for NMS. If a patient requires antipsychotic drug treatment
after recovery from NMS, the potential reintroduction of drug therapy should be carefully considered. The
patient should be carefully monitored since recurrences of NMS have been reported. Orthostatic
Hypotension SEROQUEL may induce orthostatic hypotension associated with dizziness, tachycardia
and, in some patients, syncope, especially during the initial dose-titration period, probably reflecting its
oy-adrenergic antagonist properties. Syncope was reported in 1% (28/3265) of the patients treated with
SEROQUEL, compared with 0.2% (2/954) on placebo and about 0.4% (2/527) on active control drugs.
SEROQUEL 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 which would predispose patients to hypotension (dehydration, hypovolemia and treat-
ment with antihypertensive medications). The risk of orthostatic hypotension and syncope may be
minimized by limiting the initial dose to 25 mg bid (see Dosage and Administration). If hypotension accurs
during titration to the target dose, a return to the previous dose in the titration schedule is appropriate.
Leukopenia, Neutropenia and Agranulocytosis In clinical trial and postmarketing experience, events
of leukopenia/neutropenia have been reported temporally related to atypical antipsychatic agents, including
SEROQUEL. Agranulocytosis (including fatal cases) has also been reported. Possible risk factors
for leukopenia/neutropenia include pre-existing low white cell count (WBC) and history of drug induced
leukopenia/neutropenia. Patients with a pre-existing low WBC or a history of drug induced leukopenia/
neutropenia should have their complete blood count (CBC) monitored frequently during the first few months
of therapy and should discontinue SEROQUEL at the first sign of a decline in WBC in absence of ather
causative factors. Patients with neutronenia should be carefullv monitored for fever or other svmntoms or

signs of infection and treated promptly if such symptoms or signs occur. Patients with severe neutropenia
(absolute neutrophil count <1000/mm3) should discontinue SEROQUEL and have their WBC followed
until recovery (see Adverse Reactions). Tardive Dyskinesia A syndrome of potentially irreversible,
involuntary, dyskinetic movements may develop in patients treated with antipsychotic drugs. Although
the prevalence of the syndrome appears to be highest among the elderly, especially elderly women, it is
impossible to rely upon prevalence estimates to predict, at the inception of antipsychotic treatment, which
patients are likely to develop the syndrome. Whether antipsychotic drug products differ in their potential to
cause tardive dyskinesia is unknown. The risk of developing tardive dyskinesia and the likelihood that it will
become irreversible are believed to increase as the duration of treatment and the total cumulative dose of
antipsychotic drugs administered to the patient increase. However, the syndrome can develop, although
much less commonly, after relatively brief treatment periods at low doses. There is no known treatment for
established cases of tardive dyskinesia, although the syndrome may remit, partially or completely, if
antipsychotic treatment is withdrawn. Antipsychotic treatment, itself, however, may suppress (or partially
suppress) the signs and symptoms of the syndrome and thereby may possibly mask the underlying process.
The effect that symptomatic suppression has upon the long-term course of the syndrome is unknown. Given
these considerations, SEROQUEL should be prescribed in a manner that is most likely to minimize the
occurrence of tardive dyskinesia. Chronic antipsychotic treatment should generally be reserved for patients
who appear to suffer from a chronic illness that (1) is known to respond to antipsychatic drugs, and (2) for
whom alternative, equally effective, but potentially less harmful treatments are not available or appropriate.
In patients who do 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 of tardive dyskinesia appear in a patient on SEROQUEL, drug
discontinuation should be considered. However, some patients may require treatment with SEROQUEL
despite the presence of the syndrome. Cataracts The development of cataracts was observed in associa-
tion with quetiapine treatment in chronic dog studies [see Nonclinical Toxicology, Animal Toxicology in full
Prescribing Information (13.2)]. Lens changes have also been observed in patients during long-term
SEROQUEL treatment, but a causal relationship to SEROQUEL use has not been established. Nevertheless,
the possibility of lenticular changes cannot be excluded at this time. Therefore, examination of the lens by
methods adequate to detect cataract formation, such as slit lamp exam or other appropriately sensitive
methods, is recommended at initiation of treatment or shortly thereafter, and at 6-month intervals during
chronic treatment. Seizures During clinical trials, seizures occurred in 0.5% (20/3490) of patients treated
with SEROQUEL compared to 0.2% (2/954) on placebo and 0.7% (4/527) on active control drugs. As with
other antipsychotics, SEROQUEL should be used cautiously in patients with a history of seizures or with
conditions that potentially lower the seizure threshold, eg, Alzneimer's dementia. Conditions that lower the
seizure threshold may be more prevalent in a population of 65 years or older. Hypothyroidism Clinical
trials with SEROQUEL demonstrated a dose-related decrease in total and free thyroxine (T4) of approxi-
mately 20% at the higher end of the therapeutic dose range and was maximal in the first two to four weeks
of treatment and maintained without adaptation or progression during more chronic therapy. Generally,
these changes were of no clinical significance and TSH was unchanged in most patients and levels of TBG
were unchanged. In nearly all cases, cessation of SEROQUEL treatment was associated with a reversal of the
effects on total and free T4, irrespective of the duration of treatment. About 0.7% (26/3489) of SEROQUEL
patients did experience TSH increases in monotherapy studies. Six of the patients with TSH increases
needed replacement thyroid treatment. In the mania adjunct studies, where SEROQUEL was added to lithium
or divalproex, 12% (24/196) of SEROQUEL treated patients compared to 7% (15/203) of placebo treated
patients had elevated TSH levels. Of the SEROQUEL treated patients with elevated TSH levels, 3 had
simultaneous low freg T4 levels. Hyperlipidemia In schizophrenia trials, the proportions of patients with
elevations to levels of cholesterol >240 mg/dL and triglycerides >200 mg/dL were 16% and 23% for
SEROQUEL treated patients respectively compared to 7% and 16% for placebo treated patients respectively.
In bipolar depression trials, the proportion of patients with cholesterol and triglycerides elevations to these
levels were 9% and 14% for SEROQUEL treated patients respectively, compared to 6% and 9% for placebo
treated patients respectively. Hyperprolactinemia Although an elevation of prolactin levels was not
demonstrated in clinical trials with SEROQUEL, increased prolactin levels were observed in rat studies
with this compound, and were associated with an increase in mammary gland neoplasia in rats [see
Carcinogenesis, Mutagenesis, Impairment of Fertility in full Prescribing Information (13.1)]. Tissue
culture experiments indicate that approximately one-third of human breast cancers are prolactin dependent
in vitro, a factor of potential importance if the prescription of these drugs is contemplated in a patient with
previously detected breast cancer. Although disturbances such as galactorrhea, amenorrhea, gynecomastia,
and impotence have been reported with prolactin-glevating compounds, the clinical significance of elevated
serum prolactin levels is unknown for most patients. 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.
Transaminase Elevations Asymptomatic, transient and reversible elevations in serum transaminases
(primarily ALT) have been reported. In schizophrenia trials, the proportions of patients with transaminase
elevations of >3 times the upper limits of the normal reference range in a pool of 3- to 6-week placebo-
controlled trials were approximately 6% for SEROQUEL compared to 1% for placebo. In acute bipolar mania
trials, the proportions of patients with transaminase elevations of >3 times the upper limits of the normal
reference range in a pool of 3- to 12-week placebo-controlled trials were approximately 1% for both
SEROQUEL and placebo. These hepatic enzyme elevations usually occurred within the first 3 weeks of drug
treatment and promptly returned to pre-study levels with ongoing treatment with SEROQUEL. In bipolar
depression trials, the proportions of patients with transaminase elevations of >3 times the upper limits of
the normal reference range in two 8-week placebo-controlled trials was 1% for SEROQUEL and 2% for
placebo. Potential for Cognitive and Motor Impairment Somnolence was a commonly reported
adverse event reported in patients treated with SEROQUEL especially during the 3-5 day period of initial dose
fitration. In schizophrenia trials, somnolence was reported in 18% of patients on SEROQUEL compared to
11% of placebo patients. In acute bipolar mania trials using SEROQUEL as monotherapy, somnolence was
reported in 16% of patients on SEROQUEL compared to 4% of placebo patients. In acute bipolar mania trials
using SEROQUEL as adjunct therapy, somnolence was reported in 34% of patients on SEROQUEL compared
to 9% of placebo patients. In bipolar depression trials, somnolence was reported in 28% of patients on
SEROQUEL compared to 7% of placebo patients. In these trials, sedation was reported in 30% of patients
on SEROQUEL comared to 8% of placebo patients. Since SEROQUEL has the notential to imoair iudament,
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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 SEROQUEL therapy does not affect them adversely. Priapism One case of
priapism in a patient receiving SEROQUEL has been reported prior to market introduction. While a causal
relationship to use of SEROQUEL has not been established, other drugs with alpha-adrenergic blocking
effects have been reported to induce priapism, and it is possible that SEROQUEL may share this capacity.
Severe priapism may require surgical intervention. Body Temperature Regulaiion Although not
reported with SEROQUEL, disruption of the body's ability to reduce core body temperature has been
attributed to antipsychotic agents. Appropriate care is advised when prescribing SEROQUEL for patients
who will be experiencing conditions which may contribute to an elevation in core body temperature, e.g.,
exercising strenuously, exposure to extreme heat, receiving concomitant medication with anticholinergic
activity, or being subject to dehydration. Dysphagia Esophageal dysmotility and aspiration have been
associated with antipsychotic drug use. Aspiration pneumonia is a common cause of morbidity and
mortality in elderly patients, in particular those with advanced Alzheimer's dementia. SEROQUEL and other
antipsychotic drugs should be used cautiously in patients at risk for aspiration pneumonia. Suicide The
possibility of a suicide attempt is inherent in bipolar disorder and schizophrenia; close supervision of high
risk patients should accompany drug therapy. Prescriptions for SEROQUEL should be written for the
smallest quantity of tablets consistent with good patient management in order to reduce the risk of
overdose. In 2 eight-week clinical studies in patients with bipolar depression (N=1048) the incidence of
treatment emergent suicidal ideation or suicide attempt was low and similar to placebo (SEROQUEL
300 mg, 6/350, 1.7%; SEROQUEL 600 mg, 9/348, 2.6%; Placeho, 7/347, 2.0%). Use in Patients with
Concomitant lllness Clinical experience with SEROQUEL in patients with certain concomitant systemic
illnesses is limited [see Pharmacokinetics in full Prescribing Information (12.3)]. SEROQUEL 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 studies.
Because of the risk of orthostatic hypotension with SEROQUEL, caution should be observed in cardiac
patients (see Warnings and Precautions). Withdrawal Acute withdrawal symptoms, such as nausea,
vomiting, and insomnia have very rarely been described after abrupt cessation of atypical antipsychotic
drugs, including SEROQUEL. Gradual withdrawal is advised.

ADVERSE REACTIONS

Clinical Study Experience Because clinical studies are conducted under widely varying conditions,
adverse reaction rates observed in the clinical studies of a drug cannot be directly compared to rates in the
clinical studies of another drug and may not reflect the rates observed in practice. The information below
is derived from a clinical trial database for SEROQUEL consisting of over 4300 patients. This database
includes 698 patients exposed to SEROQUEL for the treatment of bipolar depression, 405 patients exposed
to SEROQUEL for the treatment of acute bipolar mania (monotherapy and adjunct therapy), 646 patients
exposed to SEROQUEL for the maintenance treatment of bipolar | disorder as adjunct therapy, and
approximately 2600 patients and/or normal subjects exposed to 1 or more doses of SEROQUEL for the
treatment of schizophrenia. Of these approximately 4300 subjects, approximately 4000 (2300 in
schizophrenia, 405 in acute bipolar mania, 698 in bipolar depression, and 646 for the maintenance treatment
of bipolar | disorder) were patients who participated in multiple dose effectiveness trials, and their
experience corresponded to approximately 2400 patient-years. The conditions and duration of treatment
with SEROQUEL varied greatly and included (in overlapping categories) open-label and double-blind phases
of studies, inpatients and outpatients, fixed-dose and dose-titration studies, and short-term or longer-term
exposure. Adverse reactions were assessed by collecting adverse events, results of physical examinations,
vital signs, weights, laboratory analyses, ECGs, and results of ophthalmologic examinations. Adverse
reactions during exposure were obtained by general inquiry and recorded by clinical investigators using
terminology of their own choosing. Consequently, it is not possible to provide a meaningful estimate of the
proportion of individuals experiencing adverse reactions without first grouping similar types of reactions
into a smaller number of standardized reaction categories. In the tables and tabulations that follow, standard
COSTART terminology has been used to classify reported adverse reactions for schizophrenia and bipolar
mania. MedDRA terminology has been used to classify reported adverse reactions for bipolar depression.
The stated frequencies of adverse reactions represent the proportion of individuals who experienced, at least
once, a treatment-emergent adverse reaction of the type listed. A reaction was considered treatment
emergent if it occurred for the first time or worsened while receiving therapy following baseline evaluation.
Adverse Reactions Associated with Discontinuation of Treatment in Short-Term, Placebo-Controlled
Trials: Bipolar Disorder: Depression: Overall, discontinuations due to adverse reactions were 12.3%
for SEROQUEL 300 mg vs. 19.0% for SEROQUEL 600 mg and 5.2% for placebo. Mania: Overall,
discontinuations due to adverse reactions were 5.7% for SEROQUEL vs. 5.1% for placebo in monotherapy
and 3.6% for SEROQUEL vs. 5.9% for placebo in adjunct therapy. Schizophrenia: Overall, there was little
difference in the incidence of discontinuation due to adverse reactions (4% for SEROQUEL vs. 3% for
placebo) in a pool of controlled trials. However, discontinuations due to somnolence and hypotension were
considered to be drug related (see Warnings and Precautions).

Adverse Reaction SEROQUEL Placebo
Somnolence 0.8% 0%
Hypotension 0.4% 0%

Adverse Reactions Occurring at an Incidence of 1% or More Among SEROQUEL Treated Patients in
Short-Term, Placebo-Controlled Trials: The prescriber should be aware that the figures in the tables and
tabulations cannot be used to predict the incidence of side effects in the course of usual medical practice
where patient characteristics and other factors differ from those that prevailed in the clinical trials. Similarly,
the cited frequencies cannot be compared with figures obtained from other clinical 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 nondrug factors to the side
effect incidence in the population studied. Table 2 enumerates the incidence, rounded to the nearest percent,
of treatment-emergent adverse reactions that occurred during acute therapy of schizophrenia (up to
6 weeks) and bipolar mania (up to 12 weeks) in 1% or more of patients treated with SEROQUEL (doses
ranging from 75 to 800 mg/day) where the incidence in patients treated with SEROQUEL was greater than
the incidence in placebo-treated patients.
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Table 2. Treatment-Emergent Adverse Reaction Incidence in 3- to 12-Week Placebo-Controlled
Clinical Trials for the Treatment of Schizophrenia and Bipolar Mania (monotherapy)!

Body System/Preferred Term SEROQUEL PLACEBO
(n=719) (n=404)

Body as a Whole

Headache 21% 14%

Pain 7% 5%

Asthenia 5% 3%

Abdominal Pain 4% 1%

Back Pain 3% 1%

Fever 2% 1%
Cardiovascular

Tachycardia 6% 4%

Postural Hypotension 4% 1%
Digestive

Dry Mouth 9% 3%

Constipation 8% 3%

Vomiting 6% 5%

Dyspepsia 5% 1%

Gastroenteritis 2% 0%

Gamma Glutamyl Transpeptidase Increased 1% 0%
Metabolic and Nutritional

Weight Gain 5% 1%

SGPT Increased 5% 1%

SGOT Increased 3% 1%
Nervous

Agitation 20% 17%

Somnolence 18% 8%

Dizziness 1% 5%

Anxiety 4% 3%
Respiratory

Pharyngitis 4% 3%

Rhinitis 3% 1%
Skin and Appendages

Rash 4% 2%
Special Senses

Amblyopia 2% 1%

1 Reactions for which the SEROQUEL incidence was equal to or less than placebo are not listed in the table, but included the
following: accidental injury, akathisia, chest pain, cough increased, depression, diarrhea, extrapyramidal syndrome, hostility,
hypertension, hypertonia, hypotension, increased appetite, infection, insomnia, leukopenia, malaise, nausea, nervousness, pares-
thesia, peripheral edema, sweating, tremor, and weight loss.

In these studies, the most commonly observed adverse reactions associated with the use of SEROQUEL
(incidence of 5% or greater) and observed at a rate on SEROQUEL at least twice that of placebo were
somnolence (18%), dizziness (11%), dry mouth (9%), constipation (8%), SGPT increased (5%), weight
gain (5%), and dyspepsia (5%). Table 3 enumerates the incidence, rounded to the nearest percent, of
treatment-emergent adverse reactions that occurred during therapy (up to 3 weeks) of acute mania in 5% or
more of patients treated with SEROQUEL (doses ranging from 100 to 800 mg/day) used as adjunct therapy
to lithium and divalproex where the incidence in patients treated with SEROQUEL was greater than the
incidence in placebo-treated patients.

Table 3. Treatment-Emergent Adverse Reaction Incidence in 3-Week Placebo-Controlled Clinical
Trials for the Treatment of Bipolar Mania (Adjunct Therapy)!

Body System/Preferred Term SEROQUEL PLACEBO
(n=196) (n=203)

Body as a Whole

Headache 17% 13%

Asthenia 10% 4%

Abdominal Pain 7% 3%

Back Pain 5% 3%
Cardiovascular

Postural Hypotension 7% 2%
Digestive

Dry Mouth 19% 3%

Constipation 10% 5%
Metabolic and Nutritional

Weight Gain 6% 3%
Nervous

Somnolence 34% 9%

Dizziness 9% 6%

Tremor 8% 7%

Agitation 6% 4%
Respiratory

Pharyngitis 6% 3%

1 Reactions for which the SEROQUEL incidence was equal to or less than placebo are not listed in the table, but included the
following: akathisia, diarrhea, insomnia, and nausea.

In these studies, the most commonly observed adverse reactions associated with the use of SEROQUEL

(incidence of 5% or greater) and observed at a rate on SEROQUEL at least twice that of placebo were

somnolence (34%), dry mouth (19%), asthenia (10%), constipation (10%), abdominal pain (7%), postural

hypotension (7%), pharyngitis (6%), and weight gain (6%). Table 4 enumerates the incidence, rounded to

the nearest percent, of treatment-emergent adverse reactions that occurred during therapy (up to 8 weeks)
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of bipolar depression in 5% or more of patients treated with SEROQUEL (doses of 300 and 600 mg/day)
where the incidence in patients treated with SEROQUEL was greater than the incidence in placebo
treated patients.
Table 4. Treatment-Emergent Adverse Reaction Incidence
in 8-Week Placeho-Controlled Clinical Trials for the Treatment of Bipolar Depression?

Body System/Preferred Term SEROQUEL PLACEBO
(n=698) (n=347)

Gastrointestinal Disorders

Dry Mouth 44% 13%

Constipation 10% 4%

Dyspepsia 7% 4%

Vomiting 5% 4%
General Disorders and Administrative Site Conditions

Fatigue 10% 8%
Metabolism and Nutrition Disorders

Increased Appetite 5% 3%
Nervous System Disorders

Sedation 30% 8%

Somnolence 28% 7%

Dizziness 18% %

Lethargy 5% 2%
Respiratory, Thoracic, and Mediastinal Disorders

Nasal Congestion 5% 3%

1 Reactions for which the SEROQUEL incidence was equal to or less than placebo are not listed in the table, but included the
following: nausea, upper respiratory tract infection, and headache.

In these studies, the most commonly observed adverse reactions associated with the use of SEROQUEL
(incidence of 5% or greater) and observed at a rate on SEROQUEL at least twice that of placebo were dry
mouth (44%), sedation (30%), somnolence (28%), dizziness (18%), constipation (10%), lethargy (5%),
and nasal congestion (5%). Explorations for interactions on the basis of gender, age, and race did not reveal
any clinically meaningful differences in the adverse reaction occurrence on the basis of these demographic
factors. Dose Dependency of Adverse Reactions in Short-Term, Placebo-Controlled Trials Dose-related
Adverse Reactions: Spontaneously elicited adverse reaction data from a study of schizophrenia comparing
five fixed doses of SEROQUEL (75 mg, 150 mg, 300 mg, 600 mg, and 750 mg/day) to placebo were explored
for dose-relatedness of adverse reactions. Logistic regression analyses revealed a positive dose response
(p<0.05) for the following adverse reactions: dyspepsia, abdominal pain, and weight gain. Adverse
Reactions in clinical trials with quetiapine and not listed elsewhere in the label: The following adverse
reactions have also been reported with quetiapine: abnormal dreams and nightmares, hypersensitivity,
restless legs syndrome, and elevations in serum creatine phosphokinase (not associated with NMS).
Extrapyramidal Symptoms: Dystonia: Class Effect: Symptoms of dystonia, prolonged abnormal contractions
of muscle groups, may occur in susceptible individuals during the first few days of treatment. Dystonic
symptoms include: spasm of the neck muscles, sometimes progressing to tightness of the throat,
swallowing difficulty, difficulty breathing, and/or protrusion of the tongue. While these symptoms can occur
at low doses, they occur more frequently and with greater severity with high potency and at higher doses of
first generation antipsychotic drugs. An elevated risk of acute dystonia s observed in males and younger age
groups. Data from one 6-week clinical trial of schizophrenia comparing five fixed doses of SEROQUEL
(75, 150, 300, 600, 750 mg/day) provided evidence for the lack of treatment-emergent extrapyramidal
symptoms (EPS) and dose-relatedness for EPS associated with SEROQUEL treatment. Three methods were
used to measure EPS: (1) Simpson-Angus total score (mean change from baseling) which evaluates
Parkinsonism and akathisia, (2) incidence of spontaneous complaints of EPS (akathisia, akinesia, cogwhegl
rigidity, extrapyramidal syndrome, hypertonia, hypokinesia, neck rigidity, and tremor), and (3) use of
anticholinergic medications to treat emergent EPS.

SEROQUEL
Dose Groups Placebo | 75mg 150mg | 300mg | 600mg | 750 mg
Parkinsonism -0.6 -1.0 12 -16 -18 18
EPS incidence 16% 6% 6% 4% 8% 6%
Antichalinergic 14% 1% 10% 8% 12% 1%
medications

In six additional placebo-controlled clinical trials (3 in acute mania and 3 in schizophrenia) using variable
doses of SEROQUEL, there were no differences between the SEROQUEL and placebo treatment groups in
the incidence of EPS, as assessed by Simpson-Angus scores, spontaneous complaints of EPS and the use
of concomitant anticholinergic medications to treat EPS. In two placebo-controlled clinical trials for the
treatment of hipolar depression using 300 mg and 600 mg of SEROQUEL, the incidence of adverse reactions
potentially related to EPS was 12% in both dose groups and 6% in the placebo group. In these studies, the
incidence of the individual adverse reactions (eg, akathisia, extrapyramidal disorder, tremor, dyskinesia,
dystonia, restlessness, muscle contractions involuntary, psychomotor hyperactivity and muscle rigidity)
were generally low and did not exceed 4% in any treatment group. The 3 treatment groups were similar in
mean change in SAS total score and BARS Global Assessment score at the end of treatment. The use of
concomitant anticholinergic medications was infrequent and similar across the three treatment groups.
Vital Signs and Laboratory Studies Vital Sign Changes SEROQUEL is associated with orthostatic hypoten-
sion [see Warnings and Precautions). Weight Gain In schizophrenia trials the proportions of patients
meeting a weight gain criterion of >7% of body weight were compared in a pool of four 3- to 6-week
placebo-controlled clinical trials, revealing a statistically significantly greater incidence of weight gain for
SEROQUEL (23%) compared to placebo (6%). In mania monotherapy trials the proportions of patients
meeting the same weight gain criterion were 21% compared to 7% for placebo and in mania adjunct therapy
trials the proportion of patients meeting the same weight criterion were 13% compared to 4% for placebo.
In bipolar depression trials, the proportions of patients meeting the same weight gain criterion were
8% compared to 2% for placebo. Laboratory Changes An assessment of the premarketing experience for
SEROQUEL suggested that it is associated with asymptomatic increases in SGPT and increases in both total

cholesterol and triglycerides. In post-marketing clinical trials, elevations in total cholesterol (predominantly
LDL cholesterol) have been abserved (see Warnings and Precautions). In placebo controlled monotherapy
clinical trials involving 3368 patients on quetiapine fumarate and 1515 on placebo, the incidence of at least
one accurrence of neutrophil count <1.0 x 10%/L among patients with a normal baseling neutrophil count
and at least one available follow up laboratory measurement was 0.3% (10/2967) in patients treated with
quetiapine fumarate, compared to 0.1% (2/1349) in patients treated with placebo. Patients with a
pre-existing low WBC or a history of drug induced leukopenia/neutropenia should have their complete blood
count (CBC) monitored frequently during the first few months of therapy and should discontinue SEROQUEL
at the first sign of a decline in WBC in absence of other causative factors (see Warnings and Precautions).
Hyperglycemia In 2 long-term placebo-controlled clinical trials, mean exposure 213 days for SEROQUEL
(646 patients) and 152 days for placebo (680 patients), the exposure-adjusted rate of any increased blood
glucose level (=126 mg/dl) for patients more than 8 hours since a meal was 18.0 per 100 patient years for
SEROQUEL (10.7% of patients) and 9.5 for placebo per 100 patient years (4.6% of patients). In short-term
(12 weeks duration or less) placebo-controlled clinical trials (3342 patients treated with SEROQUEL and
1490 treated with placebo), the percent of patients who had a fasting blood glucose >126 mg/dl or a non
fasting blood glucose >200 mg/dl was 3.5% for quetiapine and 2.1% for placebo. In a 24 week trial (active-
controlled, 115 patients treated with SEROQUEL) designed to evaluate glycemic status with oral glucose
tolerance testing of all patients, at week 24 the incidence of a treatment-emergent post-glucose challenge
glucose level >200 mg/dl was 1.7% and the incidence of a fasting treatment-emergent blood glucose level
>126 mg/dl was 2.6%. ECG Changes Between-group comparisons for pooled placebo-controlled trials
revealed no statistically significant SEROQUEL/placebo differences in the proportions of patients
experiencing potentially important changes in ECG parameters, including QT, QTc, and PR intervals.
However, the proportions of patients meeting the criteria for tachycardia were compared in four 3- to 6-week
placebo-controlled clinical trials for the treatment of schizophrenia revealing a 1% (4/399) incidence for
SEROQUEL compared to 0.6% (1/156) incidence for placebo. In acute (monotherapy) bipolar mania trials
the proportions of patients meeting the criteria for tachycardia was 0.5% (1/192) for SEROQUEL compared
to 0% (0/178) incidence for placebo. In acute bipolar mania (adjunct) trials the proportions of patients
meeting the same criteria was 0.6% (1/166) for SEROQUEL compared to 0% (0/171) incidence for placebo.
In bipolar depression trials, no patients had heart rate increases to >120 beats per minute. SEROQUEL use
was associated with a mean increase in heart rate, assessed by ECG, of 7 beats per minute compared to a
mean increase of 1 beat per minute among placebo patients. This slight tendency to tachycardia may be
related to SEROQUEL's potential for inducing orthostatic changes (see Warnings and Precautions). Other
Adverse Reactions Observed During the Pre-Marketing Evaluation of SEROQUEL Following is a list of
COSTART terms that reflect treatment-emergent adverse reactions as defined in the introduction to the
ADVERSE REACTIONS section reported by patients treated with SEROQUEL at multiple doses =75 mg/day
during any phase of a trial within the premarketing database of approximately 2200 patients treated for
schizophrenia. Al reported reactions are included except those already listed in the tables or elsewhere in
labeling, those reactions for which a drug cause was remote, and those reaction terms which were so
general as to be uninformative. It is important to emphasize that, although the reactions reported occurred
during treatment with SEROQUEL, they were not necessarily caused by it. Reactions are further categorized
by body system and listed in order of decreasing frequency according to the following definitions: frequent
adverse reactions are those occurring in at least 1/100 patients (only those not already listed in the tabulated
results from placebo-controlled trials appear in this listing); infrequent adverse reactions are those
occurring in 1/100 to 1/1000 patients; rare reactions are those occurring in fewer than 1/1000 patients.
Nervous System: Frequent: hypertonia, dysarthria; Infrequent: abnormal dreams, dyskinesia, thinking
abnormal, tardive dyskinesia, vertigo, involuntary movements, confusion, amnesia, psychosis,
hallucinations, hyperkinesia, libido increased*, urinary retention, incoordination, paranoid reaction,
abnormal gait, myoclonus, delusions, manic reaction, apathy, ataxia, depersonalization, stupor, bruxism,
catatonic reaction, hemiplegia; Rare: aphasia, buccoglossal syndrome, choreoathetosis, delirium, emotional
[ability, euphoria, libido decreased*, neuralgia, stuttering, subdural hematoma. Body as a Whole: Frequent:
flu syndrome; Infrequent: neck pain, pelvic pain*, suicide attempt, malaise, photosensitivity reaction, chills,
face edema, moniliasis; Rare: abdomen enlarged. Digestive System: Frequent: anorexia; Infrequent:
increased salivation, increased appetite, gamma glutamyl transpeptidase increased, gingivitis, dysphagia,
flatulence, gastroenteritis, gastritis, hemorrhoids, stomatitis, thirst, tooth caries, fecal incontinence,
gastroesophageal reflux, gum hemorrhage, mouth ulceration, rectal hemorrhage, tongue edema; Rare:
glossitis, hematemesis, intestinal obstruction, melena, pancreatitis. Cardiovascular System: Frequent:
palpitation; Infrequent: vasodilatation, QT interval prolonged, migraine, bradycardia, cerebral ischemia,
irregular pulse, T wave abnormality, bundle branch block, cerebrovascular accident, deep thrombophlebitis,
T wave inversion; Rare: angina pectoris, atrial fibrillation, AV block first degree, congestive heart failure, ST
elevated, thrombophlebitis, T wave flattening, ST abnormality, increased QRS duration. Respiratory
System: Frequent: pharyngitis, rhinitis, cough increased, dyspnea; Infrequent: pneumonia, epistaxis,
asthma; Rare: hiccup, hyperventilation. Metabolic and Nutritional System: Frequent: peripheral edema;
Infrequent: weight loss, alkaline phosphatase increased, hyperlipemia, alcohol intolerance, dehydration,
hyperglycemia, creatinine increased, hypoglycemia; Rare: glycosuria, gout, hand edema, hypokalemia,
water intoxication. Skin and Appendages System: Frequent: sweating; Infrequent: pruritus, acne, eczema,
contact dermatitis, maculopapular rash, seborrhea, skin ulcer, Rare: exfoliative dermatitis, psoriasis,
skin discoloration. Urogenital System: Infrequent: dysmenorrhea®, vaginitis*, urinary incontinence,
metrorrhagia*, impotence*, dysuria, vaginal moniliasis *, abnormal ejaculation*, cystitis, urinary frequency,
amenorrhea*, female lactation*, leukorrhea®, vaginal hemorrhage*, vulvovaginitis™ orchitis*; Rare:
gynecomastia®, nocturia, polyuria, acute kidney failure. Special Senses: Infrequent: conjunctivitis,
abnormal vision, dry eyes, tinnitus, taste perversion, blepharitis, eye pain; Rare: abnormality of
accommodation, deafness, glaucoma. Musculoskeletal System: Infrequent: pathological fracture,
myasthenia, twitching, arthralgia, arthritis, leg cramps, bone pain. Hemic and Lymphatic System:
Frequent: leukopenia; Infrequent: leukocytosis, anemia, ecchymosis, eosinophilia, hypochromic anemia;
lymphadenopathy, cyanosis; Rare: hemolysis, thrombocytopenia. Endocrine System: Infrequent: hypo-
thyroidism, diabetes mellitus; Rare: hyperthyroidism. Post Marketing Experience The following adverse
reactions were identified during post approval of SEROQUEL. Because these reactions are reported volun-
tarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or
establish a causal relationship to drug exposure. Adverse reactions reported since market introduction
*adjusted for gender
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which were temporally related to SEROQUEL therapy include: anaphylactic reaction. Other adverse reactions
reported since market introduction, which were temporally related to SEROQUEL therapy, but not neces-
sarily causally related, include the following: agranulocytosis, cardiomyopathy, hyponatremia, myocarditis,
rhabdomyolysis, syndrome of inappropriate antidiuretic hormone secretion (SIADH), and Stevens-Johnson
syndrome (SJS).

DRUG INTERACTIONS

The risks of using SEROQUEL in combination with other drugs have not been extensively evaluated in
systematic studies. Given the primary CNS effects of SEROQUEL, caution should be used when it is taken in
combination with other centrally acting drugs. SEROQUEL potentiated the cognitive and motor effects of
alcohol in a clinical trial in subjects with selected psychotic disorders, and alcoholic beverages should be
avoided while taking SEROQUEL. Because of its potential for inducing hypotension, SEROQUEL may
enhance the effects of certain antihypertensive agents. SEROQUEL may antagonize the effects of levodopa
and dopamine agonists. The Effect of Other Drugs on Quetiapine Phenytoin: Coadministration of
quetiapine (250 mg tid) and phenytoin (100 mg tid) increased the mean oral clearance of quetiapine by
5-fold. Increased doses of SEROQUEL may be required to maintain control of symptoms of schizophrenia in
patients receiving quetiapine and phenytoin, or other hepatic enzyme inducers (e.g., carbamazepine,
barbiturates, rifampin, glucocorticoids). Caution should be taken if phenytoin is withdrawn and replaced
with a non-inducer (e.g., valproate) (see Dosage and Administration). Divalprogx: Coadministration of
quetiapine (150 mg bid) and divalproex (500 mg bid) increased the mean maximum plasma concentration
of quetiapine at steady state by 17% without affecting the extent of absorption or mean oral clearance.
Thioridazine: Thioridazing (200 mg bid) increased the oral clearance of quetiapine (300 mg bid) by
65%. Cimetidine: Administration of multiple daily doses of cimetidine (400 mg tid for 4 days) resulted in a
20% decrease in the mean oral clearance of quetiapine (150 mg tid). Dosage adjustment for quetiapine is
not required when it is given with cimetidine. P450 3A Inhibitors: Coadministration of ketoconazole (200 mg
once daily for 4 days), a potent inhibitor of cytochrome P450 3A, reduced oral clearance of quetiapine by
84%, resulting in a 335% increase in maximum plasma concentration of quetiapine. Caution (reduced
dosage) is indicated when SEROQUEL is administered with ketoconazole and other inhibitors of cytochrome
P450 3A (e.g., itraconazole, fluconazole, erythromycin, and protease inhibitors). Fluoxetine, Imipramine,
Haloperidol, and Risperidone: Coadministration of fluoxetine (60 mg once daily); imipramine (75 mg bid),
haloperidol (7.5 mg bid), or risperidone (3 mg bid) with quetiapine (300 mg bid) did not alter the steady-
state pharmacokinetics of quetiapine. Effect of Quetiapine on Other Drugs Lorazepam: The mean oral
clearance of lorazepam (2 mg, single dose) was reduced by 20% in the presence of quetiapine administered
as 250 mg tid dosing. Divalproex: The mean maximum concentration and extent of absorption of total and
free valproic acid at steady state were decreased by 10 to 12% when divalproex (500 mg bid) was
administered with quetiaping (150 mg bid). The mean oral clearance of total valproic acid (administered as
divalproex 500 mg bid) was increased by 11% in the presence of quetiapine (150 mg bid). The changes were
not significant. Lithium: Concomitant administration of quetiapine (250 mg tid) with lithium had no effect on
any of the steady-state pharmacokinetic parameters of lithium. Antipyrine: Administration of multiple daily
doses up to 750 mg/day (on a tid schedule) of quetiapine to subjects with selected psychotic disorders had
no clinically relevant effect on the clearance of antipyrine or urinary recovery of antipyrine metabolites.
These results indicate that quetiapine does not significantly induce hepatic enzymes responsible for
cytochrome P450 mediated metabolism of antipyrine.

USE IN SPECIFIC POPULATIONS

Pregnancy The teratogenic potential of quetiapine was studied in Wistar rats and Dutch Belted rabbits
dosed during the period of organogenesis. No evidence of a teratogenic effect was detected in rats at doses
0f 25 t0 200 mg/kg or 0.3 to 2.4 times the maximum human dose on a mg/m2 basis or in rabbits at 25 to
100 mg/kg or 0.6 to 2.4 times the maximum human dose on a mg/m? basis. There was, however, evidence
of embryo/fetal toxicity. Delays in skeletal ossification were detected in rat fetuses at doses of 50 and
200 mg/kg (0.6 and 2.4 times the maximum human dose on a mg/m? basis) and in rabbits at 50 and
100 mg/kg (1.2 and 2.4 times the maximum human dose on a mg/m2 basis). Fetal body weight was reduced
in rat fetuses at 200 mg/kg and rabbit fetuses at 100 mg/kg (2.4 times the maximum human dose on a
mg/m2 basis for both species). There was an increased incidence of a minor soft tissue anomaly
(carpal/tarsal flexure) in rabbit fetuses at a dose of 100 mg/kg (2.4 times the maximum human dose on a
mg/m? basis). Evidence of maternal toxicity (i.e., decreases in body weight gain and/or death) was observed
at the high dose in the rat study and at all doses in the rabbit study. In a peri/postnatal reproductive study in
rats, no drug-related effects were observed at doses of 1, 10, and 20 mg/kg or 0.01, 0.12, and 0.24 times
the maximum human dose on a mg/m2 basis. However, in a preliminary peri/postnatal study, there were
increases in fetal and pup death, and decreases in mean litter weight at 150 mg/kg, or 3.0 times the
maximum human dose on a mg/m2 basis. There are no adequate and well-controlled studies in pregnant
women and quetiapine should be used during pregnancy only if the potential benefit justifies the potential
risk to the fetus. Labor and Delivery The effect of SEROQUEL on labor and delivery in humans is
unknown. Nursing Mothers SEROQUEL was excreted in milk of treated animals during lactation. It is not
known if SEROQUEL is excreted in human milk. Itis recommended that women receiving SEROQUEL should
not breast feed. Pediatric Use The safety and effectiveness of SEROQUEL in pediatric patients have not
been established. Anyone considering the use of SEROQUEL in a child or adolescent must balance the
potential risks with the clinical need. Geriatric Use Of the approximately 3700 patients in clinical studies
with SEROQUEL, 7% (232) were 65 years of age or over. In general, there was no indication of any different
tolerability of SEROQUEL in the elderly compared to younger adults. Nevertheless, the presence of factors
that might decrease pharmacokinetic clearance, increase the pharmacodynamic response to SEROQUEL, or
cause poorer tolerance or orthostasis, should lead to consideration of a lower starting dose, slower titration,
and careful monitoring during the initial dosing period in the elderly. The mean plasma clearance of
SEROQUEL was reduced by 30% to 50% in elderly patients when compared to younger patients [see
Clinical Pharmacology in full Prescribing Information (12) and Dosage and Administration].

DRUG ABUSE AND DEPENDENCE

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

Human Experience In clinical trials, survival has been reported in acute overdoses of up to 30 grams of
quetiapine. Most patients who overdosed experienced no adverse reactions or recovered fully from the
reported reactions. Death has been reported in a clinical trial following an overdose of 13.6 grams of
quetiapine alone. In general, reported signs and symptoms were those resulting from an exaggeration of the
drugs known pharmacological effects, ie, drowsiness and sedation, tachycardia and hypotension. Patients
with pre-existing severe cardiovascular disease may be at an increased risk of the effects of overdose (ee
Warnings and Precautions). One case, involving an estimated overdose of 9600 mg, was associated with
hypokalemia and first degree heart block. In post-marketing experience, there have been very rare reports of
overdose of SEROQUEL alone resulting in death, coma, or QTc prolongation. Management of
Overdosage In In case of acute overdosage, establish and maintain an airway and ensure adequate
oxygenation and ventilation. Gastric lavage (after intubation, if patient is unconscious) and administration of
activated charcoal together with a laxative should be considered. The possibility of obtundation, seizure or
dystonic reaction of the head and neck following overdose may create a risk of aspiration with induced
emesis. Gardiovascular monitoring should commence immediately and should include continuous electro-
cardiographic monitoring to detect possible arrhythmias. If antiarrhythmic therapy is administered,
disopyramide, procainamide and quinidine carry a theoretical hazard of additive QT-prolonging effects when
administered in patients with acute overdosage of SEROQUEL. Similarly it is reasonable to expect that the
alpha-adrenergic-blocking properties of bretylium might be additive to those of quetiapine, resulting in
problematic hypotension. There is no specific antidote to SEROQUEL. Therefore appropriate Supportive
measures should be instituted. The possibility of multiple drug involvement should be considered.
Hypotension and circulatory collapse should be treated with appropriate measures such as intravenous
fluids and/or sympathomimetic agents (epinephrine and dopamine should not be used, since beta
stimulation may worsen hypotension in the setting of quetiapine-induced alpha blockade). In cases of severe
extrapyramidal symptoms, anticholinergic medication should be administered. Close medical supervision
and monitoring should continue until the patient recovers.

PATIENT COUNSELING INFORMATION

Prescribers or other health professionals should inform patients, their families, and their caregivers about
the benefits and risks associated with treatment with SEROQUEL and should counsel them in its appropriate
use. A patient Medication Guide about “Antidepressant Medicines, Depression and other Serious Mental
Illness, and Suicidal Thoughts or Actions” is available for SEROQUEL. 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. Patients should be advised of the
following issues and asked to alert their prescriber if these occur while taking SEROQUEL. Clinical
Worsening and Suicide Risk Patients, their families, and their caregivers should be encouraged to be alert
to the emergence of anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggressiveness,
impulsivity, akathisia (psychomotor restlessness), hypomania, mania, other unusual changes in behavior,
worsening of depression, and suicidal ideation, especially early during antidepressant treatment and when
the dose is adjusted up or down. Families and caregivers of patients should be advised to look for the
emergence of such symptoms on a day-to-day hasis, 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. Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Patients and caregivers should be advised that elderly patients with dementia-related psychoses treated with
atypical antipsychotic drugs are at increased risk of death compared with placebo. Quetiapine is not
approved for elderly patients with dementia-related psychosis. Neuroleptic Malignant Syndrome (NMS)
Patients should be advised to report to their physician any signs or symptoms that may be related to NMS.
These may include muscle stiffness and high fever. Hyperglycemia and Diabetes Mellitus Patients should
be aware of the symptoms of hyperglycemia (high blood sugar) and diabetes mellitus. Patients who are
diagnosed with diabetes, those with risk factors for diabetes, or those that develop these symptoms during
treatment should be monitored. Orthostatic Hypotension Patients should be advised of the risk of ortho-
static hypotension (symptoms include feeling dizzy or lightheaded upon standing) especially during the
period of initial dose fitration, and also at times of re-initiating treatment or increases in dose.
Leukopenia/Neutropenia Patients with a pre-existing low WBC or a history of drug induced leukopenia/
neutropenia should be advised that they should have their CBC monitored while taking SEROQUEL (see
Warnings and Precautions). Interference with Cognitive and Motor Performance Patients should be
advised of the risk of somnolence or sedation, especially during the period of initial dose titration. Patients
should be cautioned about performing any activity requiring mental alertness, such as operating a motor
vehicle (including automobiles) or operating machinery, until they are reasonably certain quetiapine therapy
does not affect them adversely. Patients should limit consumption of alcohol during treatment with
quetiapine. Pregnancy and Nursing Patients should be advised to notify their physician if they become
pregnant or intend to become pregnant during therapy. Patients should be advised not to breast feed if they
are taking quetiapine. Comcomitant Medication As with other medications, patients should be advised to
notify their physicians if they are taking, or plan to take, any prescription or over-the-counter drugs. Heat
Exposure and Dehydration Patients should be advised regarding appropriate care in avoiding overheating
and dehydration.

SEROQUEL is a registered trademark of the AstraZeneca group of companies ©AstraZeneca 2008
AstraZeneca Pharmaceuticals LP, Wilmington, DE 19850
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Suicidality and Antidepressant Drugs
Antidepressants increased the risk compared to placebo of suicidal thinking and behavior |
children, adolescents, and young adults in short-term studies of major depressive disorder [MD
psychiatric disorders. Anyone considering the use of LUVOX® CR (fluvoxamine maleate] Exten
Capsules or any other antidepressant in a child, adolescent, or young adult must balance thig risk

clinical need. Short-term studies did not show an increase in the risk of suicidality with_antidepre
compared to placebo in adults beyond age 24; there was a reduction in risk with antidepressants ¢
to placebo in adults aged 65 and older. Depression and certain other psychiatric disorders are the
associated with increases in the risk of suicide. Patients of all ages who are started on antidepressant the
should be monitored approprlatalg and observed closely for clinical worsening, suicidality, er unusual chs
in behavior. Families and caregivers should be advised of the need for close observation and communica
with the prescriber. LUVOX CR Capsules are not approved for use in pediatric patients. (See WARNINGS: L'.Iinl 1
Worsening and Suicide Risk, PRECAUTIONS: Information for Patients, and PRECAUTIONS: Pediatric Use.)
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OBSESSIVE COMPULSIVE DISORDER (OCD)

%-..Nu.
N
e
., o
. . l'\-‘
P 3
-

NOW YOUR PATIENTS CAN

Experience anew release

Once-A-Day Luvox CR delivers...
Proven efficacy in SAD and 0CD"*
Weight-neutral profile (no significant weight gain or loss)'*
Low incidence of sexual adverse events*
Available in 100 mg and 150 mg dose strengths

Important Safety Information

CONTRAINDICATIONS

The use of alosetron, tizanidine, thioridazine, or pimozide with Luvox CR Capsules is contraindicated. The use of
MAD inhibiters in combination with Luvox CR Capsules, or within 14 days of discontinuing treatment with Luvox CR
Capsules, is contraindicated [see WARNINGS and PRECAUTIONS). Luvox CR Capsules are also contraindicated in
patients with a history of hypersensitivity to fluvoxamine maleate or any of its excipients.

LUvOX
fluvoramine maleats extended-release capsules
@ Jazz Pharmaceuticals EXPERIENCE A NEW RELEASE™

Iansnwtion Hial peer fooms www.LuvoexCR.com

SN0A larr Pharmarnuticals, Ine Printad in 11 54 ICR-1 1401 i i 5 5 5
Luvon s @ regislered rodemunk of Solvoy Phrmoceuiculs, fnc Please see brief summary of prescribing information on following pages.



fluvoxaming maleate extended-elease capsules

100 myp and 150 mg
Brief summary, See package insert for full prescribing information.
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Suivickality and &nlisepressan] Drogs

Antidepressants increased the risk compared 1o placebo of suicidal thinking and behavior (sulcidality)
in children, adolescents, and young adults in short-term studies of major depressive disorder (MDD}
and othar peychialric disordars, Anyone considering the use of LUVOX® CH (Huvaxamne maleata)
Exlendend-Redeaa: Capsubes or any olber antidepressant in & child, adoleseenl, or young adull must
balance this risk with the clinical need. Short-term studies did not show an increase in the risk of
sulcidality with antidepressants compared to placabo in adults beyond age 24; there was a reduction
in risk with antidepressants compared to placeboin adults aged &5 and alder. Depression and certain
other peychiatric disorders are themsaives associated with increases in the risk of suiside. Patients of
all ages who are starled on anlidepressant therapy should be monitored appropriately aod observed
closely for clinical worsening, suicidality, or unusual changes in behavior, Families and caregivers
Should be advised of the need for close cbearvation and communication with tha prescriber, LUVOX CR
(Capsules are not approved for use in pediatric patismls. (See WARNINGS and PRECAUTIONS.)

INDICATIONS—LUVOX CR {fluvoxaming maleate) Fxlended-Release Capsules are indicated for fhe
treatmnt of social aniety disorder [SAD}, a%so knon g social phobia, and for the treatment of cbsessions and
compulsions i patlents wit obsessive compuistve oisoroer (OCD) [ath s oefined in the DSMLM).
CONTRAINDICATIONS—Ca-administration of alosetron, fzanidine, thiondazing, of pimosde: uss of MAD
InRIRtOeS. in camiinatian With or within 14 cays of dscontinuing tresmant with LUVUX GH; usa = pationts win
a listoey of Deypevsensilivity 0 fovosimine. mdsde o any of e eiienls See WARNINGS and
PAECAUTIONS.) WARNINGS—Clinical Worsening and Suicide Risk: Adull end pediatric patients with MDD
may experience worsaning of heir depression and'o: INe emergence of suicidal kleation and Denavor
(suicitality) or unusual changes i behavior, whether or not they are taking antidepressants, and this risk may
PersEd unld Sigmlcan Femssn OCOUNE, Suiciie i5 & kngen rigk of depression and cortain olher peychiatng
disurders, wnd Uwse disorders Ueemsebes ae e strongest predicions of suicide, There bas been g g
stending concern, hovever, that anlidepressants may heve a rols in inducing worsening of depression and the
£mergence of suicidaity incenain patlents during tha early phases of treatment. Tha pecled analyses of shor-
tem placebo-controlled triaks of antidenressants (S3R1s andolhers) showied that these dogsincreasad the risk
o sacidal Ihinking and bahavior (suicidalty] inchildren, adolegeends, and yeung adults (agos 18 24) with MDD
amd olter pyychinlic dsmdes. Short-lerm studies did not show an Increase in the risk of sulcidality with
antidepressants compared to placebo in adults beyond age 24: thers was a reduction with antidepressants
comparad 1o placebo in adults =65 years, Tha poolad analyess of placsbo-cantroksd tnals in childran and
aolescents with MOD, DCD, ar ofther psychialic disordess incloded @ wlal of 24 shod-lem Irials of
Dantidepressants in over 4,400 patients. The pooled analyses of plagcebo contralied tnaks in adullg with MDD
or pther psychiatric dieeders Included a ol of 295 shor-tem rials (medan duration of 2 months) of
11 anfidepressants in over 77,000 patients, There was considerable variation in risk of suicidakty among deugs, but
3 TBNANCY ROWARd 30 INCTEaS3 in N\ yaundar patienls tor dmas! ail druge sludied. |hera wers dilarancas in
aladinler visk ol suickblity acnss he different infications, vith e bighes! ircidence in MOD. The risk
difforences (dreg va placcbo, howower, wer relatively stable within eoe strata and across indications, Those
nsk iffgrances (drug-placeno 0 ference N g NUMDEr of cages ol suicidality per 1000 patems reated) includa
drug-related intreases (14 additional cases in patents <18 years old. & in 18- to 24-year-olds) and decraases
|V towy €050 WY 20- 1064 -yedr-olde; B Mvwor cises in pationts = BS years old). Mo suicklas occurrad inany of
e el biaks There wene suicides i e adult blals, bul the numiber s ol sulficiet Lo esch any
condusion abaut the drug effect on suicide. | is unknown whether the suicidality sk exdends fo longer-term
LR, i, bevond several maning., However, therd £ sulstantial evdoence from pacebo-controlled manlenance
triaks in adults vath depression that the: use ol antidepressants can dirlay the recumence of depression. All
paticnts being treated with antidepressants for any indication should be monitored appropriately and
observed closely for clinical worsening, suicidality, and unusual changes In bahavlor, especially during
the initial few months of a course of drug therapy, or at times of dese changes (increases or decreases).
The folipwing symptoms, andaty, 3gNation, panic ATICKs, NEOMNIA, IMtabety, NOEMNYy, A00ressivenass,
imgudsivity, akathisiy {psychomolor westiessness), Iypowenia, aod mania, leee Deen repoded in adull and
podainic paticnds being reated with ontideproasants kor MDD aswell 3 lorother psychiatric and nonpsychiatic
Indicatipns. Ainough & causal link betwagn e 8mergence of SLCH Symploms and elner the warsening of
depeession and’or the emergence of suicidal impulses has not baen established. there is concen that suth
EYIPLOME My represent (racurears 10 emerging sucidality. Lonsaieration shoukl be givan to changing ma
Iharapela: veginen, incheding peesdbly disoontinuing the medcation, in patienis whose depression is
peraistenlly worse, or who are expgriencing emergent sucidality or symitomns that might be precursars 1
WOrsening Bepression Or SUICIdality, especially if these symatome e savere, abrupd in GRSEL OF Were not par
of the palient's presenting symptoms. H fhe dacision kas been made o dscontinue treatment. medication
should bo tagesncd, as rapidly as i leasible, bud with recognifion thal abrupt discontinuation can be asscciatad
il celain ggmploms (see PRECAUTIONS and DOSAGE AND ADMINISTRATION—Dicontinualion of
Treatment with LUVOX G, Families and caregivers of patients being treated with antidepressants for
MDD or other psychiatric and nenpsychiatric indications should ba alerad about tha naad to monitor
palients for the emergence of agitation, iritabilily, onusual changes in behavior, and the ather
symptams described above, as well as the emergence of suicidality, and o report such symptoms
Immedizately to heaith care providers. Monitoring should include dally observation by families and
canenivers, Prescriplions for LUMOX CN should be written lor the smallest quantity of capsules consistent with
000 palign! mananemsant o raduca 1ha rex of ovendase, Screening Palients 1or Bipolar Dsorder: A major
depmesadun episocke g bee D indial gresentation of bipolan diordis. 1 s genensdly bedieved ghough oot
clablished in controlicd trialzl that treating Such an epizede with an antidepressant alone moy incroaso the
IBcalinog of precipitacen of 8 MixeclManic episofe in patients 41 Mgk for Lipoar clsorer, Wiether any of the
symptoms descrbed above represent such a conversion is unknoan. However, prior to indlating trealment with
S0 anficlepressant, patienls with digrossae symploms should be adaguately coreenad 1o delesming it 1Nay ar
el s bt afisonces s such sceessning should include s detailed psyehiatric isiony, inclediog a Gy sk
of suicide. bipolar disorder, and depreasion. LUMOK G is not aporoved for use in treating bipolar dopression,
Potential for Monoamine Oxidase Inhibitors (MACIE) Intaraction: in patients raceiving another seratonin
reuplake inhibiter drug in combination with MADIS, Ihare have been reports of serious, sometimes
fatal, reactions including hyperthermia, rigidity, myoclonus, autonomic instability with possible rapid
Muctuations of vital signs, and mental status changes that include extreme agitalion progressing (o
delirium and coma, These reactions have also been reported in patients who have discontinued that
drug and have bean starad on an MADI, Some cases pracantad wilh featuras resembling a serotanin
symdrome or peacoleplic makgoant syodsome. Therefoee, UMY CR shoold ool be usad in combination
with an MAD, or within 14 days of discontinuing freatment with an MAQI (scc CONTRAINDICATIONS).
Potential Thioridazing Interaction: The effect of fluvoxamine (25 mg Immediate-release [IR] given
twice daily [bid] for 1 week) on thioridazine steady-state concentrations was evaluated in 10 male
inpatients with schizophrania, Concantrations of thioridazing and s 2 active metabolites,

mesoridazine and sultoridazine, increased 3-fold foliowing co-administration of
fiuvoxamine. Thipridazing administration produces a dose-related prolongation of the QTe interval,
Which 15 associated with cerious ventricular arrmythmiae, such 36 lorsades da pointas-type
artlytunias, and smdden deall. This experience likely underestimates Qe degree of sk al might
oetur with higher doses of thioridazine, Morcover, the cffect of fluvoxamine may be cven more
pronounced at nigher doges, Tharetore, LUVOX CA and thiorigazine shouldnot be co-administerad (gsee
CONTRAINDICATIONS and PRECAUTIONS). Polential Tizanidine Interaction: Fluvoxamine is a potent
inkititor of CYPTAZ and hzaniding ie ALYPIAL subetrate. The ellect of IR Nuvoxaming maleata (100 mg
daily for & days) vn e phanmascokinelics (PK) and pharmacodymamics (PD) of a single dose of
tizanidine has been studied in 10 healthy male subjects. Tizaniding Cmay Was increased -12-fold
{range 5- to 32-1oig), elimination naif-iife was increased aimost 3-10ig, and AUC Increased 33-Told
{range 14+ to 103-fold). The mean maximal effect on blood pressure was a 35 mm Hg decrease in
systolic blood prassurs, 8 20 mm Hg decraasa in diastolic blood pressure, and a 4 baatimin decrease
in st rabe. Drowsiness was significenlly incressed and perdormance on the psyelomolor Tk was
significantly impaired, LUYOX Gt and tizanidine should not be used together (see CONTRAINDICATIONS
and PRECAUTIONS). Potential Alosatron Interaction: Fluvoxaming,an inhibitor of several CYP isozymes,
has been shown fo increase mean alesetron plasma concentralions (AUG) ~6-fold and prolonged the
Ty by - 3-fold, Therefore, it is recommended not to use LUVOY CR in combination with alosetron {sce
CONTRAINDICATIONS, PRECAUTIONS, and Lotronex™ (alosetron) package insert). Use with Ramelteon:
Rameiteon should not be used in combination with LUVOX CA (see PRCCAUTIONS: Drug Inleractions).
Fotential Fimozige Imaraction: Fimozide i metabolizad by the CYF3AA isozyme. It has Deen
demonstrated Ihal kelocorazole, a polent inhibitor of CYP3A4, llocks (he medabolism of this deg,
resulling in increased plasma cencentrations of parent drug. Increascd plasma concentration of
pimozide causes QT prolongation and has been agsoclated witn torgade de polntes-type ventricular
tachycardia, sometimes fatal. A substantial PK interaction has been observed for fluvoxamine in
combination with alprazokam, 2 drug known 10 ba matabolized by tha CYPIA isozyma, Although it has
ool b dliefinitively demonstratid Ul Dovmcamine i a polen CYPIR inhibitor, 1§ s Redy o be, given
the substantial interaction of fluvexaming with alprazolam. Consequently, it is recommended that
Tluvaxamine not be used incompination with pimozide (see CONTRAINDICATIONS and PRECAUTIONS).
Other Potentially Impartant Drug Interactions: (Also see PRECAUTIONS—Drug Interactions).
Benzodiazapings: Bancodmzepnts indtabalized by hopatic axdation (eq alprazolam, midazolam, lriazolam,
e ) should be sed with caotion because e cheranve el tese diugs b fkely o be educed by fooemine.
The clearancs of benzodiazspings metabolized by alusuronidation (eg lorazepam, oxazepam, temazepami is
unikey to be affected by flusoxaming, Alprazalam=—iyhen (R luvoxamine malgate (100 mg onge daily (o))
and alprarciam (1 mg foos fimes per day) were co-admingsiered o sleady siate, plasma concendations and
ather PE paramaetess (AUL, i, T1) of alprazofam ware approsdamalely twice those obscrved when alprazolam
vy adminktered dlone; ord clemaee was reduced by about 50%. The elevated plasma alpramolam
concentrations resulted in decreased psychomator performance and memony. This intsraction. which has not
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have demonstrated an association between use of drugs that interfere with serotonin reuptake and the
occurrence of Gl bleeding. Bleeding events related to use of SSRIs and SNRIs have ranged from ecchymoses,
hematomas, epistaxis, and petechiae to life-threatening hemorrhages. Patients should be cautioned about the
risk of bleeding associated with the concomitant use of LUVOX CR and NSAIDs, aspirin, or other drugs that affect
coagulation. Activation of Mania/Hypomania: During premarketing studies of IR fluvoxamine maleate
involving primarily depressed patients, hypomania or mania occurred in ~1% of patients treated with
fluvoxamine. In a 10-week pediatric OCD study, 2 out of 57 patients (4%) treated with fluvoxamine experienced
manic reactions, compared to none of 63 placebo patients. Activation of mania/hypomania has also been
reported in a small proportion of patients with major affective disorder who were treated with other
antidepressants. As with all antidepressants, LUVOX CR should be used cautiously in patients with a history of
mania. Seizures: During premarketing studies with IR fluvoxamine maleate, seizures were reported in 0.2% of
fluvoxamine-treated patients. Caution is recommended when the drug is administered to patients with a history
of convulsive disorders. Fluvoxamine should be avoided in patients with unstable epilepsy, and patients with
controlled epilepsy should be carefully monitored. Treatment with fluvoxamine should be discontinued if
seizures occur or seizure frequency increases. Hyponatremia:Hyponatremia may occur as a result of treatment
with SSRIs and SNRIs, including LUVOX CR. In many cases, this hyponatremia appears to be the result of the
syndrome of inappropriate antidiuretic hormone secretion (SIADH). Cases with serum sodium lower than
110 mmol/L have been reported. Elderly patients may be at greater risk of developing hyponatremia with SSRIs and
SNRIs. Also, patients taking diuretics or who are otherwise volume depleted may be at greater risk (see Geriatric
Use). Discontinuation of LUVOX CR should be considered in patients with symptomatic hyponatremia and
appropriate medical intervention should be instituted. Signs and symptoms of hyponatremia include headache,
difficulty concentrating, memory impairment, confusion, weakness, and unsteadiness, which may lead to falls.
Signs and symptoms associated with more severe and/or acute cases have included hallucination, syncope,
seizure, coma, respiratory arrest, and death. Use in Patients with Concomitant lliness: Closely monitored
clinical experience with IR fluvoxamine maleate in patients with concomitant systemic illness is limited. Caution
is advised in administering LUVOX CR to patients with diseases or conditions that could affect hemodynamic
responses or metabolism. LUVOX CR or IR fluvoxamine maleate have 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 systematically excluded from many clinical studies during premarket testing.
Evaluation of the electrocardiograms (ECGs) for patients with depression or OCD who participated in
premarketing studies revealed no differences between fluvoxamine and placebo in the emergence of clinically
important ECG changes. In patients with liver dysfunction, following administration of IR fluvoxamine maleate,
fluvoxamine clearance was decreased by ~30%. Patients with liver dysfunction should begin with a low dose of
LUVOX CR and increase it slowly with careful monitoring. Laboratory Tests: There are no specific laboratory
tests recommended. Drug Interactions: As with all drugs, the potential for interaction by a variety of
mechanisms is a possibility. Potential Interactions with Drugs that Inhibit or are Metabolized by
Cytochrome P450 Isoenzymes: Multiple hepatic cytochrome P450 isoenzymes are involved in the oxidative
biotransformation of a large number of structurally different drugs and endogenous compounds. The available
knowledge concerning the relationship of fluvoxamine and the cytochrome P450 isoenzyme system has been
obtained mostly from PK interaction studies conducted in healthy volunteers, but some preliminary in vitro data
are also available. Based on a finding of substantial interactions of fluvoxamine with certain of these drugs (see
WARNINGS) and limited in vitro data for CYP3A4, it appears that fluvoxamine inhibits several cytochrome P450
isoenzymes known to be involved in the metabolism of other drugs such as CYP1A2 (eg warfarin, theophylline,
propranolol, tizanidine), CYP2C9 (eg warfarin), CYP3A4 (eg alprazolam), and CYP2C19 (eg omeprazole). In vitro
data suggest that fluvoxamine is a relatively weak inhibitor of CYP2D6. Approximately 7% of the normal
population has a genetic code that leads to reduced levels of activity of CYP2D6 enzyme. Such individuals have
been referred to as poor metabolizers (PMs) of drugs such as debrisoquin, dextromethorphan, and tricyclic
antidepressants. While none of the drugs studied for drug interactions significantly affected the PK of
fluvoxamine, an in vivo study of fluvoxamine single-dose PK in 13 PM subjects demonstrated altered PK
properties compared to 16 extensive metabolizers (EMs): mean Cray, AUC, and Ty were increased by 52%,
200%, and 62%, respectively, in the PM compared to the EM group. This suggests that fluvoxamine is
metabolized, at least in part, by CYP2D6. Caution is indicated in patients known to have reduced levels of
cytochrome P450 2D6 activity or receiving concomitant drugs known to inhibit this cytochrome P450 isoenzyme
(eg quinidine). The metabolism of fluvoxamine has not been fully characterized, and the effects of potent
cytochrome P450 isoenzyme inhibition, such as the ketoconazole inhibition of CYP3A4, on fluvoxamine
metabolism have not been studied. A clinically significant fluvoxamine interaction is possible with drugs having
anarrow therapeutic ratio such as warfarin or theophylline, certain benzodiazepines, and phenytoin. If LUVOX CR
is to be administered together with a drug that is eliminated via oxidative metabolism and has a narrow
therapeutic window, plasma levels and/or PD effects of the latter drug should be monitored closely, at least until
steady-state conditions are reached (see CONTRAINDICATIONS and WARNINGS). CNS Active Drugs: Anti-
psychotics: See WARNINGS—Other Potentially Important Drug Interactions, NMS or NMS-Like Events.
MAOIs: See CONTRAINDICATIONS and WARNINGS. Alprazolam and Diazepam: See WARNINGS. Alcohol:
Studies involving single 40 g doses of ethanol (oral administration in 1 study and intravenous in the other) and
multiple dosing with IR fluvoxamine maleate (50 mg bid) revealed no effect of either drug on the PK or PD of the
other. Carbamazepine: Elevated carbamazepine levels and symptoms of toxicity have been reported with the
co-administration of IR fluvoxamine maleate and carbamazepine. Clozapine: Elevated serum levels of clozapine
have been reported in patients taking IR fluvoxamine maleate and clozapine. Since clozapine-related seizures
and orthostatic hypotension appear to be dose related, the risk of these AEs may be higher when fluvoxamine
and clozapine are co-administered. Patients should be closely monitored when LUVOX CR and clozapine are
used concurrently. Lithium: As with other serotonergic drugs, lithium may enhance the serotonergic effects of
fluvoxamine and, therefore, the combination should be used with caution. Seizures have been reported with the
co-administration of IR fluvoxamine maleate and lithium. Lorazepam: A study of multiple doses of IR fluvoxamine
maleate (50 mg bid) and a 4 mg single dose of lorazepam in healthy male volunteers (n=12) indicated no
significant PK interaction. On average, both lorazepam alone and lorazepam with fluvoxamine produced
substantial decrements in cognitive functioning; however, the co-administration of fluvoxamine and lorazepam
did not produce larger mean decrements compared to lorazepam alone. Methadone: Significantly increased
methadone (plasma level:dose) ratios have been reported when IR fluvoxamine maleate was administered to
patients receiving maintenance methadone treatment, with symptoms of opioid intoxication in 1 patient. Opioid
withdrawal symptoms were reported following fluvoxamine maleate discontinuation in another patient.
Ramelteon: When IR fluvoxamine maleate 100 mg bid was administered for 3 days prior to single-dose co-
administration of ramelteon 16 mg and IR fluvoxamine maleate, the AUC for ramelteon increased ~190-fold and
the Cpax increased ~70-fold compared to ramelteon administered alone. Ramelteon should not be used in
combination with LUVOX CR (see WARNINGS). Serotonergic Drugs: Based on the mechanism of action of
LUVOX CR and the potential for serotonin syndrome, caution is advised when fluvoxamine is co-administered
with other drugs that may affect the serotonergic neurotransmitter systems, such as triptans, linezolid (an
antibiotic which is a reversible non-selective MAQI), lithium, tramadol, or St. John’s Wort (see WARNINGS—
Serotonin Syndrome). The concomitant use of LUVOX CR with other SSRIs, SNRIs, or tryptophan is not
recommended. Sumatriptan: Rare postmarketing reports have described patients with weakness,
hyperreflexia, and incoordination following the use of an SSRI and sumatriptan. If concomitant treatment with
sumatriptan and an SSRI (eg fluoxetine, fluvoxamine, paroxetine, sertraline, etc.) is clinically warranted,
appropriate observation of the patient is advised. Tacrine: In a study of 13 healthy male volunteers, a single
40 mg dose of tacrine added to IR fluvoxamine maleate 100 mg/day administered at steady state was associated
with 5- and 8-fold increases in tacrine Cyax and AUC, respectively, compared to the administration of tacrine
alone. Five subjects experienced nausea, vomiting, sweating, and diarrhea following co-administration,
consistent with the cholinergic effects of tacrine. Thioridazine: See CONTRAINDICATIONS and WARNINGS.
Triptans: There have been rare postmarketing reports of serotonin syndrome with use of an SSRI and a triptan.

If concomitant treatment of fluvoxamine with a triptan is clinically warranted, careful observation of the patient
is advised, particularly during treatment initiation and dose increases (see WARNINGS—Serotonin
Syndrome). Tizanidine: See CONTRAINDICATIONS and WARNINGS. Tricyclic Antidepressants (TCAs):
Significantly increased plasma TCA levels have been reported with co-administration of IR fluvoxamine maleate
and amitriptyline, clomipramine, or imipramine. Caution is indicated with the co-administration of LUVOX CR
and TCAs; plasma TCA concentrations may need to be monitored, and the dose of TCA may need to be reduced.
Tryptophan: Tryptophan may enhance the serotonergic effects of fluvoxamine, and the combination should,
therefore, be used with caution. Severe vomiting has been reported with co-administration of IR fluvoxamine
maleate and tryptophan. Other Drugs: Theophylline and Warfarin: See WARNINGS. Alosetron: Because
alosetron is metabolized by a variety of hepatic CYP drug metabolizing enzymes, inducers or inhibitors of these
enzymes may change the clearance of alosetron. Fluvoxamine is a known potent inhibitor of CYP1A2 and also
inhibits CYP3A4, CYP2C9, and CYP2C19. In a PK study, 40 healthy female subjects received fluvoxamine in
escalating doses from 50 mg to 200 mg a day for 16 days, with co-administration of alosetron 1 mg on the last
day. Fluvoxamine increased mean alosetron plasma concentration (AUC) ~6-fold and prolonged the half-life by
~3 fold (see CONTRAINDICATIONS, PRECAUTIONS, and Lotronex™ (alosetron) package insert). Digoxin:
Administration of IR fluvoxamine maleate 100 mg daily for 18 days (n=8) did not significantly affect the PK of a
1.25 mg single intravenous dose of digoxin. Diltiazem: Bradycardia has been reported with the co-
administration of IR fluvoxamine maleate and diltiazem. Propranolol and Other Beta-Blockers: Co-
administration of IR fluvoxamine maleate 100 mg per day and propranolol 160 mg per day in normal volunteers
resulted in a mean 5-fold increase (range 2- to 17-fold) in minimum propranolol plasma concentrations. In this
study, there was a slight potentiation of the propranolol-induced reduction in heart rate and reduction in the
exercise diastolic pressure. One case of bradycardia and hypotension and a second case of orthostatic
hypotension have been reported with co-administration of IR fluvoxamine maleate and metoprolol. If propranolol
or metoprolol is co-administered with LUVOX CR, a reduction in the initial beta-blocker dose and more cautious
dose titration are recommended. No dose adjustment is required for LUVOX CR. Co-administration of IR
fluvoxamine maleate 100 mg per day with atenolol 100 mg per day (n=6) did notaffectthe plasmaconcentrations
of atenolol. Unlike propranolol and metoprolol, which undergo hepatic metabolism, atenolol is eliminated
primarily by renal excretion. Drugs that Interfere with Hemostasis (eg NSAIDs, Aspirin, and Warfarin)—
Serotonin release by platelets plays animportant role in hemostasis. Epidemiological studies of the case-control
and cohort design have demonstrated an association between use of psychotropic drugs that interfere with
serotonin reuptake and the occurrence of upper Gl bleeding. These studies have also shown that concurrent use
of an NSAID or aspirin may potentiate this risk of bleeding. Altered anticoagulant effects, including increased
bleeding, have been reported when SSRIs or SNRIs are co-administered with warfarin. Patients receiving
warfarin therapy should be carefully monitored when LUVOX CRis initiated or discontinued. Effects of Smoking
on Fluvoxamine Metabolism: Smokers had a 25% increase in the metabolism of fluvoxamine compared to
nonsmokers. Electroconvulsive Therapy (ECT): No clinical studies have established the benefits or risks of
combined use of ECT and fluvoxamine maleate. Carcinogenesis, Mutagenesis, Impairment of Fertility:
Carcinogenesis: There was no evidence of carcinogenicity in rats treated orally with fluvoxamine maleate for
30 months or hamsters treated orally with fluvoxamine maleate for 20 months (females) or 26 months (males).
The daily doses in the high-dose groups in these studies were increased over the course of the study from a
minimum of 160 mg/kg to a maximum of 240 mg/kg in rats, and from a minimum of 135 mg/kg to a maximum of
240 mg/kg in hamsters. The maximum dose of 240 mg/kg is ~6 times the maximum human daily dose on a
mg/m? basis. Mutagenesis: No evidence of genotoxic potential was observed in a mouse micronucleus test,
an in vitrochromosome aberration test, or the Ames microbial mutagen test with or without metabolic activation.
Impairment of Fertility: In a study in which male and female rats were administered fluvoxamine (60, 120, or
240 mg/kg) orally prior to and during mating and gestation, fertility was impaired at oral doses =120 mg/kg, as
evidenced by increased latency to mating, decreased sperm count, decreased epididymal weight, and
decreased pregnancy rate. In addition, the numbers of implantations and embryos were decreased at the
highest dose. The no effect dose for fertility impairment was 60 mg/kg (~2 times the maximum recommended
human dose [MRHD] on a mg/m? basis). Pregnancy—Teratogenic Effects—Pregnancy Category C: \When
pregnant rats were given oral doses of fluvoxamine (60, 120, or 240 mg/kg) throughout the period of
organogenesis, developmental toxicity in the form of increased embryofetal death and increased incidences of
fetal eye abnormalities (folded retinas) was observed at doses =120 mg/kg. Decreased fetal body weight was
seen at the high dose. The no effect dose for developmental toxicity in this study was 60 mg/kg (~2 times the
MRHD on a mg/m? basis). In a study in which pregnant rabbits were administered oral doses of up to 40 mg/kg
(~2 times the MRHD on a mg/m? basis) during organogenesis, no adverse effects on embryofetal development
were observed. In other reproductive studies in which female rats were dosed orally during pregnancy and
lactation (5, 20, 80, or 160 mg/kg), increased pup mortality at birth was seen at >80 mg/kg, and decreases in
pup body weight and survival were observed at all doses (low effect dose ~0.1 times the MRHD on a mg/m?*
basis). Nonteratogenic Effects : Neonates exposed to IR fluvoxamine maleate and other SSRIs or SNRIs late in
the third trimester have developed complications requiring prolonged hospitalization, respiratory support, and
tube feeding. These findings are based on postmarketing reports. Complications can arise immediately upon
delivery. Reported clinical findings have included respiratory distress, cyanosis, apnea, seizures, temperature
instability, feeding difficulty, vomiting, hypoglycemia, hypotonia, hypertonia, hyperreflexia, tremor, jitteriness,
irritability, and constant crying. These features are consistent with either a direct toxic effect of SSRIs or SNRIs
or, possibly, a drug discontinuation syndrome. It should be noted that, in some cases, the clinical picture is
consistent with serotonin syndrome (see WARNINGS). Infants exposed to SSRIs in late pregnancy may have an
increased risk for persistent pulmonary hypertension of the newborn (PPHN). PPHN is associated with
substantial neonatal morbidity and mortality. In a case-control study of 377 women whose infants were born
with PPHN and 836 women whose infants were born healthy, the risk for developing PPHN was ~6 fold higher
for infants exposed to SSRIs after the 20th week of gestation compared to infants who had not been exposed to
antidepressants during pregnancy. PPHN occurs in 1-2 per 1000 live births in the general population. When
treating a pregnant woman with LUVOX CR during the third trimester, the physician should carefully consider
both the potential risks and benefits of treatment (see DOSAGE AND ADMINISTRATION). Physicians should
note that in a prospective longitudinal study of 201 women with a history of major depression who were
euthymic at the beginning of pregnancy, women who discontinued antidepressant medication during pregnancy
were more likely to experience a relapse of major depression than women who continued antidepressant
medication. Labor and Delivery: The effect of fluvoxamine on labor and delivery in humans is unknown.
Nursing Mothers: Fluvoxamine is secreted in human breast milk. Because of the potential for serious adverse
reactions in nursing infants, a decision should be made whether to discontinue nursing or discontinue the drug,
taking into account the importance of the drug to the mother. Pediatric Use: LUVOX CR has not been evaluated
in pediatric patients (see BOXED WARNING). The efficacy of IR fluvoxamine maleate for the treatment of OCD
was demonstrated in a 10-week multicenter placebo-controlled study with 120 outpatients ages 8-17. In
addition, 99 of these outpatients continued open-label fluvoxamine maleate treatment for up to another 1 to 3
years, equivalent to 94 patient years. The AE profile observed in that study was generally similar to that observed
inadultstudies with IR fluvoxamine maleate (sce ADVERSE REACTIONS and DOSAGE AND ADMINISTRATION).
Decreased appetite and weight loss have been observed in association with the use of fluvoxamine as well as
other SSRIs. Consequently, regular monitoring of weight and growth is recommended if treatment of a child with
an SSRIis to be continued long term. The risks, if any, that may be associated with fluvoxamine’s extended use
in children and adolescents with OCD have not been systematically assessed. The prescriber should be mindful
that the evidence relied upon to conclude that fluvoxamine is safe for use in children and adolescents derives
from relatively short-term clinical studies and from extrapolation of experience gained with adult patients. In
particular, no studies directly evaluated the effects of long-term fluvoxamine use on the growth, cognitive
behavioral development, and maturation of children and adolescents. Although there is no affirmative finding to
suggest that fluvoxamine possesses a capacity to adversely affect growth, development, or maturation, the
absence of such findings is not compelling evidence of the absence of the potential of fluvoxamine to have
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adverse effects in chronic use (see WARNINGS—Clinical Worsening and Suicide Risk). Safety and
effectiveness in the pediatric population other than pediatric patients with OCD have not been established (see
BOXED WARNING and WARNINGS—Clinical Worsening and Suicide Risk). Anyone considering the use of
LUVOX CR in a child or adolescent must balance the potential risks with the clinical need. Geriatric Use:
Approximately 230 patients and 5 patients participating in controlled premarketing studies with IR fluvoxamine
maleate and LUVOX CR, respectively, were 65 years of age or over. No overall differences in safety were observed
between these patients and younger patients. Other reported clinical experience has not identified differences
in response between the elderly and younger patients. However, SSRIs and SNRIs, including LUVOX CR, have
been associated with cases of clinically significant hyponatremia in elderly patients, who may be at greater risk
forthis AE (see PRECAUTIONS—Hyponatremia). Furthermore, the clearance of fluvoxamine is decreased by about
50% in elderly compared to younger patients (see Pharmacokinetics under CLINICAL PHARMACOLOGY), and
greater sensitivity of some older individuals also cannot be ruled out. Consequently, LUVOX CR should be slowly
titrated during initiation of therapy. ADVERSE REACTIONS—Associated with Discontinuation of Treatment:
Of the 279 patients with SAD and 124 patients with OCD treated with LUVOX CR in controlled clinical trials, 26%
and 19% discontinued treatment due to an AE. The most common AEs (=1%) associated with discontinuation
and considered to be drug related (ie those events associated with dropout at a rate at least twice that of placebo)
were as follows: In patients with SAD—Body as a Whole: asthenia (4%), headache (3%), abdominal pain (1%);
Digestive: nausea (8%), diarrhea (3%), anorexia (2%); Nervous System: insomnia (5%), somnolence (5%),
anxiety (4%), dizziness (4%), abnormal thinking (2%), nervousness (2%), depression (1%), agitation (1%),
paresthesia (1%), tremor (1%); Skin and Appendages: sweating (1%). In patients with OCD—Body as a Whole:
asthenia (2%), pain (2%); Digestive: nausea (6%), diarrhea (2%), dyspepsia (2%); Nervous System: insomnia
(5%), somnolence (4%), anxiety (2%), dizziness (3%). Commonly Observed AEs: LUVOX CR has been studied
in 2 controlled trials of SAD (n=279) and 1 trial of OCD (n=124). In general, AE rates were similar in the 2 data
sets as well as in a study of pediatric patients with OCD treated with IR fluvoxamine maleate. The most commonly
observed AEs associated with the use of LUVOX CR and likely to be drug-related (incidence 5% and at least
twice that for placebo) were nausea, somnolence, asthenia, diarrhea, anorexia, abnormal ejaculation, tremor,
sweating, and anorgasmia. In addition, the following AEs occurred in the SAD population: insomnia, dizziness,
dyspepsia, yawn. In the OCD population, the following additional events occurred: decreased libido, anxiety,
pharyngitis, vomiting, myalgia, and accidental injury. AEs Occurring at an Incidence of 2%: The following AEs
occurred in adults at a frequency of >2%, and were more frequent than in the placebo group, among adult
patients with SAD (n=279) treated once-daily with 100 to 300 mg/day LUVOX CR in two 12-week controlled
trials: Body as a Whole: headache (35%), asthenia (24%), abdominal pain (5%), chest pain (3%); Cardiovascular:
palpitation (3%), vasodilatation (2%); Digestive: nausea (39%), diarrhea (14%), anorexia (14%), dyspepsia
(10%), constipation (6%), liver function test abnormal (2%); Nervous System: insomnia (32%), somnolence
(26%), dizziness (15%), dry mouth (11%), nervousness (10%), decreased libido (6%) [male (8%), female (4%)],
anxiety (8%), tremor (8%), abnormal thinking (3%), abnormal dreams (3%), agitation (3%), hypertonia (2%),
paresthesia (3%); Respiratory System: yawn (5%), bronchitis (2%); Skin and Appendages: sweating (6%);
Special Senses: taste perversion (2%); Urogenital: abnormal ejaculation (11%), anorgasmia (5%) [male (4%),
female (5%)], sexual function abnormal (3%) [male (2%), female (3%)], urinary tract infection (2%). The following
AEs occurred at a frequency of 2%, and were more frequent than in the placebo group, among adult patients
with OCD (n=124) treated once daily with 100 to 300 mg/day LUVOX CR in one 12-week controlled trial: Body as a
Whole: headache (32%), asthenia (26%), pain (10%), accidental injury (5%), viral infection (2%); Cardiovascular:
hypertension (2%); Digestive: nausea (34%), diarrhea (18%), anorexia (13%), dyspepsia (8%), constipation (4%),
vomiting (6%), tooth disorder (2%), gingivitis (2%); Hemic and Lymphatic: ecchymosis (4%); Metabolic and
Nutritional Disorders: weight loss (2%); Musculoskeletal: myalgia (5%); Nervous System: insomnia (35%),
somnolence (27%), dizziness (12%), dry mouth (10%), decreased libido (6%) [male (10%), female (4%)], anxiety
(6%), tremor (6%), abnormal thinking (3%), agitation (2%), apathy (3%), neurosis (2%), twitching (2%);
Respiratory System: pharyngitis (6%), yawn (2%), laryngitis (3%), epistaxis (2%); Skin: sweating (7%), acne
(2%); Special Senses: taste perversion (2%), amblyopia (2%); Urogenital: abnormal ejaculation (10%),
anorgasmia (5%), [male (4%), female (5%)], menorrhagia (3%), sexual function abnormal (2%) [male (4%),
female (0%)], polyuria (2%). These lists include the percentages of patients in each group who had at least 1
occurrence of an event during treatment. Reported AEs were classified using a COSTART-based Dictionary
terminology. Other AEs in OCD Pediatric Population: In pediatric patients (n=57) treated with IR fluvoxamine
maleate, the overall profile of AEs was generally similar to that seen in adult studies, as shown above. However,
the following AEs, not shown above, were reported in 2 or more of the pediatric patients and were more frequent
with IR fluvoxamine maleate than with placebo: cough increase, dysmenorrhea, emotional lability, fever,
flatulence, flu syndrome, hyperkinesia, infection, manic reaction, rash, rhinitis, and sinusitis. Male and Female
Sexual Dysfunction with SSRIs: Although changes in sexual desire, sexual performance, and sexual
satisfaction often occur as manifestations of a psychiatric disorder and with aging, they may also be a
consequence of pharmacologic treatment. In particular, some evidence suggests that SSRIs can cause such
untoward sexual experiences. Reliable estimates of the incidence and severity of untoward experiences involving
sexual desire, performance, and satisfaction are difficult to obtain, however, in part because patients and health
care providers may be reluctant to discuss them. Accordingly, estimates of the incidence of untoward sexual
experience and performance cited in product labeling are likely to underestimate their actual incidence. The
following sexual side effects were reported by >2% of patients taking LUVOX CR in placebo-controlled trials of
SAD and OCD: abnormal ejaculation (11%), anorgasmia [male (4%), female (5%)], impotence (2%), decreased
libido [male (8%), female (4%)], sexual function abnormal [male (3%), female (2%)]. Fluvoxamine treatment has
been associated with several cases of priapism. In those cases with a known outcome, patients recovered
without sequelae and upon discontinuation of fluvoxamine. While it is difficult to know the precise risk of sexual
dysfunction associated with the use of SSRIs, health care providers should routinely inquire about such possible
side effects. Changes in Weight, Vital Signs, and Laboratory Tests: No statistically significant differences in
weight gain or loss were found between patients treated with LUVOX CR or placebo. Comparisons of IR
fluvoxamine maleate or LUVOX CR versus placebo groups in separate short-term trials on (1) median change
from baseline and on (2) incidence of patients meeting criteria for potentially important changes from baseline
showed no important differences on various vital signs variables or serum chemistry, hematology, and urinalysis
variables. ECG Changes: Comparisons of IR fluvoxamine maleate or LUVOX CR and placebo groups in separate
pools of short-term OCD and depression trials on (1) mean change from baseline on various ECG variables and
on (2) incidence of patients meeting criteria for potentially important changes from baseline on various ECG
variables revealed no important differences. Postmarketing Reports: Voluntary reports of AEs in patients taking
IR fluvoxamine maleate that have been received since market introduction and are of unknown causal
relationship to fluvoxamine include acute renal failure, agranulocytosis, amenorrhea, anaphylactic reaction,
angioedema, aplastic anemia, bullous eruption, Henoch-Schoenlein purpura, hepatitis, hyponatremia, ileus,
laryngismus, neuropathy, pancreatitis, porphyria, priapism, serotonin syndrome, severe akinesia with fever
when fluvoxamine was co-administered with anti-psychotic medication, Stevens-Johnson syndrome, toxic
epidermal necrolysis, vasculitis, and ventricular tachycardia (including torsades de pointes). DRUG ABUSE AND
DEPENDENCE: Controlled Substance Class—LUVOX CR is not a controlled substance. Physical and
Psychological Dependence: The potential for abuse, tolerance, and physical dependence with IR fluvoxamine
maleate has been studied in a nonhuman primate model. No evidence of dependency phenomena was found.
The discontinuation effects of LUVOX CR were not systematically evaluated in controlled clinical trials. LUVOX CR
was not systematically studied in clinical trials for potential for abuse, but there was no indication of drug-seeking
behaviorin clinical trials. It should be noted, however, that patients atrisk for drug dependency were systematically
excluded from investigational studies of IR fluvoxamine maleate. Generally, it is not possible to predict on the
basis of preclinical or premarketing clinical experience the extent to which a CNS active drug will be misused,
diverted, and/or abused once marketed. Consequently, health care providers should carefully evaluate patients
for a history of drug abuse and follow such patients closely, observing them for signs of LUVOX CR misuse or
abuse (ie development of tolerance, incrementation of dose, drug-seeking behavior). OVERDOSAGE: Human
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Experience: Exposure to IR fluvoxamine maleate includes over 45,000 patients treated in clinical trials and an
estimated exposure of 50,000,000 patients treated during worldwide marketing experience (end of 2005). Of
the 539 cases of deliberate or accidental overdose involving fluvoxamine reported from this population, there
were 55 deaths. Of these, 9 were in patients thought to be taking IR fluvoxamine alone, and the remaining 46
were in patients taking fluvoxamine along with other drugs. Among nonfatal overdose cases, 404 patients
recovered completely. Five patients experienced adverse sequelae of overdosage, to include persistent
mydriasis, unsteady gait, hypoxic encephalopathy, kidney complications (from trauma associated with overdose),
bowel infarction requiring a hemicolectomy, and vegetative state. In 13 patients, the outcome was provided as
abating at the time of reporting. In the remaining 62 patients, the outcome was unknown. The largest known
ingestion of fluvoxamine IR involved 12,000 mg (equivalent to 2 to 3 months’ dosage). The patient fully recovered.
However, ingestions as low as 1,400 mg have been associated with lethal outcome, indicating considerable
prognostic variability. In the controlled clinical trials with 403 patients treated with LUVOX CR, there was 1

nonfatal intentional overdose. Commonly (=5%) observed AEs associated with fluvoxamine maleate overdose
include Gl complaints (nausea, vomiting, and diarrhea), coma, hypokalemia, hypotension, respiratory difficulties,
somnolence, and tachycardia. Other notable signs and symptoms seen with IR fluvoxamine maleate overdose
(single or multiple drugs) include bradycardia, ECG abnormalities, (such as heart arrest, QT interval prolongation,
first degree atrioventricular block, bundle branch block, and junctional rhythm), convulsions, dizziness, liver
function disturbances, tremor, and increased reflexes. Management of Overdose: Treatment should consist of
those general measures employed in the management of overdosage with any antidepressant. Ensure an
adequate airway, oxygenation, and ventilation. Monitor cardiac rhythm and vital signs. General supportive and
symptomatic measures are also recommended. Induction of emesis is not recommended. Gastric lavage with a
large-bore orogastric tube with appropriate airway protection, if needed, may be indicated if performed soon
after ingestion, or in symptomatic patients. Activated charcoal should be administered. Due to the large volume
of distribution of this drug, forced diuresis, dialysis, hemoperfusion, and exchange transfusion are unlikely to be
of benefit. No specific antidotes for fluvoxamine are known. A specific caution involves patients taking, or recently
having taken, fluvoxamine maleate who might ingest excessive quantities of a tricyclic antidepressant. In such a
case, accumulation of the parent tricyclic and/or an active metabolite may increase the possibility of clinically
significant sequelae and extend the time needed for close medical observation (see Tricyclic Antidepressants
(TCAs)under PRECAUTIONS). In managing overdose, consider the possibility of multiple drug involvement. The
health care provider should consider contacting a poison control center for additional information on the
treatment of any overdose. Telephone numbers for certified poison control centers are listed in the Physicians’
Desk Reference. DOSAGE AND ADMINISTRATION: SAD and 0CD—The recommended starting dose for
LUVOX CRinadults is 100 mg qd. LUVOX CR should be administered, with or without food, as a single daily dose
at bedtime. The dose should be increased in 50 mg increments every week, as tolerated, until maximum
therapeutic benefit is achieved, not to exceed 300 mg per day. Capsules should not be crushed or chewed.
Special Populations—Dosage for Elderly or Hepatically Impaired Patients:Elderly patients and those with
hepatic impairment have been observed to have a decreased clearance of fluvoxamine maleate. Consequently,
it may be appropriate to titrate slowly following the initial dose of 100 mg in these patient groups. Treatment of
Pregnant Women During the Third Trimester: No neonates have been exposed to LUVOX CR. Neonates
exposed to IR fluvoxamine maleate and other SSRIs or SNRIs late in the third trimester have developed
complications requiring prolonged hospitalization, respiratory support, and tube feeding (see PRECAUTIONS).
When treating pregnant women with LUVOX CR during the third trimester, the health care provider should
carefully consider the potential risks and benefits of treatment. The health care provider may consider tapering
LUVOX CR in the third trimester. Maintenance/Continuation of Extended Treatment: Although the efficacy of
LUVOX CR beyond 12 weeks of dosing for SAD and OCD has not been documented in controlled trials, SAD and
OCD are chronic conditions, and it is reasonable to consider continuation for a responding patient. Dose
adjustments should be made to maintain the patient on the lowest effective dose, and patients should be
periodically reassessed to determine the need for continued treatment. Switching Patients To or From a
Monoamine Oxidase Inhibitor: At least 14 days should elapse between discontinuation of an MAOI and
initiation of therapy with LUVOX CR. Similarly, at least 14 days should be allowed after stopping LUVOX CR before
starting an MAOI. Discontinuation of Treatment with LUVOX CR: Symptoms associated with discontinuation
of other SSRIs or SNRIs have been reported (see PRECAUTIONS). Patients should be monitored for these
symptoms when discontinuing treatment. A gradual reduction in the dose rather than abrupt cessation is
recommended whenever possible. If intolerable symptoms occur following a decrease in the dose or upon
discontinuation of treatment, then resuming the previously prescribed dose may be considered. Subsequently,
the health care provider may continue decreasing the dose but at a more gradual rate.

HOW SUPPLIED: Storage: LUVOX CR Capsules should be protected from high humidity and stored at 25°C
(77°F); excursions permitted to 15°-30°C (59°-86°F) [see USP Controlled Room Temperature]. Avoid exposure
to temperatures above 30°C (86°F). Dispense in tight containers. Keep out of reach of children.

Lotronex™ is a trademark of GlaxoSmithKline. LUVOX® is a registered trademark of Solvay Pharmaceuticals, Inc.
©2008 Jazz Pharmaceuticals, Inc. Printed in U.S.A. LCR-BPI-01 Rev 0208
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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 LOS ANGELES

David Myland Kaufman, MD The Westin Hotel at the Los Angeles Airport
5400 West Century Boulevard, Los Angeles, CA 90045

This intensive three-day weekend course, offered for the 37th year, is designed for psychiatrists  Friday, March 27 to Sunday, March 29, 2009
in practice and in residency as an update or board preparation. Focusing on essential topics,  7:45 AM - 5:30 PM
the course will use lectures, extensive syllabus, and the new edition of Clinical Neurology for
o . . - NEW YORK
Psychiatrists, David M. Kaufman (6th edition, Elsevier).
The Graduate Center

AMA Statement: Albert Einstein College of Medicine designates this educational activity fora  City University of New York (CUNY)

maximum of 25 AMA PRA Category 1 Credit(s).™ Physicians should only claim credit com- Friday, April 17 to Sunday, April 19, 2009
mensurate with the extent of their participation in the activity. 8:15 AM - 6:00 PM

PSYCHIATRY FOR PSYCHIATRISTS LOS ANGELES .
Andrea ). Weiss, MD and David Myland Kaufman, MD The Westin Hotel at the Los Angeles Airport

5400 West Century Boulevard, Los Angeles, CA 90045
This two-day course will be a pre-test that will complement standard psychiatry review cours-  Monday, March 30 to Tuesday, March 31, 2009
es and complete the review in Clinical Neurology for Psychiatrists. In this course, an expert  7:45 AM - 5:30 PM
group of faculty who are experienced and well-informed about modern psychiatry and test-
. . . s . . . . NEW YORK
taking strategies will present essential information through a series of test-type questions uti- The Graduate Center
lizing audience response system keypads and using answers for discussions and explanations. City University of New York (CUNY)

AMA Statement: Albert Einstein College of Medicine designates this educational activity for a Monday, April 20 to Tuesday, April 21, 2009
maximum of 16 AMA PRA Category 1 Credit(s).™ Physicians should only claim credit com- 8:15 AM - 6:00 PM
mensurate with the extent of their participation in the activity.

MAINTENANCE OF CERTIFICATION: THE RECERT COURSE NEW YORK
Dan Smuckler, MD, Andrea J. Weiss, MD and David Myland Kaufman, MD SUNY College of Optometry (New Location)
Joseph and Roberta Schwarz Theater
This intensive two-day course designed for psychiatrists will review the psychiatric informa- 33 West 42nd Street (Between 5th and 6th Avenues)
tion likely to appear on the recertification examination. It will cover current evidence-based New York, NY 10036
treatments for psychiatric disorders, emphasizing clinical matters and advances in diagnosis Friday, January 30 to Saturday, January 31, 2009
and treatment. Presentation of the material will be in a mixed format, with both lecture and 7:45 AM - 5:30 PM

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.

Lol WY [o]:{MINIZo LIV /N A [o] W ° Web site Course Information or To Register: www.cnfp.org ¢ E-mail: cne@montefiore.org
* Write: CCME, 3301 Bainbridge Avenue, Bronx, NY 10467 e Call: 718-920-6674 e Fax: 718-798-2336

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

i | Will Attend/Check One: Make checks payable to Montefiore Medical Center or charge my i
! Los Angeles New York City visa [l wMc ] AMEx[] ]
i Clinical Neurology ] March 27-29 L1 April 17-19 |
I for Psychiatrists (Fri-Sun) (Fri-Sun) | | | | | | | | | | | | | | | | | !
| Psychiatry: Pre-Test ] March 30-31 L1 April 20-21 l
E (Mon-Tues) (Mon-Tues) Expre=—n i i
i Maintenance of Certification Not Available =l ]ar} 30-31 Signature i
i (Fri-320) Name Degree |
I Check One: ,
i Practicing Physicians  Residents & Fellows Address - = i
t mail the text to PO.
| Clinical Neurology (Course) ~ [] $975.00 [ $850.00 City e - i
I Psychiatry: Pre-Test (Course) [  $600.00 [J $500.00 1
i Phone ( ) i
I Both courses L] $1,300.00 L] $1,100.00 8 !
| Text book only ] $110.00 [J $110.00 fifaliely i
i 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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W Effectively treats acute manic and mixed episodes
W Well-established tolerability profile

GEODON is indicated for the treatment of acute manic or mixed
eplisodes associated with bipolar disorder, with or without
psychotic symptoms.

Elderly patients with dementia-related psychosis treated with
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 certain other QT-prolonging
drugs. GEODON has been associated with prolongation of the QT
interval. In some drugs, QT prolongation has been associated with
torsade de pointes, a potentially fatal arrhythmia. Patients who are at
risk for electrolyte disturbances should have baseline measurements
performed before initiating GEODON. Patients on diuretics should

be monitored.

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

Please see brief summary of prescribing infarmation on adjacent page.

For more information, please visit www.pfizerpro.com/GEODON
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Real Patient, Manager
W Diagnosis: Bipolar Disorder
" Last Episode: Mixed

® Target 120160 mg/day on Day 2
M |nitiate dosing at 80 mg/day with meals

Prescribing should be consistent with the need ta minimize tardive

been few reports of hyperglycemia or diabetes in patients treated with
GEODON, and it is not known if GEODON 1s a ted with these
events. Patients treated with an atypical anti otic should be
monitored tor symptoms of hyperglycermia.

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

The most common adverse events associated with GEODON in bipolar
mania were somnolence, extrapyramidal symptoms, dizziness,
akathisia, and abnormal vision.

In short-term schizophrenia cli

patients experienced a weight gain of 27
for placebo.

% of GEODOM-treated
o of body welght vs 4%

Indwidual results may vary.

GEODON
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Control acute agitation with

GEODON

for Injection (ziprasidone mesylate)

In schizophrenia. . .

Rapid control* with low EPS™

e Low incidence of movement disorders'*

e

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

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

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

GEODON

Oral Capsules (ziprasidone HC|)
and Injection ziprasidone mesylatel

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

of the agitation.

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

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

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

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

Hyperglycemia-related adverse events, sometimes serious, have been
reported in patients treated with atypical antipsychotics. There have been
few reports of hyperglycemia or diabetes in patients treated with GEODON,
and it is not known if GEODON is associated with these events. Patients
treated with an atypical antipsychotic should be monitored for symptoms
of hyperglycemia.

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

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

Please see brief summary of prescribing information on adjacent page.



BRIEF SUMMARY. See package insert for full prescribing information.

Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly pati i with
alypmal anllpsychmm drugs are atan |ncreased risk of death compared to placebo. Analyses of seventeen placebo controlled trials

10 weeks) in th risk of death inthe drug-treated patients of between 1.6 to 1.7 times thatseen
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
fo be either cardiovascular (e.9., heart failure, sudden death) or infectious (e.g., pneumonia) in nature. GEODON (ziprasidone) is not
approved for the treatment of patients with Dementia-Related Psychosis

INDICATIONS—GEQDON C ated for i with
bipolar disorder with orwithout psychotic features. GEODON® (zmrasldune mesylale) Inr In|e|:l|on |s mdmatedturacule agitation in
schizophrenic patients.

CONTRAINDICATIONS — QT Prolongation:Because of GEODON's dose-related prolongation of the QT interval and the known iation

information and instructions in the Patient Information Sectionshould be discussed with patients. Laboratory Tests: Patients being considered
for GEODON treatment who are at risk of significant electrolyte disturbances should have baseline serum potassium and magnesium
measurements. Low serum potassium and magnesium should be repleted before treatment. Patients who are started on diuretics during
GEODON therapy need periodic monitoring of serum and Discontinue GEODON in patients who are found to have
persistent QT, measurements >500 msec (see WARNINGS). Drug Interactions: (1) GEODON should not be used with any drug that prolongs
the QT interval. (2) Given the primary CNS effects of GEODON, caution should be used when itis taken in combination with other centrally
acting drugs. (3) Because of its potential for inducing hypotension, GEODON may enhance the effects of certain antihypertensive agents.
(4) GEODON may antagonize the effects of levodopa and dopamine agonists. Effect of Other Drugs on GEODON: 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 Cpy, 0f GEODON by about 35%-40%. Cimetidine, 800 mg qd for 2 days, did not affect GEODON
pharmacokinetics. Coadministration of 30 mL of Maaloxdid not aﬁectGEODON pharr ics. Population phar inetic analysis
ofschizophrenic patientsin controlled clinical trials has not led any clinicall s with

)l, or Effect of GEODON on Other Drugs: In vitro studies revealed little potential for GEODON to interfere wnh the

of fatal arrhythmias with QT prolongation by some other drugs, GEODON is contraindicated in patients with a known history of QT
prolongation (including congenital long QT syndrome), with recent acute myocardial infarction, or with uncompensated heart failure (see
WARNINGS ). Pharmacokinetic/pharmacodynamic studies between GEODON and other drugs that prolong the QT interval have not been
performed. An additive effect of GEODON and other drugs that prolong the QT interval cannot be excluded. Therefore, GEODON should not
be given with dofetilide, sotalol, quinidine, other Class laand I1l anti-arrhythmics, mesoridazine, thioridazine, chlorpromazine, droperidol,
pimozide, sparfloxacin, gatifloxacin, moxifloxacin, halofantrine, meflouine, pentamidine, arsenictrioxide, levomethadyl acetate, dolasetron
mesylate, probucol, or tacrolimus. GEODON is also contraindicated with drugs that have demonstrated QT prolongation as one of their
pharmacodynamiceffectsand havethis effect described in the full prescribing information as acontrai ion oraboxed or bolded warning
(see WARNINGS) GEODON is indi inindividuals with a known h vity to the product. WARNINGS—Increased
Mortalityin Elderly P ia-Related Psychosis: Elderly p: d
antipsychotic drugs are at an increased risk of death compared to placeho. 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
be avoided in combination with other drugs that are known to prolong the QT; interval. Additionally, cllnlclans should be alertto the
identification of other drugs that have been consistently observed o prolong the QT; interval. Such hould not b ibed with
GEODON. A study directly comparing the QT/QT,-prolonging effect of GEODON with several other drugs effective in the treatment of
schizophrenia was conducted in patient volunteers. The mean increase in QT; from baseline for GEODON ranged from approximately
9to0 14 msec greater than for four of the comparator drugs (risperidone, olanzapine, quetiapine, and haloperidol), but was
approximately 14 msec less than the prolongation observed for thioridazine. In this study, the effect of GEODON on QT; length was not
augmented by the presence of a metabolic inhibitor (ketoconazole 200 mg bid). In placebo-controlled trials, GEODON increased the
QT; interval compared to placebo by approximately 10 msec at the highest recommended daily dose of 160 mg. In clinical trials the
electrocardiograms of 2/2988 (0.06%) GEODON patients and 1/440 (0.23%) placebo patients revealed QT; intervals exceeding the
potentially clinically relevant threshold of 500 msec. 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 T prolongation to torsade de pointes is clearest for larger increases (20 msec and greater) but it is possible that
smaller QT/QT; prolongations may also increase risk, or increase it in susceptible mdwuiuals such as those with hypokalemia,
hypomagnesemia, or genetic predisposition. Alth dinassociation with the use of GEODON
atrecommended doses in premarketing studies, experience is oo limited to rule out an increased risk. Astudy evaluating the QT/QT;
prolonging effect of intramuscular GEODON, with intramuscular haloperidol as a control, was conducted in patient volunteers. Inthe
trial, ECGs were obtained at the time of maximum plasma concentration following two injections of GEODON (20 mg then 30 mg) or
haloperidol (7.5 mg lhen 10 mg) gwen four hours apart. Note that a 30 mg dose of intramuscular GEODON is 50% higher than the
hange in QT, from baseline was calculated for each drug using a sample-hased correction
that removes the effect of heart rate on the QT interval. The mean increase in QT from baseline for GEODON was 4.6 msec following
the firstinjection and 12.8 msec following the second injection. The mean increase in QT; from baseline for haloperidol was 6.0 msec
following the firstinjection and 14.7 msec following the second injection. In this study, no patient had a QT; interval exceeding 500
msec. As with other antipsychotic drugs and placebo, sudden unexplained deaths have been reported in patients taking GEODON at
recommended doses. The premarketing experience for GEODON did not reveal an excess of mortality for GEODON compared to other
antipsychotic drugs or placebo, but the extent of exposure was limited, especially for the drugs used as active controls and placebo.
Nevertheless, GEODON's larger prolongation of QT length compared to several other antipsychotic drugs raises the possibility that
the risk of sudden dealh may be greater for GEODON than for other available drugs for treating schizophrenia. This possibility needs
tobe considered in decidi Certain circumstances may increase the risk of the occurrence of torsade
de pointes and/or sudden death in association with the use of drugs that prolong the QT; interval, including (1) bradycardia; (2)
hypokalemia or hypomagnesemia; (3) concomitant use of other drugs that prolong the QT; interval; and (4) presence of congenital
prolongation of the QT interval. GEODON should also be avoided in patients with congenital long QT syndrome and in patients with a
history of cardiac arrhythmias (see CONTRAINDICATIONS, and see Drug Interactions under PRECAUTIONS). Itis recommended that
patients being considered for GEODON treatment who are at risk for significant electrolyte disturbances, hypokalemia in particular,
have baseline serum potassium and magnesium measurements. Hypokalemia (and/or hypomagnesemia) may increase the risk of
QT prolongation and arrhylhmla Hypnkalemla may resultfrom diuretic therapy, diarrhea, and other causes. Patients with low serum
Itis essential to periodically
monitor serum ytesinp: during GEODON treatment. Persistently prolonged QT
intervals may also increase therisk nﬂurlherprulnngatmn and arrhylhmla butitisnot clearihai { ECG
effective in detecting such patients. Rather, GEODON din patients with hi illness,

d b
berepleted

metabollsm of drugs cleared primarily by CYP1A2, CYP2C9, CYP2G19, CYP2D6, and CYP3A4, and little potential for drug interactions with
GEODON due to displacement. GEODON 40 mg hid administered concomitantly with /ithium450 mg bid for 7 days did not affect the steady-
state level or renal clearance of lithium. GEODON 20 mg bid did not affect the pharmacokinetics of concomitantly administered oral
contraceptives, ethinyl estradiol (0.03 mg) and (0.15mg). Consistent within vitro results, a studyin normal healthy volunteers
showed that GEODON did not alter the metabolism of dextromethorphan, a CYP2D6 model substrate, to its major metabolite, dextrorphan.
There was no statistically significant change in the urinary dextromethorp orphan ratio. i is, Mutagenesis,
Impairment of Fertility: Lifetime carcinogenicity studies were conducted with GEODON in Long Evans rats and CD-1 mice. In male mice,
there was no increase in incidence of tumors relative to controls. In female mice there were dose-related increases in the incidences of
pituitary gland adenoma and carcinoma, and mammary gland adenocarcinoma at all doses tested. Increases in serum prolactin were
observed ina 1-month dietary study in female, but not male, mice. GEODON had no effect on serum prolactin in rats in a 5-week dietary
study at the doses that were used in the carcinogenicity study. The relevance for human risk of the findings of prolactin-mediated endocrine
tumorsin rodents is unknown (see Hyperprolactinemia). Mutagenesis: There was a reproducible mutagenic response in the Ames assay
in one strain of S. typhimuriumin the absence of metabolic activation. Positive results were obtained in both the in vitro mammalian cell
gene mutation assay and the in vitro chromosomal aberration assay in human lymphocytes. Impairment of Fertility: GEODON increased
time to copulation in Sprague-Dawley rats in two fertility and early embryonic development studies at doses of 10to 160 mg/kg/day (0.5t
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).
Therewas no effect on fertility at 40 mg/kg/day (2times 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
onlyifthe potential benefit justifies the potential risk to the fetus. Laborand Delivery: The effect of GEODON on labor and delivery inhumans
is unknown. Nursing Mothers: Itis not known whether, and if so in what amount, GEODON or its metabolites are excreted in human milk.
Itis recommended that women receiving GEODON should not breast feed. Pediatric Use: The safety and effectiveness of GEODON in
pediatric patients have not been established. Geriatric Use: Of the approximately 4500 patients treated with GEODON in clinical studies,
2.4% (109) were 65 years of age or over. In general, there was noindication of any different tolerability for GEODON or of reduced clearance
of GEODON in the elderly compared to younger adults. Nevertheless, the presence of multiple factors that might increase the
pharmacodynamic response to GEODON, or cause poorer tolerance or orthostasis, should lead to consideration of a lower starting dose,
slowertitration, and careful monitoring during the initial dosing period for sc y patients. ADVERSE REACTIONS — Adverse Findings
Observedin Shon -term, Placebo-Controlled Trials: The following findings are based on the short-term placebo-controlled premarketing
trials for schizophrenia (a pool of two 6-week, and two 4-week fixed-dose trials) and bipolar mania (@ pool of two 3-week flexible-dose trials)
in which GEODON was administered in doses ranging from 10 to 200 mg/day. Adverse Events Assaciated with Discontinuation:
Schizophrenia: Approximately 4.1% (29/702) of GEODON-treated patients in short-term, placebo lled studi 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 dropoutinthe GEODON-treated
patients kathisia, anxiety, ion, dizziness, dystonia, rashand vomiting, with 2dropouts for each ofthese eventsamong GEODON
patients (1%) compared to one placebo patlent 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—ext )ms, somnolence, akathisia
dizziness. Respiratory—respiratory tract infection, rhinitis, cough increased. Skin and Appendages—rash, fungal dermatitis. Special
Senses— abnormal vision. Bipolar Mania: Body as a Wholefheadache asthema acmdemal injury. Cardiovascular—hypertension.
Digestive—nausea, diarrhea, dry mouth, vomiting, i Musculoskeletal—myalgia. Nervous—
toms, dizziness, akathisia, anxiety, hypesthesm speech disorder. Respiratory—pharyngitis, dyspnea.
Skinand Appendages fungal dermatitis. Special Senses—abnormal vision. Dose Dependency: An analysis for dose response in the
schizophrenia trials revealed an apparent relation of adverse event to dose for the following: asthenia, postural hypotension, anorexia, dry
mouth, mcreased salivation, arthralgia, anxiety, dizziness, dystonia, hypertonia, somnolence, tremor, rhinitis, rash, and abnormal vision.
):The incid: freported EPS for GEODON patients inthe short-term, placebo-controlled schizophrenia

eg, OT prolongation, recent acute myocardial infarction, uncompensated heart failure, or cardiac arrhvlhmla GEODON should be
discontinued in patients who are found to have persistent QT; measurements >500 msec. Neuroleptic Malignant Syndrome (NMS): A
potentially fatal sympt ometimes referred toas i Syndrome (NMS) has been reported in association with
administration ofantlpsychotlcdrugs The management of NMS shouldinclude: (1)immediate discontinuation of antipsychotic drugs and
other drugs not essential to concurrent therapy; (2) intensive symptomatic treatment and medical monitoring; and (3) treatment of any
concomitant serious medical problems for which specific treatments are available. If a patient requires antipsychotic drug treatment after
recovery from 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 ing treatment with antipsychotic drugs. Although the p of TD appears to be highest
among the elderly, especially elderly women, itis impossible to rely upon prevalence estimates to predict, at the inception of antipsychotic
treatment, which patients are likely to develop TD. If signs and symptoms of TD appearina patienton 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 treatmentin about une—smh of these cases. The occurrence of rash was dose related, although the
finding mightalsob 1ed by longer exp inhigher-dose patients. Several patients with rash had signs and symptoms of associated
systemic illness, e.g., elevated WBCs. Most patients |mpmved promptly upon treatment with antihistamines or steroids and/or upon
discontinuation of GEODON, and all patients were reported to recover completely. Upon appearance of rash for which analterative etiology
cannot be identified, GEODON should be discontinued. Orthostatic Hypotension: GEODON may induce orthostatic h ion

trials was 14% vs 8% for placebo Objectively collected data from those trials on the Simpson-Angus Rating Scale and the Barnes Akathisia
Scale did not generally show a difference between GEODON and placebo. Vital Sign Changes: GEODON is associated with orthostatic
hypotension (se¢ PRECAUTIONS). Weight Gain: In short-term schizophreniatrials, the proportions of patients megting a weight gain
criterion of 7% of body weight were compared, revealing a statisti i greater incidence of weight gain for GEODON patients
(10%) vs placebo patients (4%). A median welgm 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 bod index (BMI) showed meanweight gainand the hi incidence
of clinically significant weight gain (>7% of body weight) in patients with a low BMI (<23) compared to normal (23-27) or overweight (>27)
patients. There was a mean weight gain of 1.4 kg for patients with a “low” baseline BMI, 0.0 kg for patients with a “normal” BMI, and a 1.3
kg mean weight loss for patients with a “high” BMI. ECG Changes: GEODON is associated with an increase in the QT; interval (see
WARNINGS). In schizophrenia rials, GEODON was associated with a mean increase in heartrate 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 1/100to 1/1000
patients; rare events are those occurring in fewer than 1/1000 patients. Schizophrenia: Body as a Whole — Frequent: abdominal pain, flu
syndrome, fever, accidental fall, face edema, chills, photosensitivity reaction, flank pain, hypothermia, motor vehicle accident. Cardiovascular
System— Frequent: tachycardia, hypertension, postural hypotension; Infrequent: bradycardia, angina pectoris, atrial fibrillation; Rare: first-
degree AV block, bundle branch block, phlebitis, pulmonary embolus, cardiomegaly, cerebral infarct, cerebrovascular accident, deep
thrombophlebitis, myocarditis, thrombophlebitis. Digestive System— Frequent: anorexia, vomiting; /nfrequent: rectal hemorrhage,
dysphagia, tongue edema; Rare: gum hemorrhage, jaundice, fecal impaction, gamma glutamyl transpeptidase increased, hematemesis,

jaundice, hepatitis, hepatomegaly, leukoplakia of mouth, fatty liver deposit, melena. Endocrine— Rare: hypothyroidism,

with dizziness, tachycardia, and, in some patients, syncope, especially during the initial dose-titration period, probab\y reflecting its o -
adrenergic antagonist properties. Syncope was reported in 0.6% of GEODON patients. GEODON should be used with particular caution in
patients with known cardiovascular disease (history of myocardial infarction or ischemic heart disease, heart failure or conduction
abnormalities), cerebrovascular disease or conditions that would predispose patients to hypotension (dehydration, hypovolemia, and
treatment with antihypertensive medications). Seizures: In clinical trials, seizures occurred in 0.4% of GEODON patients. There were
confounding factors that may have contributed to seizures in many of these cases. As with other antipsychotic drugs, GEODON should be
used cautiouslyin patientswith ahistory of seizures orwith conditions that potentially lower the seizure threshold, .g., Alzheimer’s dementia.
Conditions that lower the seizure threshold may be more prevalent mapopulanon 0f 65 years or older. Dysphagia: Esophageal dysmotility
and aspiration have been iated with anti drug use. A pneumonia s acommon cause of morbidity and mortality in
elderly patients, in particular those with advanced Alzheimer's dementla and GEODON and other antipsychotic drugs should be used
cautiously i patients at risk for aspiration pneumonia. (See also Boxed WARNING, WARNINGS: Increased Mortality in Elderly Patients
W|th Demenlla Relaled Psychnsls] Hyperprolactinemia: As with other drugs that amagonlze dopamine D, receptors, GEODON e\evates
that: f human brea: 1r~nnm.

in vitro, afactor of potentual importance mhe prescnpnon ofthese drugs is contemplated ina patient with prevuouslydetected breast cancer.
Neitherclinical studies nor epi todate haveshown ion between chronicadministration 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 MotorImpairment: lyreported itin GEODON patients. Inthe 4-and 6-week placebo-controlled
trials, somnolence was reported in 14% of GEODON patients vs 7% of placebo patients. Somnolence led to discontinuation in 0.3% of
patients in short-term clinical trials. Since GEODON has the potential to impair judgment, thinking, or motor skills, patients should be
cautioned about performing activities requiring mental alertness, such as operating a motor vehicle (including automobiles) or operating
hazardous machinery until they are reasonably certain that GEODON therapy does not affect them adversely. Priapism: One case of priapism
was reported in the premarketing database. Body Temperature Regulation: Although not reported with GEODON in premarketing trials,
disruption of the body’s ability to reduce core body temperature has been attributed to antipsychotic agents. Suicide: The possibility of a
suicide attempt is inherent in psychotic illness and close supervision of high-risk patients should accompany drug therapy. GEODON
prescriptions should be written for the smallest quantity of capsules consistent with good patient management to reduce overdose nsk
Usein Patients with Concomitant lliness: Clinical experience with GEODON i vith certain

GEODON has not been evaluated or used to any appreciable extent in patients vitharecent history of myocardial infarction or unstable heart
disease. Patients with these diagnoses were excluded from premarketing clinical studies. Because of the risk of QT; prolongation and
orthostatic hypotension with GEODON, caution should be observed in cardiac patients (see QT Prolongation and Risk of Sudden Deathin
WARNINGS and Orthostatic Hypotension in PRECAUTIONS). Information for Patients: To ensure safe and effective use of GEODON, the

hyperthyroidism, thyroiditis. Hemic and Lymphatic System anemia, ecch leuk is, leukopenia, eosinophilia,
lymphadenopathy; Rare: thrombocytopenia, hypochromic anemia, lymphocytosis, monocyt05|s basophma Iymphedema polycymemla
thrombocythemia. Metabolic and Nutritional Disorders — thirst, trar increased, edema, h

creatine phosphokinase increased, alkaline phosphatase increased, hyperchc ia, dehydration, lactic mcreased
albuminuria, hypokalemia; Rare: BUN increased, creatinine increased, hyperlipemia, hypocholesteremla hyperkalemia, hypochloremia,
hypoglycemia, hyponatremia, hypoproteinemia, glucose tolerance decreased, gout, hyperchloremia, hyperuricemia, hypocalcemia,
hypoglycemic reaction, hypomagnesemia, ketosis, respiratory alkalosis. Musculoskeletal System — Frequent: myalgia;
Infrequent: tenosynovitis; Rare:myopathy. Nervous System — Frequent: agitation, extrapyramidal syndrome, tremor, dystonia, hypertonia,
dyskinesia, hostility, twitching, paresthesia, confusion, vertigo, hypokinesia, hyperkinesia, abnormal gait, oculogyric crisis, hypesthesia,
ataxia, amnesia, cogwheel rigidity, delirium, hypotonia, akinesia, dysarthria, wi if buccogle d choreoathetosis
diplopia, incoordination, neuropathy; Infrequent: paralysis; Rare: myoclonus, torticollis, circumc

reflexes increased, trismus. Respiratory System— Frequent: dyspnea; Infrequent: pneumonia, epistaxis; Rare: hemop’ly5|s laryngismus.
Skin and Appendages— Infrequent: maculopapular rash, urticaria, alopecia, eczema, exfoliative dermatitis, contact dermatitis,
vesiculobullous rash. Special Senses —Frequent: fungal dermatitis; /nfrequent: conjunctivitis, dry eyes, tinnitus, blepharitis, cataract,
photophobia; Rare:eye hemorrhage, visual field defect, keratitis, keratoconjunctivitis. Urogenital System —/nfrequent:impotence, abnormal
ejaculation, amenorrhea, hematuria, menorrhagia, female lactation, polyuria, urinary retention, metrorrhagia, male sexual dysfunction,
anorgasmia, glycosuria; Rare: gynecomastia, vaginal hemorrhage, nocturia, oliguria, female sexual dysfunction, uterine hemorrhage.
Adverse Finding Observed in Trials of Intramuscular GEODON: In these studies, the most commonly observed adverse events associated
with the use of intramuscular GEODON (25%) and observed at a rate on intramuscular GEODON (in the higher dose groups) at least twice
that of the lowest intramuscular GEODON group were headache (13%), nausea (12%), and somnolence (20%). Adverse Events at an
Incidence >1% in Short-Term Fixed-Dose Intramuscular Trials: The following list enumerates the treatment-emergent adverse events
that occurred in 1% of GEODON patients (in the higher dose groups) and at least twice that of the lowest intramuscular GEODON group.
BodyasaWhole—h asthenia, inal pain, flusynd back pain. Cardiovascular—postural hypotension,
hypertension, bradycardia, vasodilation. Digestive—nausea, rectal hemorrhage, diarrhea, vomiting, dyspepsia, anorexia, constipation,
toothdisorder, dry mouth. Nervous —dizziness, anxiety, insomnia, somnolence, akathisia, agitation, extrapyramidal syndrome, hypertonia,
cogwheel rigidity, paresthesia, personality disorder, psychosis, speech disorder. Respiratory—rhinitis. Skin and Appendages—
furunculosis, sweating. Urogenital—dysmenorrhea, priapism. DRUG ABUSE AND DEPENDENCE— Controlled Substance Class:
GEODON is nota controlled substance. OVERDOSAGE— In premarketing trials in over 5400 patients, accidental or intentional overdosage
0of GEODON was in10patients. All pati vived withoutsequelae. Inthe patient taking the largest confirmed amount (3240
mg), the only symptoms reported were minimal sedation, slurring of speech, and transitory hypertension (BP 200/95).

References: 1. Daniel DG, Potkin SG, Reeves KR, Swift RH, Harrigan EP. Intramuscular (IM) ziprasidone 20 mg is effective in reducing acute agitation associated with psychosis: a double-blind, randomized trial. Psychopharmaca/ogy
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2001;155:128-

134. 2. Lesem MD, ZajEC a JM, SW|ﬂ RH, Reeves KR, Harrigan EP. Intramuscular ziprasidone, 2 mg versus 10 mg, in the short-term management of agitated psychotic patients. J C//n Psychiatry. 2001;62:12-18. 3. Brook S

Walden J, Benattia |, Siu CO, Romano SJ. lerasldone and haloperidol in the treatment of acute exacerbation of schizophrenia and schizoaffective disorder: comparison of intramuscular and oral formulations in a 6- week random\zed blinded-

assessment study. Psychopharmaco/og/. 2005;178:514-523.
J Clin Psychiatry. 2000;61:933-941. 5. Data on file. Pfizer Inc, New York, NY.
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Ryan has ADHD with | :
academic performance | - : ] Proudly
and social challenges. | . : I show HELP RYAN GET THERE

He's dﬂi:lg; l;;mzwnr'k '. '. e J Mom WITH CONCERTA

Improved academic performance
through 7 PM, as demonstrated

by improved math test performance
in a laboratory school setting'

- Improved social interactions at school
and at home with one morning dose'

- Smooth delivery and consistent
improvement of ADHD symptoms

through 12 hours'?

- Proven low rates of side effects and
7 years of dinical experience

- The #1 prescribed ADHD product for
children and adolescents with ADHD?

Representative patient portrayal

CINCF-DAILY
START HERE » GET THERE

CERTA

methylphenidate HCI
Ior mare information, call 1-BB8-440-7903 or visit www.concerta36D.com — |EH0u0Eessne g fo s o e

IMPORTANT SAFETY INFORMATION

CONCERTA is indicated for the treatment of attention deficit hyperactivity disorder (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 Touretre’s syndrome; current/recent use of monoamine oxidase inhibitors (MAQIs). Children under 6 years 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 used in patients
with pre-existing severe gastrolntestinal narrowing, known structural cardiac abnormalities, or other serious heart problems. Stimulants may cause new psychatic
or manic symptoms. Aggressive behavior/hostility should be monitored in patients beginning treatment.

The most common adverse events reported in children receiving up to 54 mg were headache, upper respiratory tract infection, and abdominal pain. The most
common adverse events reported in adolescents receiving up to 72 mg were headache, accidental injury, and insomnia.
References: 1. Peltam WE, Gragy TW, Bumows-Meckan L et al. Once-a-day Concerta methylphenidate versus theee-times-daily methylphenidate in laboratory and natusal seitings. Pediatrics. 2007107 (6], Available at: Mtp/ferww.pediatrics.org cqlicontent/fullf LT 16 e 105.

2.Vidans TE, MeRusnett K, Buksrein D, et 2l Multisite contrulled study of DROS® meshylphenidain in the treaoment nf adnlesoents with ariention-deficiubyperaceiviny diaorier At Peetiar Adadecr M 2006;160:87-90, 3. Swanson |, Gupta's, Eam A, e al, Developmeent of 2 new
ante-3 day formulation of methypbenidate for the treatment of attention-defieit/yperacinity dearder: proaf-of-concept and prool-of-product stufies, Arch Gen Papchiatry. 2003,60:204-211, 4. IMS Health, lational Prescription udit, March 2007,

Please see brief summary of full Prescribing Information on next page.
CONCFRTA and OR0S are registered trademarks of ALZA Corparation.
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CONCERTA® (methyiphenidata HCI) Extended-release Tablets
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IMPORTANT CORRECTION OF DRUG INFORMATION ABOUT
EFFEXOR XR® (VENLAFAXINE HCI) EXTENDED-RELEASE CAPSULES

An advertisement in professional journal publications for
EFFEXOR XR® (venlafaxine HCI) Extended-Release
Capsules for the treatment of major depressive disorder
was the subject of a Warning Letter issued by the U.S.
Food and Drug Administration (FDA) in December 2007.
The FDA stated that the journal ad was misleading
because it overstated the efficacy of EFFEXOR XR, made
unsubstantiated superiority claims, and contained other
unsubstantiated claims regarding EFFEXOR XR.

Wyeth would like to take this opportunity to clarify the
content of the advertisement.

Claims that Reference the Baldomero et al Study
and Other Related Claims

The FDA objected to the claim, “In an open-label study
of patients who failed previous antidepressant treatment,
nearly 60% achieved remission when changed to
EFFEXOR XR.” The FDA determined that the Baldomero
study (the cited reference for this claim) could not be
relied upon as substantial evidence to support the claim
due to the following reasons: (1) the study was an open-
label study, which is not an appropriate study design to
measure subjective end points because it fails to
minimize potential bias; (2) the study did not include a
placebo group, so there was no way to determine the
actual effect size of the drug; and (3) the study did not
provide information about whether EFFEXOR XR was
superior to failed therapy because study subjects were
not randomized to their previously failed therapy.
Therefore, the FDA stated that the study failed to support
the 60% remission rate claim as well as any conclusion
that EFFEXOR XR s superior to other antidepressant
treatments. In addition to the above claim, the FDA
stated that other claims added to the misleading
impression that patients who have failed previous
antidepressant therapy can expect improvement when
switching to EFFEXOR XR.

Claims from the PREVENT Study

The FDA objected to the claim, “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.” The FDA stated that the
cited claim overstated the efficacy of EFFEXOR XR by
implying that the general patient population suffering
from major depressive disorder can expect a 92%
probability of preventing a recurrent depressive episode
after two years of treatment when this is not supported
by substantial evidence.

The cited study for this claim was a randomized,
multicenter, double-blind study (n=1096) comparing
EFFEXOR XR with placebo. The study was designed to
provide efficacy data regarding recurrence prevention
with EFFEXOR XR after two years of maintenance
treatment. It followed patients through 4 different time
periods: a 10-week acute period, a 6-month continuation
period, an initial 12-month maintenance period
(maintenance year 1), and a second 12-month
maintenance period (maintenance year 2). At the end of
each period, patients were only considered eligible for
inclusion in the next period if they were still responding
to the drug. Patients dropped out of the study during
each of the periods for different reasons (eg, lack of
efficacy, adverse events). At the start of each
maintenance period, the remaining patients who still
showed a response to EFFEXOR XR were re-randomized
to EFFEXOR XR or placebo. Because a high percentage of
EFFEXOR XR patients were either re-randomized to
placebo or were discontinued from the study before
entering maintenance year 2 and because only patients
who responded to EFFEXOR XR were selected to
continue to the next phase of treatment, the FDA
determined that the results of the study could not be
extrapolated to the general patient population suffering
from major depressive disorder.

Claim Regarding Clinical Experience and Number
of Patients

The FDA objected to the claim, “More than 12 years of
clinical experience and over 20 million patients treated
with EFFEXOR/EFFEXOR XR." The claim of 20 million
EFFEXOR/EFFEXOR XR patients was estimated from the
number of U.S. prescriptions, average daily consumption,
and average length of therapy. The FDA determined that
this claim was misleading based on the referenced data
because the calculations used did not reflect the number
of “unique” patients. Because there are no unique
patient-level data available for the entire 14-year period
during which EFFEXOR/EFFEXOR XR has been on the
U.S. market, the claim is no longer used in EFFEXOR XR
promotional materials.

Please see brief summary of Prescribing Information
on adjacent pages.
EFFEXOR®and EFFEXOR XR® are registered trademarks of Wyeth Pharmaceuticals Inc.

Wyeth® © 2008, Wyeth Pharmaceuticals Inc., Philadelphia, PA 19101  231275-01  August 2008
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FAXINE HCI -
EFFEXOR XR :::

BRIEF SUMMARY. See package insert for full prescribing information. For further product information and
cuareér(t] Opagcé(f e5 rijrésert, please visit www.wyeth.com or call our medical communications department toll free
at 1-800-934-! 3

Sulcldallly and Antldepressant Drugs

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

CONTRAINDICATIONS: Hypersensitivity to venlafaxine hydrochloride or to any excipients in the formulation.
Concomitant use in patients taking monoamine oxidase inhibitors (MAOIs). WARNINGS: Clinical Worsening and
Suicide Risk—Patients with major depressive disorder (MDD), both adult and pediatric, may experience
worsening of their depression and/or the emergence of suicidal ideation and behavior (suicidality) or unusual
changes in behavior, whether or not they are taking antidepressant medications, and this risk may persist until
significant remission occurs. Suicide is a known risk of depression and certain other psychiatric disorders, and
these disorders themselves are the strongest predictors of suicide. There has been a long-standing concern,
however, that antidepressants may have a role in inducing worsening of depression and the emergence of
smudallty in certain patients during the early phases of treatment. Pooled analyses of short-term placebo-
controlled trials of antidepressant drugs (SSRIs and others) showed that these drugs increase the risk of suicidal
thinking and behavior (suicidality) in children, adolescents, and young adults (ages 18-24) with MDD and other
psychiatric disorders. Short-term studies did hot show an increase in the risk of suicidality with antidepressants
compared to placebo in adults beyond dge 24; there was a reduction with antidepressants compared to placebo
in adults aged 65 and older. The poole analyses of placebo-controlled trials in children and adolescents with
MDD, obsessive-compulsive disorder BOCD or other psychiatric disorders included a total of 24 short-term trials
of 9 antrdepressant drugs in over 4,400 patients. The pooled analyses of placebo-controlled trials in adults with
MDD or other psychiatric disorders included a total of 295 short-term trials (median duration of 2 months) of 11
antidepressant drugs in over 77,000 patients. There was considerable variation in risk of suicidality among drugs,
but a tendency toward an increase in the younger patients for almost all drugs studied. There were differences
in absolute risk of suicidality across the different indications, with the highest incidence in MDD. The risk
differences (drug vs. placebo), however, were relatively stable within age strata and across indications. These risk
differences (drug-placebo difference in 'the number of cases of suicidality per 1,000 patients treated) are provided
in Table 1 of the full prescribing information. No suicides occurred in any of the pediatric trials. There were
suicides in the adult trials, but the number was not sufficient to reach any conclusion about drug effect on suicide.

sex-matched peers. The difference between observed and expected %r;)wtn rates was larger for children <12 years old
than for adolescents =12 years old. Changes in Apgzeme tients: Treatment-emergent anorexia was more
commonly reported for Effexor XR (8%) than placebo (4%) patrents in MDD studies. The discontinuation rate for anorexia
was 1.0% in MDD studies. Treatment-emergent anorexia was more commonly reported for Effexor XR (8%) than placebo
(2%) patients in GAD studies. The discontinuation rate for anorexia was 0.9% for up to 8 weeks in GAD studies. Treatment-
emergent anorexia was more commonly reported for Effexor XR (17%) than placebo (2%) patients in SAD studies. The
discontinuation rate for anorexia was 0.6% for up to 12 weeks in SAD studies; no patients discontinued for anorexia
between week 12 and month 6. Treatment-emergent anorexia was more commonly reported for Effexor XR (8%) than
Blacebo (3“/mtlents in PD studies. The discontinuation rate for anorexia was 0.4% for Effexor XR patients in 12-week

D 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 u Rpto 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 welght loss were 0.7% for patients
receiving either Effexor XR or placebo. Actit of Ma Mani has occurred during
premarketing 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 SSRIs and SNRIs, including venlafaxine. Patients taking diuretics
or who are otherwise volume depleted and elderly patients may be at greater risk. Discontinuation of Effexor XR should
be considered in patients with symptomatic hyponatremia, and appropriate medical intervention should be instituted.
Seizures: In all premarketing depression trials with Effexor immediate release, 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: SSRIs and SNRIs, including EFFEXOR XR, may increase the risk of bleeding events.
Concomitant use of aspirin, nonsteroidal anti-irrﬂammatory drugs, warfarin, ‘and other anticoagulants may add to this risk.
Bleeding events have ranged from ecchP/moses hematomas, epistaxes, and petechiae to life-threatening hemorrhages.
Serum Cholesterol Elevation: Clinically relevant increases in serum cholesterol were seen in 5.3% of venlafaxine

atients and 0.0% of placebo patients treated for at least 3 months in trials. Consider measurement of serum cholesterol
levels during long-term treatment. Interstitial Lung Disease and Eosinophilic Pneumnonia: These have been rarely
reported. Consider the possibility of these events in venlafaxine patients who present with progressive dyspnea, cough, or
chest discomfort. Such patients should undergo a prompt medical evaluation and should consider discontinuation of
venlafaxine. Use in Patients With Concomitant lliness: Use Effexor XR cautiously in patients with diseases or conditions
that could affect hemodynamic responses or metabolism. Venlafaxine has not been evaluated in patients with recent
history of MI or unstable heart disease. Increases in QT interval (QTc) have been reported in clinical studies. Exercise
caution in patients whose underlyrn? 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. It is recommended that the total daily dose be reduced by 50% in patients with
mild to moderate hepatic impairment. In patients with cirrhosis, it may be necessary to reduce the dose even
more than 50%. Individualization of dosing may be desirable. 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 a?propnate use. A patient Medication Guide called
“Antidepressant Medicines, Depression and Other Serious Mental lllnesses, and Suicidal Thoughts or Actions” is available
for Effexor XR. The dprescrlber or health professional should instruct patrenm 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

Itis unknown whether the suicidality risk extends to longer-term use. However, there is from
placebo-controlled maintenance trials in adults with depression that the use of antidepressants can delay the
recurrence of depression. All patients being treated with antidepressants for any indication should be
monitored appropriately and observed closely for clinical worsening, suicidality, and unusual changes in
behavior, especially during the initial few months of a course of drug therapy, or at times of dose changes,
either increases or decreases. Anxiety, agitation, panic attacks, insomnia, irritability, hostility, dggressrveness
impulsivity, akathisia (psychomotor restlessness), hypomania, and mania have been reported in adult and
pediatric patients being treated with antidepressants for MDD and other indications, both psychiatric and
nonpsychiatric. Although a causal link between the emergence of such symptoms and erther the worsening of
depression and/or the emergence of suicidal impulses has not been established, there is concern that such
symptoms may represent precursors to emerging suicidality. Consideration should be given to changing the
therapeutic regimen, including possibly discontinuing the medication, in patients whose depression is persistently
worse, or who are experiencing emergent suicidality or symptoms that might be precursors to worsening
depressron or suicidality, especrally if these symptoms are severe, abrupt in onset, or were not part of the
patient's presenting symptoms. If the decision has been made to discontinue treatment medication should be
tapered, as rapidly as is feasible, but with recognition that abrupt discontinuation can be assocrated with certain
symptoms (see PRECAUTIONS and DOSAGE AND ADMINISTRATION). Families and careglvers of patlents
being treated with antidepressants for MDD or other indi

and Suicide Risk: Patients, their families, and their caregivers should be encouraged to be alert to the
emergence of symptoms listed in WARNINGS: Clinical Worsenrng and Suicide Risk, especially those seen early during
antidepressant treatment and when the dose is adjusted up or down. Families and caregivers of patients should be
advised to look for the emergence of such symptoms on a day-to-day basis, since changes may be abrupt. Such
symptoms should be reported to the patient’s prescriber or health professional, especially if they are severe, abrupt in
onset, or were not part of the patient’s presenting symptoms. Symptoms such as these may be associated with an
increased risk for suicidal thinking and behavior and indicate a need for very close monitoring and possibly changes in
the medication. Caution patients 1) about operating hazardous machinery, including automobiles, until they are reasonably
sure that venlafaxine does not acversely affect their abilities; 2) to avoid alcohol while taking Effexor XR; 3) about the risk

of seratonin syndrome with the concomitant use of Effexor XR and Iriptans, tramadol, tryptophan supplements or other
serotonergic agents; and 4) about the concomitant use of Effexor XR and NSAIDs, aspirin, warfarin, or other drugs that
affect coagulation. 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; Zgaabout 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 hrstory of glaucoma or increased intraocular pressure. Laboratory Tests—No specific
laboratory tests are d. Drug -Alcohol: A single dose of ethanol had no effect on the
pharmacokinetics (PK) of venlafaxrne or O-desmethylvenlafaxine (ODV), and venlafaxine did not exaggerate the
orand p ic effects induced by ethanol. Cimetidine: Use caution when administering venlafaxine with
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should be alerted about the need to monitor patients for the emergence of agrtatron |rr|tab|||ty unusual
changes in behavior, and the other symptoms described above, as well as the emergence of suicidality,
and to report such symptoms immediately to health care providers. Such monitoring should include daily
observation by families and caregivers. Prescriptions for Effexor XR should be written for the smallest quantity
of capsules consistent with good patient management, in order to reduce the risk of overdose. Screenm?
Patients for Bipolar Disorder: A major depressive episode may be the initial presentation of bipolar disorder. It
is generally believed that treating such an episode with an antidepressant alone may increase the likelihood of
precipitation of a mixed/manic episode in patients at risk for bipolar disorder. Whether any of the symptoms
described above represent such a conversion is unknown. Prior to initiating antidepressant treatment, patients
with depressive symptoms should be screened to determine if they are at risk for bipolar disorder; such screening
should include a detailed psychiatric history, including a family history of suicide, bipolar disorder, and depression.
Effexor XR is not approved for use in treating bipolar depression. Potential for Interaction with MAOIs—
Adverse reactions, some serious, have been reported in patients who recently discontinued an MAOI and
started on venlaiaxme, or who recently discontinued venlafaxine prior to initiation of an MAOI. These
tremor, my p nausea, vomiting, flushing, dizziness, hyperthermia

with features i i , and death. Effexor XR should not be
used in combination with an MA5I or within at Ieast 14 days of dlscontlnumg treatment with an MAOL.
At least 7 days should be allowed after stopping venlafaxine before starting an MAOI. Serotonin
Syndrome—The development of potentially life-threatening serotonin syndrome may occur with Effexor XR treatment,
particularly with (i _H concomitant use of serotonergic drugs and (i) with drugs that impair metabolism of serotonin (see
CONTRAINDICATIONS—MAOQIs). If concomitant treatment of Effexor XR with an SSRI, SNRI, or a 5-hydroxytryptamine
receptor agonist (triptan) is clinically warranted, careful observation of the patient is advrsed pamcularly during treatment
initiation and dose increases. The concomitant use of Effexor XR with serotonin precursors (such as tryptophan
supplements) is not recommended. Sustained Hypertension—\Venlafaxine is associated with sustained increases in
blood pressure (BP) in some patients. Postmarketing cases of elevated BP requiring immediate treatment have been
reported. Pre-existing hypertension should be controlled. Regular monitoring of BP is recommended. For patients
expenencm? sustained increase in BP, consider either dose reduction or discontinuation. Elevations in Systolic and
Diastolic Blood Pressure—Across most indications, a dose-related increase in supine systolic and diastolic blood
pressure was evident in EFFEXOR XR patients gor more information, see Table 4 of the full prescribing information).
Mydriasis—Mydriasis has been reported; monitor patients with raised intraocular pressure or at risk of acute narrow-
angle glaucoma (angle-closure glaucoma). PRECAUTIONS: General—Discontinuation of Treatment with Effexor XR.
rupt discontinuation or dose reduction of venlafaxine at various doses is associated with new symptoms, the frequency

of w ich increased with increased dose level and longer duration of treatment. Symptoms include agitation, anorexia,
anxiety, confusion, coordination impaired, diarrhea, dizziness, dry mouth, dysphoric mood, emotional lability, fascrculatlon
fatigue, headaches hypomania, insomnia, |mtab|||ty Iethargy nausea, nervousness, nightmares, seizures, sensory
disturbances (e.g., paresthesras such as electric shock sensations), somnolence sweatrng tinnitus, tremor, vertrgo and
vomiting. Monitor pa’oents when discontinuing treatment. A gradual reduction in the dose rather than abrupt cessation is
recommended. If intolerable symptoms occur following a decrease in the dose or upon discontinuation of treatment,
consrder resum|ng the previously prescribed dose. Subsequently, continue decreasing the dose at a more gradual rate.
ss: Treatment-emergent insomnia and nervousness have been reported. In Phase 3 trials,
|nsomn|a Ied to drug discontinuation in 1% of both depressed patients and Panic Disorder (PD) patients, in 3% of
Generalized Anxiety Disorder (GAD) patients, and in 2% of Social Anxiety Disorder #SAD) patients. Nervousness led to drug
discontinuation in 0.9% of depressed patients, in 2% of GAD patients, and in 1% of SAD patients and 0.1% of PD patients.
Changes in Weight. Adult Patients: In short-term MDD trials, 7% of Effexor XR patients had =5% loss of body weight
and 0.1% discontinued for weight loss. In 6-month GAD studles 3% of Effexor XR patients had =7% loss of body weight,
and 0.3% discontinued for weight loss in 8-week studies. In SAD trials of up to 6 months, 4% of Effexor XR patients ad
=7% loss of body weight and no patients discontinued for weight loss. In 12-week PD trlals 3% of Effexor XR patients
had =7% loss of body weight, and no patients discontinued for weight loss. The safety and efficacy of venlafaxine in
combination with weight loss agents, including phentermine, have not been established. Coadministration of Effexor XR and
weight Ios;e‘?ents is not recommended. Effexor XR is not indicated for weight loss alone or in combination with other
products. liatric Patients: Weight loss was seen in patients aged 6-17 receiving Effexor XR. More Effexor XR patients
than placebo patients experienced weight loss of at least 3.5% in both the MDD and studies (18% of Effexor XR patients
vs. 3.6% of placebo patients; P<0.001) and the SAD study (47% of Effexor XR patients vs. 14% of placebo patients;
P<0.001). Weight loss was not limited to patients with treatment-emergent anorexia (decreased appetite). Children and
adolescents in a 6-month MDD study had increases in weight less than expected based on data from age- and sex-
matched peers. The difference between observed and expected welght gain was Iarﬂer for children <12 years old than
for adolescents =12 years old. Changes in liatric : In 8-week GAD studies, Effexor XR patients a ed
6-17 grew an average of 0.3 cm (n=122), while placebo patients grew an average of 1.0 cm (n=132); P=0.041.

difference in height increase was most notable in patients <12. In'8-week MDD studies, Effexor XR patients grew an
average of 0.8 cm (n=146), while placebo patients grew an average of 0.7 cm (n=147). Durrng the 16-week, placebo-
controlled SAD study, both the Effexor XR (n=109) and the placebo (n=112) patients grew an average of 1.0 cm. In the
6-month MDD study, children and adolescents had height increases less than expected based on data from age- and
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cimetidine to patrents 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 Crax 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 Interfere with Hemostasis. Epidemiological studies that have demonstrated an association between use of drugs
that interfere with serotonin reuptake and the occurrence of upper gastrointestinal bleeding have also shown that
concurrent use of an NSAID or aspirin may potentiate this risk of bleeding. Increased bleeding has been reported when
SSRIs and SNRIs are coadministered with warfarin. Drugs That Inhibit Cytochrome P450 Isoenzymes: CYP2D6
Inhibitors: Venlafaxine is metabolized to its active metabolite, 0DV, by CYP2D6. Drugs |nh|b|t|n8 this isoenzyme have the
potential to increase plasma concentrations of venlafaxing and decrease concentrations of 0DV, No dosage adjustment
is required when venlafaxine is coadministered with a CYP2D6 inhibitor. A pharmacokinetic study with ketoconazole
100 mg b.i.d. with a single dose of venlafaxine 50 m% in extensive metabolizers (EM; n=14) and 25 mg |n
metabolizers (PM; n=6) of CYP2D6 resulted in higher plasma of both
desmethylvenlafaxine (ODV) in most subjects following administration of ketoconazole. Concomitant use of CYP3A4
inhibitors and venlafaxine may increase levels of venlafaxine and ODV; therefore caution is advised if a patient’s therapy
includes a CYP3A4 inhibitor and rugs )y Cy P450
Venlafaxrne is a relatively weak inhibitor of CYP2D6. Venlafaxine did not inhibit CYP1A2 and CYP3A4, CYP2C9 (in vitro),
or CYP2C19. Imipramine: Vlenlafaxine did not affect the PK of imipramine and 2-OH-imipramine. However desipramine AUC,
Cmax @nd Cpyip increased by ~35% in the presence of venlafaxine. The 2-OH-desipramine AUCs increased by 2.5-4.5 fold,
Imipramine did not affect the PK of venlafaxine and ODV. Metaprolol: In a PK study with 18 healthy males, metoprolol
and venlafaxine were coadministered for 5 days. Plasma concentrations of metoprolol increased about 30%-40%.
Plasma concentrations of metoprolol’s active metabolite were unaltered. Metoprolol did not alter the PK of
venlafaxine or ODV. Venlafaxine appeared to reduce the BP lowering effect of metoprolol in this study. Clinical
relevance for hypertensive patients is unknown. Exermse caution when coadministering venlafaxine and
metoprolol (see WARNINGS—Sustained Hypertension). Ri idone: Venlafaxine slightly inhibited the CYP2D6-
mediated metabolism of risperidone fo its active metabolite, 9-hydroxyrisperidone, resultrngf in a ~32% increase in
risperidone AUC. Venlafaxine coadministration did not srgnmcantl alter the PK profile of the total active moiety (risperidone
plus 9-hydroxyrisperidone). CYP3A4: Venlafaxine did not inhibit CYP3A4 in vitro and in vivo. Indinavir: In a study of 9 healthy
venlafaxine 1 resulted in a 28% decrease in the AUC of a single dose of indinavir and a 36%
decrease in indinavir Crgy. Indinavir did not affect the PK of venlafaxing and ODV. GYP1A2: Venlafaxine did not inhibit
CYP1A2 in vitro and in vivo. CYP2C9: Venlafaxine did not inhibit CYP2C9 in vitro. In vivo, venlafaxine 75 mg by mouth
every 12 hours did not alter the PK of a single 550-mg dose of tolbutamide or the CYP2C9-mediated formation of 4-
hydroxy-tolbutamide. CYP2C19: Venlafaxine did not inhibit the metabolism of diazepam, which is partially metabolized by
CYP2C19 (see Diazepam above). MAOIs: See CONTRAINDICATIONS and WARNI GS. 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
l:ystems such as triptans, SSRIs, other SNRIs, linezolid, lithium, tramadol, or St. John’s wort. If concomitant treatment of
ffexor XR with these drugs is cIrnrcaIIy warranted careful observation of the patient is advised, particularly during
treatment initiation and dose |ncreases The concomitant use of Effexor XR with tryptophan su&) lements is not
recommended. Electroconvulsit (ECT): There are no clinical data establishing the benefrt of ECT combined with
Effexor XR treatment. Carcmogenesrs, utagenesis, 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. Muhﬂemm Venlafaxine and ODV were not mutagenic in the Ames reverse mutation assay in Salmonella
bacteria or the CHO/HGPRT mammalian cell forward gene mutation assay. Venlafaxine was not clastogenic in several
assays. 0DV elicited a clastogenic response in the in vivo chromosomal aberration assay in rat bone marrow. Impairment
of Fertility. No effects on reproduction or fertility in rats were noted at oral doses of up to 2 times the MRHD on a mg/m*
basis. Pregnancy— Teratogenic Effects—Pregnancy Category C. Reproduction studies in rats given 2.5 times, and
rabbits I3rven 4 times the MRHD (mg/m* bams?] revealed no malformations in offspring. However, in rats given 2.5 times
the MRHD, there was a decrease in pup weight, an increase in stillborn pups, and an increase in pup deaths during the
first 5 days of lactation when dosing began dur|ngEEregnancy 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
- Neonates exposed to Effexor XR late in the third trimester have (developed complications requiring prolonged
hosprlalrzatron respiratory support, and tube feeding. Complications can arise immediately upon delivery. Reports include
respiratory distress, cyanosis, apnea, seizures, temperature instability, feeding difficulty, vomiting, hypoglycemia,
h#aotonra hypertonia, hyperreflexia, tremor, thtenness irritability, and constant crying. This is consistent with a direct toxic
ct of SNRIS or a drug discontinuation syndrome In some cases, it is consistent with serotonin syndrome. When treating
a pregnant woman with Effexor XR during the third trimester, carefully consider the potential risks and benefits of




treatment and consider tapering Effexor XR in the third trimester. Labor, Delivery, Nursing—The effect on labor and
delivery in humans is unknown. Venlafaxine and ODV have been reported to be excreted in human milk. Because of the
potential for serious adverse reactions in nursing infants from Effexor XR, a decision should be made whether to
discontinue nursing or to discontinue the drug, taking into account the |mportance of the drug to the mother. Pediatric
Use—Safety and effectiveness in the pediatric population have not been established (see BOX WARNING and
WARNINGS: Clinical Worsening and Suicide Risk). No studies have adequately assessed the impact of Effexor XR
on growth, development, and maturation of children and adolescents. Studies suggest Effexor XR may adversely affect
weight and height (see PRECAUTIONS-General, Changes in Heightand Changes in Weight). Should the decision be made
to treat a pediatric patient with Eﬁexor XR, re ular monitoring of weight and height is recommended during treatment,
particularly if long term. The safety of Effexor XR for pediatric patients has not been assessed for chronic treatment >6
months. In studies in patients aged 6-17, blood pressure and cholesterol increases considered to be clinically relevant
were similar o that observed in adult patlents 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 sensitivi
of some older individuals cannot be ruled out. SSRIs and SNRIs, including Effexor XR, have been associated witf
cases of clinically significant hyponatremia in EIdeII;_IK atients, who may be at greater risk for this adverse event
(see PRECAUTIONS: Hyponatremia). ADVERSE TIONS: Associated with Discontinuation of Treatment—
The most common events leading to discontinuation in MDD, GAD, SAD, and PD trials included nausea, anorexia, anxief
impotence, dry mouth, dizziness, insomnia, somnolence, hypertensmn diarrhea, paresthesia, tremor, abnormal (mosty
blurred) vision, abnormal (mostly delayed) ejaculation, asthenia, vomiting, nervousness, headache vasodilatation,
thinkin, abnormal decreased libido, and sweating. l,‘ommonlyobservedAdvelse Events in L‘ontrolled Clinical Tnals
for MDD, GAD, SAD and PD—Body as a Whole: asthenia, headache, flu syndrome, accidental injury, abdominal pain.
Cardiovascular: vasodllatatlon I?\}/pertenslon palp|tat|on D|gest|ve nausea, constipation, anorexia, vomiting, flatulence,
diarrhea, eructation. Metabollc/ utritional: weight loss. Nervous System: dlzzmess somnolence, insomnia, dry mouth
nervousness, abnormal dreams, tremor, depression, hypertonia, paresthesia, libido decreased agltatlon an)nety
twnchlng esplraton( System: pharyngms yawn, sinusitis. Skin: sweating. Special Senses: abnormal vision. Urogenital
stem: abnormal ejaculation, impotence, orgasmic dysfunction ( #lncludlng anorgasmia) in females. Vital Sign Changes:
f\%exor 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 ;')’ ulse rate of 3 beats/min in SAD trials. (see Sustained Hypertension and Elevations in Systolic and
Diastolic Blood Pressure sections of WARNINGS). Laboratory Changes: Clinically relevant increases in serum
cholesterol were noted in Effexor XR clinical trials. Increases were duration dependent over the study period and tended
1o be greater W|th higher doses. Other Events Observed During the Premaﬂreﬂn Evaluation of Effexor and Effexor XR
N:7,212. “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, photosensmwty reaotlon suicide
attempt, withdrawal syndrome Rare: appendlcms bacterem|a carcinoma, cellulitis, granuloma. Cardiovascular
system - Frequent: migraine, tachycardia; Infrequent: angina peotons arrhythmla extrasystoles hypotension, peripheral
vascular disorder (mainly cold feet and/or cold hands), postular hypotension, syncope; Rare: aortic aneurysm, arteritis,
first-degree atrioventricular block, bigeminy, bundle branch block, capillary fragility, cerebral ischemia, coronary artery
disease, congestive heart fallure heart arrest, hematoma, cardiovascular disorder (mitral valve and circulatory
d|sturbance:) mucocutaneous hemorrhage myocardlal mfarct pallor, sinus arrhythmia, thrombophlebitis. Digestive
requent: increased appetite; Infrequent: bruxism, colltls dysphagia, tongue edema, eructation, esophagitis,
gastnt|s gastroenteritis, gastrointestinal ulcer, gingivitis, glossms rectal hemorrhage, hemorrholds melena oral
moniliasis, stomatitis, mouth ulceration; Rare: abdominal distension, biliary pain, cheilitis, cholecystms, cholelrth|a5|s
esophageal spasms, duodenitis, hematemesls gastroesophageal refiux disease, gastrointestinal hemorrhage, gum
hemorrhage, hepatitis, ileitis, Jaundice, intestinal obstruction, liver tenderness, parotitis, periodontitis, proctitis, rectal
disorder, salivary gland enlar%ement, increased salivation, soft stools, tongue discoloration. Endocrine system - Rare:
Fg_alactorrhoea qoiter, hyperthyroidism, hypothyroidism, thyroid nodule, thyroiditis. Hemic and lymphatic system -
requent: ecchymosis; Infrequent. anemia, leukocytosis, Ieukopema Iymphadenopathy thrombocythemia; Rare:
basophilia, bleedin N? time increased, cyanosis, eosinophilia, lymphocytosis, multiple myeloma, purpura,
thrombocytopenia. Metabolic and nutritional - Frequent: edema, weight gain; Infrequent: alkaline phosphatase
increased, dehydration, hypercholesteremia, hyperglycemia, hyperllpldemla hypokalemia, SGOT increased, SGPT
increased. thirst; Rare: alcohol intolerance, bilirubinemia, BUN' increased, creatinine increased, diabetes mellitus,
glycosuna gout healing abnormal, hemochromatosm hyperoalolnuna hyperkalemia, hyperphosphatemla
'VYperurlcemla hypocholesteremia, hypoglycemla hyponatremla hypophosphatemia, hypoproteinemia, uremia.
usculoskeletal system - Intrec#uent arthritis, arthrosis, bone spurs, bursitis, leg cramps, myasthenia, tenosynovitis;
Rare: bone pain, pathological fracture, muscle cramp, muscle spasms, musculoskeletal stiffness, myopathy,
osteoporosis, osteosclerosis, plantartascntls rheumatoid arthritis, tendon rupture. Nervous system - Frequent amnesia,
confusion, depersonallzatlon hypesthesia, thlnkln? abnormal, tnsmus vertigo; Infrequent: akathisia, apathy, ataxia,
circumoral paresthesia, CNS stimulation, emotional lability, euphona f ns, hostility, hyp , hyperkinesia,
hypotonia, incoordination, libido |ncreased manic reaction, myoclonus, neuralgia, neuropathy, psych05|s seizure,
abnormal speech, stupor suicidal ideation; Rare: abnormal/changed behavior, adjustment disorder, akinesia, alcohol
abuse, aphasia, bradykinesia, buccoglossal syndrome cerebrovascular acmdent feeling drunk, loss of consciousness,
delusmns dementia, dlystonla energy increased, facial paralysis, abnormal galt Guillain-Barré syndrome, homicidal
ideation, hyperchlorhy ria, hypokinesia, hystena impulse control difficulties, motion sickness, neuritis, nystagmus,
paranold reaction, paresis, psychotic depression, reflexes decreased, reflexes |ncreased torticollis. Respiratory system
- Frequent: oough increased, dyspnea; Infrequent: asthma, chest congestlon ep|sta)ns hyperventilation, laryngismus,
laryngitis, pneumonia, voice alteratlon Rare: atelectasis, hemopty5|s hypoventilation, hypoxia, larynx edema, pleurisy,
pulmonary embolus, sleep apnea. Skin and appendages Frequent: pruritus; Infrequent: acne, anpecna contact
dermatitis, dry skin, eczema, maculopapular rash, psoriasis, urticaria; Rare: brittle nails, erythema nodosum exfoliative
dermatitis, lichenoid dermatitis, hair discoloration, skin discoloration, furunculosis, hlrsutlsm leukoderma, mlllana petechial
rash, pmrrtlc rash, pustular rash vesiculobullous rash, seborrhea skin atrophy, skin hypertrophy, skin striae, sweating
decreased. Sp,eclal senses - Frequent: abnormalny of accommodat|on mydriasis, taste perversion; Infrequent
conjunctivitis, diplopia, dry eyes, eye pain, ofitis media, parosmia, photophobla taste loss; Rare: blepharitis, cataract,
chromatopsia, conjunctival edema, corneal lesion, deafness exophthalmos, eye hemorrhage glaucoma, retinal
hemorrhage, subconjunctival hemorrhage hyperacu3|s keratltls labyrinthitis, miosis, papilledema, decreased pupillary
reflex, otitis externa, scleritis, uveitis, visual field defect. Urogemtal system - Frequent albuminuria, urination impaired;
Infrequent amenorrhea cystms dysuna hematuria, kidney calculus, kidney pain, leukorrhea, menorrhagla metrorrhagia,
nocturia, breast pain, polyuna pyuria, prostatic disorder (prostatltls enlarged prostate, and prostate irritability), urinary
mcontmence urinary retention, urinary urgency, vaginal hemorrhage, vaginitis; Rare: abortion, anuria, balanitis, bladder
pain, breast dlscharge breast breast 1t, endometriosis, female lactation, flbrocystlc breast,
calcium crystalluria, cervicitis, orchitis, ovarian cyst, prolonged erectlon qy (male), hypomenorrhea kldney
function abnormal, mastitis, menopause, pyelonephritis, oliguria, salpln itis, urolithiasis, uterine hemorrhage, uterine
spasm, vaginal dryness F Reports: a , anaphylaxis, aplastic anemia, catatonia, congenital
anomalies, CPK increased, deep vein thrombophlebitis, delirium, EKG abnormalities such as QT prolongatlon cardiac
arrhythm|as including atrial fibrillation, supraventricular tachycardla ventricular extrasystoles, and rare reports of
ventricular fibrillation and ventricular tachyoardla |nc|ud|n? torsades de_pointes; toxic_epidermal necrolysis/Stevens-
Johnson syndrome, erythema multiforme, extrapyramidal symptoms (including inesia and tardive
angle-closure glaucoma, hemorrhage includin 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 dlsease involuntary movements, LDH increased, neuroleptlc malignant syndrome like events (including a case of a
10-year-old ‘who may have been taklng methylphenldate 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 elderlyg Elevated clozapme levels that were temporally associated with adverse events, including
seizures, have been reported following the addition of venlafaxine. Increases in prothrombin time, partial thromboplastln
time, or INR have been reported when venlafaxine was given to patients on warfarin therapy DRUG ABUSE AND
DEPENDENCE: Effexor XR is not a controlled substance. Evaluate patients carefully for history of drug abuse and observe
such Jaatlents 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 prolon atlonL ventricular
tachycardia, bradycardla hypotension, abdomonyS|s vertigo, liver necrosis, serotonin syndrome and death have been
reported. Published retrospective studies report that venlafaxine ge may be ] with an 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 Ere existing burden
of suicide risk factors than SSRI-treated patients. The extent to which the finding of an increased risk of fatal outcomes
can be attributed to the toxicity of venlafaxine in overdosage as opposed to some characteristic(s) of venlafaxine-treated
patients is not clear. Treatment should consist of those general measures employed in the management of overdosage
with any antidepressant. Ensure an adequate airway, oxygenation and ventilation. Monitor cardiac rhythm and vital signs.
General st#?portlve 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 |n%est|on orin symdptomatlc 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 Eossmlllty of multiple drug
involvement. Consider contacting a poison control center for additional information on the treatment of overdose.
Telephone numbers for certified poison control centers are listed in the Physicians’ Desk Reference® (PDR). DOSAGE AND
ADMINISTRATION: Consult full prescribing information for dosing instructions. Switching Patients to or From an
MAOI—At least 14 days should elapse between discontinuation of an MAOI and initiation of therapy with Effexor XR.
Atdleast 7 daés) should be allowed after stopping Effexor XR before starting an MAOI (see CONTRAINDICATIONS
an
This brief summary is based on Effexor XR, Prescribing Information W10404C036 ETO1, revised February 2008.

®
Wyeth © 2008, Wyeth Pharmaceuticals Inc., Philadelphia, PA 19101 231275-01

House

at Lindner Center of HOPE

Like a warm embrace, Sibcy House at

Lindner Center of HOPE completely envelops

individuals at critical points in their mental

illness, ensuring progress and a return to

productivity in their lives. Sibcy House provides

comprehensive care for mental health problems in an

exclusive, voluntary live-in setting. Residents have access to

a team of nationally recognized clinicians, who formulate

a diagnosis and design an individualized approach to recovery

and well-being. Residents participate in proven, evidence
-based strategies for improving their health.

Lindner Center of HOPE is affiliated with l(([‘
Cincinnati

e Excellence: 16-bed, voluntary, live-in, expert
diagnostic and treatment facility

e Comfort: Therapeutic retreat-like environment
that is discrete, safe and open

o Comprehensive: Thorough assessments using
standardized instruments and measures

e Expertise: Evidence-based and expert driven
psychopharmacologic and psychotherapeutic
interventions

¢ Individualized: Highly specialized treatment
plans, tailored to specific needs

o Collaborative: Communication with referring
care providers before, during and after the
treatment stay

e Specialized: Addictions treatment tracks for co-
occurring alcohol/drug problems and “intensive

diagnostic evaluation only” tracks available

$513-536-0537 or 888-536-HOPE (4673)

www.sibcyhouse.org

@ Lindoee,

Understanding the Mind,
Restoring the Spirit
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It's hard enough being a teenager

It’s even harder with
a serious mental illness

Schizophrenia




Acute and maintenance treatment of Manic and Mixed episodes associated with Bipolar I Disorder with or without wvchotic
! I ps)

features in pediatric patients 10 to 17 years of age.

Help reveal the person within

ABILIEY is indicated for acute and maintenance treaement of Schizophrenia in adolescents 13 to 17 years of age.
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Proven effective

Pediatric Bipolar I Disorder,
Manic or Mixed (aged 10 to 17)

Significant results demonstrated by mean change in Y-MRS Total Score av study
endpoint (Week 4), in a randomized, placebo-controlled trial in pediatric patients
with Bipolar I Disorder, Manic or Mixed'

Adolescent Schizophrenia (aged 13 to 17)

Significant results demonstrated by mean change in PANSS™ Total Score at study endpoint
(Week 6), in a randomized, placebo-controlled trial in adolescents with schizophrenia®

High completion rate in large clinical trials of pediatric patients with Bipolar 1
Disorder, Manic or Mixed (N=296), and adolescents with Schizophrenia (N=302)"

Antidepressants increased the risk compared to placebo of suicidal thinking and
behavior (suicidality) in children, adolescents, and young adults in short-term studies
of Major Depressive Disorder (MDD) and other psychiatric disorders. Patients of all
ages who are started on antidepressant therapy should be monitored appropriately
and observed closely for clinical worsening, suicidality, or unusual changes in
behavior, especially during the initial few months of therapy, or at times of dose
changes. ABILIFY is not approved for use in pediatric patients with depression

(see Boxed WARNING).

Commonly observed adverse reactions (5% incidence and at least twice the rate of
placebo for ABILIFY vs placebo, respectively):

Pediatric patients (10 to 17 years) with bipolar mania: somnolence (23% vs 3%),
extrapyramidal disorder (20% vs 3%), ﬂuiguc {11% vs 4%), nausea (11% vs 4%),
akathisia (10% vs 2%), blurred vision (8% vs 0%), salivary hypersecretion (6% vs 0%),
and dizziness (5% vs 1%)

Adolescents (13 to 17 years) with Schizophrenia: extrapyramidal disorder (17% vs 5%),
somnolence (16% vs 6%), and tremor (7% vs 2%)

The efficacy of ABILIFY for the maintenance treatment of Bipolar 1 Disorder or
Schizophrenia in the pediatric population has not been evaluated. Maintenance
efficacy can be extrapolated from adult data along with comparisons of ABILIFY
pharmacokinetic parameters in adult and pediatric patients.
Thus, it is generally recommended that responding patients

be continued beyond the acute response, but at the lowest dose
needed ro maintain remission. Patients should be periodically
reassessed 10 determine the need for maintenance treatment.

Please see IMPORTANT SAFETY INFORMATION,
including Boxed WARNINGS, on next page.

ABILIFY

Y-MRS: Young Mania Rating Scale. ( .« o )
PANSS™ (Positive and Negative Syndrome Scale) arlplp I'B.ZO!.E
is 2 trademark of Multi-Health Systems, Ine TABLETS and ORAL SOLUTION 1 mg/m

HELP ILLUMINATE THE PERSON WITHIN



ABILIFY" [anipiprazole) Tablets
ABILIFY DISGMELT  (aripipsazale) Orally Disintegratiog Tablets
ABILIFY {il"mhfiinlt} Dral Selution
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IMPORTANT SAFETY INFORMATION and INDICATIONS for ABILIFY® (aripiprazole)

INDICATIONS
ABILIFY® (aripiprazole) is mdicaal for:
Acute and maintenance treatment of manic and mixed episodes

associated with Bipolar 1 Disorder with or withour psychoric
fearures in peduatric patients 10 to 17 years of age

o Adjunctive therapy to cither lichium or valproare for the acure
treatment of manic and mixed episodes associated with Bipalar |
Disorder with or without psychoric features in pediacrics
10 to 17 years of age

Acute and maintenance treatment of Schizophrenia in adolescents
13 1w 17 years of age

IMPORTANT SAFETY INFORMATION
WARNINGS: Increased Mortality in Elderly Paticats
with Dementia-Related Psychosis and Suicidality and
Antidepressant Drugs
See Full Prescribing Information for complete boxed warning

Elderly patients with dementia-related psychasis treated with
atypical antipsychotic drugs are at an increased risk (1.6 to 1.7
times) of death compared 1o placebo (4.5% vs 2.6%, respectively).
Although the causes of death were varied, most of the ﬁd:u
appeared to be cardiovascular (eg, heart failure, sudden death)
or infectious (¢g, pneumonia) in nature. ABILIFY is not approved
for the treatment of patients with dementia-related i

Antidepressants increased the risk compared to placcho of suicidal
thinking and behavior (suicidality) in children, adolescents, and

g adults in short-term studies of Major Depressive Disorder
(MDD) and other iatric disorders, Anyone considering the
use of adjunctive ABILIFY or another antidepressant in a child,
adolescent, or young adult must balance this risk with the clinical
need. Short-term studies did not show an increased risk of
suicidality in aduls beyond age 24, Depression and certain other

iatric disorders are themselves associated with increases in the
risk of suicide. Patients of all ages who are started on antidepressant
therapy should be monitored appropriately and observed closely
for dinical worsening, suicidality, or unusual changes in behavior.
Families and carcgivers should be advised of the need for close
ohservation and communication with the prescriber. ABILIFY is
not approved for use in pediatric paticents with depression.

ContraindicationKnown hypersensitivity reaction to ABILIFY.
Reactions have ranged from pruritus/urticaria to anaphylaxis.

Cercbrovascular Adverse Events, Including Stroke-Increased
incidence of cerebrovascular adverse events (eg, stroke, rransient
ischemic attack), including fatalities, have been reported in clinical
trials of elderly parients with dementia-related psychosis treared
with ABILIFY.

Neuroleptic Malignant Syndrome (NMS)-As with all antpsychotic
medications, a rare and potentially fatal condition known as NMS
has been reported with ABILIFY. NMS can cause hyperpyrexia,
muscle rigidity, diaphoresis, tachycardia, irregular pulse or blood
pressure, cardiac dysthythmia, and altered mental stawus. If signs
and symptoms appear, immediate discontinuation is recommended.
Tardive Dyskinesia (TD)-The risk r}FdL’\rdanng I'T) and the
potential for it 1o become irrevensible may increase as the duration of
treacment and the total cumulative dose increase. Prescribing should
be consistent with the need to minimize TD. If signs and symproms
appear, discontinuation should be considered since TD may remit,
partially or completely.
Hyperglycemia and Diabetes Mellitus-11 Iycemia, in some
cases associated with keroacidosis, coma, ur)ﬂ:.:rﬁn ?’Ili:“ been reported
in patients treated with atypical antipsychotics including ABILIFY
Patients with diabetes should be monitored for worsening of glucose
control; those with risk factors for diabetes should undergo bascline
and periodic fasting blood glucose testing, Patients who develop
symptoms of hyperglycemia should also underigo fasting blood
ucose testing. There have been fow reports of hyperglycemia
with ABILIFY.
Orthostatic Hypotension-ABILIFY may be associated with orthostaric
hypotension and should be used with caution in patients with known
cardiovascular discase, cerebrovascular disease, or conditions which
would predispose them to hypotension,

Seizures/Convulsions-As with other mt%PaytlmliL drugs, ABILIFY
should be used with caurion in patients with a history of seizures o
with conditions that lower the seizure threshold.

Potential far Cognitive and Motor Impairment-Like other
antipsychotics, ABILIFY may have the potential to impair judgment,
thinking, or motor skills. Patienis should not drive or operate
hazardous machinery until they are certain ABILIFY does not alfect
them adversely.
Body Temperature Regulation-Disruption of the body’s ability to
redirce core body n::lpcmurc has been ateributed to antipsychotics.
Appropriate carc is advised for paticnts who may excrcise strenuously,
ex o extreme heat, receive concomitane medication with
anticholinergic activity, or be subject w dehydration.

Suicide—The possibility of a suicide atempt is inherent in psychotic
illnesses, Bipolar Disorder, and Major Depressive Disorder, and close
supervision of high-risk paticnts should accompany drug therapy.
Prescriptions should be written for the smallest quantity consistent
with good patient management in order 10 reduce the risk of overdose.

Dysp-hngin--ﬁmph:ctﬁﬁﬂ dysmorility and aspiration have been associated
with anupsychotic drug use, including ABILIFY; use caution in patients
ar risk for aspiration pneumonia.

Physicians should advise patients 1o avoid alcohol while aking ABILIFY,

Strong CYP3A4 (eg, keroconazole) or CYP2D6 (eg, fluoxetine)
inhibitors will increase ABILIFY drug concentrations; reduce ABILIFY
dose hy one-half when used concomitantly, except when used as
adjunctive trearment with anndepressants.

CYP3A4 inducers (eg, carbamazepine) will decrease ABILIFY drug
concentrations; double ABILIFY dose when used concomitandly.

Commaonly observed adverse reactions (25% incidence and ar least
wwice the rate of placeba for ABILIFY vs |:l|.'|u:bo. mpmivdy):

Pediatric patients (10 to 17 years) with Bipolar Mania:
somnolence (23% vs 3%), mmpymmidafzknrdu (20% vs 3%),
fatigue (11% vs 4%), nausea (11% vs 49), akathisia (10% vs 2%),
blurred vision (8% vs 0%). salivary hypersecretion (6% vs 0%),
and dizziness (5% vs 1%)

o Pediatric patients (13 1o 17 years) with Schizophrenia:
extrapyramidal disorder (17% vs 5%}, somnolence (16% vs 6%),
and tremor (7% vs 2%)
Dystonia is a class effect of antipsychotic d
miay occur in susceprible individuals during

andl at ]U‘I\’ lllm.

Study Descriptions

Adolescent Schizophrenia:

Data from a randomized 6-week double-blind, placebo-controlled,
multicenter trial assessing the efficacy and safety of two fixed doses of
ABILIFY (10 mg/day or 30 mg/day) compared to placebo in adolescent
outpatients (13 w 17 years) with schizophrenia (N=302).

Symptoms of dystonia
first days of treatment

Pediatric Bipolar [ Disorder

Data from a randomized 4-week double-blind, placcbo-controlled,
multicenter trial assessing the efficacy and safety of two fixed doses of
ABILIFY (10 mg/day or 30 mg/day) compared 1o placebo in pediatric
outpaticnts (10 to 17 years) with Bipolar [ Disorder (N=296).

Please see BRIEF SUMMARY OF PRESCRIBING
INFORMATION, including Boxed WARNINGS,

for ABILIFY on the adjacent pages.
(aripiprazole)
TABLTS et DAL SOLUTION § mg

HELP ILLUMINATE THE PERSON WITHIN

References:

1. Data on file, Srudy 31-03-240, Owsuka America
Phanmaceuncal, Inc, Rockyville, MDD,

2. Dara on file, Snuly 31-03-239, Orsuka America
Pharmaceutical, Inc, Rockville, MD
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Osler Institute 1337 to 138™

Psychiatry Review Courses
approved for AMA/PRA category 1 credit

for Oral Boards
Optional didactic day & 3-day mock orals

January 12 & 13-15 — San Antonio
March 30 & Mar 31-Apr 2 — Boston

for Written Exams
March 30-April 3, 2009 — Boston
June 8-12, 2009 — Denver

for Child and Adolescent
November 10-13 — Philadelphia
April 1-4, 2009 — Boston

New — Best of Psych Audio
Call Today: (800) 356-7537

Call for Nominations

The Institute of Living/Hartford Hospital is pleased
to announce that nominations are now being accepted
for the 2009 C. Charles Burlingame Award. This
award, honoring an outstanding leader in psychiatric
education, research or administration, is made in the memory of

Dr. Burlingame, psychiatrist-in-chief from 1931 to 1950.

We invite you to nominate a person who has significantly advanced
the field of psychiatry. The nomination must include a current curriculum
vitae and two letters of support describing the candidate’s achievements.

The winner of the Burlingame Award will be notified by February 15,
2009, and invited to present an original paper as the focal point of the
award day events. The award, which will be presented at The Institute
in the fall of 2009, includes a commemorative certificate and a $2500
honorarium plus expenses.

The Institute of Living is a comprehensive behavioral health system
for the evaluation and treatment of psychiatric and addiction disorders.
We offer a full continuum of services to patients and remain committed
to the highest standards of clinical care, research and education.

Past Recipients
1988 Robert Kellner, M.D., Ph.D. 1999 Nancy C. Andreasen, M.D., Ph.D.
1989 William T. Carpenter, Jr., M.D. 2000 Lewis L. Judd, M.D.
1990 Dennis P. Cantwell, M.D. 2001 Paul S. Appelbaum, M.D.
1991 George E. Vaillant, M.D. 2002 Charles B. Nemeroff, M.D., Ph.D.
1992 A. John Rush, M.D. 2003 Dilip V. Jeste, M.D.
1993 John C. Nemiah, M.D. 2004 David H. Barlow, Ph.D.
1994 Maurice J. Martin, M.D. 2005 Herbert D. Kleber, M.D.
1995 Otto F. Kernberg, M.D. 2006 Daniel N. Stern, M.D.
1996 Charles P. O’Brien, M.D., Ph.D. 2007 Jerrold F. Rosenbaum, M.D.
1997 Glen Owen Gabbard, M.D. 2008 K. Ranga Rama Krishnan, M.D.
1998 Lissy F. Jarvik, M,D., Ph.D.

, THE
INSTITUTE
| I OF LIVING

Nominations should be sent no later than
January 15, 2009 to:

Harold I. Schwartz, M.D.
Psychiatrist-in-Chief and Vice-President,
Behavioral Health

NEW YVORK CITY

OCTOBER 8-11, 2009

g @j », 61st Institute on Psychiatric Services
APA’s Leading Educational Conference on Public and Community Psychiatry

Pride and Practice: Bringing Innovation Into Our Treatments

CALL FOR PAPERS

Deadline
.December 15, 2008
December 15, 2008

May 18, 2009
December 15, 2008
December 15, 2008

Format

Industry-Supported Symposia ...
1

ive Program

Poster:

Symposia

‘Workshops

Submissions are accepted ONLINE ONLY at www.psych.org/ips.
For questions, please call 1-888-357-7924 (toll free) or call 703-907-7300.

™

i

=

i

e
American Psychiatric Association

TH HARTTORD HOSPITAL . b .
WWW O S I e r‘ O r / 8X a The Institute of Living/Hartford Hospital
. . 200 Retreat Avenue
\_ Yy Hartford, CT 06106
-

@ Langone Medical Center

Acute and Maintenance
Treatment of Bipolar Disorder:
Expert Perspectives

December 13, 2008 - New York City

Course Program:
Evolving Diagnostic Criteria for Bipolar Disorder:
Differentiating Between Unipolar and Bipolar Mood States
S. Nassir Ghaemi, MD, MPH

Structural and Functional Changes in Bipolar Disorder:
Using Neurobiology Findings as a Basis for Diagnosis
and Treatment - P Murali Doraiswamy, MD
Cognitive Dysfunction in Bipolar Disorder: An Overlooked
Therapeutic Dimension - Joseph L. Goldberg, MD
Lithium and the Anticonvulsant Mood Stabilizers:
Which to Use, and When - Joseph L. Goldberg, MD
Pharmacologic Profiles of the New Generation
Antipsychotics: Empirical Evidence for FDA-Approved
Indications - J. Craig Nelson, MD
Panel Discussion: Optimal Management of
Acute States and Prevention of Recurrence
Moderator: Jerrold F. Rosenbaum, MD

Accreditation and Fees:
3.75 AMA PRA Category 1 Credits™
Full Fee - Physicians: $95 Reduced Fee: $75

Register online at: www.med.nyu.edu/courses/cme/bipolar
Phone: (212) 263-5295 Fax: (212) 263-5293

Sponsored by the NYU Post-Graduate Medical School
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Practice innovative psychiatry in a world class health care system.

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

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

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

insurance company regulations * Paid medical liability coverage

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

¢ Predictable scheduling
¢ Excellent health and retirement benefits

. . « Opportunities for education debt reduction
* Computerized patient records . . L .

. . « Extensive opportunities for continuing education
* Your state license allows you to practice at any

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

VA is committed to hiring veterans

" Call toll-free
\.‘\'E_\ \[,’;Ig?;‘nns‘%‘f;frs ‘g - 1-800-949-0002 or visit
An Equal Opportunity Employer Vaca ree rS WWW.VAca reers.va gOV/M H P




University of Colomin
San Francisco

UCsF

School of Medicine
Fresno Medical Education Program

FRESNO PSYCHIATRY
FACULTY POSITION

The University of California San Francisco-Fresno Medical
Education Program (UCSF Fresno) and Central California
Faculty Medical Group (CCFMG] are seeking candidates for a
1.0 FTE faculty position at the Community Regional Medical
Center (CRMC) in Fresno.

The faculty member will provide clinical services on the
Psychiatry Consultation-Liaison Service at CRMC. CRMC is
the major teaching hospital of UCSF Fresno and contains an
ICU, CCU, Trauma Unit, Burn Unit, Rehab Unit and Neurosci-
ences Center. The faculty member will participate in clinical
and didactic teaching with residents and medical students.

The Psychiatry Residency Program trains four residents per
year in a four-year program. Medical students from UCSF do
core and elective rotations at CRMC. Fresno offers a modest
cost of living with close proximity to national parks and other
recreational activities. Salary and faculty appointment are com-
mensurate with experience.

Must be Board Certified/Board Eligible

E-mail or FAX CV & 3 references to:
CCFMG
Attn: Diane O’Connor
FAX: (559) 453-5233

Diane.Oconnor@ccfmg.org
Visit our website: www.ccfmg.org and www.fresno.ucsf.edu
“UCSF seeks candidates whose expertise, teaching, research, or com-
munity service has prepared them to contribute to our commitment to
diversity and excellence. UCSF is an affirmative action/equal opportu-
nity employer. The University undertakes affirmative action to assure

equal employment opportunity for underutilized minorities and women,
for persons with disabilities, and for covered veterans. All qualified
applicants are encouraged to apply, including minorities and women.”

PsyYCHIATRIC CLINICIANS AND HOSPITALISTS

ScoTrT & WHITE HEALTHCARE - CENTRAL TEXAS

DEPARTMENT OF MENTAL HEALTH SERVICES

Scott & White and Texas A&M College of Medicine are seeking
outstanding BC/BE individuals for the positions of Psychiatric
Clinicians and Hospitalists within the Department of Mental Health
Services at our main campus in Temple, TX. Candidates for this position
should have strong credentials in clinical care and education, with inpatient
psychiatric patient care experience. Academic responsibilities will include
opportunities to mentor medical students and residents in basic psychiatric

concepts, as well as delivering high quality health care to all population groups.

Led by physicians with a commitment to patient care, education and
research, Scott & White is listed among the "Top 100 Hospitals" in
America. Scott & White Health System serves as the clinical educational
site for The Texas A&M University System Health Science Center
College of Medicine.

Scott & White offers a competitive salary and comprehensive benefit
package, which begins with four weeks vacation, three weeks CME
and a generous retirement plan. For additional information, please
call or send your CV to: Kathryn Kotrla, MD, Chair, Department
of Mental Health Services, c/o Jason Culp, Physician Recruiter,
Scott & White Clinic, 2401 S. 31st, Temple, TX 76508.

Phone: (800) 725-3627; email: jculp@swmail.sw.org. A formal

application must be completed to be considered for this position.

For more information on Scott & White, please visit our web site at:
www.sw.org. Scott & White is an equal opportunity employer.

As A&M

Tex
I'EgJ HEALTH SCIENCE CENTER
COLLEGE OF MEDICINE

B ScoTT&WHITE

A% LibertyHealth
Jersey City, NJ

LibertyHealth is an integrated health care delivery system
serving Hudson County. We have exciting opportunities to
work as an integral member of our interdisciplinary
healthcare team at Jersey City Medical Center:

o Staff Psychiatrist, F/T

No regular mandatory call. Provide leadership to
multidisciplinary treatment comprising nurses, social workers,
occupational therapists, and internists. Direct patient care
on adult inpatient service and medical detoxification
unit. Occasional coverage of Consultation Liaison Service.
Opportunity to enhance income through voluntary participation
in extra service rotation (moonlighting) and teach
medical students.

e Child Psychiatrist, P/T

At least 20 hours per week. No regular mandatory call. Provides
leadership to multidisciplinary treatment comprising therapists
and psychologists. Direct patient care in child and adolescent
day programs and outpatient clinics. Direct patient care in adult
outpatient program depending on availability.

We offer competitive compensation and benefits package.
EOE M/F/D/V. Forward resume to Dr. David Schnur,

Jersey Gity Medical Genter

355 Grand St, Jersey City, NJ 07302
Email: rchandak@libertyhcs.org
Fax 201-369-6301

www.libertyhealth.org

Saint Mary’s Hospital is committed to providing physicians
with outstanding opportunities in a friendly environment
that balances your career with your active and enriching
lifestyle. Centrally located in Waterbury, CT, we’re an easy
ride to several major metro areas - including NYC, New
Haven, Hartford, and Boston.With a variety of recreational
opportunities and bighly affordable bousing, Saint Mary’s is
quickly becoming one of CI's most
desirable career destinations.

Staff Psychiatrist
Full-time
Full benefits plus paid CME

Responsible for providing ER and Inpatient
Psychiatric services and care. Light workload provides
a unique opportunity to create a private practice.

3
" ?

Saint Mary's

HOSPITAL

Interested candidates, please send resumes to Nancy Miko:
Tel: (203) 709-3031¢ Fax: (203) 709-7753
Email: NMiko@stmh.org

www.stmh.org £oE
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Marshfield Clinic is nationally recognized for
providing physicians with the most advanced
medical equipment and health information tech-
nology today. Surrounded by nature’s beauty

in Wisconsin, we are located in communities
where neighbors know one another.

We have openings for BE/BC Adult Psychiatrists
~ tojoin our expanding services. The practice can
be a mix of C/A and adult patients. These are
primarily outpatient practices which focus on a
multidisciplinary team approach.

With over 770 physicians practicing at 43 loca-
tions throughout Wisconsin, Marshfield Clinic is
the leader in providing high quality health care
to the region. We have created an atmosphere
for aclinical practice that exceeds most others.
We offer physicians an excellent practice in
W/?ere an academic setting with opportunities for

ngres_;l'yg research and teaching.

mm’zcme To learn more about these opportunities and
a d the very competitive compensation package,
7 please contact: Beth Albee, Physician Recruit-
traditional ment, Marshfield Clinic, 1000 N. Oak Ave.,
Marshfield, W1 54449. Phone: 800-782-8581,
extension 19775; Fax #: 715-221-9779.

E-mail: albee.beth@marshfieldclinic.org
Website: www.marshfieldclinic.org/recruit

¥4 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.

CHILD AND ADULT

PSYCHIATRIST

Board Eligible or Certified, for 20 to 40 hr.
positions to work at North Suffolk Mental Health
Association at our Revere or Chelsea Clinic Sites.

Candidate will be lead psychiatrist for a Multidis-
ciplinary Team at one or more Community Coun-
seling Centers. Job entails psychiatric evaluations
and medication follow-up appointments, and will
provide consultation to weekly multidisciplinary
team meetings.

S/he will have the opportunity to supervise a pre-
scribing CNP and clinical staff, and may supervise
MGH/McLean Residents. An MGH/Harvard ap-
pointment is possible with the right credentials.

Excellent Pay based on background and experience;
generous benefit package. Interested candidates
should send cover letter and resume to:

Recruiter
301 Broadway

NORTH
SUFFOLK Chelsea, MA 02150
MentalHealth gy 6179197971

Email: gethired@northsuffolk.org

You can also contact Nancy McDonnell, MD at
nmcdonnell@northsuffolk.org

Equall@pportunity Employer]

Looking for meaningful work?
A balance between work and life?
At the North Carolina Department of Health and Human Services. ..

Optimal Work Scheduling = Optimum Quality of Life

At DHHS, you can experience the satisfaction of serving the
psychiatric needs of NC citizens and work in affiliation with
prominent residency programs, such as University of NC, Duke
University, and Wake Forest University.

NC DHHS not only offers competitive salaries and comprehensive
benefits, but options and incentives to fit your work-life needs.
These include:

¢ Loan Repayment Program * Special Pay Incentives for

¢ High Needs Bonus additional hours worked

¢ Flexible and Part-Time * Medical Malpractice
Scheduling Insurance

For more information visit: www.ncdhhs.gov/
Contact John Grimes at (919) 733-2940

or john.grimes@ncmail.net

North Carolina State Government Employer of Choice * EEO/AA Employer

The VA Medical Center, Spokane, WA, is seeking a full time
psychiatrist to join our clinical team. The psychiatrist will join
seven psychiatrist colleagues in providing a full range of
clinical services in our Behavioral Health Service.

The person selected for this position will provide assessment and
management of psychiatric inpatients on our 8 bed ward, which is
slated for expansion to 12 beds in the near future. The incumbent
will also provide psychiatric consultation to

medical and surgical inpatients in the general hospital.

On call duties are shared among the eight Behavioral Health Service
psychiatrists.

Located in the heart of the Pacific Northwest, Spokane is a vibrant
community with a metro population of approximately 400,000.
Spokane offers exceptional recreational, educational, and cultural
opportunities in a four-season climate.

Our physicians enjoy a unique quality mix of career and
leisure time. Benefits include:

eSalaried position

*Malpractice coverage

*Excellent retirement program

*Generous paid vacation/sick/CME days

10 paid holidays

Call or send resume in confidence to:
Gregory Winter, MD
Chief, Behavioral Health Service
Spokane VA Medical Center
4815 N. Assembly
Spokane, WA 99205-6197
Telephone: 509-434-7260
Fax: 509-434-7113

THE VA 15 AN EQUAL OPPORTUNITY EMPLOYER
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Psychiatrists... Explove Outstanding Career Opportunities in British Columbia, Canada

Psychiatry in BC
www.psychiatryinbc.com

WORK WITH WORLD-CLASS LEADERS
INTHE FIELD OF MENTAL HEALTH

HEALTHCARE IN BRITISH COLUMBIA IS OFFERING UNIQUE &

FLEXIBLE LIFESTYLE RELOCATION PACKAGES THAT MAY

INCLUDE THE FOLLOWING:

© AIRFARE ALLOWANCE FOR YOU AND YOUR FAMILY
© PERSONALIZED ONBOARDING ASSISTANCE

© ACCOMMODATION ASSISTANCE

© MIOVING/SHIPPING ALLOWANCE

OTHER BENEFITS INCLUDE:

¢ INTERNATIONALLY COMPETITIVE SALARY

* PROFESSIONAL REGISTRATION AND LICENSING ASSISTANCE

* PROFESSIONAL DEVELOPMENT AND RESEARCH OPPORTUNITIES
e ACCESS TO STATE-OF-THE-ART TECHNOLOGY AND RESOURCES

Psychiatrists...

A Career Adventure Awaits YOU

The province of British Columbia is breaking new ground with
its innovative, decentralized model for mental health care.
Based on best practice standards, British Columbia is replacing
large tertiary institutions with smaller, more home-like
facilities. The goal of this visionary initiative is to improve
access to specialized mental health care by increasing system
capacity and reducing the need for travel. BC’'s Health
Authorities are working together to develop these new tertiary
level mental health beds. This means that some BC patients
have already begun to benefit from these smaller, more
personalized health care settings and the positive impact that
comes from being closer to family and friends.

As a Psychiatrist within one of BC’s Tertiary Psychiatry
Programs you will be empowered with the ability to steer the
implementation of our exciting mental health model. You will
be a driving force, and play an integral part in positively
impacting the lives of our patients and shaping the future
direction of our mental health services in your choice of
settings from urban to rural community facilities.

As an accomplished leader in your field, your expertise will be
valued within an environment that is as dedicated to the future
of mental health as you are. You will become part of a
specialized interdisciplinary team that is recognized for its
superior contribution to adult, neuro, pediatric, geriatric and

¥

Interior Health

Q\?,j?ovidénce

How you want to be treated. AN

KY)
N
northern health

&7 fraserhealth

Better health. Best in health care.

,\\j

Provincial Health
Serwces Authonty

British Columbia,
Canada

Victoria

forensic psychiatry, and includes some of the most reputable
psychiatrists worldwide. You will benefit from all the resources
that come with being part of academic health science centres
affiliated with the University of British Columbia, the
University of Victoria, and the University of Northern British
Columbia, plus be surrounded by the breathtaking beauty of
this Province. By accepting one of our psychiatry opportunities,
you and your family will be able to take advantage of the first-
class quality of life offered in British Columbia, home of the 2010
Winter Olympic Games. From the clean air and clear water to the
exceptional schools and ample housing options in safe, culturally
diverse communities, you will find living and working in BC a
truly rewarding experience.

Make an impact in mental health care and enjoy Canada’s West
Coast life-style in this one-of-a-kind opportunity. Please
forward your CV, and all relocation or general enquiries, in
confidence, to:

Psychiatry in BC, Suite 800, 1441 Creekside Drive,
Vancouver, BC, Canada V6] 4S7 Fax: 604-875-7253 or E-mail:
psychiatryinbc@phsa.ca

For more detailed information and eligibility requirements,
visit www.psychiatryinbc.com

health &
match ey

lm

Vancouver —

Health

vinee
E for hoa |m Promoting wellness. Ensuring care.

WANCOUVER ISLAND
-

hm'&htharity

BRITISH
COLUMBIA

“The Best Place on Earth

Photo credit: Tourism BC




ITHE INSTITUTE OF LIVING / HARTFORD HOSPITAL

|OWA HEALTH PHYSICIANS, AN AFFILIATE OF
THE [OWA HEALTH SYSTEM, IS SEARCHING

FOR PSYCHIATRISTS TO JOIN OUR GROWING SEEKING:
PRACTICE IN DES MOINES, I0WA. ACADEMIC

CHILD &
Practice Overview ADO LESCENT

* Clinic is located on the campus of lowa Lutheran

Hospital, the state’s largest private hospital-based PSYC H IAT R[ ST

mental health facility
* Adult inpatient and outpatient responsibilities * Half-time support for
» Teaching opportunities available research activities
* Call schedule 1:4 * Academic affiliation with

« Excellent compensation/benefit package, including Yale or the University of

Send Inquiries to:
Robert A. Sahl, M.D.

a 2-year salary guarantee, production-based pay, Connecticut Division Chief. Child and
sign-on bonus, and relocation package * Combine with position as Adolescent Services
* Loan repayment opportunities Director of C/A Residency rsahl@harthasp.org
* Visa sponsorship available Training, or providing or
» First-year compensation potential of $220,000+ clinical care and teaching Michael Stevens, Ph.D.
msteven@harthosp.org
Locared in the hearr of Cannecicns,
Hartford enjoys easy access to diverse cultural, e T et
IOWA HEALTH sporting and ewtdeor activities, including (l:)NrsLlll\-’t[lf\J.‘-H:

PHYSICIANS AND CLINICS thase in New York City aned Buston P HIARTTORD HOSPITAL

FOR DETAILS:

www.instituteofliving org/ChAdolPsychiatrist,pdf vewew.instituteotliving.org
EOE MIFIDIV

Louis A. Johnson

& VA Healthcare System
Serving these who have served. . .

The Louis A. Johnson VA Healthcare System is actively recruiting highly motivated and dedicated
professionals to join our Behavioral Medicine & Rehabilitation Service Team. Our progressive healthcare
system includes the VA Medical Center in Clarksburg, WV, four Community Based Outpatient Clinics in
Braxton, Tucker, Wood and Monongalia counties, plus a Community & Rural Healthcare Mobile Clinic.
Successful candidates will join a team of highly skilled professionals who provide acute psychiatry and a
broad scope of outpatient behavioral medicine services to veterans in north central West Virginia and
surrounding counties of Ohio, Pennsylvania and Maryland.

We are currently recruiting for Psychiatrists and Psychologists for the Behavioral Medicine &
Rehabilitation Service Team.

The Clarksburg, WV area offers the tranquility of rural living with ready access to

metropolitan areas of Pittsburgh, PA, Washington, DC and Charleston, WV. The Louis A. Johnson VA
Healthcare System is a healthcare leader in the community and offers an

attractive recruitment and benefit package including:

I 1 e Competitive salary rates and e Education Debt Reduction Fund
performance pay o Affiliation with the West Virginia
Generous vacation and sick leave University School of Medicine

Life and health insurance e Malpractice coverage provided at
401(K) type retirement plan with no cost to the employee
matching funds in addition to e On-site parking

Federal Retirement Funds o Education and career advanceme

In addition, Recruitment & Relocation incentives may be offered. Please contact Dr. Glenn $nider,
EOE COS at (304) 623-3461 ext. 3206. For more information visit www.usajobs.gov EOE
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dlb
# MinisTrRY HEALTH CARE

today. tomorrow. together.

A Place Where You Can Make a Difference

Ministry Health Care is seeking BC/BE Psychiatrists to join
our multi-specialty group. You will enjoy a high-caliber
clinical opportunity in a progressive environment.

Services Offered:

-Established behavioral health service

-Flexible Hours

-Full-spectrum psychiatry: Teams of social workers, case
workers, and mid-level providers.

-Addiction Psychiatry

-General & Child/Adolescent

-Qualified support staff

-Opportunity to do ECT

Contact information: For more information about physician  career
opportunities or to send your curriculum vitae (CV), please contact:

Claudine Taub, RN, Dir. of Physician Recruitment
Phone: 715.498.3688

Fax: 715.342.7910

E-mail: mmgrecruitment@ministryhealth.org
ministryhealth.org/recruitment

*#% Ministry Health Care is an Equal Opportunity Employer.

EASTERN VIRGINIA MEDICAL SCHOOL (EVMS) has

initiated a search for a talented faculty member at the rank of
Assistant or Associate Professor in the Department of Psychiatry
and Behavioral Sciences. EVMS is located in a beautiful, coastal
area of Virginia in the second largest metropolitan area in the state.

This is a full-time position in a department that has a major
commitment to clinical, educational and teaching activities.
Clinical responsibilities include inpatient treatment,
consultations, and emergency room evaluations at Sentara
Norfolk General Hospital, as well as outpatient services at
Eastern Virginia Medical School’s Department of Psychiatry and
Behavioral Sciences. Teaching responsibilities include education
and supervision of psychiatric residents and medical students,
as well as students from related disciplines, including
Psychology and Art Therapy.

The position will also emphasize participation in research
activities within an academic culture, which places EVMS at the
forefront of mental health advances. Currently the EVMS
Department of Psychiatry includes 21 full-time faculty members,
and the Residency Training Program has 16 residents and is fully
accredited by ACGME. The successful candidate should have the
ability to significantly contribute to the tripartite mission of
education, research and patient-centered quality care. Eastern
Virginia Medical School encourages all inquiries and all
applications will be held in strictest confidence. Qualified
applicants will be reviewed in the order in which their
applications are received, and the process will continue until the
current position is filled. Please send letters of interest,
accompanied by three letters of reference, to:
Paul Sayegh, MD, Vice-Chair
Department of Psychiatry and Behavioral Sciences
Suite 710, Hofheimer Hall

825 Fairfax Avenue

Norfolk, VA 23507

fax: 757-446-5918

Inquiries may also be addressed to sayeghpa@evms.edu.
EVMS is an AA/EOE/Drug Free Workplace

PSYCHIATRISTS
The VA Needs You
Pensacola, FA Fayetteville, AR

Mt. Vernon, MO | Fort Smith, AR
Muskogee, OK | Mobile, AL

Shreveport, LA

Alexandria, LA
Biloxi, MS

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

BILOXI/PENSACOLA 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/Applica-
tion to tammie.arnold@va.gov or Tammie Arnold, Psychiatry
Service (116), P.O. Box 69004, Alexandria, LA 71306-9004.
(318) 473-0010 ext 2696.

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

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

MUSKOGEE, OK Contact Jason Cleveland, HRMS at 918-
577-3800.

PARTNER WITH A MAGNET HOSPITAL

BC/BE Psychiatrist needed to serve as Medical Direc-
tor of an 11-bed Inpatient Behavioral Health Services
Unit and to add capacity for our Outpatient Program.

Call is shared with 5 local psychiatrists. Practice

is located at Aspirus Wausau Hospital, named in
the top 100 hospitals in the USA by US News and
World Report. Work with a great team of young,
vibrant psychiatrists. There is great potential for
program growth and development with a focus on
expanded community action. Excellent compensa-
tion and benefit package included.

As you work within the open and inviting architec-
ture of Aspirus, you will be part of our outstanding
award-winning facility. We invite you to join a first-
rate medical community and a family-friendly quality
of life in north central Wisconsin.

Please contact Jamie Sitko today at 800-792-8728
or fax CV to 715-847-2742.
i

Email: jamiesi@aspirus.org :
WWW.aspirus.org ASPIRUS
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Fifth Edition
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Stuart C. Yudofsky, M.D., and
Glen O. Gabbard, M.D.

With Foreword by Alan F. Schatzberg, M.D.

An indispensable resource for
clinical psychiatrists studying
for Part | of the American Board
of Psychiatry and Neurology
exam, The American Psychiatric
Publishing Textbook of Psychiatry
is a proven teaching tool and an essential
component of every practitioner’s library.

April 2008 « 1,904 pages ¢ ISBN 978-1-58562-257-3
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Order Online: www.appi.org
Toll Free: 1-800-368-5777 ¢ Fax: 703-907-1091
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Mentalizing in Clinical Practice

Jon G. Allen, Ph.D., Peter Fonagy, Ph.D., and
Anthony W. Bateman, M.A., FRCPsych

I

Mentalizing—the fundamental human capacity
to understand behavior in relation to mental
states such as thoughts and feelings—is

the basis of healthy relationships and self-
awareness. Mentalizing in Clinical Practice
distills the burgeoning literature on mentalizing
for clinicians of diverse professional
backgrounds. As growing evidence supports
the effectiveness of mentalizing-focused
interventions in the treatment of borderline
personality disorder, this volume seeks to explore even wider applications

in trauma treatment, parent-child therapy, psychoeducation, and violence
prevention in social systems.

2008 ¢ 433 pages ° ISBN 978-1-58562-306-8
paperback ¢ $55.00 ¢ Item #62306

Order Online: www.appi.org
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2 Pristi

desvenlafa)(/q Extended-Release Tablets

BRIEF SUMMARY. See package insert for full Prescribing Information. For further product information and
current package insert, please visit www.wyeth.com or call our medical communications department toll-free
at 1-800-934-5556.

WARNING Su|c|daI|ty and Antidepressant Drugs
the risk p to placebo of suicidal thinking and behavior (suicidality)
in chlldren adolescents, and young adults in short-term studies of Major Depressive Disorder (MDD) and
other psychlalnc dlsnrders Anyone considering the use of Pristiq or any other antidepressant in a child,
adolescent, or young adult must balance this risk with the clinical need. Short-term studies did not shnw
an increase in the risk of suicidality with antidepressants compared to placeho in adults beyond age 24;
there was a ion in risk with antidep p to placebo in adults aged 65 and older
Depression and certain other psychiatric di are with i in the risk
of suicide. Patients of all ages who are started on antidepressant therapy should be monitored
appropriately and observed closely for clinical worsening, suicidality, or unusual changes in behavior.
Families and caregivers should be advised of the need for close observation and communication with the
iber. Pristiq is not for use in pediatric patients [see Warnings and Precautions (5.1), Use in
Specmc Populations (8. 4), and Patient Counseling Information (17.1 in the full prescribing information)].

INDICATIONS AND USAGE: Pristiq, a selective serotonin and norepinephrine reuptake inhibitor (SNRI), is
indicated for the treatment of major depressive disorder (MDD).
CONTRAINDICATIONS: Hypersensitivity-Hypersensitivity to desvenlafaxine succinate, venlafaxine
hydrochloride or to any excipients in the Pristiq formulation. Monoamine Oxidase Inhibitors-Pristiq must not
be used concomitantly in patients taking monoamine oxidase inhibitors (MAOIs) or in patients who have taken
MAOIs within the preceding 14 days due to the risk of serious, sometimes fatal, drug interactions with SNRI or
SSRI treatment or with other serotonergic drugs. Based on the half-life of desvenlafaxine, at least 7 days should
be allowed after stopping Pristiq before starting an MAOI [see Dosage and Administration (2.5) in the full
prescribing information).
WARNINGS AND PRECAUTIONS: Clinical Worsening and Suicide Risk-Patients with major depressive
disorder (MDD), both adult and pediatric, may experience worsening of their depression and/or the emergence
of suicidal ideation and behavior (suicidality) or unusual changes in behavior, whether or not they are taking
antidepressant medications, and this risk may persist until significant remission occurs. Suicide is a known risk
of depression and certain other psychiatric disorders, and these disorders themselves are the strongest
predictors of suicide. There has been a long-standing concern, however, that antidepressants may have a role
in inducing worsening of depression and the emergence of suicidality in certain patients during the early phases
of treatment. Pooled analyses of short-term placebo-controlled studies of antidepressant drugs (SSRIs and
others) showed that these drugs increase the risk of suicidal thinking and behavior (suicidality) in children,
adolescents, and young adults (ages 18-24) with major depressive disorder (MDD) and other psychiatric
disorders. Short-term studies did not show an increase in the risk of suicidality with antidepressants compared
to placebo in adults beyond age 24; there was a reduction with antidepressants compared to placebo in adults
aged 65 and older. The pooled analyses of placebo-controlled studies in children and adolescents with MDD,
obsessive compulsive disorder (OCD), or other psychiatric disorders included a total of 24 short-term studies of
9 antidepressant drugs in over 4,400 patients. The pooled analyses of placebo-controlled studies in adults with
MDD or other psychiatric disorders included a total of 295 short-term studies (median duration of 2 months) of
11 antidepressant drugs in over 77,000 patients. There was considerable variation in risk of suicidality among
drugs, but a tendency toward an increase in the younger patients for almost all drugs studied. There were
differences in absolute risk of suicidality across the different indications, with the highest incidence in MDD.
The risk differences (drug vs. placebo), however, were relatively stable within age strata and across indications.
These risk differences (drug-placebo difference in the number of cases of suicidality per 1000 patients treated)
are provided in Table 1 of the full prescribing information. No suicides occurred in any of the pediatric studies.
There were suicides in the adult studies, but the number was not sufficient to reach any conclusion about drug
effect on suicide. It is unknown whether the suicidality risk extends to longer-term use, i.e., beyond several
months. However, there is substantial evidence from placebo-controlled maintenance studies in adults with
depression that the use of antidepressants can delay the recurrence of depression. All patients being treated
with for any ion should be monitored appropriately and observed closely for
clinical wursenlng, suicidality, and unusual changes in behavior, especially durlng the initial few months
of a course of drug therapy, or at times of dose ch either il or The following
symptoms, anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggressiveness, impulsivity, akathisia
(psychomotor restlessness), hypomania, and mania, have been reported in adult and pediatric patients being
treated with antidepressants for major depressive disorder as well as for other indications, both psychiatric and
nonpsychiatric. Although a causal link between the emergence of such symptoms and either the worsening of
depression and/or the gence of suicidal impulses has not been blished, there is concern that such
p may rep precursors to emerging suicidality. Consideration should be given to changing the
therapeutlc regimen, including possibly discontinuing the medication, in patients whose depression is
persistently worse, or who are experiencing emergent suicidality or symptoms that might be precursors to
worsening depression or suicidality, especially if these symptoms are severe, abrupt in onset, or were not part
of the patient’s presenting symptoms. If the decision has been made to discontinue treatment, medication
should be tapered, as rapidly as is feasible, but with recognition that abrupt discontinuation can be associated
with certain symptoms [see Warnings and Precautions (5.9) and Dosage and Administration (2.3) in the full
prescribing information for a description of the risks of discontinuation of Pristiq). Families and caregivers of
patients being treated with antidepressants for major depressive disorder or other indications, both psychiatric
and nonpsychiatric, should be alerted about the need to monitor patients for the emergence of agitation, irritability,
unusual changes in behavior, and the other symptoms described above, as well as the emergence of suicidality,
and to report such symptoms immediately to health care providers. Such monitoring should include daily
observation by families and caregivers. Prescriptions for Pristiq should be written for the smallest quantity of
tablets consistent with good patient management, in order to reduce the risk of overdose. Screening patients for
bipolar disorder- A major depressive episode may be the initial presentation of bipolar disorder. It is generally
believed (though not established in controlled studies) that treating such an episode with an antidepressant
alone may increase the likelihood of precipitation of a mixed/manic episode in patients at risk for bipolar
disorder. Whether any of the symptoms described above represent such a conversion is unknown. However,
prior to initiating treatment with an antidepressant, patients with depressive symptoms should be adequately
screened to determine if they are at risk for bipolar disorder; such screening should include a detailed
psychiatric history, including a family history of suicide, bipolar disorder, and depression. It should be noted that
Pristiq is not approved for use in treating bipolar depression. Serotonin Syndrome-The development of a
potentially life-threatening serotonin syndrome may occur with Pristiq treatment, particularly with concomitant
use of other serotonergic drugs (including SSRIs, SNRIs and triptans) and with drugs that impair metabolism of
serotonin (including MAOIs). The concomitant use of Pristiq and MAOIs is contraindicated [see C
(4.2)). If concomitant treatment with Pristiq and an SSRI, another SNRI or a 5-hydroxytryptamine receptor
agonist (triptan) is clinically warranted, careful observation of the patient is advised, particularly during treatment
initiation and dose increases. The concomitant use of Pristiq with serotonin precursors (such as tryptophan
supplements) is not recommended. Elevated Blood Pressure- Patients receiving Pristiq should have regular
monitoring of blood pressure since dose-dependent increases were observed in clinical studies. Pre-existing
hypertension should be controlled before initiating treatment with Pristig. Caution should be exercised in
treating patients with pre-existing hypertension or other underlying conditions that might be compromised by
increases in blood pressure. Cases of elevated blood pressure requiring immediate treatment have been
reported with Pristiq. Sustained hypertension- Sustained blood pressure increases could have adverse
consequences. For patients who experience a sustained increase in blood pressure while receiving Pristig,
either dose reduction or discontinuation should be considered [see Adverse Reactions (6.7)). Treatment with
Pristiq in controlled studies was associated with sustained hypertension, defined as treatment-emergent supine
diastolic blood pressure (SDBP) >90 mm Hg and >10 mm Hg above baseline for 3 consecutive on-therapy
visits. In clinical studies, regarding the proportion of patients with sustained hypertension, the following rates
were observed: placebo (0.5%), Pristiq 50 mg (1.3%), Pristiq 100 mg (0.7%), Pristiq 200 mg (1.1%), and Pristiq
400 mg (2.3%). Analyses of patients in Pristiq controlled studies who met criteria for sustained hypertension
revealed a dose-dependent increase in the proportion of patients who developed sustained hypertension.
Abnormal Bleeding-SSRIs and SNRIs can increase the risk of bleeding events. Concomitant use of aspirin,
other drugs that affect platelet function, nonsteroidal anti-inflammatory drugs, warfarin, and other
anticoagulants can add to this risk. Bleeding events related to SSRIs and SNRIs have ranged from ecchymosis,
hematoma, epistaxis, and petechiae to life-threatening hemorrhages. Patients should be cautioned about the
risk of bleeding associated with the concomitant use of Pristiq and NSAIDs, aspirin, or other drugs that affect
coagulation or bleeding. Narrow-angle Glaucoma-Mydriasis has been reported in association with Pristi;




therefore, patients with raised intraocular pressure or those at risk of acute narrow-angle glaucoma (angle-closure
glaucoma) should be monitored. Activation of Mania/Hypomania-During all MDD and VMS (vasomotor
symptoms) phase 2 and phase 3 studies, mania was reported for approximately 0.1% of patients treated with
Pristiq. Activation of mania/hypomania has also been reported in a small proportion of patients with major
affective disorder who were treated with other marketed antidepressants. As with all antidepressants, Pristiq
should be used cautiously in patients with a history or family history of mania or hypomania.

Disease-Caution is advised in administering Pristiq to patients with
cardiovascular, cerebrovascular, or lipid metabolism disorders [see Adverse Reactions (6.7)). Increases in blood
pressure and heart rate were observed in clinical studies with Pristiq. Pristiq has not been evaluated
systematically in patients with a recent history of myocardial infarction, unstable heart disease, uncontrolled
hypertension, or cerebrovascular disease. Patients with these dlagnoses except for cerebrovascular disease,

were excluded from clinical studies. Serum C and T Dose-related

in fasting serum total cholesterol, LDL (low density lipoprotein) cholesterol and triglycerides were observed in
the controlled studies. Measurement of serum lipids should be conS|dered during treatment with Pristiq [see
Adverse Reactions (6.1)). Discontinuation of with Pristig-Di ion symptoms have been
systematically and prospectively evaluated in patients treated with Pristiq during clinical studies in Major
Depressive Disorder. Abrupt discontinuation or dose reduction has been associated with the appearance of new
symptoms that include dizziness, nausea, headache, irritability, insomnia, diarrhea, anxiety, fatigue, abnormal
dreams, and hyperhidrosis. In general, discontinuation events occurred more frequently with longer duration of
therapy. During marketing of SNRIs (Serotonin and Norepinephrine Reuptake Inhibitors) and SSRIs (Selective
Serotonin Reuptake Inhibitors), there have been spontaneous reports of adverse events occurring upon
discontinuation of these drugs, particularly when abrupt, including the following: dysphoric mood, irritability,
agitation, dizziness, sensory disturbances (e.g., paresthesia, such as electric shock sensations), anxiety,
confusion, headache, lethargy, emotional lability, insomnia, hypomania, tinnitus, and seizures. While these
events are generally self-limiting, there have been reports of serious discontinuation symptoms. Patients should
be monitored for these symptoms when discontinuing treatment with Pristig. A gradual reduction in the dose
rather than abrupt cessation is recommended whenever possible. If intolerable symptoms occur following a
decrease in the dose or upon discontinuation of treatment, then resuming the previously prescribed dose may
be considered. Subsequently, the physician may continue decreasing the dose, but at a more gradual rate [see
Dosage and Administration (2.4) and Adverse Reactions (6.1) in full prescribing information]. Renal
Impairment-In patients with moderate or severe renal impairment or end-stage renal disease (ESRD) the
clearance of Pristiq was decreased, thus prolonging the elimination half-life of the drug. As a result, there were
potentially clinically significant increases in exposures to Pristiq [see Clinical Pharmacology (12.6) in full
prescribing information). Dosage adjustment (50 mg every other day) is necessary in patients with severe renal
impairment or ESRD. The doses should not be escalated in patients with moderate or severe renal impairment
or ESRD [see Dosage and Administration (2.2) in full prescribing information]. Seizure- Cases of seizure have
been reported in premarketing clinical studies with Pristiq. Pristiq should be prescribed with caution in patients
with a seizure disorder. Hyponatremia- Hyponatremia can occur as a result of treatment with SSRIs and SNRIs,
including Pristiq. In many cases, this hyponatremia appears to be the result of the syndrome of inappropriate
antidiuretic hormone secretion (SIADH). Elderly patients can be at greater risk of developing hyponatremia with
SSRIs and SNRIs. Also, patients taking diuretics or who are otherwise volume depleted can be at greater risk
[see Use in Specific Populations (8.5) and Clinical Pharmacology (12.6) in full prescribing information].
Discontinuation of Pristiq should be considered in patients with symptomatic hyponatremia and appropriate
medical intervention should be instituted. Coadministration of Drugs Containing Desvenlafaxine and
Venlafaxine- Desvenlafaxine is the major active metabolite of venlafaxine. Products containing desvenlafaxine
and products containing venlafaxine should not be used concomitantly with Pristig. Interstitial Lung Disease
and Eosinophilic Pneumonia- Interstitial lung disease and eosinophilic pneumonia associated with
venlafaxine (the parent drug of Pristiq) therapy have been rarely reported. The possibility of these adverse
events should be considered in patients treated with Pristiq who present with progressive dyspnea, cough, or
chest discomfort. Such patients should undergo a prompt medical evaluation, and discontinuation of Pristig
should be considered.

ADVERSE REACTIONS: Clinical Studies Experience: The most commonly observed adverse reactions in
Pristig-treated MDD patients in short-term fixed-dose studies (incidence >5% and at least twice the rate of
placebo in the 50- or 100-mg dose groups) were nausea, dizziness, insomnia, hyperhidrosis, constipation,
somnolence, decreased appetite, anxiety, and specific male sexual function disorders. Adverse reactions
reported as reasons for discontinuation of treatment- The most common adverse reactions leading to
discontinuation in at least 2% of the Pristig-treated patients in the short-term studies, up to 8 weeks, were
nausea (4%); dizziness, headache and vomiting (2% each); in the long-term study, up to 9 months, the most
common was vomiting (2%). Common adverse reactions in placebo-controlled MDD studies- Table 3 in full PI
shows the incidence of common adverse reactions that occurred in >2% of Pristig-treated MDD patients at any
dose in the 8-week, placebo-controlled, fixed-dose, premarketing clinical studies. In general, the adverse
reactions were most frequent in the first week of treatment. Cardiac disorders: Palpitations, Tachycardia, Blood
pressure increased; Gastrointestinal disorders: Nausea, Dry mouth, Diarrhea, Constipation, Vomiting; General
disorders and administration site conditions: Fatigue, Chills, Feeling jittery, Asthenia; Metabolism and nutrition
disorders: Decreased appetite, weight decreased; Nervous system disorders: Dizziness, Somnolence,
Headache, Tremor, Paraesthesia, Disturbance in attention; Psychiatric Disorders: Insomnia, Anxiety,
Nervousness, Irritability, Abnormal dreams; Renal and urinary disorders: Urinary hesitation; Respiratory,
thoracic, and mediastinal disorders: Yawning; Skin and subcutaneous tissue disorders: Hyperhidrosis, Rash;
Special Senses: Vision blurred; Mydriasis, Tinnitus, Dysgeusia; Vascular Disorders: Hot flush. Sexual function
adverse reactions-Table 4 shows the incidence of sexual function adverse reactions that occurred in >2% of
Pristiq-treated MDD patients in any fixed-dose group (8-week, placebo-controlled, fixed and flexible-dose,

premarketing clinical studles) Men Only: Anorgasmla Libido decreased Orgasm abnormal Ejaculation delayed,

Erectile disorder, Ej ion failure, Sexual dysfunctlon Women Only: Anorgasmia
Other adverse reactions observed in premarketing clinical studies: Other infrequent adverse reactions occurring
at an incidence of <2% in MDD patients treated with Pristiq were: Immune system disorders — Hypersensitivity.
Investigations — Liver function test abnormal, blood prolactin increased. Nervous system disorders —
Convulsion, syncope, extrapyramidal disorder. Psychiatric disorders — Depersonalization, hypomania.
Respiratory, thoracic and mediastinal disorders — Epistaxis. Vascular disorders — Orthostatic hypotension. In
clinical studies, there were uncommon reports of ischemic cardiac adverse events, including myocardial
ischemia, myocardial infarction, and coronary occlusion requiring revascularization; these patients had multiple
underlying cardiac risk factors. More patients experienced these events during Pristiq treatment as compared
to placebo [see Warnings and Precautions (5.7)]. Discontinuation events-Adverse events reported in association
with abrupt discontinuation, dose reduction or tapering of treatment in MDD clinical studies at a rate of >5%
include dizziness, nausea, headache, irritability, insomnia, diarrhea, anxiety, abnormal dreams, fatigue, and
hyperhidrosis. In general, discontinuation events occurred more frequently with longer duration of therapy [see
Dosage and Administration (2.4) and Warnings and Precautions (5.9) in full prescribing information]. Laboratory,
ECG and vital sign changes observed in MDD clinical studies- The following changes were observed in placebo-
controlled, short-term, premarketing MDD studies with Pristiq. Lipids-Elevations in fasting serum total
cholesterol, LDL (low density lipoproteins) cholesterol, and triglycerides occurred in the controlled studies. Some
of these abnormalities were considered potentially clinically significant [see Warnings and Precautions (5.8)].
Proteinuria-Proteinuria, greater than or equal to trace, was observed in the fixed-dose controlled studies (see
Table 6 in full prescribing information). This proteinuria was not associated with increases in BUN or creatinine
and was generally transient. ECG changes-Electrocardiograms were obtained from 1,492 Pristig-treated patients
with major depressive disorder and 984 placebo-treated patients in clinical studies lasting up to 8 weeks. No
clinically relevant differences were observed between Pristig-treated and placebo-treated patients for QT, QTc,
PR, and QRS intervals. In a thorough QTc study with prospectively determined criteria, desvenlafaxine did not
cause QT prolongation. No difference was observed between placebo and desvenlafaxine treatments for the QRS
interval. Vital sign changes-Table 7 summarizes the changes that were observed in placebo-controlled, short-
term, premarketing studies with Pristiq in patients with MDD (doses 50 to 400 mg). Relative to placebo, Pristiq
was associated with mean increase of up to 2.1 mm Hg in systolic blood pressure, 2.3 mm Hg in diastolic blood
pressure, and 4.1 bpm with supine pulse. At the final on-therapy assessment in the 6-month, double-blind,
placebo-controlled phase of a long-term study in patients who had responded to Pristiq during the initial 12-
week, open-label phas, there was no statistical difference in mean weight gain between Pristig- and placebo-
treated patients. DRUG INTERACTIONS: Central Nervous System (CNS)-Active Agents-The risk of usmg
Pristiq in combination with other CNS-active drugs has not been lly evaluated. Ct

cautlon is advised when Pristiq is taken in combination with other CNS-active drugs [see Warnings and
P (5.13)]]. M ine Oxidase Inhibitors (MAOIs)- Adverse reactions, some of which were serious,

have been reported in patients who have recently been discontinued from a monoamine oxidase mhubutor
(MAOI) and started on antidepressants with pharmacological properties similar to Pristiq (SNRIs or SSRIs), or
who have recently had SNRI or SSRI therapy discontinued prior to initiation of an MAOI [see Contraindications
(4.2)]. Serotonergic Drugs- Based on the mechanism of action of Pristiq and the potential for serotonin
syndrome, caution is advised when Pristiq is coadministered with other drugs that may affect the serotonergic
neurotransmitter systems [see Warnings and Precautions (5.2)]. Drugs that Interfere with Hemostasis (e.qg.,

n, Ej

NSAIDs, Aspirin, and Warfarin)- Serotonin release by platelets plays an important role in hemostasis.
Epidemiological studies of case-control and cohort design have demonstrated an association between use of
psychotropic drugs that interfere with serotonin reuptake and the occurrence of upper gastrointestinal bleeding.
These studies have also shown that concurrent use of an NSAID or aspirin may potentiate this risk of bleeding.
Altered anticoagulant effects, including increased bleeding, have been reported when SSRIs and SNRIs are
coadministered with warfarin. Patients receiving warfarin therapy should be carefully monitored when Pristiq is
initiated or discontinued. Ethanol- A clinical study has shown that desvenlafaxine does not increase the
impairment of mental and motor skills caused by ethanol. However, as with all CNS-active drugs, patients
should be advised to avoid alcohol consumption while taking Pristiq. Potential for Other Drugs to Affect
Desvenlafaxine-Inhibitors of CYP3A4 (ketoconazole)- CYP3A4 is a minor pathway for the metabolism of Pristig.
Concomitant use of Pristiq with potent inhibitors of CYP3A4 may result in higher concentrations of Pristig.
Inhibitors of other CYP enzymes- Based on in vitro data, drugs that inhibit CYP isozymes 1A1, 1A2, 2A6, 2D6,
28, 209, 2C19, and 2E1 are not expected to have significant impact on the pharmacokinetic profile of Pristig.
Potential for Desvenlafaxine to Affect Other Drugs- Drugs metabolized by CYP2D6 (desipramine)- /In vitro
studies showed minimal inhibitory effect of desvenlafaxine on CYP2D6. Clinical studies have shown that
desvenlafaxine does not have a clinically relevant effect on CYP2D6 metabolism at the dose of 100 mg daily.
Concomitant use of d ine with a drug ized by CYP2D6 can result in higher concentrations of
that drug. Drugs metabolized by CYP3A4 (midazolam)- /n vitro, desvenlafaxine does not inhibit or induce the CYP3A4
isozyme. Concomitant use of Pristiq with a drug metabolized by CYP3A4 can result in lower exposures to that
drug. Drugs metabolized by CYP1A2, 2A6, 2C8, 2C9 and 2C19- /n vitro, desvenlafaxine does not inhibit CYP1A2,
2A6, 2C8, 2C9, and 2C19 isozymes and would not be expected to affect the pharmacokinetics of drugs that are
metabolized by these CYP isozymes. P- ter- In vitro, ine is not a substrate or
an inhibitor for the P-glycoprotein transporter The pharmacokinetics of Pristiq are unlikely to be affected by
drugs that inhibit the P-glycoprotein transporter, and desvenlafaxine is not likely to affect the pharmacokinetics
of drugs that are substrates of the P-glycoprotein transporter. Electroconvulsive Therapy-There are no clinical
data establishing the risks and/or benefits of electroconvulsive therapy combined with Pristiq treatment. USE
IN SPECIFIC POPULATIONS: Pregnancy- Patients should be advised to notify their physician if they become
pregnant or intend to become pregnant during therapy. Teratogenic effects — Pregnancy Category C- There are
no adequate and well-controlled studies of Pristiq in pregnant women. Therefore, Pristiq should be used during
pregnancy only if the potential benefits justify the potential risks. Non-teratogenic effects- Neonates exposed
to SNRIs (Serotonin and Norepinephrine Reuptake Inhibitors), or SSRIs (Selective Serotonin Reuptake Inhibitors),
late in the third trimester have developed complications requiring prolonged hospitalization, respiratory
support, and tube feeding. Such complications can arise immediately upon delivery. Reported clinical findings
have included respiratory distress, cyanosis, apnea, seizures, temperature instability, feeding difficulty,
vomiting, hypoglycemia, hypotonia, hypertonia, hyperreflexia, tremor, jitteriness, irritability, and constant crying.
These features are consistent with either a direct toxic effect of SSRIs and SNRIs or, possibly, a drug
discontinuation syndrome. It should be noted that, in some cases, the clinical picture is consistent with
serotonin syndrome [see Warnings and Precautions (5.2)]. When treating a pregnant woman with Pristiq during
the third trimester, the physician should carefully consider the potential risks and benefits of treatment [see
Dosage and Administration (2.2)]. Labor and Delivery- The effect of Pristiq on labor and delivery in humans is
unknown. Pristiq should be used during labor and delivery only if the potential benefits justify the potential risks.
Nursing Mothers- Desvenlafaxine (O-desmethylvenlafaxine) is excreted in human milk. Because of the potential
for serious adverse reactions in nursing infants from Pristig, a decision should be made whether or not to
discontinue nursing or to discontinue the drug, taking into account the importance of the drug to the mother. Only
administer Pristiq to breastfeeding women if the expected benefits outweigh any possible risk. Pediatric Use-
Safety and effectiveness in the pediatric population have not been established [see Box Warning and Warnings and
Precautions (5.1)]. Anyone considering the use of Pristiq in a child or adolescent must balance the potential risks
with the clinical need. Geriatric Use-Of the 3,292 patients in clinical studies with Pristiq, 5% were 65 years of age
or older. No overall differences in safety or efficacy were observed between these patients and younger patients,
but greater ivity of some older indivi cannot be ruled out. For elderly patients, possible reduced renal
clearance of desvenlafaxine should be considered when determining dose [see Dosage and Administration (2.2) and
Clinical Pharmacology (12.6) in the full prescribing information). Renal Impairment- In subjects with renal
impairment the clearance of Pristiq was decreased. In subjects with severe renal impairment (24-hr CrCl < 30
mL/min) and end-stage renal disease, elimination half-lives were significantly prolonged, increasing exposures to
Pristig; therefore, dosage adjustment is recommended in these patients [see Dosage and Administration (2.2) and
Clinical Pharmacology (12.6) in the full p ior]. Hepatic The mean t,, changed from
approximately 10 hours in healthy subjects and subjects with mild hepatic impairment to 13 and 14 hours in
moderate and severe hepatic impairment, respectively. No adjustment in starting dosage is necessary for patients
with hepatic impairment.

OVERDOSAGE: Human Experience with Overdosage- There is limited clinical experience with desvenlafaxine
succinate overdosage in humans. In premarketing clinical studies, no cases of fatal acute overdose of
desvenlafaxine were reported. The adverse reactions reported within 5 days of an overdose > 600 mg that were
possibly related to Pristiq included headache, vomiting, agitation, dizziness, nausea, constipation, diarrhea, dry
mouth, paresthesia, and tachycardia. Desvenlafaxine (Pristiq) is the major active metabolite of venlafaxine.
Overdose experience reported with venlafaxine (the parent drug of Pristig) is presented below; the identical
information can be found in the Overdosage section of the venlafaxine package insert. In postmarketing
experience, overdose with venlafaxine (the parent drug of Pristig) has occurred predominantly in combination
with alcohol and/or other drugs. 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 (e.g., prolongation of QT interval, bundle branch block, QRS prolongation), sinus and
ventricular tachycardia, bradycardia, hypotension, rhabdomyolysis, vertigo, liver necrosis, serotonin syndrome,
and death have been reported. Published retrospective studies report that venlafaxine overdosage may be
associated with an increased risk of fatal outcomes compared to that observed with SSRI antidepressant
products, but lower than that for tricyclic antidepressants. Epidemiological studies have shown that
venlafaxine-treated patients have a higher pre-existing burden of suicide risk factors than SSRI-treated
patients. The extent to which the finding of an increased risk of fatal outcomes can be attributed to the toxicity
of venlafaxine in overdosage, as opposed to some characteristic(s) of venlafaxine-treated patients, is not clear.
Prescriptions for Pristiq should be written for the smallest quantity of capsules consistent with good patient
management, in order to reduce the risk of overdose. Management of Overdosage-Treatment should consist
of those general measures employed in the management of overdosage with any SSRI/SNRI. Ensure an
adequate airway, oxygenation, and ventilation. Monitor cardiac rhythm and vital signs. General supportive and
symptomatic measures are also 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. Induction of emesis is not recommended. Because of the
moderate volume of distribution of this drug, forced diuresis, dialysis, hemoperfusion, and exchange transfusion
are unlikely to be of benefit. No specific antidotes for desvenlafaxine are known. In managing an overdose,
consider the possibility of multiple drug involvement. The physician should consider contacting a poison control
center for additional information on the treatment of any overdose. Telephone numbers for certified poison
control centers are listed in the Physicians Desk Reference (PDR®).

This brief summary is based on Pristiq Prescribing Information W10529C002, revised April 2008.
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IMPORTANT TREATMENT CONSIDERATIONS
PRISTIQ 50 mg is indicated for the treatment of major depressive disorder in adults.

WARNING: SUICIDALITY AND ANTIDEPRESSANT DRUGS

Antidepressants increased the risk compared to placebo of suicidal thinking and
behavior (suicidality) in children, adolescents, and young adults in short-term
studies of Major Depressive Disorder (MDD) and other psychiatric disorders.
Anyone considering the use of PRISTIQ or any other antidepressant in a child,
adolescent, or young adult must balance this risk with the clinical need. Short-
term studies did not show an increase in the risk of suicidality with
antidepressants compared to placebo in adulis beyond age 24; there was a
reduction in risk with antidepressants compared to placebo in adults aged 65
and older. Depression and certain other psychiatric disorders are themselves
associated with increases in the risk of suicide. Patients of all ages who are
started on antidepressant therapy should be monitored appropriately and
observed closely for clinical worsening, suicidality, or unusual changes in
behavior. Families and caregivers should be advised of the need for close
observation and communication with the prescriber. PRISTIQ is not approved
for use in pediatric patients.

Contraindications
* PRISTIQ is contraindicated in patients with a known hypersensitivity to PRISTIQ
or venlafaxine.
* PRISTIQ must not be used concomitantly with an MAOI or within 14 days
of stopping an MAOI. Allow 7 days after stopping PRISTIQ before starting an MAOI.
Warnings and Precautions
« All patients treated with antidepressants should be monitored appropriately
and observed closely for clinical worsening, suicidality, and unusual changes
in behavior, especially during the first few months of treatment and when
changing the dose. Consider changing the therapeutic regimen, including
possibly discontinuing the medication, in patients whose depression is persistently
worse or includes symptoms of anxiety, agitation, panic attacks, insomnia,
irritability, hostility, aggressiveness, impulsivity, akathisia, hypomania, mania, or
suicidality that are severe, abrupt in onset, or were not part of the patient’s
presenting symptoms. Families and caregivers of patients being treated with
antidepressants should be alerted about the need to monitor patients.
Development of a potentially life-threatening serotonin syndrome may occur with
SNRIs and SSRIs, including PRISTIQ, particularly with concomitant use of
serotonergic drugs, including triptans, and with drugs that impair the metabolism
of serotonin (including MAOIs). If concomitant use is clinically warranted, careful
observation of the patient is advised, particularly during treatment initiation
and dose increases. Concomitant use of PRISTIQ with serotonin precursors is
not recommended.
Patients receiving PRISTIQ should have regular monitoring of blood pressure
since sustained increases in blood pressure were observed in clinical studies. Pre-
existing hypertension should be controlled before starting PRISTIQ. Caution
should be exercised in treating patients with pre-existing hypertension or other
underlying conditions that might be compromised by increases in blood pressure.
Cases of elevated blood pressure requiring immediate treatment have been
reported. For patients who experience a sustained increase in blood pressure,
either dose reduction or discontinuation should be considered.

For major depressive disorder in adults

New SNRI therapy.
From the start:
One dose.

No titration.

¢ The major active metabolite of Effexor XR® (venlafaxine HCI)'

* One simple 50-mg dose, no need to titrate'

— Dosage adjustment is necessary in patients with severe renal
impairment or end-stage renal disease and is recommended
when discontinuing therapy

e Discontinuation rate due to adverse events was comparable
to placebo in clinical studies at 50 mg'
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EXTENDED-RELEASE TABLETS

* SSRIs and SNRIs, including PRISTIQ, may increase the risk of bleeding events.
Conhcomitle(mt use of aspirin, NSAIDs, warfarin, and other anticoagulants may add
to this risk.

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

* PRISTIQ is not approved for use in bipolar depression. Prior to initiating treatment
with an antidepressant, patients should be adequately screened to determine the
risk of bipolar disorder.

* As with all antidepressants, PRISTIQ should be used cautiously in patients with a
history or family history of mania or hypomania, or with a history of seizure disorder.

* Caution is advised in administering PRISTIQ to patients with cardiovascular,
cerebrovascular, or lipid metabolism disorders. Increases in blood pressure and
small increases in heart rate were observed in clinical studies with PRISTIQ.
PRISTIQ has not been evaluated systematically in patients with a recent history of
myocardial infarction, unstable heart disease, uncontrolled hypertension, or
cerebrovascular disease.

¢ Dose-related elevations in fasting serum total cholesterol, LDL (low density
lipoprotein) cholesterol, and triglycerides were observed in clinical studies.
Measurement of serum lipids should be considered during PRISTIQ treatment.

* On discontinuation, adverse events, some of which may be serious, have been
reported with PRISTIQ and other SSRIs and SNRIs. Abrupt discontinuation of
PRISTIQ has been associated with the appearance of new symptoms. Patients
should be monitored for symptoms when discontinuing treatment. A gradual
reduction in dose (by giving 50 mg of PRISTIQ less frequently) rather than abrupt
cessation is recommended whenever possible.

» Dosage adjustment (50 mg every other day) is necessary in patients with severe
renal impairment or end-stage renal disease (ESRD). The dose should not be
escalated in patients with moderate or severe renal impairment or ESRD.

* Products containing desvenlafaxine and products containing venlafaxine should
not be used concomitantly with PRISTIQ.

 Hyponatremia may occur as a result of treatment with SSRIs and SNRIs, including
PRISTIQ. Discontinuation of PRISTIQ should be considered in patients with
symptomatic hyponatremia.

« Interstitial lung disease and eosinophilic pneumonia associated with venlafaxine
(the parent drug of PRISTIQ) therapy have been rarely reported.

Adverse Reactions

* The most commonly observed adverse reactions in patients taking PRISTIQ vs
placebo for MDD in short-term fixed-dose premarketing studies (incidence >5%
and twice the rate of placebo in the 50-mg dose group) were nausea (22% vs
10%), dizziness (13% vs 5%), hyperhidrosis (10% vs 4%), constipation (9% vs
4%), and decreased appetite (5% Vs 2%).

Reference: 1. Pristiq™ (desvenlafaxine) Prescribing Information, Wyeth Pharmaceuticals Inc.

Please see brief summary of Prescribing Information on adjacent pages.
Effexor XR® is a registered trademark of Wyeth Pharmaceuticals Inc.
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