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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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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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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.

upmec.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.



Important Safety Information

+ Antidepressants increased the risk of suicidal thinking and
behavior (suicidality) in short-term studies in children,
adolescents, and young adults with major depressive disorder
(MDD) and other psychiatric disorders.

+ Patients of all ages started on therapy should be monitored
appropriately and observed closely for clinical worsening,
suicidality, or unusual changes in behavior.

+ Cymbalta is not approved for use in pediatric patients.

Cymbalta should not be used concomitantly with monoamine oxidase inhibitors
(MAQOIs) or in patients with uncontrolled narrow-angle glaucoma.

Clinical worsening and suicide risk: All patients being treated with an antidepressant
for any indication should be monitored appropriately and observed closely for clinical
worsening, suicidality, and unusual changes in behavior, especially within the first few
months of treatment and when changing the dose. Consider changing the therapeutic
regimen if the depression is persistently worse or there are symptoms that are severe,
sudden, or were not part of the patient’s presentation. If discontinuing treatment, taper
the medication. Families and caregivers of patients being treated with antidepressants
for any indication should be alerted about the need to monitor patients.

Hepatic failure, sometimes fatal, has been reported in patients treated with Cymbalta.
Cymbalta should be discontinued in patients who develop jaundice or other evidence
of clinically significant liver dysfunction and should not be resumed unless another
cause can be established.

Cymbalta should ordinarily not be prescribed to patients with substantial alcohol use
or evidence of chronic liver disease.

Cases of orthostatic hypotension and/or syncope as well as cases of hyponatremia have
been reported.

Development of a potentially life-threatening serotonin syndrome may occur with
SNRIs and SSRIs, including Cymbalta treatment, particularly with concomitant use of
serotonergic drugs, including triptans. Concomitant use is not recommended.

SSRIs and SNRIs, including Cymbalta, may increase the risk of bleeding events.
Patients should be cautioned about the risk of bleeding associated with concomitant
use of Cymbalta and NSAIDs, aspirin, warfarin, or other drugs that affect coagulation.

On discontinuation, adverse events, some of which may be serious, have been reported
with SSRIs and SNRIs. A gradual reduction in dose rather than abrupt cessation is
recommended when possible.

Co-administration of Cymbalta with potent CYP1A2 inhibitors or thioridazine should
be avoided.

Caution is advised in using Cymbalta in patients with conditions that may slow gastric
emptying (eg, some diabetics).

Cymbalta should ordinarily not be administered to patients with any hepatic
insufficiency or patients with end-stage renal disease (requiring dialysis) or severe
renal impairment (CrCl <30 mL/min).

As observed in DPNP clinical trials, Cymbalta treatment worsens glycemic control in
some patients with diabetes. In the extension phases up to 52 weeks, an increase in
HbA,. in both the Cymbalta (0.5%) and routine care groups (0.2%) was noted.

If symptoms of urinary hesitation develop during Cymbalta treatment, this effect may
be drug-related. In postmarketing experience, urinary retention has been observed.

The most commonly reported adverse events (5% and at least twice placebo) for
Cymbealta vs placebo in controlled clinical trials (N=4843 vs 3048) were: nausea, dry
mouth, somnolence,* constipation,* decreased appetite,* and increased sweating.

* Events for which there was a significant dose-dependent relationship in fixed-dose
studies, excluding three MDD studies which did not have a placebo lead-in period or
dose titration.

See Brief Summary of full Prescribing Information, including Boxed
Warning, on following spread.

DD54666 1108 PRINTED IN USA © 2008, ELI LILLY AND COMPANY. ALL RIGHTS RESERVED.
Cymbalta is a registered trademark of Eli Lilly and Company.

loss of interest

anxious

* Cymbalta 60 mg/day vs placebo (P<.05) by MMRM for MDD
on mean change in HAM-D,; Total Score,' Maier Subscale,'
Psychic Anxiety,' and Visual Analog Pain Scales.?

Full antidepressant response may take 4-6 weeks.
MMRM=Mixed-effects Models Repeated Measures analysis

References: 1. Data on file, Lilly Research Laboratories:
CYM20070220C. 2. Fava M, et al. J Clin Psychiatry. 2004;65(4):521-530.
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CYMBALTA®
(duloxetine hydrochloride) Delayed-release Capsules
Brief Summary: Consult the package insert for complete prescribing information.

WARNING: SUICIDALITY AND ANTIDEPRESSANT DRUGS
Antidepressants increased the risk compared to placebo of suicidal thinking and
hehavior (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 Cymbalta 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. Cymbalta is not approved for use in pediatric patients. [See Warnings and
Precautions and Use in Specific Populations.]

INDICATIONS AND USAGE: Major Depressive Disorder—Cymbalta is indicated for the acute
and maintenance treatment of major depressive disorder (MDD).

Generalized Anxiety Disorder—Cymbalta is indicated for the acute treatment of generalized
anxiety disorder (GAD).

Diabetic Peripheral Neuropathic Pain—Cymbalta is indicated for the management of
neuropathic pain (DPNP) associated with diabetic peripheral neuropathy.

Fibromyalgia—Cymbalta is indicated for the management of fibromyalgia (FM).

CONTRAINDICATIONS: Monoamine Oxidase Inhibitors—Concomitant use in patients taking
monoamine oxidase inhibitors (MAQIs) is contraindicated due to the risk of serious, sometimes
fatal, drug interactions with serotonergic drugs. These interactions may include hyperthermia,
rigidity, myoclonus, autonomic instability with possible rapid fluctuations of vital signs, and
mental status changes that include extreme agitation progressing to delirium and coma. These
reactions have also been reported in patients who have recently discontinued serotonin reuptake
inhibitors and are then started on an MAOI. Some cases presented with features resembling
neuroleptic malignant syndrome [see Warnings and Precautions].

Uncontrolled Narrow-Angle Glaucoma—In clinical trials, Cymbalta use was associated with
an increased risk of mydriasis; therefore, its use should be avoided in patients with uncontrolled
narrow-angle glaucoma [see Warnings and Precautions].

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
arole 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 of 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 Placebo
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.
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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.

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 emergence of suicidal impulses has not been established, there is
concern that such symptoms may represent precursors to emerging suicidality.

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

If the decision has been made to discontinue treatment, medication should be tapered, as
rapidly as is feasible, but with recognition that discontinuation can be associated with certain
symptoms [see Warnings and Precautions, Discontinuation of Treatment with Cymbalta].

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 Cymbalta should be
written for the smallest quantity of capsules consistent with good patient management,
in order to reduce the risk of overdose.

Screening Patients for Bipolar Disorder—A major depressive episode may be the initial
presentation of bipolar disorder. It is generally believed (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 Cymbalta (duloxetine) is not approved for use in treating
bipolar depression.

Hepatotoxicity—There have been reports of hepatic failure, sometimes fatal, in patients treated
with Cymbalta. These cases have presented as hepatitis with abdominal pain, hepatomegaly,
and elevation of transaminase levels to more than twenty times the upper limit of normal with
or without jaundice, reflecting a mixed or hepatocellular pattern of liver injury. Cymbalta should
be discontinued in patients who develop jaundice or other evidence of clinically significant liver
dysfunction and should not be resumed unless another cause can be established.

Cases of cholestatic jaundice with minimal elevation of transaminase levels have also been
reported. Other postmarketing reports indicate that elevated transaminases, bilirubin, and alkaline
phosphatase have occurred in patients with chronic liver disease or cirrhosis.

Cymbalta increased the risk of elevation of serum transaminase levels in development program
clinical trials. Liver transaminase elevations resulted in the discontinuation of 0.3% (82/27,229)
of Cymbalta-treated patients. In these patients, the median time to detection of the transaminase
elevation was about two months. In placebo-controlled trials in any indication, elevation of
ALT >3 times the upper limit of normal occurred in 1.1% (85/7,632) of Cymbalta-treated
patients compared to 0.2% (13/5,578) of placebo-treated patients. In placebo-controlled studies
using a fixed dose design, there was evidence of a dose response relationship for ALT and AST
elevation of >3 times the upper limit of normal and >5 times the upper limit of normal, respectively.

Because it is possible that duloxetine and alcohol may interact to cause liver injury or that
duloxetine may aggravate pre-existing liver disease, Cymbalta should ordinarily not be
prescribed to patients with substantial alcohol use or evidence of chronic liver disease.

Orthostatic Hypotension and Syncope—Orthostatic hypotension and syncope have been
reported with therapeutic doses of duloxetine. Syncope and orthostatic hypotension tend to
occur within the first week of therapy but can occur at any time during duloxetine treatment,
particularly after dose increases. The risk of blood pressure decreases may be greater in patients
taking concomitant medications that induce orthostatic hypotension (such as antihypertensives)
or are potent CYP1A2 inhibitors [see Warnings and Precautions and Drug Interactions] and in
patients taking duloxetine at doses above 60 mg daily. Consideration should be given to
discontinuing duloxetine in patients who experience symptomatic orthostatic hypotension and/
or syncope during duloxetine therapy.

Serotonin Syndrome—The development of a potentially life-threatening serotonin syndrome
may occur with SNRIs and SSRIs, including Cymbalta treatment, particularly with concomitant
use of serotonergic drugs (including triptans) and with drugs which impair metabolism of
seratonin (including MAOIs). Serotonin syndrome symptoms may include mental status
changes (e.g., agitation, hallucinations, coma), autonomic instability (e.g., tachycardia, labile
blood pressure, hyperthermia), neuromuscular aberrations (e.g., hyperreflexia, incoordination)
and/or gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea).

The concomitant use of Cymbalta with MAOIs intended to treat depression is contraindicated
[see Contraindications].

If concomitant treatment of Cymbalta with a 5-hydroxytryptamine receptor agonist (triptan)
is clinically warranted, careful observation of the patient is advised, particularly during treatment
initiation and dose increases [see Drug Interactions].

The concomitant use of Cymbalta with serotonin precursors (such as tryptophan) is not
recommended [see Drug Interactions].

Abnormal Bleeding—SSRIs and SNRIs, including duloxetine, may increase the risk of bleeding
events. Concomitant use of aspirin, non-steroidal anti-inflammatory drugs, warfarin, and other
anti-coagulants may add to this risk. Case reports and epidemiological studies (case-control
and cohort design) have demonstrated an association between use of drugs that interfere with
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serotonin reuptake and the occurrence of gastrointestinal bleeding. Bleeding events related to
SSRIs and SNRIs use 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 duloxetine and NSAIDs, aspirin, or other drugs that affect coagulation.

Discontinuation of Treatment with Cymbalta—Discontinuation symptoms have been
systematically evaluated in patients taking duloxetine. Following abrupt or tapered discontinuation
in placebo-controlled clinical trials, the following symptoms occurred at a rate greater than or
equal to 1% and at a significantly higher rate in duloxetine-treated patients compared to those
discontinuing from placebo: dizziness, nausea, headache, fatigue, paresthesia, vomiting,
irritability, nightmares, insomnia, diarrhea, anxiety, hyperhidrosis and vertigo.

During marketing of other SSRIs and SNRIs (serotonin and norepinephrine 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., paresthesias such as electric shock sensations),
anxiety, confusion, headache, lethargy, emotional lability, insomnia, hypomania, tinnitus, and
seizures. Although these events are generally self-limiting, some have been reported to be severe.

Patients should be monitored for these symptoms when discontinuing treatment with
Cymbalta. 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.

Activation of Mania/Hypomania—In placebo-controlled trials in patients with major depressive
disorder, activation of mania or hypomania was reported in 0.1% (2/2489) of duloxetine-treated
patients and 0.1% (1/1625) of placebo-treated patients. No activation of mania or hypomania
was reported in DPNP, GAD, or fibromyalgia placebo-controlled trials. Activation of mania or
hypomania has been reported in a small proportion of patients with mood disorders who were
treated with other marketed drugs effective in the treatment of major depressive disorder. As
with these other agents, Cymbalta should be used cautiously in patients with a history of mania.

Seizures—Duloxetine has not been systematically evaluated in patients with a seizure
disorder and such patients were excluded from clinical studies. In placebo-controlled clinical
trials, seizures/convulsions occurred in 0.03% (3/9445) of patients treated with duloxetine and
0.01% (1/6770) of patients treated with placebo. Cymbalta should be prescribed with care in
patients with a history of a seizure disorder.

Effect on Blood Pressure—In clinical trials across indications, relative to placebo, duloxeting
treatment was associated with mean increases of up to 2.1 mm Hg in systolic blood pressure
and up to 2.3 mm Hg in diastolic blood pressure. There was no significant difference in the
frequency of sustained (3 consecutive visits) elevated blood pressure. In a clinical pharmacology
study designed to evaluate the effects of duloxetine on various parameters, including blood
pressure at supratherapeutic doses with an accelerated dose titration, there was evidence of
increases in supine blood pressure at doses up to 200 mg twice daily. At the highest 200 mg
twice daily dose, the increase in mean pulse rate was 5.0 to 6.8 beats and increases in mean
blood pressure were 4.7 to 6.8 mm Hg (systolic) and 4.5 to 7 mm Hg (diastolic) up to 12 hours
after dosing.

Blood pressure should be measured prior to initiating treatment and periodically measured
throughout treatment [see Adverse Reactions, Vital Sign Changes].

Clinically Important Drug Interactions—Both CYP1A2 and GYP2D6 are responsible for
duloxetine metabolism.

Potential for Other Drugs to Affect Cymbalta—CYP1A2 Inhibitors—Co-administration of
Cymbalta with potent CYP1A2 inhibitors should be avoided [see Drug Interactions].

CYP2D6 Inhibitors—Because CYP2D6 is involved in duloxetine metabolism, concomitant
use of duloxetine with potent inhibitors of CYP2D6 would be expected to, and does, result in
higher concentrations (on average of 60%) of duloxetine [see Drug Interactions].

Potential for Cymbalta to Affect Other Drugs—Drugs Metabolized by CYP2D6—
Co-administration of Cymbalta with drugs that are extensively metabolized by CYP2D6 and that
have a narrow therapeutic index, including certain antidepressants (tricyclic antidepressants
[TCAs], such as nortriptyline, amitriptyline, and imipramine), phenothiazines and Type 1C
antiarrhythmics (e.g., propafenone, flecainide), should be approached with caution. Plasma
TCA concentrations may need to be monitored and the dose of the TCA may need to be reduced
if a TCA is co-administered with Cymbalta. Because of the risk of serious ventricular arrhythmias
and sudden death potentially associated with elevated plasma levels of thioridazine, Cymbalta
and thioridazine should not be co-administered [see Drug Interactions].

Other Clinically Important Drug Interactions—Alcohoi—Use of Cymbalta concomitantly
with heavy alcohol intake may be associated with severe liver injury. For this reason, Cymbalta
should ordinarily not be prescribed for patients with substantial alcohol use [see Warnings and
Precautions and Drug Interactions].

CNS Acting Drugs—Given the primary CNS effects of Cymbalta, it should be used with caution
when it is taken in combination with or substituted for other centrally acting drugs, including
those with a similar mechanism of action [see Warnings and Precautions and Drug Interactions].

Hyponatremia—Hyponatremia may occur as a result of treatment with SSRIs and SNRIs,
including Cymbalta. 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 and appeared to be reversible when Cymbalta was discontinued.
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 Use
in Specific Populations]. Discontinuation of Cymbalta should be considered in patients with
symptomatic hyponatremia and appropriate medical intervention should be instituted.

Use in Patients with Concomitant lllness—Clinical experience with Cymbalta in patients
with concomitant systemic illnesses is limited. There is no information on the effect that
alterations in gastric motility may have on the stability of Cymbalta’s enteric coating. In extremely
acidic conditions, Cymbalta, unprotected by the enteric coating, may undergo hydrolysis to
form naphthol. Caution is advised in using Cymbalta in patients with conditions that may slow
gastric emptying (€.g., some diabetics).

Cymbalta has not been systematically evaluated in patients with a recent history of myocardial
infarction or unstable coronary artery disease. Patients with these diagnoses were generally
excluded from clinical studies during the product’s premarketing testing.
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Hepatic_Insufficiency—Cymbalta should ordinarily not be used in patients with hepatic
insufficiency [see Warnings and Precautions and Use in Specific Populations].

Severe Renal Impairment—Cymbalta should ordinarily not be used in patients with end-stage
renal disease or severe renal impairment (creatinine clearance <30 mL/min). Increased plasma
concentration of duloxetine, and especially of its metabolites, occur in patients with end-stage
renal disease (requiring dialysis) [see Use in Specific Populations].

Controlled Narrow-Angle Glaucoma—In clinical trials, Cymbalta was associated with an
increased risk of mydriasis; therefore, it should be used cautiously in patients with controlled
narrow-angle glaucoma [see Contraindications].

Glycemic Control in Patients with Diabetes—As observed in DPNP trials, Cymbalta treatment
worsens glycemic control in some patients with diabetes. In three clinical trials of Cymbalta for
the management of neuropathic pain associated with diabetic peripheral neuropathy, the mean
duration of diabetes was approximately 12 years, the mean baseline fasting blood glucose was
176 mg/dL, and the mean baseline hemoglobin Ac (HbA:c) was 7.8%. In the 12-week acute
treatment phase of these studies, Cymbalta was associated with a small increase in mean fasting
blood glucose as compared to placebo. In the extension phase of these studies, which lasted
up to 52 weeks, mean fasting blood glucose increased by 12 mg/dL in the Cymbalta group and
decreased by 11.5 mg/dL in the routine care group. HbAs. increased by 0.5% in the Cymbalta
and by 0.2% in the routine care groups.

Urinary Hesitation and Retention—Cymbalta is in a class of drugs known to affect urethral
resistance. If symptoms of urinary hesitation develop during treatment with Cymbalta, consideration
should be given to the possibility that they might be drug-related. In post marketing experience,
cases of urinary retention have been observed. In some instances of urinary retention associated
with duloxetine use, hospitalization and/or catheterization has been needed.

Laboratory Tests—No specific laboratory tests are recommended.

ADVERSE REACTIONS: Clinical Trial Data Sources—The data described below reflect exposure
to duloxetine in placebo-controlled trials for MDD (N=2327), GAD (N=668), DPNP (N=568) and
FM (N=876). The population studied was 17 to 89 years of age; 64.8%, 64.7%, 38.7%, and
94.6% female; and 85.5%, 84.6%, 77.6%, and 88% Caucasian for MDD, GAD, DPNP, and FM,
respectively. Most patients received doses of a total of 60 to 120 mg per day.

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. Reactions reported during the studies were not necessarily
caused by the therapy, and the frequencies do not reflect investigator impression (assessment)
of causality.

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical
trials of another drug and may not reflect the rates observed in practice.

Adverse Reactions Reported as Reasons for Discontinuation of Treatment in Placebo-
Controlled Trials—Major Depressive Disorder—Approximately 9% (209/2327) of the patients
who received duloxetine in placebo-controlled trials for MDD discontinued treatment due to an
adverse reaction, compared with 4.7% (68/1460) of the patients receiving placebo. Nausea
(duloxetine 1.3%, placebo 0.5%) was the only common adverse reaction reported as a reason
for discontinuation and considered to be drug-related (i.e., discontinuation occurring in at least
1% of the duloxetine-treated patients and at a rate of at least twice that of placebo).

Generalized Anxiety Disorder—Approximately 15.3% (102/668) of the patients who
received duloxetine in placebo-controlled trials for GAD discontinued treatment due to an
adverse reaction, compared with 4.0% (20/495) for placebo. Gommon adverse reactions
reported as a reason for discontinuation and considered to be drug-related (as defined above)
included nausea (duloxetine 3.7%, placebo 0.2%), vomiting (duloxetine 1.3%, placebo 0.0%),
and dizziness (duloxetine 1.0%, placebo 0.2%).

Diabetic Peripheral Neuropathic Pain—Approximately 14.3% (81/568) of the patients who
received duloxetine in placebo-controlled trials for DPNP discontinued treatment due to an
adverse reaction, compared with 7.2% (16/223) for placebo. Common adverse reactions
reported as a reason for discontinuation and considered to be drug-related (as defined above)
were nausea (duloxetine 3.5%, placebo 0.4%), dizziness (duloxetine 1.6%, placebo 0.4%),
somnolence (duloxetine 1.6%, placebo 0.0%), and fatigue (duloxetine 1.1%, placebo 0.0%).

Fibromyalgia—Approximately 19.5% (171/876) of the patients who received duloxetine in
3 to 6 month placebo-controlled trials for FM discontinued treatment due to an adverse reaction,
compared with 11.8% (63/535) for placebo. Common adverse reactions reported as a reason
for discontinuation and considered to be drug-related (as defined above) included nausea
(duloxetine 1.9%, placebo 0.7%), somnolence (duloxetine 1.5%, placebo 0.0%), and fatigue
(duloxetine 1.3%, placebo 0.2%).

Adverse Reactions Occurring at an Incidence of 5% or More and at least Twice Placebo
Among Duloxetine-Treated Patients in Placebo-Controlled Trials—Pooled Trials for all
Approved Indications—The most commonly observed adverse reactions in Cymbalta-treated
patients (incidence of at least 5% and at least twice the incidence in placebo patients) were nausea,
dry mouth, constipation, somnolence, hyperhidrosis, and decreased appetite.

In addition to the adverse reactions listed above, DPNP trials also included dizziness and
asthenia.

Adverse Reactions Occurring at an Incidence of 5% or More Among Duloxetine- Treated
Patients in Placebo-Controlled Trials—The incidence of treatment-emergent adverse reactions
in placebo-controlled trials (N=4843 Cymbalta; N=3048 placebo) for approved indications that
occurred in 5% or more of patients treated with duloxetine and with an incidence greater than
placebo were: nausea, headache, dry mouth, fatigue (includes asthenia), insomnia* (includes
middle insomnia, early morning awakening, and initial insomnia), dizziness, somnolence*®
(includes hypersomnia and sedation), constipation®, diarrhea, decreased appetite™ (includes
anorexia), and hyperhidrosis. *Events for which there was a significant dose-dependent
relationship in fixed-dose studies, excluding three MDD studies which did not have a placebo
lead-in period or dose titration.

Adverse Reactions Occurring at an Incidence of 2% or More Among Duloxetine- Treated
Patients in Placebo-Controlled Trials—Pooled MDD and GAD Trials—Table 3 in full PI gives
the incidence of treatment-emergent adverse reactions in MDD and GAD placebo-controlled trials
(N=2995 Cymbalta; N=1955 placebo) for approved indications that occurred in 2% or more of
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patients treated with duloxetine and with an incidence greater than placebo were: Cardiac
Disorders—palpitations; Eye Disorders—vision blurred; Gastrointestinal Disorders—nausea,
dry mouth, diarrhea, constipation®, abdominal pain (includes abdominal pain upper, abdominal
pain lower, abdominal tenderness, abdominal discomfort, and gastrointestinal pain), vomiting;
General Disorders and Administration Site Conditions—fatigue (includes asthenia);
Investigations—weight decreased™; Metabolism and Nutrition Disorders—decreased appetite
(includes anorexia); Nervous System Disorders—dizziness, somnolence (includes hypersomnia
and sedation), tremor; Psychiatric Disorders—insomnia (includes middle insomnia, early
morning awakening, and initial insomnia), agitation (includes feeling jittery, nervousness,
restlessness, tension, and psychomotor agitation), anxiety, decreased libido (includes loss of
libido), orgasm abnormal (includes anorgasmia), abnormal dreams (includes nightmare);
Reproductive System and Breast Disorders—erectile dysfunction, ejaculation delayed, ejaculation
disorder (includes ejaculation failure and ejaculation dysfunction); Respiratory, Thoracic. and
Mediastinal Disorders—yawning; Skin and Subcutaneous Tissue Disorders—hyperhidrosis;
Vascular Disorders—hot flush. *Events for which there was a significant dose-dependent
relationship in fixed-dose studies, excluding three MDD studies which did not have a placebo
lead-in period or dose titration.

Diabetic Peripheral Neuropathic Pain—Treatment-emergent adverse events that occurred in
2% or more of patients treated with Cymbalta in the premarketing acute phase of DPNP placebo-
controlled trials (N=115 Cymbalta 20 mg once daily; N=228 Cymbalta 60 mg once daily; N=225
Cymbalta 60 mg twice daily; N=223 placebo) with an incidence greater than placebo
were: Gastrointestinal Disorders—nausea, constipation, diarrhea, dry mouth, vomiting, dyspepsia,
loose stools; General Disorders and Administration Site Conditions—fatigue, asthenia, pyrexia;
Infections _and Infestations—nasopharyngitis; Metabolism and Nutrition Disorders—
decreased appetite, anorexia; Musculoskeletal and Connective Tissue Disorders—muscle
cramp, myalgia; Nervous System Disorders—somnolence, headache, dizziness, tremor; Psychiatric
Disorders—insomnia; Renal and Urinary Disorders—pollakiuria; Reproductive System and
Breast Disorders—erectile dysfunction; Respiratory. Thoracic and Mediastinal Disorders—
cough, pharyngolaryngeal pain; Skin and Subcutaneous Tissue Disorders—hyperhidrosis.

Fibromyalgia—Treatment-emergent adverse events that occurred in 2% or more of patients
treated with Cymbalta in the premarketing acute phase of FM placebo-controlled trials (N=876
Cymbalta; N=535 placebo) and with an incidence greater than placebo were: Cardiac Disorders—
palpitations; Eye Disorders—uvision blurred; Gastrointestinal Disorders—nausea, dry mouth,
constipation, diarrhea, dyspepsia; General Disorders and Administration Site Conditions—
fatigue (includes asthenia); Immune System Disorders—seasonal allergy; Infections and
Infestations—upper respiratory tract infection, urinary tract infection, influenza, gastroenteritis
viral; Investigations—weight increased; Metabolism and Nutrition Disorders—decreased appetite
(includes anorexia); Musculoskeletal and Connective Tissue Disorders—musculoskeletal pain,
muscle spasm; Nervous System Disorders—headache, dizziness, somnolence (includes
hypersomnia and sedation), tremor, paraesthesia, migraine, dysgeusia; Psychiatric Disorders—
insomnia (includes middle insomnia, early morning awakening, and initial insomnia), agitation
(includes feeling jittery, nervousness, restlessness, tension, and psychomotor agitation), sleep
disorder, abnormal dreams (includes nightmare), orgasm abnormal (includes anorgasmia),
libido decreased (includes loss of libido); Reproductive System and Breast Disorders—ejaculation
disorder (includes ejaculation failure and ejaculation dysfunction), penis disorder; Respiratory
Thoracic, and Mediastinal Disorders—cough, pharyngolaryngeal pain; Skin and Subcutaneous
Tissue Disorders—hyperhidrosis, rash, pruritus; Vascular Disorders—hot flush.

Effects on Male and Female Sexual Function—Changes in sexual desire, sexual performance
and sexual satisfaction often occur as manifestations of psychiatric disorders or diabetes, but
they may also be a consequence of pharmacologic treatment. Because adverse sexual reactions
are presumed to be voluntarily underreported, the Arizona Sexual Experience Scale (ASEX), a
validated measure designed to identify sexual side effects, was used prospectively in 4 MDD
placebo-controlled trials. In these trials, patients treated with Cymbalta experienced significantly
more sexual dysfunction, as measured by the total score on the ASEX, than did patients treated
with placebo. Gender analysis showed that this difference occurred only in males. Males treated
with Cymbalta experienced more difficulty with ability to reach orgasm (ASEX Item 4) than
males treated with placebo. Females did not experience more sexual dysfunction on Cymbalta
than on placebo as measured by ASEX total score. Physicians should routinely inquire about
possible sexual side effects. See Table 6 in full PI for specific ASEX results.

Vital Sign Changes—In clinical trials across indications, relative to placebo, duloxetine
treatment was associated with mean increases of up to 2.1 mm Hg in systolic blood pressure
and up to 2.3 mm Hg in diastolic blood pressure. There was no significant difference in the
frequency of sustained (3 consecutive visits) elevated blood pressure [see Warnings and
Precautions]. Duloxetine treatment, for up to 26-weeks in placebo-controlled trials typically
caused a small increase in heart rate compared to placebo of up to 3-4 beats per minute.

Weight Changes—In placebo-controlled clinical trials, MDD and GAD patients treated with
Cymbalta for up to 10 weeks experienced a mean weight loss of approximately 0.5 kg, compared
with a mean weight gain of approximately 0.2 kg in placebo-treated patients. In DPN placebo-
controlled clinical trials, patients treated with Cymbalta for up to 13-weeks experienced a mean
weight loss of approximately 1.1 kg, compared with a mean weight gain of approximately 0.2 kg
in placebo-treated patients. In fibromyalgia studies, patients treated with Cymbalta for up to
26 weeks experienced a mean weight loss of approximately 0.4 kg compared with a mean
weight gain of approximately 0.3 kg in placebo-treated patients. In one long-term fibromyalgia
60-week uncontrolled study, duloxetine patients had a mean weight increase of 0.7 kg.

Lahboratory Changes—Cymbalta treatment in placebo-controlled clinical trials, was associated
with small mean increases from baseline to endpoint in ALT, AST, CPK, and alkaline phosphatase;
infrequent, modest, transient, abnormal values were observed for these analytes in Cymbalta-
treated patients when compared with placebo-treated patients [see Warnings and Precautions].

Electrocardiogram Changes—Electrocardiograms were obtained from duloxetine-treated
patients and placebo-treated patients in clinical trials lasting up to 13-weeks. No clinically significant
differences were observed for QTc, QT, PR, and QRS intervals between duloxetine-treated and
placebo-treated patients. There were no differences in clinically meaningful QTcF elevations
between duloxetine and placebo. In a positive-controlled study in healthy volunteers using
duloxetine up to 200 mg twice daily, no prolongation of the corrected QT interval was observed.
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Other Adverse Reactions Observed During the Premarketing and Postmarketing Clinical
Trial Evaluation of Duloxetine—Following is a list of treatment-emergent adverse reactions
reported by patients treated with duloxetine in clinical trials. In clinical trials of all indications,
27,229 patients were treated with duloxetine. Of these, 29% (7,886) took duloxetine for at least
6 months, and 13.3% (3,614) for at least one year. The following listing is not intended to
include reactions (1) already listed in previous tables or elsewhere in labeling, (2) for which a
drug cause was remote, (3) which were so general as to be uninformative, (4) which were not
considered to have significant clinical implications, or (5) which occurred at a rate equal to or
less than placebo.

Reactions are categorized by body system according to the following definitions: frequent
adverse reactions are those occurring in at least 1/100 patients; infrequent adverse reactions
are those occurring in 1/100 to 1/1000 patients; rare reactions are those occurring in fewer
than 1/1000 patients. Cardiac Disorders—Frequent: palpitations; Infrequent: myocardial infarc-
tion and tachycardia; Ear and Labyrinth Disorders—Frequent: vertigo; Infrequent: ear pain and
tinnitus; Endocrine Disorders—Infrequent: hypothyroidism; Eye Disorders—Frequent: vision
blurred; Infrequent: diplopia and visual disturbance; Gastrointestinal Disorders—Frequent: flatu-
lence; Infrequent: eructation, gastritis, halitosis, and stomatitis; Rare: gastric ulcer, hema-
tochezia, and melena; General Disorders and Administration Site Conditions—Frequent:
chills/rigors; Infrequent: feeling abnormal, feeling hot and/or cold, malaise, and thirst; Rare:
gait disturbance; Infections and Infestations—Infrequent: gastroenteritis and laryngitis;
Investigations—Frequent: weight increased; /nfrequent: blood cholesterol increased;
Metabolism and Nutrition Disorders—Infrequent: dehydration and hyperlipidemia; Rare:
dyslipidemia; Musculoskeletal and Connective Tissue Disorders—Frequent: musculoskeletal
pain; Infrequent: muscle tightness and muscle twitching; Nervous System Disorders—
Frequent: dysgeusia, lethargy, and parasthesiashypoesthesia; Infrequent: disturbance in attention,
dyskinesia, myoclonus, and poor quality sleep; Rare: dysarthria; Psychiatric Disorders—
Frequent: abnormal dreams and sleep disorder; Infrequent: apathy, bruxism, disorientation/
confusional state, irritability, mood swings, and suicide attempt; Rare: completed suicide; Renal
and Urinary Disorders—Infrequent: dysuria, micturition urgency, nocturia, polyuria, and urine
odor abnormal.; Reproductive System and Breast Disorders—Frequent: anorgasmia/orgasm
abnormal; Infrequent: menopausal symptoms, and sexual dysfunction; Respiratory, Thoracic
and Mediastinal Disorders—Frequent: yawning; Infrequent: throat tightness; Skin and
Subcutaneous Tissue Disorders—Infrequent: cold sweat, dermatitis contact, erythema,
increased tendency to bruise, night sweats, and photosensitivity reaction; Rare: ecchymosis;
Vascular Disorders—Frequent: hot flush; Infrequent: flushing, orthostatic hypotension, and
peripheral coldness.

Postmarketing Spontaneous Reporis—The following adverse reactions have been identified
during postapproval use of Cymbalta. Because these reactions are reported voluntarily from a
population of uncertain size, it is not always possible to reliably estimate their frequency or
establish a causal relationship to drug exposure.

Adverse reactions reported since market introduction that were temporally related to duloxetine
therapy and not mentioned elsewhere in labeling include: anaphylactic reaction, aggression and
anger (particularly early in treatment or after treatment discontinuation), angioneurotic edema,
erythema multiforme, extrapyramidal disorder, glaucoma, gynecological bleeding, hallucinations,
hyperglycemia, hypersensitivity, hypertensive crisis, muscle spasm, rash, supraventricular
arrhythmia, tinnitus (upon treatment discontinuation), trismus, and urticaria.

Serious skin reactions including Stevens-Johnson Syndrome that have required drug
discontinuation and/or hospitalization have been reported with duloxetine.

DRUG INTERACTIONS: Both CYP1A2 and CYP2D6 are responsible for duloxetine metabolism.

Inhibitors of CYP1A2—When duloxetine 60 mg was co-administered with fluvoxamine 100 mg,
a potent CYP1A2 inhibitor, to male subjects (n=14) duloxetine AUC was increased approximately
6-fold, the Cra Was increased about 2.5-fold, and duloxetine t1/2 was increased approximately
3-fold. Other drugs that inhibit CYP1A2 metabolism include cimetidine and quinolone antimicrobials
such as ciprofloxacin and enoxacin [see Warnings and Precautions].

Inhibitors of CYP2D6—Concomitant use of duloxetine (40 mg once daily) with paroxetine
(20 mg once daily) increased the concentration of duloxetine AUC by about 60%, and greater
degrees of inhibition are expected with higher doses of paroxetine. Similar effects would be
expected with other potent CYP2DG inhibitors (e.g., fluoxetine, quinidine) [see Warnings and
Precautions].

Dual Inhibition of CYP1A2 and CYP2D6—Concomitant administration of duloxetine 40 mg
twice daily with fluvoxamine 100 mg, a potent CYP1A2 inhibitor, to CYP2D6 poor metabolizer
subjects (n=14) resulted in a 6-fold increase in duloxetine AUC and Crax.

Drugs that Interfere with Hemostasis (e.g., NSAIDs, Aspirin, and Warfarin)—Serotonin
release by platelets plays an important role in hemostasis. Epidemiological studies of the case-
control and cohort design that have demonstrated an association between use of psychotropic
drugs that interfere with serotonin reuptake and the occurrence of upper gastrointestinal bleeding
have also shown that concurrent use of an NSAID or aspirin may potentiate this risk of bleeding.
Altered anticoagulant effects, including increased bleeding, have been reported when SSRIs or
SNRIs are coadministered with warfarin. Patients receiving warfarin therapy should be carefully
monitored when duloxetine is initiated or discontinued [see Warnings and Precautions].

Lorazepam—Under steady-state conditions for duloxetine (60 mg Q 12 hours) and
lorazepam (2 mg Q 12 hours), the pharmacokinetics of duloxetine were not affected by
co-administration.

Temazepam—Under steady-state conditions for duloxetine (20 mg ghs) and temazepam
(30 mg ghs), the pharmacokinetics of duloxetine were not affected by co-administration.

Drugs that Affect Gastric Acidity—Cymbalta has an enteric coating that resists dissolution
until reaching a segment of the gastrointestinal tract where the pH exceeds 5.5. In extremely
acidic conditions, Cymbalta, unprotected by the enteric coating, may undergo hydrolysis to
form naphthol. Caution is advised in using Gymbalta in patients with conditions that may slow
gastric emptying (e.g., some diabetics). Drugs that raise the gastrointestinal pH may lead to an
earlier release of duloxetine. However, co-administration of Cymbalta with aluminum- and
magnesium-containing antacids (51 mEq) or Cymbalta with famotidine, had no significant
effect on the rate or extent of duloxetine absorption after administration of a 40 mg oral dose.
Itis unknown whether the concomitant administration of proton pump inhibitors affects duloxetine
absorption [see Warnings and Precautions].
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Drugs Metabolized by CYP1A2—In vitro drug interaction studies demonstrate that duloxetine
does not induce CYP1A2 activity. Therefore, an increase in the metabolism of CYP1A2 substrates
(e.g., theophylline, caffeine) resulting from induction is not anticipated, although clinical studies
of induction have not been performed. Duloxetine is an inhibitor of the CYP1A2 isoform in
in vitro studies, and in two clinical studies the average (90% confidence interval) increase
in theophylline AUC was 7% (1%-15%) and 20% (13%-27%) when co-administered with
duloxetine (60 mg twice daily).

Drugs Metabolized by CYP2D6—Duloxetine is a moderate inhibitor of CYP2D6. When
duloxetine was administered (at a dose of 60 mg twice daily) in conjunction with a single 50-mg
dose of desipramine, a CYP2D6 substrate, the AUC of desipramine increased 3-fold [see
Warnings and Precautions].

Drugs Metabolized by CYP2C9—Duloxetine does not inhibit the in vitro enzyme activity of
CYP2C9. Inhibition of the metabolism of CYP2C9 substrates is therefore not anticipated,
although clinical studies have not been performed.

Drugs Metabolized by CYP3A—Results of in vitro studies demonstrate that duloxetine does
not inhibit or induce CYP3A activity. Therefore, an increase or decrease in the metabolism of
CYP3A substrates (e.g., oral contraceptives and other steroidal agents) resulting from induction
or inhibition is not anticipated, although clinical studies have not been performed.

Drugs Metabolized by CYP2G19—Results of in vitro studies demonstrate that duloxetine
does not inhibit CYP2G19 activity at therapeutic concentrations. Inhibition of the metabolism of
CYP2C19 substrates is therefore not anticipated, although clinical studies have not been performed.

Monoamine Oxidase Inhibitors—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 Cymbalta. In addition, at least 5 days should be allowed after stopping Cymbalta
before starting an MAOQI [see Contraindications and Warnings and Precautions].

Serotonergic Drugs—Based on the mechanism of action of SNRIs and SSRIs, including
Cymbalta, and the potential for serotonin syndrome, caution is advised when Cymbalta 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 MAOI), lithium, tramadol,
or St. John's Wort. The concomitant use of Cymbalta with other SSRIs, SNRIs or tryptophan
is not recommended [see Warnings and Precautions].

Triptans—There have been rare postmarketing reports of serotonin syndrome with use of
an SSRI and a triptan. If concomitant treatment of Cymbalta with a triptan is clinically warranted,
careful observation of the patient is advised, particularly during treatment initiation and dose
increases [see Warnings and Precautions.

Alcohol—When Cymbalta and ethanol were administered several hours apart so that peak
concentrations of each would coincide, Cymbalta did not increase the impairment of mental
and motor skills caused by alcohol.

In the Cymbalta clinical trials database, three Cymbalta-treated patients had liver injury as
manifested by ALT and total bilirubin elevations, with evidence of obstruction. Substantial
intercurrent ethanol use was present in each of these cases, and this may have contributed to
the abnormalities seen [see Warnings and Precautions].

CNS Drugs—[see Warnings and Precautions].

Drugs Highly Bound to Plasma Protein—Because duloxetine is highly bound to plasma
protein, administration of Cymbalta to a patient taking another drug that is highly protein
bound may cause increased free concentrations of the other drug, potentially resulting in
adverse reactions.

USE IN SPECIFIC POPULATIONS: Pregnancy—Teratogenic Effects, Pregnancy Category C—
In animal reproduction studies, duloxetine has been shown to have adverse effects on embryo/
fetal and postnatal development.

When duloxetine was administered orally to pregnant rats and rabbits during the period of
organogenesis, there was no evidence of teratogenicity at doses up to 45 mg/kg/day (7 times
the maximum recommended human dose [MRHD, 60 mg/day] and 4 times the human dose of
120 mg/day ona mg/m? basis, in rat; 15 times the MRHD and 7 times the human dose of 120 mg/day
on a mg/m? basis in rabbit). However, fetal weights were decreased at this dose, with a
no-effect dose of 10 mg/kg/day (2 times the MRHD and =1 times the human dose of
120 mg/day on a mg/m? basis in rat; 3 times the MRHD and 2 times the human dose of 120 mg/day
on a mg/m? basis in rabbits).

When duloxeting was administered orally to pregnant rats throughout gestation and lactation,
the survival of pups to 1 day postpartum and pup body weights at birth and during the
lactation period were decreased at a dose of 30 mg/kg/day (5 times the MRHD and 2 times
the human dose of 120 mg/day on a mg/m? basis); the no-effect dose was 10 mg/kg/day.
Furthermore, behaviors consistent with increased reactivity, such as increased startle response
to noise and decreased habituation of locomotor activity, were observed in pups following
maternal exposure to 30 mg/kg/day. Post-weaning growth and reproductive performance of
the progeny were not affected adversely by maternal duloxetine treatment.

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

Nonteratogenic Effects—Neonates exposed to SSRIs or serotonin and norepinephrine reuptake
inhibitors (SNRIs), 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].

When treating pregnant women with Cymbalta during the third trimester, the physician
should carefully consider the potential risks and benefits of treatment. The physician may
consider tapering Cymbalta in the third trimester.

Labor and Delivery—The effect of duloxetine on labor and delivery in humans is unknown.
Duloxetine should be used during labor and delivery only if the potential benefit justifies the
potential risk to the fetus.
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Nursing Mothers—Duloxetine is excreted into the milk of lactating women. The estimated
daily infant dose on a mg/kg basis is approximately 0.14% of the maternal dose. Because the
safety of duloxetine in infants is not known, nursing while on Cymbalta is not recommended.
However, if the physician determines that the benefit of duloxetine therapy for the mother
outweighs any potential risk to the infant, no dosage adjustment is required as lactation did
not influence duloxetine pharmacokinetics.

Pediatric Use—Safety and effectiveness in the pediatric population have not been established
[see Boxed Warning and Warnings and Precautions]. Anyone considering the use of Cymbalta
ina child or adolescent must balance the potential risks with the clinical need.

Geriatric Use—Of the 2,418 patients in premarketing clinical studies of Cymbalta for MDD,
5.9% (143) were 65 years of age or over. Of the 1,074 patients in the DPNP premarketing studies,
33% (357) were 65 years of age or over. Of the 1,761 patients in FM premarketing
studies, 7.9% (140) were 65 years of age or over. Premarketing clinical studies of GAD did not
include sufficient numbers of subjects age 65 or over to determine whether they respond
differently from younger subjects. In the MDD and DPNP studies, no overall differences in safety
or effectiveness were observed between these subjects and younger subjects, and other reported
clinical experience has not identified differences in responses between the elderly and younger
patients, but greater sensitivity of some older individuals cannot be ruled out. SSRIs
and SNRIs, including Cymbalta have been associated with cases of clinically significant
hyponatremia in elderly patients, who may be at greater risk for this adverse event [see
Warnings and Precautions].

Gender—The half-life of duloxetine is similar in men and women. Dosage adjustment based
on gender is not necessary.

Smoking Status—Duloxetine bioavailability (AUC) appears to be reduced by about one-third
in smokers. Dosage modifications are not recommended for smokers.

Race—No specific pharmacokinetic study was conducted to investigate the effects of race.

Hepatic Insufficiency—/see Warnings and Precautions].

Severe Renal Impairment—/see Warnings and Precautions].

DRUG ABUSE AND DEPENDENCE: Abuse—In animal studies, duloxetine did not demonstrate
barbiturate-like (depressant) abuse potential. While Cymbalta has not been systematically studied
in humans for its potential for abuse, there was no indication of drug-seeking behavior in the
clinical trials. However, it is not possible to predict on the basis of premarketing experience
the extent to which a CNS active drug will be misused, diverted, and/or abused once marketed.
Consequently, physicians should carefully evaluate patients for a history of drug abuse and
follow such patients closely, observing them for signs of misuse or abuse of Cymbalta (e.g.,
development of tolerance, incrementation of dose, drug-seeking behavior).

Dependence—In drug dependence studies, duloxetine did not demonstrate dependence
producing potential in rats.

OVERDOSAGE: Signs and Symptoms—In postmarketing experience, fatal outcomes have
been reported for acute overdoses, primarily with mixed overdoses, but also with duloxetine
only, at doses as low as 1000 mg. Signs and symptoms of overdose (duloxetine alone or with
mixed drugs) included somnolence, coma, Serotonin syndrome, seizures, syncope, tachycardia,
hypotension, hypertension, and vomiting.

Management of Overdose—There is no specific antidote to Cymbalta, but if serotonin
syndrome ensues, specific treatment (such as with cyproheptadine and/or temperature
control) may be considered. In case of acute overdose, treatment should consist of those general
measures employed in the management of overdose with any drug.

NONCLINICAL TOXICOLOGY: Carcinogenesis, Mutagenesis, and Impairment of Fertility—
(Carcinogenesis—Duloxetine was administered in the diet to mice and rats for 2 years.

In female mice receiving duloxetine at 140 mg/kg/day (11 times the maximum recommended
human dose [MRHD, 60 mg/day] and 6 times the human dose of 120 mg/day on a mg/m?
basis), there was an increased incidence of hepatocellular adenomas and carcinomas. The
no-effect dose was 50 mg/kg/day (4 times the MRHD and 2 times the human dose of 120 mg/day
on a mg/m? basis). Tumor incidence was not increased in male mice receiving duloxetine at
doses up to 100 mg/kg/day (8 times the MRHD and 4 times the human dose of 120 mg/day
on a mg/m? hasis).

In rats, dietary doses of duloxetine up to 27 mg/kg/day in females (4 times the MRHD and
2 times the human dose of 120 mg/day on a mg/m? basis) and up to 36 mg/kg/day in males
(6 times the MRHD and 3 times the human dose of 120 mg/day on a mg/m? basis) did not
increase the incidence of tumors.

Mutagenesis—Duloxetine was not mutagenic in the in vitro bacterial reverse mutation assay
(Ames test) and was not clastogenic in an in vivo chromosomal aberration test in mouse bone
marrow cells. Additionally, duloxetine was not genotoxic in an in vitro mammalian forward gene
mutation assay in mouse lymphoma cells or in an in vitro unscheduled DNA synthesis (UDS)
assay in primary rat hepatocytes, and did not induce sister chromatid exchange in Chinese
hamster bone marrow in vivo.

Impairment of Fertility—Duloxetine administered orally to either male or female rats prior to
and throughout mating at doses up to 45 mg/kg/day (7 times the maximum recommended
human dose of 60 mg/day and 4 times the human dose of 120 mg/day on a mg/m? basis) did
not alter mating or fertility.

PATIENT COUNSELING INFORMATION: See FDA-approved Medication Guide and Patient
Counseling Information section of full Pl.

Literature revised August, 11, 2008
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Gontrol acute agitation with

GEODON

for Injection (ziprasidone mesylate)

In schizophrenia. . .

Rapid control* with low EPS'

e Low incidence of movement disorders'*

—————y

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

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

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

GEODON

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

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

of the agitation.

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

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

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

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

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

Please see brief summary of prescribing information on adjacent page.



BRIEF SUMMARY. See package insert for full prescribing information.
Increased Mortality in Elderly Patients with Dementia-Related F i d i i with

informationand i inthe Patient b with patients. Laboratory Tests: Patients being considered
for GEODON treatment who are at risk ofsugmﬂcamelectro\yte disturbances should have baseline serum potassium and magnesium

alyplcal antipsychotic drugs areatan increased risk of death compared to placehn Analyses of placebo frials

led ariskof deathin the drug-treated patients of between1.6t0 1.7 times that seen
in placebo-treated patients. Uverlhe 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 (.9., heart failure, sudden death) or infectious (.g., pneumonia) in nature. GEODON (ziprasidone) is not
approved for the treatment of patients with Dementia-Related Psychosis.

INDICATIONS—GEODON C forthe treatment i te manic or mi d iated with
bipolar disorder with nrwnhoutpsynhotlnfeatures GEODON® (Z|pras|done mesylate] for Injection is mdu:aledfor acute agitation in
schizophrenic patients.

Lowserump and should be repleted before treatment. Patients who are started on diuretics during
GEODON therapy need penudlc monitoring of serum potassium and magnesium. Discontinue GEODON in patients who are found to have
persistent QT; measurements >500 msec (see WARNINGS). Drug Interactions: (1) GEODON should not be used with any drug that prolongs
the QT interval. (2) Given the primary CNS effects of GEODON, caution should be used when it is taken in combination with other centrally
acting drugs. (3) Because of its potential for inducing hypotension, GEODON may enhance the effects of certain antihypertensive agents.
(4) GEODON may antagonize the effects of levodopa and dopamine agonists. Effect of Other Drugs on GEODON: Carbamazepine, 200 mg
bid for 21 days, resulted in a decrease of approximately 35% in the AUC of GEODON. Ketaconazole, a potent inhibitor of CYP3A4, 400 mg
qd for 5 days, increased the AUC and Cyy, 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 affectGEODON pharmacokinetics. Population pharmacuklnetlc analysis

ofsch\zuphrenlc patientsin controlled clinical trials has not reveal clinicallysi jons with benztropine,

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

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

of fatal arrhythmias with QT prolongation by some other drugs, GEODON is contraindicated in patients with a known history of QT
ion (including jtal long QT synd with recent acute myocardial infarction, or with uncompensated heart failure (see
WAHNINGS) Pharmacokinetic/pharmacodynamic studies between GEODON and other drugs that prolong the QT interval have not been
performed. An additive effect of GEODON and other drugs that prolong the QT interval cannot be excluded. Therefore, GEODON should not
be given with dofetilide, sotalol, quinidine, other Class la and Il anti-arrhythmics, mesoridazine, thioridazine, chlorpromazine, droperidol,
pimozide, sparfloxacin, gatifloxacin, moxifloxacin, halofantrine, mefloquine, idine, arsenic trioxide, | hadylacetate, dolasetron
mesylate, probucol ortaerohmus GEODON is also contraindicated with drugs that have demonstrated ar prolongatlon as one of their
phar d have this effect described in the full prescribingnf ion oraboxed or bolded warning
(see WARNINGS ). GEODON is contraindicated in individual witha known h ivity to the product. WAHNINGS—Increased
Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with d
antipsychotic drugs are at an increased risk of death compared to placebo. GEODON (ziprasidone) is not approved for the treatment
of patients with dementia-related psychosis (see Boxed Warning). QT Prolongation and Risk of Sudden Death: GEODON use should
be avoided in combination with other drugs that are known to prolong the QT; interval. Additionally, clinicians should be alertto the
identification of other drugs that have been consistently observed to prolong the QT interval. Such drugs should not be prescribed with
GEODON. A study directly comparing the QT/QT-prolonging effect of GEODON with several other drugs effective in the treatment of
schizophrenia was conducted in patient volunteers. The mean increase in QT; from baseline for GEODON ranged from approximately
9to 14 msec greater than for four of the 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 hy approximately 10 msec at the highest recommended daily dose of 160 mg. In clinical frials the
electrocardiograms of 2/2988 (0.06%) GEODON patients and 1/440 (0.23%) placebo patients revealed QT intervals exceeding the
potentially clinically relevant threshold of 500 msec. Inthe GEODON patients, neither case suggested a role of GEODON. Some drugs
that prolong the QT/QT; interval have been associated with the occurrence of torsade de pointes and with sudden unexplained death.
The relationship of QT prolongation to torsade de pointes is clearest for larger increases (20 msec and greater) but it is possible that
smaller QT/QT; prolongations may also increase risk, or |ncrease itin susceptible individuals, such as those with hypokalemia,
hypomagnesemia, or genetic predisposition. Alth
atrecommended doses in premarketing studies, experience is too limited to rule outan increased risk. Astudy evaluating the QT/QT,
prolonging effect of intramuscular GEODON, wilh 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
halopendnl (7.5 mg then 10 mg) glven four hours apart. Note that a 30 mg dose of intramuscular GEODON is 50% higher than the
hange in T, from baseline was calculated for each drug using a sample-based correction
that removes| the effect of heart rate on the QT interval. The mean increase in QT, from baseline for GEODON was 4.6 msec following
the firstinj 112.8 dinjection. The mean increase in QT; from baseline for haloperidol was 6.0 msec
following the first injection and 14.7 msec following the second injection. In this study, no patient had a QT interval exceeding 500
msec. As with other antipsychotic drugs and placebo, sudden unexplained deaths have been reported in patients taking GEODON at
recommended doses. The premarketing experience for GEODON did not reveal an excess of mortality for GEODON compared to other
antipsychotic drugs or placebo, but the extent of exposure was limited, especially for the drugs used as active controls and placeho.
Nevertheless, GEODON’s larger prolongation of QT length compared to several other antipsychotic drugs raises the possibility that
the risk of sudden death may be greater for GEODON than for other available drugs for treating schizophrenia. This possibility needs
tobe consideredin decidingamong alternative drug products. Certain circumstances may increase the risk of the occurrence oftorsade
de pointes and/or sudden death in association with the use of drugs that prolong the QT; interval, including (1) bradycardia; (2)
hypokalemia or hypomagnesemia; (3) concomitant use of other drugs that prolong the QT; interval; and (4) presence of congenital
prolongation of the QT interval. GEODON should also be avoided in patients with congenital long QT syndrome and in patients with a
history of cardiac arrhythmias (see CONTRAINDICATIONS, and see Drug Interactions under PRECAUTIONS). It is recommended that
patients being considered for GEODON treatment who are at risk for significant electrolyte disturbances, hypokalemia in particular,
have baseline serum potassium and magnesium measurements. Hypokalemia (and/or hypomagnesemia) may increase the risk of
QT prolongation and arrhvlhmla Hypnkalemla may result from diuretic therapy, diarrhea, and other causes. Patients with low serum
Itis essential to periodically
monitor serum electrolytes in p: whom during GEODON treatment. Persistently prolonged QT,
intervals may also increase the risk offurther prnlungalmn gnd arrhythmla butitis not: clear'hm ECG

metabollsm of drugs cleared primarily by CYP1A2, CYP2C9, GYP2G19, CYP2D6, and CYP3A4, and little potential for drug interactions with
GEODON due o i GEODON 40 mg bid admini itantly with fithium 450 mg bid for 7 days did not affect the steady-
state level or renal clearance cf lithium. GEODON 20 mg bid did not affect the pharmacokinetics of concomitantly administered oral

.03mg)and (0.15mg). Consistent withinvitroresults, astudyin normal healthy volunteers
showed that GEODON did notalter the metabolism of dextromethorphan, a CYP2D6 model substrate, to its major metabolite, dextrorphan.
There was no statistically significant change in the urinary dextromethorphan/dextrorphan ratio. Carcinogenesis, Mutagenesis,
Impairment of Fertility: Lifetime carcinogenicity studies were conducted with GEODON in Long Evans rats and CD-1 mice. In male mice,
there was no increase in incidence of tumors relative to controls. In female mice there were dose-related increases in the incidences of
pituitary gland adenoma and carcinoma, and mammary gland adenocarcinoma at all doses tested. Increases in serum prolactin were
observed ina 1-month dietary study in female, but not male, mice. GEODON had no effect on serum prolactin in rats in a 5-week dietary
study atthe 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 . fyphimurium in 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 fertlity and early embryonic development studies at doses of 10to 160 mg/kg/day (0.5to
8 times the MRHD of 200 mg/day on a mg/m? basis). Fertility rate was reduced at 160 mg/kg/day (8 times the MRHD on a mg/m? basis).
There was no effect on fertility at 40 mg/kg/day (2 times the MRHD onamg/m? basis). The fertility of female rats was reduced. Pregnancy—
Pregnancy Category C: There are no adequate and well-controlled studies in pregnant women. GEODON should be used during pregnancy
only ifthe potential benefit justifies the potential risk to the fetus. Laborand Delivery: The effect of GEODON on labor and delivery in humans
is unknown. Nursing Mothers: Itis not known whether, and if so in what amount, GEODON or its metabolites are excreted in human milk.
Itis recommended that women receiving GEODON should not breast feed. Pediatric Use: The safety and effectiveness of GEODON in
pediatric patients have not been established. Geriatric Use: Of the approximately 4500 patients treated with GEODON in clinical studies,
2.4% (109) were 65 years of age or over. In general, there was noindication of any different tolerability for GEODON or of reduced clearance
of GEODON in the elderly compared to younger adults. Nevertheless, the presence of multiple factors that might increase the
pharmacodynamic response to GEODON, or cause poorer tolerance or orthostasis, should lead to consideration of a lower starting dose,
slowertitration, and careful monitoring during the nitial dosing period for some elderly patients. ADVERSE REACTIONS — Adverse Findings
Observed in Short-term, Placebo-Controlled Trials: The following findings are based on the short-term placebo-controlled premarketing
trials for schizophrenia (a pool of two 6-week, and two 4-week fixed-dose trials) and bipolar mania (a pool of two 3-week flexible-dose trials)
in which GEODON was administered in doses ranging from 10to 200 mg/day. Adverse Events Associated with Discontinuation:
Schizophrenia: Approximately 4.1% (29/702) of GEODON-treated patientsin short-term, placebo-controlled studi inued treatment
due to an adverse event, compared with about 2.2% (6/273) on placebo. The most common event associated with dropout was rash,
including 7 dropouts for rash among GEODON patients (1%) compared to no placebo patients (see PRECAUTIONS). Bipolar Mania:
Approximately 6.5% (18/279) of GEODON-treated patients in short-term, placebo-controlled studies discontinued treatment due to an
adverse event, compared with about 3.7% (5/136) on placebo. The most common events associated with dropout in the GEODON-treated
patient Kathisia, anxiety, depression, dizziness, dystonia, rashand vomiting, with 2 dropouts for each of these eventsamong GEODON
patients (1%) compared to one placebo patlent each for dystonia and rash (1%) and no placebo patients for the remaining adverse events.
Adverse Events at an Incidence>5% and at Least Twice the Rate of Placebo: The most commonly observed adverse events associated
with GEODON in schizophreniatrials were somnolence (14%) and respiratory tract infection (8%). The most commonly observed adverse
events associated with the use of GEODON in bipolar mania trials were somnolence (31%), extrapyramidal symptoms (31%), dizziness
(16%), akathisia (10%), abnormal vision (6%), asthenia (6%), and vomiting (5%). The following list enumerates the treatment-emergent
adverse events that occurred during acute therapy, including only those events that occurred in 2% of GEODON patients and at a greater
incidence than in placebo. Schizophrenia: Body as a Whole—asthenia, accidental injury, chest pain. Cardiovascular—tachycardia.
Di estive—nausea,consﬂpation,dyspepsia,diarrhea, drymouth, anorexia. Nervous—extrapyramidal symptoms, somnolence, akathisia,
dizziness. Respiratory—respiratory tract infection, rhinitis, cough increased. Skin and Appendages—rash, fungal dermatitis. Special
Senses— abnormal vision. Bipolar Mania: M—headache asthema accudemal injury. Cardiovascular—hypertension.
Digestive—nausea, diarrhea, dry mouth, vomiting, i I Musculoskeletal—myalgla Nervous—
somnolence, extrapyramidal symptoms, dizziness, akathisia, anxiety, hypesthesia, speech disorder. Respiratory—pharyngtis, dyspnea.
Skin and Appendages—fungal dermatitis. Special Senses—abnormal vision. Dase Dependency: An analysis for dose response in the
schizophrenia trials revealed an apparent relation of adverse event to dose for the following: asthenia, postural hypotension, anorexia, dry
mouth, Increased salivation, arlhmlgla an)ﬂety dizziness, dystonia, hypertonia, somnolence, tremor, rhinitis, rash, and abnormal vision.

effective in detecting such patients. Rather, GEODON sk din patients with i ignifi illness,
eg, QT prolongation, recent acute myocardlal infarction, uncompensated heart failure, or cardiac arrhythmia. GEODON should be
discontinued in patients who are found to have persistent (]TE measurements >500 msec. Neuroleptic Malignant Syndrome (NMS): A
potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in association with
administration of antipsychotic drugs. The management of NMS should include: (1) immediate discontinuation of antipsychotic drugs and
other drugs not essential to concurrent therapy; (2) intensive symptomatic treatment and medical monitoring; and (3) treatment of any
concomitant serious medical problems for which specific treatments are available. If a patient requires antipsychotic drug treatment after
recovery from NMS, the potential reintroduction of drug therapy should be carefully considered. The patient should be carefully monitored,
since recurrences of NMS have been reported. Tardive Dyskinesia (TD): A syndrome of potentially irreversible, involuntary, dyskinetic
movements may develop in patients ing treatment with antipsychotic drugs. Although the prevalence of TD 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 arelikely to develop TD. If signs and symptoms of TD appearin apatient on GEODON, drug discontinuation should
be considered. Hyperglycemia and Diabetes Mellitus: Hyperglycemia-related adverse events, sometimes serious, have been reported in
patients treated with atypical antipsychotics. There have been few reports of hyperglycemia or diabetes in patients treated with GEODON,
and it s 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 reatmentin about one- smh ofthese cases. The occurrence of rash wasdose related, although the
finding mightalso be explained by longer exp: its. Several patients with rash had si yfassociated
systemic illness, e.g., elevated WBCs. Most patients improved prcmptly upon treatmentwnh antihistamines or steroids and/or upon
discontinuationof GEODON andall patients were reported to recover rashforwhichanal

higher-dc

id reported EPS for GEODON patientsin the short-term, placebo-controlled schizophrenia
trlals was 14% vs 8% for p\aeebo 0b|ecvvely collected data from those trials on the Simpson-Angus Rating Scale and the Barnes Akathisia
Scale did not generally show a difference between GEODON and placebo. Vital Sign Changes: GEODON is associated with orthostatic
hypotension (see PRECAUTIONS). Weight Gain: In short-term schizophrenia trials, the proportions of patients meeting a weight gain
criterion of 7% of body weight were compared, revealing a statistically significantly greater incidence of weight gain for GEODON patients
(10%) vs placebo patients (4%). A median weight gain of 0.5 kg was observed in GEODON patients vs 0.0 kg in placebo patients. Weight
gain was reported as an adverse event in 0.4% of both GEODON and placebo patients. During long-term therapy with GEODON, a
categorization of patients at baseline on the basis of body mass index (BMI) showed the greatest mean weight gain and the highest incidence
of clinically significant weight gain (>7% of body weight) in patients with alow BMI (<23) compared to normal (23-27) or overweight (>27)
patients. There was amean weight gain of 1.4 kg for patients with a “low” baseline BMI, 0.0 kg for patients witha “normal” BMI, and a 1.3
kg mean weight loss for patients with a “high” BMI. ECG Changes: GEODON is associated with an increase in the QT; interval (see
WARNINGS). In schizophreniatrials, GEODON was associated with a mean increase in heart rate of 1.4 beats per minute comparedtoa 0.2
beats per minute decrease among placebo patients. Other Adverse Events Observed During the Premarketing Evaluation of GEODON:
Frequent adverse events are those occurring in at least 1/100 patients; infrequent adverse events are those occurring in 1/100to 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
1hmmbophlebms myocarditis, thrombophlebitis. Digestive System— Frequent: anorexia, vomiting; Infrequent: rectal hemorrhage,

phagia, tongue edema; Rare: gum hemorrhage, jaundice, fecal impaction, gamma glutamyl transpeptidase increased, hematemesis,

cannot be dentified, GEODON shouid be discontinued. Orthostatic Hypotension: GEODON may induce orthostatic h jon assouated
with dizziness, tachycardia, and, in some patients, syncope, especially during the initial dose-titration period, probably reflecting its o -
adrenergic antagonist propenies. 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 cautiously in patients with a history of seizures or with conditions that potentially lower the seizure threshold, e.g., Alzheimer's dementia.
Conditions that lower the seizure threshold may be more prevalentina population of 65 years or older. Dysphagia: Esophageal dysmotility
and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia is acommon cause of morbidity and mortality in
elderly patients, in particular those with advanced Alzheimer's dementia, and GEODON and other antipsychotic drugs should be used
cautiously in patients at risk for aspiration pneumonia. (See also Boxed WARNING, WARNINGS: Increased Mortality in Elderly Patients
wnh Demenlla Helaled PsychuS|s] Hyperprolactinemia: As with other drugs that antagonize dopamine D, receptors, GEODON elevates
that hird of human breast cancers are prolactin dependent

in vitro, afactor of potentlal importance ifthe prescription of these drugs iscontemplatedina patlentwnh prewouslydetected breast cancer.
Neitherclinical studies nor epidemiologic studies conducted to date have sho istration of this class
of drugs and tumorigenesis in humans; the available evidence is considered too limited to be conclusive at this time. Potential for Cognitive
and Motor Impairment: Somnolencewasacommonly reported adverse eventin 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 amotor vehicle (including automobiles) or operating
inery untiltheyare bly certain that GEODON therapy does notaffect them adversely. Priapism: One case of priapism

was reported in the premarketing database. Body Temperature Requlation: Although not reported with GEODON in premarketing trias,
disruption of the body’s ability to reduce core body temperature has been attributed to antipsychotic agents. Suicide: The possibility ofa
suicide attempt is inherent in psychotic illness and close supervision of high-risk patlents should accompany drug therapy. GEODON
prescriptions should be written for the smallest quantity of capsules istent with good patient to reddpe overdqee !’ISIJ(

ic jaundice, hepatms hepatomega\y leukoplakia of mouth, fatty liver deposn melena Endocnne—Hare hypothyroidism,
hyperthyroidism, thyroiditis. Hemic and Lymphatic System— anemia, i jtosis, leukopenia, eosinophilia,
lymphadenopathy; Rare:thrombocytopenia, hypochromic anemia, lymphocytosis, monocytosis, basophilia, Iymphedema polycythemia,
thrombocythemia. Metabolic and Nutritional Disorders — Infrequent: thirst, transaminase increased, peripheral edema, hyperglycemia,
creatine phosphokinase increased, alkaline phosphatase increased, hypercholesteremia, dehydration, lactic dehydrogenase increased,
albuminuria, hypokalemia; Rare: BUN increased, creatinine increased, hyperlipemia, hypocholesteremia, 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— Frequem agitation, extrapyramidal syndrome, tremor, dystonia, hypertonia,
dyskinesia, hostility, twitching, p fusion, vertigo, inesia, hyperkinesia, abnormal gait, oculogyric crisis, hypesthesia,
ataxia, amnesia, cogwheel ng\dlty delmum hypotonia, akmesm dysanhna wnhdrawal syndrome, buccoglossalsyndrome, choreoathetosis,
diplopia, incoordi paralysis; Rare: torticollis, circumoral paresthesia, opisthotonos,
reflexes increased, tnsmus esplratou System Frequent: dyspnea; ia, epistaxis; Rare: is, laryngismus.
Skin and Appendages— Infrequent: maculopapular rash, urticaria, alopecia, eczema, exfoliative dermatitis, contact dermatitis,
vesiculobullous rash. Special Senses —Frequent: fungal dermatitis; Infrequent: conjunctivitis, dry eyes, tinnitus, blepharitis, cataract,
photophobia; Rare:eye hemorrhage, visualfield 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 atleast twice that of the lowest intramuscular GEODON group.
BodyasaWhole—headache, i asthenia j back pain. Cardiovascular—postural
hypertension, bradycardia, vasodilation. Digestive e—nausea, rectal hemcrrhage diarrhea, vcmmng dyspepsia, anorexia, cunstlpaﬂon
tooth disorder, dry mouth. Nervous—dizziness, anxiety, insomnia, somnolence, akathisia, agitation, extrapyramidal syndrome, hypertonia,

Usein Patients with Concomitant lliness: Clinical with GEODON in patients wi

gwheel rigidity, paresthesia, personality disorder, psychosis, speech disorder. Respiratory—rhinitis. Skin and Appendages—

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

furunculosis, sweating. Urogenital—dysmenorrhea, priapism. DRUG ABUSE AND DEPENDENCE— Controlled Substance Class:
GEODON is not a controlled substance. OVERDOSAGE— In premarketing trials in over 5400 patients, accidental or intentional overdosage
of GEODON was d din 10 patients. All patients survived without sequelae. Inthe patient taking the irmedamount (3240
myg), the only symptoms reported were minimal sedation, slurring of speech, and transitory hypertension (BP 200/95).

References: 1. Daniel DG, Potkin SG, Reeves KR, Swift RH, Harrigan EP. Intramuscular (IM) ziprasidone 20 mg is effective in reducing acute agitation associated with psychosis: a double-blind, randomized trial. Psychopharmacology.
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When symptoms of

Major Depressive
Disorder persist
with treatment




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 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).

Please sce IMPORTANT SAFETY INFORMATION, including



Take the next step to
help provide needed relief

The first and only adjunctive therapy to antidepressants
for adults with Major Depressive Disorder (MDD)

B Significantly improved depressive symptom relief with adjunctive
ABILIFY over standard anddepressant therapy alone

SIGNIFICANT CHANGE IN MADRS TOTAL SCORE WITH ABILIFY + ADT (LOCF)* S}rmpmms measured h}f
MADRS Toral Score:

Apparent Sadness
Reported Sacness

l Lassitude

Inability to Feel
Concentration Difficulties
Pessimistic Thoughts
Reduced Appetite

Inner Tension

Reduced fa'ft‘t?n

Suicidal T :l'rrr;'f.fgfm'

End of Prospective Treatment Phase

-10

Mean Change in MADRS Total Score From

F . MADRS=Montpomery-Asberg, Depression
Significant improvemen AS EARLY AS WEEK 1 Rarimgg Seale
vs placebo + ADT through study endpoint (Week B) Adapeed from Marcus et al, f i
---------------------- Prychapluarmaced. 2O0R
Baseline 1 =2 3 4 5 =] *PAL0N s placeho
Waek LSRN0 L vy pluceha, MALDRS Towl Score i rated

from O-G0. ABILIFY dosing: $ mg/day starting dose,
15 mg/day maximum dose for parsenes recemving

12

M ABILIEY + ADT (n=185) @ Macebo « ADT {nal84)

fhscetome o gramsetioe CR, or 20 mpfday for all
other paticnis

Chan represens one of two regrirational toals of aduli with nonpsychotic MID who had an
inadequate reiponse to prior antidepressant therapy (1 1o 3 courses) in the cureeny episade and
an inadequare response to 8 weels of prospective trentment with a leading antidepresant therapy™!

B In asecond registrational trial, significant results were
demonstrated as early as Week 2 and continued through
study endpoint (Week 6)° as measured by mean change in
MADRS Toral Score

B Few discontinuations due to adverse reactions: ABILIFY + ADT
6% vs placebo + ADT 2%

B In Gweek deunc[ivu MDY trials, H1I1II1H:II1]}' observed adverse
reactions of ABILIFY + ADT vs }‘il.lﬂl:hu + ADT (5% M}ILIFY
incidence and ar least twice the rate of placebo) included ¢ o i
akathisia (25% vs 4%), restlessness (12% vs 2%), (;11'1}}1}}]‘;11{}1&)
fatigue (8% vs 4%), insomnia (8% vs 2%),
blurred vision (6% vs 1%), and co I.\ili}};ltil.'n'i (5% wvs 2%)

HELP ILLUMINATE THE PERSON WITHIN

2 mg, 5 myg Tablet

Boxed WARNINGS, and INDICATION on next page.




IMPORTANT SAFETY INFORMATION and INDICATION for ABILIFY " (aripiprazole)

INDICATION

W ABILIFY is indicared for use i an adjunciive therapy o
antideptessants for the acure meament of Major Depressive
[isarder in adults

IMPORTANT SAFETY INFORMATION

Increased Mormlity in Elderly Patents

with Diementia-Related p‘.’i_!."ﬁ['ln'illﬁ.

Elderly patients with dementia-relared psychosis treared with

antipsychotic drugs are at an increased risk (1.6 ta 1.7 times) of

[death compared 1o placebo (4.5% vs 2.6%, rspectively). Although

the causes of death were varied, most of the deaths appeared 0

be cardiovascular (eg, heart filure, sudden death) ar infectious

{eg, preumonia) in natuee. ABILIFY is not approved for the

wreatment 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 adulis in shore-rerm studies of Major Depressive Disorder

(MI3D) and ather psychiatric disorders. Anyone considering the

use of adjunctive ABILTFY or another antidepressant in a child,

adolescent, or young adult must balance this risk with the clinical
need, Short-term studies did nat show an increased risk of suicidality
in adults beyond age 24, Depression and certain other psychiatric
disorders are themselves associated with inereases in the risk of
suicide. Patients of all ages who are started an 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 dose observaton and
communication with the prescriber. ABILIFY is not approved for
use in pediatric patients with depression.

See Full Prescribing Information for complete Boxed WARNINGS

Contraindication — Known hypersensitivity reaction to ABILIFY.

Reactions have ranged from prariusfurtcania w anaphylasis,

B Cerchrovascular Adverse Events, Including Stroke — Increased
incidence of cerebrovascular adverse events (eg. stroke, ransient
schemic amack), inchuding faalities, have been reported in clinical
tials of elderly parients with dementia-related psvchosis treared
with ABLLIFY

B Neuroleptic Malignant Syndrome (NMS) — As with all
antipsychotic medicitions, a rare and potentially fital condition
known as NMS has been reported with ABILIFY, NMS cin cause
hyperpyrexia, muscle nigidiny, diapharesis, rachyeardia, feregular
pulse or blood pressure, ciediae dyschythmia, and altered mental
status, I signs and symproms appear, immediate discontinuation
i recommiencled

M Tardive Dyskinesia (TD) — The nisk of developing TD and the
potential for it o become irmeversible may increase as the durarion of
tretment and the wial cumulative dose increase. Prescribing should
be consistent with the need w minimize TD. If signs and symptoms
appear, discontinuarion should be considered since TTY may remir,
partially or completely

B Hyperglycemia and Diabetes Mellitus — Hyperglveemia, in some
cases associated with ketoacidosis, coma, or death, has been reported
in patients reared with atypical angpsychones including ABILIFY.
Patients with diabetes should be manitored for worsening of ghicase
control; thase with risk factors for diabetes should undergo baseline
and periodic fsting Mood glucose westing, Paients who develop

symproms of hyperglveemia shoukd also undergo Fstng blood
pluerse resting, There have been few reports of hyperglycemia
with ABILIFY
Orthostaric Hypotension — ABILIFY may be associared with
orthostatic hypotension and should be used with cuution in
paricnts with known cirdiovascular discase, cercbrovascular disease,
ar condirians which would predispase them ro hypotension.
Seizures/Convulsions — As with other antipsvehotie drags, ABILIFY
should be used with caution in parients with a history al seizires ar
with conditions that lower the seizure thieshold.

Potential for Cognitive and Motor Impairment — Like other
antipsychotics, ABILIFY may have the potentinl o impair judgment,
thinking, or motor skills. Patients should not drive or aperate
hazardous machinery until they are certain ABILIFY does noe affect
them udversely.

Body Temperature Regulation — Disruprion af the bodys abiliny wo
reduce core body wemperaure lus been auribured o antpsychotics,
Appropriate care is advised for patients who may exercise strenuously,
|‘||.‘ L'H|*|:|-\'.|.'4I [0 EXIneme |I|._'.|l. recene Condamarant |'l'||'|i||1.'.1rlllrl 'l.‘.'!ll'l
anticholinengic activity, or be subject 1o dehydration.

Suicide — The possibiliny of a suicide atempr is inherent in psychoric
illnesses, Bipolar Disorder, and Major Depressive Disorder, and close
supervision of high-risk patients should accompany drug therapy.
'rescriptions should be written for the smallest quantity consistent
with good patient management in order w reduce te risk of overdose,

Dysphagia - Esophageal dvsmaotility and aspiration have been
mssociated with antipsychotic drug wse, induding ABILIFY: use
cauton In patcnts at risk for .u‘pi:'aaiun preumonia.
Physicins should advise patients to avoid alcohol while wking
ABILIFY.
Strong CYT3A4 (e, kevoconazole) or CYP2ZDG (eg, fluoxetine)
inhibatars will increase ABILIFY drug concentrations; reduce ABILIFY
dose by one-half when wsed concomitantly, except when used as
adjunctive treavment with antidepressants in adules with Major
Dhepressive Disarder,
CYP3A4 inducers (eg, carbamzepine) will deerease ABILIFY drug
concenerations; double ABILIFY dose when wsed |.'|'|I1u'|‘ll1'|i.h1|‘|l|:|'.
Commaonly observed adverse reactions (25% incidence and ar
Jeast twice the rate n.1t|1n|.1n'|1-n for adjunctive ABILIFY vs adjuncrive
placebo, repectively):
B Adule paticnis (with Major Diepressive Disorder):

akathisia (25% vs 49%), restlesness (129 v 2%),

insomnia (8% vs 29%), constipation (5% vs 2%),

Il.lri!;m' (8% v 4%), and blurmed vision (6% v 1%)
Dystania is a class effecr of antipsychotic drugs. Symproms of dystonia
may occur in susceprible individuals during the first days of trearment
and at low doses.

References: 1, PR Flectrrni .Ilrltl.'.ar_p {n.al). Greesnswomd Ill.III.I.IFI.'_ 0
Iomeon Micromedex. htrpadfvww.thomsonhe.com. Accessed Ocrober 16,
2007, 2. Berman BM, Marcus RN, Swanink B, e al, The efficacy and sfety of
aripiprazode 44 adjunctive thetapy in major depressive disonder: o multicenter,
randomized, double-blind, placebo-comrolled soudy. J Clin Pryclsiasry,
200700884 1253, 3. Marcus RN, MoQuade R, Caon WH, et al

I'he efficicy and safety of aripiprazole as adjunctive therapy

in major depresive disorder: a second multcener,

I'ﬂllll‘lnlin'i'llu IIIHJt"Ir‘I'IiIILI. III'“ |.'I|||'|.|l|-||||‘?”|.11 '|rII||'¢.

| Cliw Peyehopdyremnacal, 2008:28:156-165,

Please see BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION,

mcluding Boxed WARNINGS, on adjacent pages.
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ABILIFY*® (aripiprazole) Tablets
iprazole} Drally Disinlegrating Tablels
Solution

uﬂzﬂ_unmu _ bk s :.:::l-ﬁq
i fenie uﬂdll‘ﬂ.ﬂ p“i“ B s 1.7 limes. Sal seen in
pnuumrnn—un 5wk canlralied traal, B eaie in drug- Irealed
paliends wirs aboul 45%, compazed bo 4 rale “!ﬂhh the cawses of deat
ﬂdﬂ_ﬂﬂhrﬁ::hwmﬁ-l suden death] or
wghﬂm
mmnmw-mimmmm n
children, mslrseonis, mel yousn adults i short:term shudies of Depressive ] et
pujchiniric darders. Anyann comidering the e of sdunciive o ey other in b child,

woramng, Suicidality, of unutual Changes in befuviod. Families 80 careqivers ihopld Be advised ol The héed fof
el Communicaon with the s it iporaved hof e i pealain patenls
ﬂm“m”ﬁm
NDICATIONS AND UBRGE AL FY

o Wags Draresavs Deadrden s, fure s e nrm:ﬁ:mm .

el areemirey of Diepareszsion ane Buicide sk - Fortery math Mgy Ciepressave Decrrer WO b it and e, ey e
werumng of T i of morwial dnrn o befar v o s g e bee wm
2y e by =y e e i v oo e ma o L
CrFin S [TCT ST and ew L L, o q e,
hmh;mlm-dem-nhmﬂmuﬂm
wary shenes ol regme [anpte- ey It oy S Sheed T e
UG PEITENT B ik of P [T I SR, MR, 162 W Vi D
Deerer (NOO! e o povoeaeme LT 0 P00 YA I TSR B T T O OSSR W PR

Tt e m mi ey st e g S e e rdnge Teer T pla

mnhmdmd-ﬂpr1mmm e Mhmﬂlﬂlm
et 124 12 oo v, v Dovormrees; cornpuned b placebey 75 8 |1 e canes, 65 6 irwee oo

P Bastaden v I ey OF g (ool il Thaey v e o Tl . St B b s 1! i b S iy comcinn

PRV PETTETY TR P e v T T o of ERDYTTST OO Oy Hmﬂm
m—w -whquuu-—uw
-m umwumm etk Fem ot ol uqun*nlu

ﬂu'l'uﬂl Hﬁn
m PO e m n okl li nﬂr [T oy
bﬂﬂﬂlﬂﬂ.h Eeyresnave Durrcder i el i ko e e i Afvgh i mral
ik betwesr, T e of unh wyrstorm ot e T worery of e eergeree of """II'.'-

mibistve Prre B crcem Baf wch oeehem ry e preorsT b ey skl
mmuwtmnmw O Cdyion) Gl Wi einigan

m:umw:nmwzm-mumﬂumum
d-hm-dﬁll.w M'"-.ll mhh.i . .':ltﬂlm
e, el
ENEIVITGN by SR A SRR T

mmumhnmmammu
Scrwerafg Pabents fof Bools “Amw:ﬂ

il mbatieled o conialed Yo B ety fti lﬁ
o i sl Trae e o Sty o mk Y Bt Dewries

b b i L T s T

Lo S ikl gt of Bk Dsurde 8 o el st
i yiderend gre ray rosee Fe Beltond of pracgpleon
qlhmﬁﬁmﬁuhm—mam-

WY P T ST O o ERTRER Rp N 1 SV SEV FOYE Hose B ST S Ve, BT M
o ey e ity ST TR Dervty It iow e Ther A 0 o s o et o O e CYROER
U T DT TN R IR O SR P ISR TR O WO AN T TR, O Rowia T
TRQOAIT i Ry RLOHTR T S0M I BT o T ROCTIY G Tty 1T ORI Si 0 unNTg e The dRc Tl
P OO faE L0 T OG- IR Su of T SRR 4 Wicown

e S rmcersiers, ML Y (rppras shoud be et w0 mae S n T ey 0 res e oourene O e
dhysicersia Throrr artymyrhose it T preesaly e e B gy whn S b a v e i |1 den T g
I Aol s i () 0 e pferrae arpaly efiercir. o prenialy R R e T IpperaR In
NS 0 TG PIEPVEY, T T N P TOTTE BOEOT O SN AT | WO N O
WO g APl SRS VRN VAT DE PEERMET [OROfC I R I o o TV Stk a0TeN P I
mmuﬂmmmumm T DI Py 0T PEETET T AELFY D T PENTOE

and Oioberkemy Melickr lmm:nin?uﬁhhmum“i
B3I e Aerwr . wmmmmmnmnu&i m:ﬂrwmlh

i mn fir B sy of doh mpors, Aswssmen of fe SUNTERG Driane gl EETRENONC 109 Y JUETW ATTTRRREY 1
reepieying by ) iy of i Ao fackgrn re oF 0wy Fie I (UL et Sohmprveras v B revesse nveon of
G et 1 9 (e [CoUIEn [en e crburven, B SEYTSRG DWee INDCE IFTETASCRT 8 S

FEEERS IV FVITEL O T COPITEN CPORFTDN] FOWRWET. ADTeMOir IR0 RNch 5 ot oo AILFTY I0em 4% ACPrise fom of
SRS RO RETETERC Bhrh iDL F et TS a T T KEDANCT FLded 1 Pl Rudet Damow
ALY with "0 Prte o T W Tt e ol Do, f i P aromn ¢ B [ ] ) Tl Feaied o, Frecat rn

T N O VT st TR T 0l LTS T e

Pty wilt g esstableded dmgrrnm o dintsrs mhon P T O AN EPARETACOLS, S b T sy by e
of g ek Pyl wsh i by b Sebrs meiitn . Stewty Ry ey 0 ol hn e ST st v ahpee
estr 1 e poggewere] i wrwmER e peerdioady (LrTY e Ay etent iy

A B R o, ST R The
eyents bran e e, plorste ctnilied i of S pabesty on ol L FY e 2 BET
e (Epee e ey syt mpeieman (14, 2L poied deoew 0% OTAL w
e i 4% 04% Thy mceierer of & SorteRrt TR CRER e pevvRrY pieren I ) SRR VTR 00 (PTIRAY
=T/ PG WENTTRRS Iy O POIE P R MR w0 O DNTORTTY BN T PR VR T SOOPIEIR AN AT maenghly
AR O [RCTND (SN ACYRTIOR, SECEN POGRTCR: 1 B OV FAGPLIN- DRI SR M, P
R i be e e Linon o piletl wh vowe Crlonsnds Seane drmﬂilﬁ'ﬂnrmmh
P ke o eckeSin dvarmates) cPetrwends tears o ondios e =L
e Suie T e A Tese
SeCun/Cobwineed - I 30, Soid-Can e TR MR T Gtued @ G VR (VHET) OF BT SieSs Teried e
O rodrarse A w0 NSO ITGL DT UOuE D O] CRJh i Lt W 4 of GRS o WO ndiory
EMTW#Mlmmﬁmhmmmhmmnlmﬂ
]
Prarmal ler Cogrative g Moy Imgermnt - lﬂﬂmﬂmﬂnﬁwm:wmmum
“‘V“ NPT OCEG-OrT, T WS, Wi MO I TOwY IrDOTUTR ACORE
PEANNOT 0T e 0 ﬁllmﬂﬂﬁr‘l“\ﬂ (P JSIB0N W I BaCrBnatce Ny
IH'I-’NMMNWI'MW RcOd-Corened P [etody De ety OO DCresond FOONA00 I Tant 1erS
AN T CRaCnC, ST ] D (uTOMed 0l (D MR IO rae, POLGNG auimolonl o T Y MGl (BTN
Bl Do wel AELFY et ot ot Det ity
By Sremueyirr Regpaiafion - (ewgom of s {Tary ) wouiey T Py v By feYRONTTITY T MR PTTLR] UT ITCRRATND NN
mmummmwummi!mmmumunm
G, SUEHTESY] FTRPLOUEY. TR T LN ML MRCRRT) TG ROCHIEN B BRCTNONE WIeT,
mmummmm
Emicide - The protally 1 4 secile iyt & mivend B, B Deswae af Mipe Deprepoee Teorss and e
mgervan o bigh e peter®: vt anerpany dy ey o ABLIY sttt bee wetien by e orlest ety mrvied
[=Fi e i (R i e B sk of s v s Seoriore]
1 b, JRCSiC-CORie TR0 & IR0 B A v Teitmend of Waor Depresc Daorder T nodences of kel Qaason
WS a0l 12ty wane [ NI o anperaie and 0% GTRE or plcsln
Trywphagia - Exprageal nyweotiey i Mpimaon feer o ESONONT ‘WA OPRECTON. (T . nong WERLIFY Bpprmon preers 8 1
TOTRON AR O SOOI PYPIT) A 0 IR N NP0 RON W M0AN0H ATETEr) ATl ATONETE NG (e
ISCTANOAT T3 WO B S GRSy I P I T O ST DTl [ PR NS PRCILANY IS v Seacond
Lt i Pt weily Concormitond B, - Crws ngerocre il SEFY o oo, ) ooviom: oreomtard st v kel
hmnmwmummmntumu-‘m i [ e J et ey of el

i v ekt beer? drarer e weh e g wes s o ey cincsd zries b Harng ' Pormures|
OVERSE REACTIONS: Ovitall Adverse Rastdoni Frofil - Thy 0N N oo W N e 0o O Te ey
e Bt B Wi and PR (e e Pt arh (e ik Rered Fiphamd. Dol of Decrnuin

W e i, MRt i e
“Dh;l-lﬂ Petial o Cogbes and MO il Body Bermeatae Repuliton Boode Dyapfapa Lse 0 Frbem e
Tlma‘mmmwnmm-mﬂmwimﬂmmmw Sl
BT, 47, PIGTAL B Deaet

Arpapramie bor; beem Pakaest by ety 0 DALY st e i iy e e il Tk Sorvopess, Bgoks: Denerer
kg Cpremer S ety of for Lot e Porreery s e ot e ! e P ety 19 et e ol
v b ol e L o of 150 e e e e o apor by e 1Y) iy e VLS ps e e ol
RN bt | e of e FleTL SR TR Y CSTIACIS ST WU EVET, CIPCTIONL WA RO 1 e
T W AR O U NP S P PR T I S O WOt ) P T 0 T B T el prRCEY
Dwnal P, Experern + Aedall Pabevsd Revavreng ABLFY o Triulmesf of Degresiore Ditonder: "e Wlivarg
Frga i Luvent ot w a1 fond plaueby (] i of caerh et huhﬁ.rmmum:
i of ) g b Xy e P b ot rieregand Teegy

Artre RECHNT ATOcun! i) Jcortrugion of Pamwet [ Aodeion o SESTBnTaon s T v Michons wad % 1Y iuncte
Wi Tl LTI W N B (e ST e =

(o [IFE iR T e gt B e o o ST ST B et
meﬂﬂrmdhumwwm’-mhhmmmm
TR, CPOCF e e e vace

Lisz S Adverse fn furs e e T T )

Lty r i of i adere o 5% rounded B Be el peruel.
A e od Sy and 2 e poders wih i

T, P R ‘Teritenl vl e i ﬁ_ﬂﬂh_ﬂlﬂl‘h i o b e el ks, e « K0T mad? placds » A1 e iepechuly wree shalfin i

el i By e ok Y Mmmﬂﬂlwmh}m: by 3 of e M N (W% A% o (S TR weemoieerr @5 0% appe repenbry St whecem @ 00 ot

Spmr Drade o Seprmsrn i (% 1% Bomn T cormbuion 8% MU ptnga f% N Sees 6 IS wbion % TR momend

1 St b noted IR ASILIY 1 7 00V 1 o 1 TRAEAY) gt i D (RO DODUTRON, gpetrr (ML M v (e M, dekrieer = pten (W UL el ey O 1 mysge (O 1NG. o
Malgont Sy (WM} - & ooty 2l myrper e 11 2 N Mo eI A %, (R A7. Savpremrs ey

M) rary mrre wer Ao o gyt arpprare e e of AR, serurmed oy e et 0 Doti-Relaled Advrsa

o wrianie el satters: Sircs randestioes ol
esiatalty Ero pu O METY SR, ORI, Saphoms,
pPCRTATEY LTS TSI ) B T ke
T agnocc sakador of jeents wdh e [ndons o TG ey 2l 0 T o el e whire Tor ol
ot ar e S b Mo o e prated. Spiterm obachony and Ledes'ed of nadeguaiely Faated. g
g eI v Te aPeeni Sugrus vk e aiiToirergn Tandy el i e
Toe Pearmgmrmert of WA oS ke ) TR SSCOTERVITON o IPEEYCROR JF0N M) T (70 T ESOTR I CONCUTeN DY,
71 FEnahd Tyt PRITST 300 MWL MOMYYG N0 B SERTWT OF I Q0RCOMANT BOACol Melicl Dty 1Y i sece
TRITSTS R va0n Tt i 10 Rty BTt OO i SarTReTO0CE TeITeT e Y SPOTORCY] NG T ) etes
RGP WEDEAO (F) TEIIT Y eowny ot ‘i DS PTR0UCI0n o UG TR R0UR] B iy il T
mmumﬁmmmﬂw MM\“
m‘.-ﬂnp'!rpiﬂ hﬁ-mnawqumﬂm“ nmum
prrions estaim b et o B norphon of aedpeivtc et whih [atents WY el © dnetp e oo
e g e e = e e i o el Ay § e

The reh of DreiioeG trdve Oviareid I T Hubihod Bl € wil Decomw immvirnbie e Delrend I Ocriaee i e i of et

(et CoBC 22 T TRk TS et CoMe] O° T i gt 3 B PR P e Rihea e i

W T Aniaany of Mreoe™ g (1 eikinsal: T T i mmnmmmﬂ
o P el laTand N vl 3 Ofwwon Dt MNChl FOOTION 00 Munche pcE , St
a0, 0 nd wrperacdie DI plicata (0 Crangid v Be dsassment of rvaiordry Wousmend aabis e Gmiar 1 P adrches
B s T g e g o f v

] AL 4 adimpllie

mﬂu#lﬂdm:mwmm#hmmmm hqﬁ-dh
waitwny Yoy Sl ity ey jrana o B i few iyl e oo o ow G, ey oo oow
ey and wrh neverdy Wit g by et 1 higher of el gorernbon setpeyctotc dnge An develed osi of s
oy A I e 2 G OGP IR




Weight Caler 1 T Ty W, OGP EMPRIIT. ey Bt e B wemi of antiepnosint Inudarmer Kwed by wesks

O ERATE Q0NN Of DIRCEbe i adhon To T angong anbaecnint Tainent The Tear il ahoche FoTaE B
1.7 gt 04 b ey i Dl 1 oo of g b i wengh e criern o TG o by el e %, et i
o e b 1S owl akante plarin

mmw-mmmmmuwu-mﬂ.upw—m“ﬁm
G Nwwos s 06l SOCTE and dosls o Be poin of gk epremong ey e cege = SO0
Wmﬂ:mm—nﬂmirm,wmtmnmm—mmm

Adwerne Redcon (erved Denng The Premuehting Eerbaaton of hegsrasote Foioweg & o kel of MetI80 e it il
BOvre Peaitons dd detvd o Avwhd el et by puberts Braled wth sl g o mtyer e o mogn ey
iy b of & il wiin B datalure o 1154) ahel ey, ol T RO ToE Svere BRERSy RO W per
rehorm n ot s f Pl Prencriong iioreson, o e comsadered B MO S0 Prackoont KTapgt T mrachond mponts
SCTUT SyT) MEETEEL e DAY, M WY S0 BN Clused [y L
Adats: sl Acrwrn i alion - Hn'm;mipmhm;rrhﬂ}mncl.lmm-m
vy e - I ey

‘ol fxt e
e’ Dtwet, £re Tecrder o 15000 julierts e <1300

ety - phaingfioba. D 5 1IN paleniy o' <1200 palerrs  peing
ol ¥y Cangss il Krue miphugds <1 10N prtey VT NPT AT AT L LR
31K ek - mivrm, perphvrsl miema, sy chesl o PV vty ey = | TIT PP - 00 ST L IPGRMETIL
« HH0 ety poenar, Repssiotviary Sy - 1T ENYEY - MeSvsl jiundce FTsyy St (nosve 2 1 T00 aalvd
o ) ey - PDETMERAINTY. . Monirde] i Proceourdl Covipiicaions. o 17100 suben - tall o /NI salleveln rad « 20
T - 0 mgition. « 110 mends - hadl ibuka w-rmm ey G| o phogronesr
m:rmmntr'rmm ul'l"r'l'l' Iimpn-mmmmmgq

m-h;:hﬂpirpilini i, hiood mten o < U0 e - biood cne

TGS, ey YT ACERRS MPSSoRE 350 MSTTON [Horser
a1 ks m LIP) ety v < 111 pnberey  iypeviipiderras, pceral Sieetry Mty incuong bood
e, gl e o],

Mo

T corTrgne, B MO A LI EDIPIET. lcisd ENMIAce ACScN]. BCoSD. Pucom

ATETATETEL MDA IVPORIPETA. PrfUghe et oA, « I aabersl - fRaletf e,

o Comecewe Timr 0mies o IO puderesy ot « 17100 ety - muscie ey rasclr wesliess, Parcie

sl mobdfy SeCnaRiel. « P TID abel) - Nerwam Syideos Decriees. o LT mufierts - coveirmon s

.rmnnuxr'lmm et feonies prrsoees, mevery mrwher] ROy CRSENTICE T,

mdﬁl- i, byt ke, < L0 gty - Grand MY comwision,

Pprtarir Doy 5 11100 ey - sukceam Semine: » 110U ey g o /10 e - e, ko of e,

S gL, fody, BT PORIS QM MOTRSG. Deifun flestondl s N Conomied lecd Bo homaslyl dedton

« T pahenty - EMEIOAL, e malbitg. e and Ly (i 1700 kel i « 11100 il - iy teleriion i

mmnum.r-mmﬂfumﬁ e, procie

0 wmm 1108 sty

T NN - P I BTG

TRCLAIDLEY (IOUR IR TR RS CORt, drbkater, sxbored SerTuttL reudeTatL

e Ay PUPRONL, PG a1 IO RN 0 11O ey - oo, phofosmitdy Macton. OO WO el
Diarsens: » 1700 P « o, o L TN Aabert 9« 110 (o + Doypolintion

Posirmgrivrfrey Experiomee - The bty icers! ST v bim dentes Say; o0 e of AELBT gsiriaiel s

mmnmmM|mummunmmumamuqu

DO £ S0STWNCRd Ol Mg 1RAChon [Inaphyacty iacton = L1 HEL

W 000 C Matullin
ORUC INTERACTIONS: Gves Tie rraay (O pfecty o Fossramom Couboe ifiukd be ] whes ALY & L 1 ot wlf ol
mmﬂx:m Dbt 13 B3 30N SRR TLEJONAN. Sl i e poled i enkarrs e efied of covian

Potpetial for fey Driags b ASect ASILIFY - Aeporaaoe & oot i Gbemaln of (Y141 UFPTIC CYPINR. VIR, P, DYPOCR
e, o CYPIE | imayhis. Arppruiols i o o enlige, dhotct ghucsranadilion The mupgessh ot an inferacton of anprimie seh
e o O S D wryTes. o o ko e amolong & aniikey
fom CYPIAL une CYP06 o sempondsy b arperuis meaboem, ramnmm# ] e
SRR N POOrAT CHEance I iower biood el D o g Nl o g gedry Arurier o
parmerbee) 03t el anppraes shewiler and cae woessord b ek
Krisconarol afsj Ooier (T imhlibors: Coadohwtriban of hefoconaitie [0 gty b 14 e w4 P8 g s dose of
mmuuﬂmmummamnmmhm“wm
i it bt sk, Whem e epprmmie: one shookd & Fedoced
hI-H i o e Dt vy mtaiony of PTICTIIE A  FETIRG B R BTN e AN fee? s
e mucieeTy; EodeRT IO (ETYIVTITIVCN, (FROATR lacE Pilwe AOf 2680 Sated WP D CFF AN mADAT 4 wilide o e
T in TETEDY. T RPN D00 Shouk! D ncrised
Dwicricires el Oy CYP I, sy (i ol 5 107 g gl e of Jpres el s (10 sy b 1) v 0
puters infasier ol 30K, increamed the AL of prosgramie By 117% Bus fecsaied B A o s aCtwe bl (RO anRrID.
By 2% hepprume dw steutd b M i n-ru o 13 ATl don e Qenided v LRy Wil Mpsriie (e
Soniicart ehbstors of DVFU06, fch 25 Muoutie o pirmaniee. would B epecind i bowe samil oflects and shoukd inad i sl dome
mmnnmm;mmnmmnmmmrmmm
HELFY & arwmlerer bo pobenb with Mo Negrermare: Doorder 8HLFY shoet o acmnssierss) sefog 0RGF MG 1 Tacfed
in eage and Adnerdatne 2 & n Full Preeebng islormaton
Cartianazeping aod e CYFIM Indacart: Coadvurmaion of crtmrasgew (Y0 oy hem eyl o poeet A0 iocesr, wee
mmw-&nrm‘hu_n&_nmmumrmﬂummm
o e mmﬂhmmmmmummmmmnm

ulnlifes
mwmmwuummuuqmuaw“mnm N et ol
el W fen on e o TicoRredy Of Wit o wkr lale
Adcwha Trere wan 20 sericart ierene Sefessr BrOMrtis COMSOTRvRS W T and Dacels; et w8 e o
COTERTUE O PR R SRR O SRS eSO B T ubNCE. & e M e s reslicatom pebects o be wherrd
£ drvos] woho i Do RELRY

i [ YIS MPCRCR (g GN] IFTATS PCECR (15 N 10 BENEY RAOSCT i) ) Aam

!hﬁw‘*ﬂmmummlmmmrﬂmwmmmmm

o WD 3 P W BTSN ORI Wi TN Powevtt T rtvly of edilos w il uf B

SmERINGA & SOt 1D Tl CloeTnd W) INpEriioie st and T /Pl hypolerea dheeryect was s with fue ot

14 corarn] 15 T cburved Wt rioniam e [ W Promcaaders]

facimpiopran: (raomwemrion of 1) PG 078 D00 O MOCIIIN 1 14 a1 10 ey satoi had f e o e

pRaTRctkacy 3 11 STy #0004 RSdE o CYPITY ind CVPIM No mage afusiowes of esciabipra i

oo § 2 K ectipinn

Vewigiarine: (opsmmmrynon of M0 ey % 20 mgray ol dones of Mpeane 1 14 iyt b By tabpects Bad r et o B
[-asmeltybvastiiure loknory 75 mgidey yerisbire I8, 3 VP uirite b

HACy-FXT (FATICANCY o wlkiere g

RTINS N T wih Ny [eprens Duorie showesd ru mickasal
mrmmmwmmmhwwwmmmwmﬂu-u-mw
w!wwurmmu L pi ol frmestym o incrmmed by mout 1 and 6%,
m:i;. d pmelre by w37y Toe ety pae coeemon @ STV N0

e W DGR WheT TS SEGOYESIT e s CCruEied W SPOCOR. ANDONET
M"-"'"G'II“W’IFWHHMVWMH' P 2 U ey e e el e iaiel
AFSE N EPECIFIC PORILATIONS. n g o corge acyosirmest b BISUFY parpepricries 3 vegores on e s of B 4000 308, i,
mmmmmanwmmmmﬁmuwm
wtlhnimddmmnmmwmumm
iy oy o D (e B rufwvgie the prters tnd e TR BN U0, BGONLING JERGRETIYE Seminperts
Eqmmmm-m-dm
Latior aiad Delviry - Thee efencd of argagraiee o faben ad iy m b = prirmany
Ruring iotmens - Aconone wal wrred v me of orl duneg Kkt 1 6 ol ko wielee spgrani o i oetdnks @y
gucredndon Sump el I of recorenandied Bl womn ey arporaie shouk? ool breasd-eed
Pesiiatric: Sae - fisivty o] eferivrnem n petiatre patest wt Marr Cepestes [haomer s fot eee istabintud My pfhcaty of
et N FY Wi onoests S o sOPINE @ B TREITIY oF e oF il BSsiO0el 1 QST palenty T ol teen
FysieTRtraly euilarie] Howee, sech ffoacy M0 0 oF pharacrionlsl eiactn St FECTe Jod B o arte o e
DTapoke om BOuR SR g wi Lomparsons of J0perEnse Tt
Fewiatric: e - 1 or e - CRATRCTREVEE SN W SOEYLTN (v o 0 1% 7, IFAOrTe CANCH i
mwvmmmmmnwmm'uw S urraiseio d Fogare e
Tl Xoes 0 pey Eberty A0sIed sl 0 Tl abeend 0 ey fealy widects S droge sigriment B e by
Ry AT i i Butey) sy s Ny ! Provcefern)
“H|1Nmm-ﬂﬂml’mm'IBI'Jl'I'H*Il.rETIIﬂHi!ﬂ.Im-Hp-uHTh
gy 0N oD 100 e e Clagriesd well) [eereri of e Rlrbese s B
“rmmnnnﬂnmﬂuwu—mummmmlmmzmu
BTG weTT They Hend derly o wounger et
Sl brgoermert hr—m-mwmmmmdwt.awmmwu
of 1" g ol cleyarT-areniaie ICTERSH] By D6 000 SN, respechvely, Dut AU ma T e A0 g and T fegher b
defart-ano0naie. Ressl aniebon of bob unchanged A00OTLTM 360 deydT-argeaxie & s Bun 1 of Be doe. Mo Sage
e o THLe N BRSaRCIT ) rerall el
Hepise Frparmest - I R-0ne B 15 M 0f 2ApRIaoi] in delmct Wit aatyng egrees oF e Cihosa (b -Fgls Dl A,
09 O, P AL o arpprctoty, corapaed B Py Bubpecl. s 31 % i rekd W ecitstion] I 1 ot M and deresad 20N
ey . bion oF e SRareCa would e dine st
Gonder - [, w3 A o arogrisie ind i ter Swabolte. SeOT-IDOrA. e X% & 4N heer & s B in e, and
ciretodngh T KSTET U CENEG 3 NDOIN & b © woten Tese dfese hower ar gy egiend by
heeton n oy wnghl (T5% betwesn men i weten o doage il B moemmendnd beserd on gender
Race - Asteogh e soecc phaemacoionst Sy waE D0echd T Fvesdgae T sfisch of race o B decouion of argeie.
PODCEn RN reeaied no eeOwok of Cacaly gt (nr-rsilel ESrerors 0 B praPrormRrears. of
PO, N S0l0f Buttrend i sbTresvded Sasd wh tan
mvmummwmmﬂmm;uamnm.emuu-wm
FUCLTrIon. Sy thowd Naroe e e an et o e pamackeeto o gl S with B 0 ety
RN FETUCTAG vk ded a rveal sl pronramareds Afreoe Setween TReTT Y eI Be
S ayricwd © T el e ek syle
Lok ALPUSE KD DEPEMDENCE - ASLIY i ot i ool tabadce
_wammmmmlmhtmhﬂ“ﬂ.wﬂl
Sepentetie Whie T CRACH 1Rl B ot frvsat iy [endingy for dy dreg-aeslong befuneer, i ik ot possibile ) prisicd on B b of
g mate] pgmrarr T iaterd B fel® J OO ik drag will Se e wiried andil abered oore mosirind Patenes ook
Ariaited cEstaly Kot d by cl dnug atwse s cioersy oboerved Lo mgen of A3 IFY e o e
OATRDCGARGE: 1 cases of Gesteraie o acciental Tvioiags wifd oos Wgtiio Mo if i) cornbindbu wilh i fulntane wees
=ooried mordwids |44 Lot Wit own Seloome. I ircowesed withaud sedonker and e roTenre W seroeme (R
fewrg decireal] AdSonaly 10 @ Be oo were i chisien (e 10 g wongen mmieng orY EETEE IGEROR O 1
U5 g et o dartafitem, The largesd anowe, pcvie egesian ey 1060 mo of 5l INgOMmie (36 D0 Manmurs (iCotnmded By
Gk 4 ket whn faly ipeowered Commen agweese rarSiong EpOrd i OF heaat I% of B0 ceniiae Cabes) werw waiwing.
WTRACE [ TR ot more information on nymploms ol dwe0oue, see Fall Presciibing infermaben.
Managrmesi of Sveriosage: i iperfie mhrmgios i evle 0 0 IEETAR OF DREI000 WY Q0TS AR MeCETCInORaY
MNM’MUMHIWMWHMWMMNMM
PRTIQMTTE 1 oo Shoud 0 adeguale bowiy weppatos and esdiadon. and
ranigutert o pmpior mmwummmuhpﬁum =5 D]
o 0 overdide ) ABIUFY, e saily charodl sdmsetaten nay be mefal m partialy preening S piworption f arpoTIEe
Ittty st od 51 i of o] ol one b after @ sl 14 g onsl ame ol anppraunile, dacremsed e e UC sna [ of
e by 4 A Py o eriorrion o D EE O feTorkei e i overioes ) aoRTLe.
e m uniety | be oAl IR Dl PunaeTent S0k drpCrasoe s Pty Bound b ptas oot
FATIENT COUMEELING INFISMATION: Pryaniar are acvived b discow the inbowing o1 wit stk s whom fiey prescride
AELIFY: [Ben Merication (usde in Full Prescnbing mfoemuation | -
hmhvﬂ n Patheris, with DeveestEar frboter Soychomn, - S [Tz o o e o of SR
mmﬂmﬂmuiﬂhﬂdmdﬂhmﬁhhmdm

Brugn Faving Ry Chsicalty mportart iterachions mith ABLEFY - mmuwwmmna
15 s w1 40 s i e w11, rtaponiat temobOne. § pobent GRS o biocks decriuest e oritlty of
ey, & i of adarpion. medecng By Hﬂihﬂ-im-ﬂiﬁhmmmu1lﬂli\
TRty B eattert of abmorpto (NICH W g arfunieert of g e Wi TSI CTCIEIIEY WO RPYSREOR
Mmmmmwlmmnrwumuw-tm.u-n,u-nrl:,_.muc
o OO e Oscoutbed by Z5% M dolige it o i £ L when ¥ WO I
memnwnmwmmawurutmmm
e, o R ol valptoan. ) Oouage adusiment of aalrndis o Mg when - ﬁiﬂ'ﬂ"ﬂw
Lem & torrorzarey: Pl 1 DO @) Dt vaeh bechist R 3 A P TRV 4 % Teladinnd
I 8 O ey nceted uncianged i wne. Cadrnestrion of Paracéutc Goses, of B {1700 g/ day- B0 regrie b 77 s, wilh
SpprLie (X TG 90 ol st o ity sgnvicint ungs & e ol o gk o & achve metole ety
mk.wk!dma;lmmﬂhﬂwd”rmﬂulm#ummmﬁ-
Lonarestaton ol oo (30 Mgy gy iy ] 1 1 Lirualy wgedtunt rimeges n B phamem-
WHMEWWHMIMMMM T "
mﬂwm'ﬁ:ﬂw‘hﬂmﬂmnllmhmmhIlh:hhi:l
#ioct 1 Tt Pyt phurmacsonetcy of 10 gty ki M mgfey lanokigrn o LDF s 1A suimiraie M
Boge JRineT o aTokigne & e when Epgraie s adie T eotEy
DerronelomBan: Arpcrime it et of 10 agedey 19 5 s o 1 dap A o sflect ot deb e’y 0 el o s

mm.m:mwmmwm-n-Mmm-
:u-u:: L i ] o RN arety e rimag aciumrvent o SeeTimenorpnan

mﬂmIﬂmnﬂmwmﬂmhmulmnﬁmamkm
o o o eeruabenst Norsastons R, sl e bk o 3 ey st et of aeprne 1 VPO e CYT0C05 e

o B bvcudig of gty e e vt A g et of MR 4 PRCLPE] e IS COCOMEIASy Wit riDOR
wmﬂﬂﬂ’hh’ﬂhhﬂmﬁJllhmﬁlw?qul-rlrn'lpw Tejnw)]
kit » eally mlwcl Mo deage aheawel of aner e £ ETEAE iR OTETTETRY CIRCOYEINTY WOT

Pprane

= mmmﬁ dr.:':qu—l';:::m- m:m o mgert ok
pafiert i e} crreny Wodomon S T N B
h L IrdeTiateng
mruduh‘h— Bevzaeny prpsprLroie my hav T [0ieeTE ) FTDRY oS, WA Y Y
S cautrrend st eperEieg RTINS SRCTRRT), POl RANTODE R Ty IFF reriorably Celae Bt
mmmﬁ;ﬂnmmmm?m
Fatech, b aared By e Breome: ] I PROO
Hh_* iy S phoymein if -y g VORI L BeISY
Narmig - Fberis Shuki Do ] 1 ke e i ekt # By G AR Y [ Gl e el Poypusizieen
Coacomitan! Mpsication - Pybeat) $houid e dhvited B imlam T pyicacs F Dy e g, o plao by ke, ey prescrpteon o
et Bhe-Coustes B e s o el B mleencion | (s bntieachond
Aol - Falety wmasid be shvree! bn v sl wesie b ALY Jaee (g empearmomy
Mear Exposure andd Defpdraion « Fibions o be advbed egaidey I e aving oveving el dey |
FRamigs Bl Precacbons)
Sogar Conpers - » Pty MU e advied Nl aach T of ALY Deal Sokaon tanlne 85 g of ey ad 0% g of ke
Pirerplketerries - Proryisiaser m o megoe o spamme Sach AUFY GCHET Oray Darmeratng Tate contasd T todowssy
wcorty EQmg - 1 1 ) premymnng 00 15 mg - | 68 g chetytsienig

Iﬁhmﬁmnmmmmhﬂ!mmﬂuwmmmum
1B Crulty Cewrmryery Tatiem, (el Socten, o inpecmom reanfaceen iy Do Ayery S0t Oy, Pvceion. W) (540 (50
Degmetiste? e e by (ks Aoy Prameacection), Inc. Aokl M) 20850 LSA, Baruates by - Wi, Scus: Cormuiny
Princeden, L) OS] LA 005 et o 006500, G777 o 1 11500

{5 Bristol-Myers Squibb ," Il LIKET Utaukls Amenics Pramacouticsl ko,

Taned on 1205550A2, (00AL- 10504 5 N A3 Y SIS 407 (mom-1113
© 7000, Otsyka Phammacstical Cn, L Towpe, 10714535 Japas Ry May 308




Choose SEROQUEL for bipolar depression

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

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 dosely 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,

induding Boxed Warnings, adjacent to this ad. quetlaplﬂe fumarate

25 mg, 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 (irregular 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/mm3

* 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 @ manner that is most likely to minimize the occurrence of TD

Please see additional Important Safety Information on the adjacent pages, and
Brief Summary, including 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 clinical 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%), pharyngitis (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)

References: 1. SEROQUEL Prescribing Information.
2. Data on file, DA-SER-51, AstraZeneca Pharmaceuticals LP.
3. Data on file, 263170, AstraZeneca Pharmaceuticals LP.

© 2008 AstraZeneca Pharmaceuticals LP. All rights reserved.
SEROQUEL is a registered trademark of the AstraZeneca group of companies.
263625 6/08 www.SEROQUEL.com
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SEROQUEL

(quetiapine fumarate)
TABLETS

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 fimes 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-evaluate 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 (see Dosage and
Administration).
DOSAGE AND ADMINISTRATION
Bipolar Disorder Depression Usual 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. Maintenance 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 or 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. Ina 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 mg/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 week, 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 antipsychatics. While immediate discontinuation of the previous antipsychotic
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 placeho. SEROQUEL (quetiapine fumarate) is not approved for the treatment of patients
with dementia-related psychosis (see Boxed Warming). 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. Although
a causal link between the emergence of such symptoms and either the worsening of depression and/or the
emergence of suicidal impulses has not been established, there is concern that such symptoms may
represent precursors to emerging suicidality. Consideration should be given to changing the therapeutic
regimen, including possibly discontinuing the medication, in patients whose depression is persistently
wiorse, 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 hehavior, and the other symptoms described ahove, 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
ou-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 occurs
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 antipsychotic 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 other
causative factors. Patients with neutropenia should be carefully monitored for fever or other symptoms or

signs of infection and treated promptly if such symptoms or signs occur. Patients with severe neutropenia
(absolute neutrophil count <1000/mm?) 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 amang 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 antipsychatic 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, Alzheimer’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 free 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
placeho. 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
titration. 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 compared to 8% of placebo patients. Since SEROQUEL has the potential to impair judgment,
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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 automabiles) 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 Regulation 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
ilinesses 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, Placeho-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=119) (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 maniain 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 % 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% 7%

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
atlow 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 is 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 baseline) which evaluates
Parkinsonism and akathisia, (2) incidence of spontaneous complaints of EPS (akathisia, akinesia, cogwheel
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 1.2 -1.6 -1.8 -1.8
EPS incidence 16% 6% 6% 4% 8% 6%
Anticholinergic 14% 11% 10% 8% 12% 11%
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, spontangous complaints of EPS and the use
of concomitant anticholinergic medications to treat EPS. In two placebo-controlled clinical trials for the
treatment of bipolar 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 cliical trials, elevations in total cholesterol (predominantly
LDL cholesterol) have been observed (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 occurrence of neutrophil count <1.0 x 10%/L among patients with a normal baseline neutrophil count
and at least one available follow up laboratory measurement was 0.3% (10/2967) in patients treated with
quetiaping 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 mgy/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. All reported reactions are included except those already listed in the tables or elsewhere in
[abeling, 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 1100 to 11000 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-
thyraidism, 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
(uetiapine (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). Divalproex: Coadministration of
quetiaping (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 quetiaping (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). Fluoxeting, Imipramine,
Haloperidol, and Risperidone: Coadministration of fluoxeting (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 quetiapine (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 quetiaping 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/m2 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/m? 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. It is 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, 79% (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.9., 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 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. 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 titration, 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). Inferference 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. Concomitant 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
Made in USA
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IMPORTANT TREATMENT CONSIDERATIONS

PRISTIO 50 mag i incdicated for the freatment of major depressive disordes
in adudts,

WARNING: SUICIDALITY AND ANTIDEPRESSANT DRUGS

Antidepressants increased the risk compared to placebo of suicidal thinking
and behavior (suicidality) in children, adolescentz, and young adulls in
short-term studies ol Major Depressive DtsurdeHML‘lDi and other
psychiatric disorders, Anyone considering the use of PRISTIO or any other
anlidepressant in a child, adolescenl, or young adull must balance this risk
with the clinical need. Short-term studies did not show an increase in the
rizk of suicidality with anlideprezsants compared to placebo in adulis
heyond age 24; there was a reduction in risk with antideprassants comparad
lo placebo in adulls aged 65 and older. Depression and cerlain other
psychiatric disorders are themselves associated with increases in the risk
of zuicide. Palients ol all ages who are slarted on anlidepressant iherapy
should be monitored appropriately and observed closely for clinical
worsening, suicidality, or unusual changes in hehavior. Families and
caregivers should be advised ol Ihe need for close observation and
communication with the prescriber, PRISTIO Is not approved for use in
pediatric patients.

Contraindications

=PRISTIO is contraindicated i patenis with & known hypersensitivity 1o
PRISTI] or vanlafaxing

= PRISTIO must not be used concomitantly with an MADI or within 14 days
ol :I:;'Hg:lmg an MADI. Allow 7 days alter stopping PRISTIO before starting
an

T
dl

Warnings and Precautions

«All patients frealed with antidepressanis shoold be monitored
appropriately and observed closely for clinical worsening, suicidality, and
unusual changes in hehavior, especially during the first lew maonths of
trealment and when changing the dose. Conswder changing the therapeutic
regimen, including possibly discontinging the madication, in patients whosa
depression s parsistently worse or includes symploms of anxiety, agitation,
pamic amacks, insommia, imitability, hostility, agQressnveness. Impulsiity,
akathisla, wpomania, mania, or suscidality that are severe, abrupt in onset, or
weere not part of the patient's presenting symptoms. Families and carégivers of
patients being treated with antidepressants should he aleded about the nesd
to monilor patients.

+ Development of a patentially life-threatening serotonin syndrome may occur
with SNRIs and SSRIS. including PRESTIO, particularly with concomitant use
of serotonergic drogs, including triptans, and with drugs thal impair e
metabolism of serotonin (including MAOIS), If concomitant use is clinically
warranted, careful obsarvation of the patient is advised, particularly during
treatment mitiation and dose increases. Concomitant use of PRISTIO with
sarotonin precursors i nof recommended

= Patients recening PRISTIO should have regular monitoring of blood pressure
since sustained increases in bood prassure weare obsarved in clinical studies
Pre-existing hyperlensien shoukd be controlied before starting PRISTIO
Caution should be exercised in treating patients with pra-axisting hypertension
or other underlyping conditions thal meght be compromsed Ly increases in
blood pressure. Cases of elevated blood pressure reguiring immediste
freatmant have heen reported. For patiends who expenence a sustaned
increase in blood pressure, either dose reduction or discontinuation should
b considanad
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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 adjustmant is necessary in patients with savers renal impairmant or
end-stage renal disease and is recommended when discontinuing tharapy
= PRISTIO may help your patients with depression—
emotionally, physically, and functionally'?

= Discontinuation rate due to adverse evenis was comparable
to placebo in clinical studies at 50 mg'

+ S5RIs and SNRIs, mcluding PRISTIC, may ncrease he nsk of bieeding events,
Concomitant use of aspirin, NSAIDs, warfarin, and other anticoagulants may add
to this risk

« Mydriasis has been reported in assocation with PRISTIC; therélore, patients
with raised intraocular pressure or those at risk of acute narrow-angle
placcoma (angle-ciosure glaucoma) should be monitored

« PRISTIO is not approved for use in bipolar depression. Prior (o imitialing
treatment with an antidepressant, patients should be adequately scregned 1o
detarmine tha risk of hipokar disordar

= Ag with all antidepressants, PRISTIO shoold be wsad cautiously in patients
wilh a history or family history of mania or hypomania. or with a history of
seizyre disorder

« Caution is advised in administering PRISTIC to patients with cardiovascular,
cerebrovascular, or lipid metabolism disorders. Incraasas in blood pressure
and small increases in heart rale were observed in clinical studies with
PRISTIO. PRISTIO has not been evaluated systematically in patients with a
receant history of myocardial infarction, unstahls heart disease, uncontrolled
Iypertension, or cerebrovascular desease.

» Dose-related elevations in h:e‘ﬂ-llﬁl serum fotal cholesterol, LOL (low density
lipoprotein) chalesteral, and trighcerides were observed in clinical sfudies
Measurernent of serum ligids should be considered dunng PRISTIO treatment

* On discontmuation, adverse events, some of which may be Sérous, have been
reported with PRISTIO and other S5R1s and SNRIs. Abrupt discontinuation of
PHISTIO has been associated wilh the appearance of new symploms. Patients
should be monitored for symptoms when discontinuing treatment. A gradual
reduction in dosa (by giving 50 mg of PRISTIO less frequently) rather han
abrupt cessation is recommended whenever possible

= Dasage adpestmant (50 mg every other day) is necessary in patients with severe

New ' : W sl
¥ bristiq

EXTENDED-RELEASE TABLETS

renal impairment or end-stage renal disease (ESRD), The dase should not be
escalated in patiants with moderate or severa renal impairment or ESRD.

= Products containing desvenlafaxine and products containing venlafasine
should not be used concomatantly with PRISTIC,

» Hyponatremia may occur as a result of teatment wath S5R1s and SNREs,
including PRISTIO. Discontinuation of PRISTIO should be considerad in patients
with symplomatic hyponatremia.

« [nterstitial lung disease and eosinophilic pneumonia associaled with
venlafaxing (the parent drug of PRISTIO) therapy have been rarely reported

Adverse Reactions

= The maost commonly ohearved adverse reactions in patiants taking PRISTIO vs
placabo for MOD in shork-term lned-gose premarketing studies (incidence 5%
and twice tha 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 decreasad appetite (5% vs 2%)

L A Prarmaceubcals inc. 2. Dala
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Please see hrief summary of Prascrihing Inlormation on adjacent pages.
Eftaxnr XR* is a registared tradamark of Wyath Pharmaceuticals inc
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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,
2C8, 29, 2C19, and 2E1 are not expected to have significant impact on the pharmacokinetic profile of Pristiq.
Potential for Desvenlafaxine to Affect Other Drugs- Drugs metabolized by CYP2D6 (desipramine)- /n 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 desvenlafaxine with a drug metabolized 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- In 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-glycoprotein Transporter- /n vitro, desvenlafaxine 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- D ine (O- y ine) is excreted in human milk. Because of the potential
for serious adverse reactions in nursing infants from Pristiq, 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 (5.7)). 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 sensitivity of some older individuals 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 prescribing information). Hepatic Impairment-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 Pristiq) 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 measur ployed in the ient 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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I ive Program: December 15, 2008
Poster: May 18, 2009
Symposia December 15, 2008
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The American Psychiatric Publishing
Textbook of Psychiatry,
Fifth Edition

Edited by Robert E. Hales, M.D., M.B.A.,
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
Hardcover ¢ $285.00 ¢ Item #62257

Order Online: www.appi.org
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Program Description & Objectives

This conference is designed for psychiatrists in clinical practice and other mental health professionals involved in the treatment of
psychiatric disorders in adults. The faculty of this conference will include members of the Department of Psychiatry at Columbia
University College of Physicians and Surgeons and the New York State Psychiatric Institute, Faculty involved in research and
academic programs will address common clinical dilemmas with practical solutions informed by available evidence. Course
participanis will acquire knowledge about the diagnoesis and treatment of the major psychiatric illnesses in adults, with a focus
on the integration of recent rescarch findings in clinical decision-making. Al the conelusion of the program they will be better
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Course Directors: Frederic Kass, M.D,, Jeffrey A. Lieberman, M.D.,
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Approved for Category | Credits towards the AMA Physicians Recogmition Award.
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| Effectively treats acute manic and mixed episodes
o Well-established tolerability profile

GECQDON is indicated for the freatment of acute manic or moced
episodes aseociated with bipolar disorder, with or without
psychatic symphoms

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.

GEODDM s contramdicated in patients with a known history of [_1T
prolongation, recent acute myocardial infanc

heart falure, and should nol b ed with n ather QT {lr"lll'lﬂp"ll‘lp"‘
drugs. GEDDON has been associated with prolongation of the QT
interval. In some drugs, GT prolongation has been associated with
lorsade de pointes, a potentially fatal archythmia, Patients who are at
risk for electrolyte disturbances should have baseline measurements
performed before initiating GEODON. Patients on diuretics should

be manitored.

As with all antipsychotic madications, a rare and potentially latal
condition knawn as neurls malignant symdrome (NMS) has been
reported with GEODDN. NMS can cause hyperpyrexia, i regsdity.
diapharesis, tachycardia, irregular pulse e, candiad
dysriwithmia, and altered mental status. |f signs 5
immediate deconbinuation, trestment, and momnionng are r| Commen

Please zea brief summary of prescribing informmiation on adacent page

For more information, please visit www.pfizerpro.com/GEQDON

\ REALIZE THE

POSSIBILITIES
6:‘/?(.’2, 3F

Real Patient, Manager
Diagnosis: Bipolar Disorder
Last Episode: Mixed

W Target 120-160 mg/day on Day 2
W |nitiate dosing at B0 mg/day with meals
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The most common adverse events associated with GEQDON in bipalar
Mmiaria were somnolenc apytamidal symptoms, dizziness,
akathisia, and aboormal vison
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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 HCl) 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 is 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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BRIEF SUMMARY. See package insert for full prescrihinﬁ
current package insert, please visit www.wyeth.com or cal
at 1-800-934-5556.

information. For further product information and
our medical communications department toll free

Sumldallty and Antldepressant Drugs

the risk to placebo of suicidal thinking and behavior (suicidality) in
children, adolescents, and young adults in short-term studies of Ma*or Depressive Disorder (MDD) and
other psychiatric disorders. Anyone considering the use of EFFEXOR XR or any other antidepressant in a
child, adolescent, or young adult must balance this risk with the clinical need. Short-term studies did not
show an increase in the risk of suicidality with antidepressants compared to Elacebo in adults beyond
age 24; there was a reduction in risk witl antniepressants compared to placebo in adults aged 65 and

sex-matched peers. The difference between observed and expected %g)wlh rates was larger for children <12 years old
than for adolescents =12 years old. Changes in tients. Treatment-emergent anorexia was more
commonly reported for Eﬁexor XR (8%) than placebo (4%) patlents in MDD studles The discontinuation rate for anorexia
was 1.0% in MDD studies. Treatment-emergent anorexia was more commonl ty 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
placebo (3%) patients in PD studies. The discontinuation rate for anorexia was 0.4% for Effexor XR patients in 12-week
ies. Pediatric Patients: Decreased appetite was seen in pediatric patients receiving Effexor XR. In GAD and MDD
trials, 10% of Effexor XR patients aged 6-17 for up to 8 weeks and 3% of placebo patients had treatment-emergent
anorexia. None of the patients receiving Effexor XR discontinued for anorexia or weight loss. In the placebo-controlled
trial for SAD, 22% and 3% of patients aged 8-17 treated for up to 16 weeks with Effexor XR and placebo, respectively,
reported treatment- emergent anorexia (decreased appetlte) The discontinuation rates for anorexia were 0.7% and 0.0%
for patients receiving Effexor XR and placebo respectivel )/ the discontinuation rates for weight loss were 0.7% for patients
recervrng either Effexor XR or placebo. Activation of Mania/Hypomania: Mania or hypomania has occurred durin
g depression and PD studies. As with all drugs effectwe in the treatment of MDD, Effexor XR should be use

older. Depressmn and certain other psychiatric dit with i n the
risk of suicide. Patients of all ages who are started on antldepressant therapy should he momtored

cautlously in patients with a history of mania. natremia: Hyponatremia and/or the syndrome of inappropriate
hormone secretion (SIADH) may occur with SSRIs and SNRIs, including venlafaxine. Patients taking diuretics

appropriatel dy and observed closely for clinical worsening, suicidality, or unusual
Families and caregivers should be advised of the need for close observation and commumcatlon with the
prescriber. EFFEXOR XR is not approved for use in pediatric patients. (See WARNINGS: Clinical Worsening
and Suicide Risk, PRECAUTIONS: Information for Patients, and PRECAUTIONS: Pediatric Use.)

CONTRAINDICATIONS: Hypersensitivity to venlafaxine hydrochloride or to anyl 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
surcrdalrty in certain patients during the early phases of treatment. Pooled analyses of short-term Flacebo-
controlled trials of antidepressant drugs (SSRIs and others) showed that these drugs increase the risk of suicidal
thinking and behavior (suicidality) in children, adolescents, and young adults (ages 18-24) with MDD and other
psychiatric disorders. Short-term studies did not show an increase in the risk of suicidality with antidepressants
compared to placebo in adults beyond 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 (OCD), or other psychiatric disorders included a total of 24 short-term trials
of 9 ant|depressant 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.
Itis unknown whether the suicidality risk extends to longer-term use. However, there is substantial evidence from
placebo-controlled maintenance trials in adults with depression that the use of antidepressants can delay the
recurrence of depression. All patients being treated with 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, aggressiveness,
impulsivity, akathisia (psychomotor restlessness), hypomania, and mania have been reported in adult and
pediatric patients being treated with antidepressants for MDD and other indications, both psychiatric and
nonpsychiatric. Although a causal link between the emergence of such symptoms and either the worsening of
depression and/or the emergence of suicidal impulses has not been established, there is concern that such
symptoms may represent precursors to emerging suicidality. Consideration should be given to changing the
therapeutic regimen, including possibly discontinuing the medication, in patients whose depression is persistently
worse, or who are experiencing emer% ent suicidality or symptoms that might be precursors to worsening
depressron or suicidality, especially if these symptoms are severe, abrupt in onset, or were not part of the
patient’s presenting sym#)toms 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 assomated with certain
symptoms (see PRECAUTIONS and DOSAGE AND ADMINISTRATION). Families and caregivers of patients
being treated with antidepressants for MDD 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 suicidali
and to report such symptoms immediately to health care prowders Such monitoring should include dail y
observation by families and caregivers. Prescriptions for Effexor XR should be written for the smallest quantity
of capsules consistent with good patient management, in order to reduce the risk of overdose. Screening
Patients for Bipolar Disorder: A major depressive episode may be the initial presentation of bipolar disorder. It
is generally believed that treating such an episode with an antidepressant alone may increase the likelihood of
precipitation of a mixed/manic episode in patients at risk for bipolar disorder. Whether any of the symptoms
described above represent such a conversion is unknown. Prior to initiating antidepressant treatment, patients
with depressive s&/mptoms should be screened to determine if they are at risk for bipolar disorder; such screening
should |nclude a detailed psychiatric history, including a family history of suicide, bipolar disorder, and depressron
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 venlafaxine, or who recently discontinued venlafaxine prior to initiation of an MAOI. These
tremor, my is, nausea, vomiting, flushlng, dizziness, hyperthermia
with f resemblin ic malignant y , and death. Effexor XR should not be
used in combination with an MAOI, or within at least 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 (R concomitant use of serotonergic drugs and (ii) with drugs that impair metabolism of serotonin (see
CONTRAINDICATIONS—MAQIs). 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 requmng immediate treatment have been
reported. Pre-existing hypertension should be controlled. Regular monitoring of BP is recommended. For patients
experiencing sustained increase in BP, consider either dose reduction or discontinuation. Elevations in Systolic and
Diastolic Biood Pressure—Across most indications, a dose-related increase in supine systolic and diastolic blood
Rllessure was evident in EFFEXOR XR patients (for more information, see Table 4 of the full prescribing information).
lydriasis—Mydriasis has been reported; monitor patients with raised intraocular pressure or at risk of acute namow-
angle glaucoma (angle-closure glaucoma). PRECAUTIONS: General—Discontinuation of Treatment with Effexor XR.
Abrupt discontinuation or dose reduction of venlafaxine at various doses is associated with new symptoms, the frequency
of which increased with increased dose level and longer duration of treatment. Symptoms include agitation, anorexia,
anxiety, confusion, coordmatron impaired, diarrhea, dizziness, dry mouth, dysphoric mood, emotional lability, fascrculatlon
fatigue, headaches hypomania, insomnia, |rr|tab|||ty Iethargy nausea, nervousness, nightmares, seizures, sensory
disturbances (e.g., paresthesras such as electric shock sensations), somnolence, sweatmg tinnitus, tremor, vertrgo and
vomiting. Monitor patients when discontinuing treatment. A gradual reduction in the dose rather than abrupt cessation is
recommended. If intolerable symptoms occur following a decrease in the dose or upon discontinuation of treatment,
consider resuming the previdusly prescribed dose. Subsequently, continue decreasing the dose at a more gradual rate.
Insomnia and : Treatment-emergent insomnia and nervousness have been reported. In Phase 3 trials,
insomnia led to drug discontinuation in 1% of both depressed patients and Panic Disorder (PD) patients, 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 studies, 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 had
=7% loss of body weight and no patients discontinued for weight loss. In 12-week PD trrals 3% of Effexor XR patients
had =7% loss of body weight, and no Fatlents 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 Idsls,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 GAD studies (18% of Effexor XR patients
vs. 3.6% of placebo patients; P<0.001) and the SAD study (47% of Effexor XR patients vs. 14% of placebo patients;
P<0.001). Weight loss was not limited to patients with anorexia appetite). Children and
adolescents in a 6-month MDD study had increases in weight less than expected based on data from age- and sex-
matched peers. The difference between observed and expected weight gain was larger for children <12 years old than
for adolescents >12 years old. Changes in Height. Pediatric Patients: In 8-week GAD studies, Effexor XR atients aged
6-17 grew an average of 0.3 cm (n 122), while placebo patients grew an average of 1.0 cm (n=132); ~=0.041. This
difference in height increase was most notable in patients <12. In 8-week MDD studies, Effexor XR éjatlents grew an
average of 0.8 cm (n=146), while placebo patients grew an average of 0.7 cm (n=147). Dunng 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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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 hyponatremra and appropriate medical intervention should be instituted.
Seizures: In all premarketing depression frials with Effexor immediate release, seizures were reported in 0.3% of
venlafaxine patlents Use cautlouslry in patients with a history of seizures. Discontinue in any t{)atrent who develops
seizures. Is and SNRIs, including EFFEXOR XR, may increase the risk of bleeding events.
Concomitant use of asplrln nonster0|dal anti-inflammatory drugs, warfarin, and other anticoagulants may add to this risk.
Bleeding events have ranged from ecchymoses, hematomas, epistaxes, and petechiae to life-threatening hemorrhages.
Serum Cholesterol Elevation: Clinically relevant increases in serum cholesterol were seen in 5.3% of venlafaxine
patients and 0.0% of placebo patients treated for at least 3 months in trials. Consider measurement of serum cholesterol
levels during long-term treatment. Interstitial Lung Disease and Eosinophilic Pneumonia: These have been rarely
reported. Consider the possibility of these events in venlafaxine patients who present with progressive dyspnea, cough, or
chest discomfort. Such patients should undergo a prom lPt 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 M or unstable heart disease. Increases in QT interval (QTc) have been reported in clinical studies. Exercise
caution in patients whose underlym? medical conditions might be compromised by increases in heart rate In patients
with renal impairment or cirrhosis of the liver, the of ine and its active
prolonging the elimination half-lives. It is recommended that the total daily dose be reduced by 50% in patrents with
mild to moderate hepatic impairment. In patients with cirrhosis, it may be necessary to reduce the dose even
more than 50%. Individualization of dosrn? 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 appropriate use. A patient Medication Guide called
Medicines, Depression and Other Serious Mental llinesses, and Suicidal Thoughts or Actions” is available
for Effexor XR. The prescriber or health professional should instruct patlents their families, and their caregivers to read
the Medication Guide and should assist them in understanding its contents. Patients should be given the opportunity to
discuss the contents of the Medication Guide and to obtain answers to any questions they may have. The complete text
of the Medication Guide is available at www.effexorxr.com or in the approved prescribing information. Patients should be
advised of the following issues and asked to alert their prescriber if these occur while taking Effexor XR. Clinical
Worsening and Suicide Risk: Patients, their families, and their caregivers should be encouraged to be alert to the
emergence of symptoms listed in WARNINGS: Clinical Worsenlng 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 reasonabl
sure that venlafaxine does not adversely affect their abilities; 2) to avoi alcohol while taking Effexor XR; 3) about the ris|
of serotonin syndrome with the concomitant use of Effexor XR and friptans, 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 nursmg 2) about other prescription or over-the-counter drugs, including herbal
and nutritional st they are taking or plan to take; 3) if they develop a rash, hives, or related aIIer%c
phenomena; or 4) if they have a hrstory of glaucoma or increased intraocular pressure. Laboratnry Tests—No specific
laboratory tests are recommended. Drug Interactions—Alcohol: A single dose of ethanol had no effect on the
pharmacokinetics (PK) of venlafaxine or O-desmethyivenlafaxine (ODV), and venlafaxine did not exaggerate the
psychomotor and psychometric effects induced by ethanol. Cimetidine: Use caution when administering venlafaxine with
cimetidine to patients with pre-existing hypertension or hepatic dysfunction, and the elderly. Diazepam: A single dose of
diazepam did not appear to affect the PK of either venlafaxine or ODV. Venlafaxine did not have any effect on the PK of
diazepam or its active metabolite, desmethyldiazepam, or affect the psychomotor and psychometric effects induced by
] total oral-dose clearance of haloperidol, resulting in a 70% increase in
haloperidol AUC. The haloperidol Cryax 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: \lenlafaxine 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 ugper gastrointestinal bleeding have also shown that
concurrent use of an NSAID or aspirin may potentiate this risk of bleeding. Increased bleedrng as been reported when
SSRIs and SNRIs are coadministered with warfarin. Drugs That Inhibit Cytochrome : CYP2D6
Inhibitors: Venlafaxine is metabolized to its active metabolite, 0DV, by CYP2D6. Drugs |nh|bmng th|s |soenzyme have the
potential to increase plasma concentrations of venlafaxine and decrease concentrations of DV, No dosage adjustment
Is required when venlafaxine is coadministered with a CYP2D6 inhibitor. A pharmacokinetic study with ketoconazole
100 m% b.i.d. with a single dose of venlafaxine 50 mg in extensive metabolizers (EM; n=14) and 25 mg in poor
metabolizers (PM; n=6) of CYP2D6 resulted in higher plasma concentrations of both venlafaxine and O-
desmethylvenlafaxine (ODV) in most subjects following administration of ketoconazole. Concomitant use of CYP3A4
inhibitors and venlafaxine may increase levels of venlafaxine and ODV; therefore, caut|on is adwsed |f a patlents therapy
includes a CYP3A4 inhibitor and venlafaxine concomitantly. Drugs Metabolized by Cytochrome Isoenzymes:
Venlafaxine is a relatively weak inhibitor of CYP2D6. Venlafaxine did not inhibit CYP1A2 and CYP3A4 CYP209 (ln V|tro
or CYP2C19. Imipramine: Venlafaxine did not affect the PK of imipramine and 2-OH-imipramine. However desipramine AUG,
Crmax and Crjo 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. Metoprolol. In a PK study with 18 healthy males, metoprolol
and venlafaxine were coadministered for 5 days. Plasma ns o 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. Exercise caution when coadministering venlafaxine and
metoprolol (see WARNINGS—Sustained Hypertension). Risperidone: \lenlafaxine slightly inhibited the CYP2D6-
mediated metabolism of risperidone to its active metabolite, 9-hydroxyrisperidone, resulting in a ~32% increase in
risperidone AUC. Venlafaxine coadministration did not srgnmcantl alter the PK profile of the total active moiety (risperidone
plus 9-hydroxyrisperidone). CYP3A4: Vienlafaxine did not inhibit GYP3A4 in vitro and in vivo. Indinavir. In a study of 9 health
volunteers, venlafaxine administration resulted in a 28% decrease in the AUC of a single dose of indinavir and a 36%
decrease in indinavir Cmax. Indinavir did not affect the PK of venlafaxine and ODV. CYP1A2: Venlafaxine did not inhibit
CYP1A2 in vitro and in vivo. CYP2G9: 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. GYP2C19: Venlafaxine did not inhibit the metabolism of diazepam, which is partially metabolized by
CYP2C19 (see Diazepam above). MAOIs: See CONTRAINDICATIONS and WARNINGS. CNS-Active Drugs: Use caution
with concomitant use of venlafaxine and other CNS-active drugs. Serotonergic Drugs and Tn?tans (see WARNINGS:
Serotonin Syndrome): Based on the mechanism of action of Effexor XR and the potential for serotonin syndrome,
caution is advised when Effexor XR is coadministered with other drugs that may affect the serotonergic neurotransmitter
systems, such as triptans, SSRIs, other SNRIs, linezolid, lithium, tramadol, or St. John’s wort. If concomitant treatment of
Effexor XR with these drugs is cI|n|caI|y warranted careful observation of the patient is advised, particularly during
treatment initiation and dose increases. The concomitant use of Effexor XR with han supplements is not
recommended. lisive Therapy (ECT): There are no clinical data establlshlng the benefit of ECT combined with
Effexor XR treatment. Carcinogenesis, Mutagenesis, Impairment of Fertility—Carcinogenesis: There was no
increase in tumors in mice and rats given l#] to 1.7 times the maximum recommended human dose (MRHD) on a mg/m*
basis. Mutagenesis: \enlafaxine 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. Pregnant Teratogenic Effects—Pregnancy Category C. Reproduction studies in rats given 2.5 times, and
rabbits given 4 times the MRHD (mg/m® bass% 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 unn% T;f)regnancy and continued until weaning. There are no adequate and
well-controlled studies in pregnant women; use Effexor XR during ﬁregnancy only if clearly needed. Nonteratogenic
Effects: Neonates exposed to Effexor XR late in the third trimester have developed complications requiring prolonged
hospitalization, respiratory support, and tube feeding. Complications can arise immediately upon delivery. Reports include
respiratory distress, cyanosis, apnea, seizures, temperature instability, feeding difficulty, vomiting, hypoglycemia,
ef\?)otonla hypertonla hyperreflexia, tremor, jltterlness irritability, and constant crying. This is consistent with a direct toxic
fect of SNRIs or a drug iscontinuation 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 taperlngVEffexor 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 lmportance of the drug to the mother. Pedratrrc
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 sug l%/st Effexor XR may adversely affect
weight and height (see PRECAUTIONS-General, Changes in Heightand Changes in Weight). Should the decision be made
fo treat a pediatric patient with Effexor XR, ret 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 to that observed in adult pat|ents The precautions for adults apply to pediatric patients. Geriatric Use—No
overall differences in effectiveness or safety were observed between geriatric and younger patients. Greater sensitivity
of some older individuals cannot be ruled out. SSRIs and SNRIs, including Effexor XR, have been associated with
cases of clinically significant hyponatremia in elderly patients, who may be at greater risk for this adverse event
gree PRECAUTIONS: Hyponatremia). ADVERSE REACTIONS: Associated with Discontinuation of Treatment—
he most common events leading to discontinuation in MDD, GAD, SAD, and PD trials included nausea, anorexia, anxiety,
impotence, dry mouth, dizziness, insomnia, somnolence, hypertensmn diarrhea, paresthesia, tremor, abnormal (mostly
blurred) vision, abnormal (mostIy delayed) elaculatlon asthenia, vomiting, nervousness, headache vasodilatation,
thlnkn};; abnormal decreased libido, and sweating. Commonly Observed Adverse Events in Controlled Clinical Trials
dPD—Body as a Whole: asthenia, headache, flu syndrome accidental injury, abdominal pain.
Cardlovascular vasodllatatlon pertension, palpitation. lgestlv nausea, constipation, anorexia, vomiting, flatulence,
diarrhea, eructation. Metabolrc/ utritional: weight loss. Nervous System: d|zzmess somnolence, insomnia, dry mouth,
nervousness, abnormal dreams, tremor, depression, hypertonia, paresthesia, libido decreased aglmtlon annety
twitching. esprraton{ System pharyngms yawn, sinusitis. Skin: sweating. Special Senses: abnormal vision. Urogenital
System: abnormal including ) in females. Vital Sign Changes:
Effexor XR was associated with a mean increase in pulse rate of about 2 beats/min i in depression and GAD trials and a
mean increase in pulse 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 duratlon dependent over the study period and tended
1o be greater with higher doses. Other Events Observed Durii ng Evaluation of Effexor and Effexor XR
—N=7,212. “Frequent”=events occurring in at least 1/100 pauents “|n requent”=1/100 to 1/1000 patients;
“rare”=fewer than 1/1000 patients. Body as a whole - Frequent: chest |paun substernal, chills, fever, neck pain;
Infrequent: face edema, intentional injury, malaise, moniliasis, neck rigidity, pelvic pam photosensnwlty reactlon suicide
attempt, withdrawal syndrome, Rare: ap) endlcms cellulitis, Cardlovascular
system - Frequent: migraine, tachycardia; nfreqI uent: angina ?ectons , arrhythmia, les, hypotension, perip
vascular disorder (mainly cold feet and/or cold hands), postular hypotension, syncope; Rare: aortic aneurysm, arteritis,
first-degree atrioventricular block, blqlemlny, bundle branch block, capillary fragility, cerebral ischemia, coronary artery
disease, congestive heart failure, heart arrest, hematoma, cardiovasculardisorder (mitral valve and circulatory
disturbance mucocutaneous hemorrha?e myocardlal |nfarct pallor, sinus_arrhythmia, thrombophlebitis. Digestive
system - requent increased appetite; Infrequent: bruxism, colms dysphagia, tongue edema, eructation, esophagms
gastritis, gastroenteritis, gastrointestinal ulcer, gingivitis, Iossms rectal hemorrhage, hemorr‘nmds melena oral
moniliasis, stomatitis, mouth ulceration; Rare: abdominal |sten3|on biliary pain, cheilitis, cholecysmrs cholelrlhrasrs
al spasms, duodenms ematemesrs ?astroesophageal refiux disease, gastrolntestlnal “hemorrhage, gum
hemorrhage, hepatitis, ileitis, Jaundlce intestinal obstruction, liver tenderness, parotrtrs periodontitis, proctitis, rectal
disorder, salivary gland enlar%ement increased salivation, soft stools, tongue discoloration. Endocrine system - Rare:
galactorrhoea goner hyperthyroidism, hypothyroidism, thyro|d nodule thyroiditis. Hemic and lymphatic system -
tequent: ecchymosis; Infrequent: anemia, leukocytosis, Ieukopenla lymphadenopathy, thrombocythemia; Rare:
basopmlla bleeding time increased, cyanosis, eosinophilia, lymphocytosis, multiple myeloma, purpura,
thrombocytopenia. Metabolic and nulnhonal - Frequent: edema, weight gain; Infrequent: alkaline phosphatase
increased, dehydration, hyperct ry SGOT increased, SGPT
increased, thirst; Rare: alcohol intolerance, bil rubinemia, BUN increased, creatining increased, diabetes melltus,
glycosuna gout healing abnormal, hemo inuria, errkalemla hyperphosphatemla
yperuricemia, hypocholesteremia, hypoglycemla hyponatremra hypophosphatemia, hypoproteinemia, uremia.
Musculoskeletal system - Infrequent arthritis, arthrosis, bone spurs, bursitis, leg cramps, myasthenia, tenosynovitis;
Rare: bone pain, pathological fracture, muscle cramp, muscle spasms, musculoskeletal stiffness, myopathy,
osteoporosis, osteosclerosis, plantar fascutls rheumatoid arthritis, tendon rupture. Nervous system Frequent amnesia,
confusion, depersonahzatron hypesthesia, thlnkm? abnormal, tnsmus vertigo; Infrequent: akathisia, apathy, ataxia,
circumoral paresthesia, CNS stimulation, emotional ability, euphona haIIucmatrons hostility, hyperestheS|a hyperkinesia,
hypotonia, incoordination, libido rncreased manic reaction, myoclonus, neuralg|a neuropathy, psychosis, seizure,
abnormal speech, stupor, suicidal ideation; Rare: abnormal/changed behavior, adjustment disorder, akinesia, alcohol
abuse, aphasia, bradykinesia, buccoglossal syndrome cerebrovascular accident, feel|nF drunk, loss of consciousness,
delusmns dementia, dystonia, energy increased, facial paralysis, abnormal gait, Guillain-| -Barré syndrome, homicida
ideation, hyperchlorhydna hypokinesia, hystena impulse control difficulties, motion sickness, neuritis, nystagmus,
paranord reaction, paresis, p , reflexes reflexes lncreased torticolis. Resprratom system
- Frequent: cough |ncreased dyspnea; Infrequent asthma, chest congestlon eplstaX|s hyperventilation, laryngismus,
laryngitis, voice Rare: hemoptysrs hypc , hypoxia, larynx edema, pleurisy,
pulmonary embolus, sleep apnea. Skin and appendages - Frequent: pruritus; Infrequent acne, alopeua contact
dermatitis, dry skin, eczema, maculopapular rash, psoriasis, urticaria; Rare: brittle nails, erythema nodosum exfoliative
dermatitis, lichenoid dermatits, hair discoloration, skin discoloration, furunculosrs hlrsutlsm leukoderma, mlllana petechial
rash, prurmc rash, pustular rash, vesiculobullous rash, seborrhea skin atrophy, skin hypertrophy, skin striae, sweating
decreased. Speclal senses - Frequent abnormallty of accommodatlon mydriasis, taste perversion; Infrequent
conjunctivitis, diplopia, dry eyes, eye pain, otitis media, parosmia, photophobla taste loss; Rare: blepharitis, cataract,
chromatopsia, conjunctival edema, corneal lesion, deafness, exophthalmos, eye hemormage glaucoma, retinal
hemorrhage, subconjunctival hemorrhage hyperacu5|s keratitis, labyrinthitis, miosis, papilledema, decreased pupillary
reflex, otitis externa, scleritis, uveitis, visual field defect. U rogemtal system - Frequent albuminuria, urination impaired;
Infrequent amenorrhea cystitis, dysuna hematuria, kidney calculus, kidney pain, leukorrhea, menorrhag|a metrorrhagia,
nocturia, breast pain, polyuna pyuria, prostatic disorder (prostatrtrs enlarged prostate, and prostate irritability), urinary
rncontmence urinary retention, urinary urgency) vaginal hemorrhage, vaginitis; Rare: abortion, anuria, balanitis, bladder
pain, breast drscharge breast engorgement, breast enlargement, endometriosis, female Iactatron flbrocystrc breast,
calcium crystalluria, cervicitis, orchitis, ovarian cyst, prolon?ed erection, ynecomastla (male), hypomenorrhea kldney
function abnormal, mastitis, menopause, pyelonephntls oliguria, salpln%ltls urolithiasis, uterine hemorrhage, uterine
spasm, vaginal dryness Postmarketing Reports: agranulocytosis, anaphylaxis, aplastic anemia, catatonia, congenital
anomalies, CPK increased, deep vein thrombophlebitis, delirium, EKG abnormalrues such as QT prolongatlon cardiac
armythmlas including atrial fibrillation, supraventricular tachycardla ventricular extrasystoles, and rare reports of
ventricular fibrillation and ventricular tachycardla including torsades de pointes; toxic epidermal necrolysis/Stevens-
Johnson syndrome, erythema multiforme, extrapyramidal symptoms (including dyskinesia and tardive dyskinesia),
angle-closure glaucoma, hemorrhage (|nc|ud|ng eye and gastrointestinal bleeding), hepatic events (including GG
elevation; abnormalities of unspecified liver function tests; liver damage, necrosis, or failure; and fatty liver), interstitial
lung drsease involuntary movements, LDH increased, neuroleptrc malignant syndrome like events (including a case of a
10-year-old who may have been takrng memylphenldate was treated and recovered), neutropema night sweats,
pancreatitis, pancytopenia, panic, prolactin increased, renal failure, r shock-like
electrical sensations or tinnitus (in some cases, subsequent to the discontinuation of venlafaxine or tapering of dose), and
SIADH (usually in the eIderIy; Elevated cIozapme levels that were temporally associated with adverse events, including
seizures, have been reported following the addition of venlafaxine. Increases in prothrombin time, partial thromboplastm
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 patlents carefully for history of drug abuse and observe
such patients closely for signs of misuse or abuse. OVERDOSAGE: The most commonly reported events in overdosage
include tachycardla changes in level of consuousness anging from somnolence to coma), mydriasis, seizures, and
vomiting. I changes (eg, prc f QT interval, bundle branch block, QRS prolongation), ventricular
tachycardia, bradycard|a hypotension, abdomyolysrs vert|go 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 é)roducts but lower than that for tricyclic
antidepressants. Epidemiological studies have shown that venlafaxine-treated patients have a higher pre-existing burden
of suicide risk factors than SSRI-treated patients. The extent to which the finding of an increased risk of fatal outcomes
can be attributed to the toxicity of venlafaxine in overdosage as opposed to some characteristic(s) of venlafaxine-treated
patients is not clear. Treatment should consist of those general measures employed in the management of overdosage
with any antidepressant. Ensure an adequate airway, oxygenation and ventilation. Monitor cardiac rhythm and vital signs.
General suguomve and are also 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 II'I?ES‘IIOI'I or in symptomatic patients. Activated charcoal should be administered. Due to the Iarlg]e volume of
distribution of this drug, forced diuresis, dialysis, hemoperfusion, and exchange transfusion are unlikely to be of benefit.
No specific antidotes for venlafaxine are known. In managing overdosage, consider the possibility of multiple drug
involvement. Consider contacting a poison control center for additional information on the treatment of overdose.
TeIephone numbers for certified poison control centers are listed in the Physicians’ Desk Reference® (PDR). DOSAGE AND
INISTRATION: 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.
Atdle‘g’sinalg'egg 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.
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It’s hard enough being a teenager

It’s even harder with
a serious mental illness

—_—
%

Schizophrenia
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Acute and maintenance treatment of Manic and Mixed episodes associated with Bipolar | Disorder with or withour psychoric
teatures in pediatric patients 10 to 17 vears of age.

Help reveal the person within

ABILIFY is indicared for acure and maintenance trearment of "n||i..rn|1|||'| ma in adolescents 13 to 17 vears of ;




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

Significant results demonstrated by mean change in Y-MRS Total Score at study
endpaoinr (Week 4], in a randomized, placebo-conrrolled rrial in pediarric parienrs
with Bipolar | Disorder, Manic or Mixed'

Adolescent Schizophrenia (aged 13 to 17)

Significanr resulrs demonstrared by mean change in PANSS™ Toral Score ar study endpoint
(Week 6), in a randomized, pluccl:-uvumtm”cd trial in adelescents with schi?.nphruni.'l"

Hig]: L'um|1||:t]u|| rate in [urg:: climical trals of pediatric patients with Hipulﬂr |
Disorder, Manic or Mixed (N=296), and adolescents with Schizophrenia (N=302)"

Antidepressants increased the risk compared to placebo of suicidal thinking and
hehavior (suicidality) in children, adolescents, and young adults in short-term studies
of Major Depressive Disorder (MDD) and other psychiatric disorders. Parients 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 ar times of dose
L'EIHIIE{.'S. ABILIFY is not approved for use in pediatric patients with depression

(see Boxed WARNING).

Commonly observed adverse reactions (25% incidence and at least twice the rate of
pl:i::r:hn tor ABILIFY vs p]nﬁ'hn. mspccrix’clyi:

Pediatric parients (10 o 17 years) wich hipalar mania: somnolence (23% vs 3%),
extrapyramidal disorder (20% vs 3%), fatigue (11% vs 4%), nausea (11% vs 4%),
akathisia (10% vs 2%), blurred vision (8% vs 0%), salivary hypersecretion (6% vs 0%),
and dizziness (5% vz 1%)

Adolescents (13 1o |7 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 | Disorder or
Schizophrenia in the pediatric population has not been evaluated. Maintenance
efficacy can be extrapolated from adulr dara along with comparisons of ABILIFY
pharmacokinetic parameters in adulr and pediatric patients.

Thus, it is generally recommended that responding patients

be continued beyond the acure response, bur at the lowest dose

needed ro mainrain remission. Parients should be periodically

reassessed o determine the need for maintenance treatment.

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

ABILIFY

Y-MRA: Young Manin Raging Scale (‘_ . @ jo- I )
PANSS™ (Pumstive and Megutve Synilrome Scale) drlplprdiu €
i 3 trademark of Multi-Health Systems. Inc. TABLETY s QAL SOLUTION 1 mg/mi

HELP ILLUMINATE THE PERSON WITHIN



IMPORTANT SAFETY INFORMATION and INDICATIONS for ABILIFY" (aripiprazole)

INDICATIONS
ABILIFY (anpiprazole) is indicaned fo:

¥ Acure and maintenance treatment of manic and mived episodes
associated with Bipolar | Disorder with or withour psychoric feanures
in pediatric patients 10 w 17 vears of uge

0 Adjunctive thesspy to elther Fithium or valproase for the scute
erearment of munic and mised episodes associed with Bipolar |
Disorder with or without psychotic fearres in pediatrics 10 0 17
vears of age

! Acuee and maintenance treatment of Schizophrenia in adolescents
13 10 17 years of age

IMPORTANT SAFETY INFORMATION
Increased Mortality in Elderly Patients with
Dementia-Related Psychosis
Elderly patients with dementia-related psychosts treated with
anti otic are at an increased risk (1.6 to 1.7 times)
of death com tn (4.5% v 2.6%, respectively).
Although the causes of denth were varied, most up.lﬂ-ldmh:
appearcd 1o be cardiovascular (eg, heart failure, sudden death)
o infections (eg, pneumonia) in nature, ABILIFY is not approved
for the treatment of paticnts with dementia-related psychaosis.,
Suicidality and Antidepressant Drugs
Antid ts increased the risk compared to placebo of suicidal
thinking and behaviar (suicidality) in children, adolescents, and
young adults in short-term studies of Major Depressive Disorder
(MDY and other iatric disorders. Anyone considering the
use of adjunctive ABILIFY or another antidepressant in :I:EII:L
adolescent, or young adult must balance this risk with the dlinical
need. Short-term studie did not show an increased nsk of
suicidality in adults beyond age 24. Depression and certain other
jatric disorders are themselves associated with increases in the
risk of suicide, Patients of all ages who are started on antidepressant
Ihr?y should be monitored appropriately and obscrved closely
for clinical worsening, suicidality, or un in behavior.
Families and ivers should be advised of the need for close
observation and communication with the prescriber, ABILIFY
is not approved for use in pediatric patients with depression,
See Full Prescriteing Information for complete Boxed WARNINGS
Contraindicarion — Known hypersensitivity action o ABILIFY.
Reactions have ranged from prasitus/urticana w anaphylasis.
¢ Cerehrovascular Adverse Events, Including Stroke — [ncreased
incidence of cerebrovasculur adverse evenis (g, stoke, tansient
ischemic artack), induding fralities, have been reported in clinical
trials of dlderly patients with dementia-ndated psychiosis treated
with ABILIFY
i Neuml:ﬁti: Mnlignmr. Syndrome (NMS) — As wath all
antipsychatic medications, a rare and potentislly fial condition
known as NMS has been reported with ABILIFY. NMS can cause
hyperpyrexia, muscle rigidiry, diaphoresis, tachycardia, i.n:Fula.r pulse
or blood pressure, cardiac dvsrhythmia, and altered mental seanus. IF
sigres and symproms appear, immediare discontinuation is roommended
 Tardive Dyskinesia (TD) — The risk of developing T1 and the
potential for it o become irevensibile may increase as the duration of
treacment and the ol cumulative dose increase. Prescribing should
be consistent with the need o mimmze TD. IF signs and symproms
appear, discontinuation should be considered since T may remit,
partiatly or complerely
7 Hyperglyeemia and Diabetes Mellivus - Hyperglyeemia, in some
cases associated with ketoacidosis, coma, or AEE has heen feported
in patients treited with aypical antipsychotio including ABILIFY,
Pavienis with dinberes should be monitored for worsening of glucose
control: those with risk factors for diabetes <hould um.lnEn haseline
and periodic fasting blood glucose resring, Parients who develop
syimpioms of |L}mﬂntmiu shoubd il un fastnng bloed
glucose testing. There have been fow repors of hyperglveemia
with ABILIFY

Orthosatic Hypotension — ABILIFY may be associared with
arthastatic hypotension and should be used with caution in parients
with known candiovascular disease, cerehrovascular disease, or conditions
which would predispose them w hypotension.

Sefzures/Convulsions — As with other antipsychoric drogs, ABILIFY
should be used with caution in patienes wiLL 1 history ug’ci;ﬂuu or
with conditions thar lower the seizure threshold.

Potential for Cognitive and Motor Impairment — Like

ather antipsychooes, ABILIFY may have the pateritial 1o impair
judgment, thinking, ar maror dkills. Fatients should nor drive or
operate hazardous machinery until they are cemain ABILIFY doss

ot affect them adversely.

Body Temperature Regubation — Disruprion of the body's ability 1o
reduce core body emperamine has been anmbured o antpsychoncs.
Appropriate cane bs advised for patients who may exercise srrenuously,
be exposed to extreme heat, receive concomitant medication with
anticholinergic activity, or be subject 10 dehydrasion.

Sulcide — The poasibility of 2 suicide astempe is inherent in psvchotic
illnesses, Bipolar Disonder, and Major Depressive Disorder, and close
supervision of high-risk patients should accompany drug therapy.
Prescripuons should be written for the smallest quantity consistent with
good parient management in ander to reduce the risk of overdose,

Dysphagia — Esophageal dysmotiliey and aspiration have been
associated with antipsychoric dru; use: including ABILIFY; nse

catition in patients at risk for aspiration prenmonia,
Physicians should advise patients to avaid alcohol while
taking ABILIFY.
StmnE Y1344 leg ketoconarale) or CYP2 DN leg, flusmeting)
inhibivors will increise ABILIFY drug concentrations; reduce ABILIFY
dose by one-half when used concomirandy, excepr when wsed as
adjuncrive treatment with antidepressants in adules with Major
Depressive Disorder,
CYI'3A4 incicers (eg, carhamazepine) will decrease ABILIFY drug
concentrationm; di n1§=i|:||.' ABILIFY dose when used concomitantly,
Commanly observed adverse reactions (25% incidence and ar least
wwice the rate of placebe for ABILIFY vs plicebo, repectively):
8 Pediarric parients (10 ro 17 years) wich Bipolar Mania
somnolence (23% v 3%), mrup:.-mmhiumilwnjn (20% vs 30,
Fuctgue (11% v 4%), nausea (11% vs 4%), akachisia (10% v 206,
Blurred vision (8% vi (M), salivary hyperseeretion (6% v 0%,
and dizziness (5% vs 1%)
Pediatric panents (13 1o 17 years) with Schizophrenia:
exrrapyramidal disorder (17% vs 5%), somnolence {169 v 6%),
and tremor (7% v 2%)
Diystonin is o class effect of antipsychotic disgs, Symproms of dyaonia
muy occur in susceptible mdividuals dunng the i days of trearment
and at low doses,

Mease sce FULL PRESCRIBING INFORMATION, incuding
Boxed WARNINGS, for ABILIFY on the adjacent pages.

Referenves:

1. Dhata on file, ﬁtul]}' 005 240, Dosuka Amenca
Pharmaceytical, Inc. Reckwille, MD

2. Duta on file, Stady 31-03-239, Owuka America
Pharmacenncal, Inc, Rockwlle, ML

A=z

ABILIFY

(aripiprazole)
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'K' Beistl-Myers w ,'Fl""‘-'._l-c-!! Ertevicn A Pharmstsutical, i
EHHIE Ohesuka Amenca Pharmaceuncal, Inc., Rockwille, MDD
STOLISORARZAN03 Chersher M08 DI0HA- 1405
Pranied m LISA & Printed om recveled paper.
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PSYCHIATRY

BOARD REVIEW SERIES

THE KAUFMAN COURSES

SPONSORED BY MONTEFIORE MEDICAL CENTER

CREDIT DESIGNATED BY ALBERT EINSTEIN COLLEGE OF MEDICINE

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

CLINICAL NEUROLOGY FOR PSYCHIATRISTS
David Myland Kaufman, MD

This intensive three-day weekend course, offered for the 37th year, is designed for psychiatrists
in practice and in residency as an update or board preparation. Focusing on essential topics,
the course will use lectures, extensive syllabus, and the new edition of Clinical Neurology for
Psychiatrists, David M. Kaufman (6th edition, Elsevier).

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

LOS ANGELES

The Westin Hotel at the Los Angeles Airport

5400 West Century Boulevard, Los Angeles, CA 90045
Friday, March 27 to Sunday, March 29, 2009

7:45 AM - 5:30 PM

NEW YORK

The Graduate Center

City University of New York (CUNY)
Friday, April 17 to Sunday, April 19, 2009
8:15 AM - 6:00 PM

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

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

AMA Statement: Albert Einstein College of Medicine designates this educational activity for a
maximum of 16 AMA PRA Category 1 Credit(s).™ Physicians should only claim credit com-
mensurate with the extent of their participation in the activity.

LOS ANGELES

The Westin Hotel at the Los Angeles Airport

5400 West Century Boulevard, Los Angeles, CA 90045
Monday, March 30 to Tuesday, March 31, 2009

7:45 AM - 5:30 PM

NEW YORK

The Graduate Center

City University of New York (CUNY)
Monday, April 20 to Tuesday, April 21, 2009
8:15 AM - 6:00 PM

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

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

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

NEW YORK

SUNY College of Optometry (New Location)

Joseph and Roberta Schwarz Theater

33 West 42nd Street (Between 5th and 6th Avenues)
New York, NY 10036

Friday, January 30 to Saturday, January 31, 2009

7:45 AM - 5:30 PM

Lo Y V(oA N[ Tl 1V N Jle]Nl] ° Web site Course Information or To Register: www.cnfp.org

¢ Write: CCME, 3301 Bainbridge Avenue, Bronx, NY 10467

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

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

| Will Attend/Check One:

Make checks payable to Montefiore Medical Center or charge my

1

1

i Los Angeles New York City visa[] Mc[] amex[]

i Clinical Neurology [] March 27-29 L] April 17-19

| for Psychiatrists (Fri-Sun) (Fri-Sun) | | | | | | | | | | | | | | | | |
i Psychiatry: Pre-Test [ ] March 30-31 L1 April 20-21

i (Mon-Tues) (Mon-Tues) EXp=————

i Maintenance of Certification Not Available [] Jan. 30-31 Signature

i (Fri-3al Name Degree
i Check One:

i Practicing Physicians  Residents & Fellows Address

: g ‘fwe cannot mail the textbook to P.0. Boxes

i Clinical Neurology (Course) L) $975.00 L) $850.00 City State Zip
I Psychiatry: Pre-Test (Course) [ ]  $600.00 L) $500.00

i Phone ( )

I Both courses L] $1,300.00 [ $1,100.00 S

| Text book only ] $110.00 [ $110.00 Affiliation

1 Maintenance of Certification [ $495.00 e mail

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

A51



PsychiatryOnline.com

Online access to a premier collection of
psychiatric resources

Just added to
PsychiatryOnline

HELPING PARCHTS,
WOUTH, s TEACHIRS
WSDEASTAMND MEDICATRONS for
BEXMAOFIAL mred
FRINTWe P Pl

Helping Parents, Youth, and Teachers
Understand Medications for
Behavioral and Emotional Problems
A Resource Book of Medication

Information Handouts,
Third Edition

Edited by Mina K. Dulcan, M.D.

EARUNTIALY B
CLINICAL PSYCHOPHARMACOLOGY

A Pyt < RS
Proctica Guidalines for fha
Treatment of Prychiatric Disorden

TEXTBOOK of PSYCHIATRY

‘What Your Patiends Meed to Know Abosl Pyyehiatric Medcations

Plobat . Wi AL BB o) £ Sonsbuiy, 5, o P ] Dl P [

PsychiatryOnline.com is a powerful website that features DSM-/V-TR®
and The American Journal of Psychiatry as the cornerstones of an unsurpassed
collection of psychiatric references, including books, journals, and self-
assessment tools. Much more than simply books and journals presented
online, PsychiatryOnline.com features sophisticated searching and index-
ing tools that enable you to quickly target all the information you need.

Whether your needs are clinical, learning, or research,
PsychiatryOnline.com provides access to the information critical
to your work and everyday practice with convenient features such as:

m Search and linking tools that let you find relevant book chapters
and journal articles quickly.

m Unlimited downloads to PDA so you can take book sections
with you wherever you go.

m Copy and paste functions for easy creation of tables and
presentations.

m Citation exports to most reference manager formats.

m Printer-friendly views that mean no reformatting when you need
a hard copy.

m Saved searches and bookmarked chapters to make it easy to
return to topics of interest.

m Email page feature that allows you to share the information with
colleagues.

Other subscriber benefits include:

m Book of the Month—You’ll get access each month to a FREE PDF
version of a featured book from American Psychiatric Publishing, Inc.

B The most up-to-date versions available including NEW American
Psychiatric Association Practice Guidelines as they are released.

m PLUS Guideline Watches and DSM-IV-TR Coding Updates, as soon
as they are available.

m American Psychiatric Association Members receive $110 discount
off a regular priced subscription. APA Members-in-Training (MITs)
can save even more!

Subscribe TODAY, visit
www.PsychiatryOnline.com.
Please enter priority code AH859AA when completing your request.

Interested in an institutional subscription? Please contact us at
institutions@psych.org or call 1-800-368-5777 ext. 8538 or 703-907-8538
more information and a subscription rate quote.

American

sychiatric

Publishing, Inc.

The First and Last Word in Psychiatry AH859



Recovery From Disability
Manual of Psychiatric Rehabilitation

Robert Paul Liberman, M.D.
With Foreword by John A. Talbott, M.D.

Recovery From Disability draws on Dr. Robert Paul Liberman’s 40 years of
designing, testing, and disseminating innovative treatments for persons
with mental health disabilities. The author addresses the real challenges
faced by practitioners who must wrestle with the individualized needs

of each patient in drawing up a rehabilitation roadmap to recovery.
[lluminating up-to-date treatment techniques that reflect a consensus

of experts regarding evidence-based practices, Dr. Liberman shows how
O ARUALDE RSl e R RO recovery can be the rule rather than the exception.

Written in a down-to-earth manner with minimal jargon, this clinical

SEAERS SANELIREMAN M0 manual is intended for everyday use. Each chapter contains information,

techniques, and treatment methods that enable clinicians to:
* Help patients select realistic yet personally meaningful goals for enriching their lives

* Teach patients how to stabilize their symptoms and cognitive impairments

* Train patients in social and independent living skills for empowerment and autonomy

* Educate family members and other caregivers to collaborate with mental health professionals in overcoming
their loved one’s disability

* Provide access to vocational rehabilitation, including supported employment

* Facilitate comprehensiveness, continuity, and coordination of competency-based rehabilitation, using personal
support specialists, assertive community treatment, and integrated mental health care

The book is relevant to the work of all mental health disciplines, administrators, consumer advocates, and clinicians
with all levels of experience. Practice-based evidence is highlighted by an abundance of real-life examples and a host
of graphic aids. The author addresses the particular needs of Latino patients and takes up the latest developments

in rehabilitation, such as illness management, social and independent living skills training, neurocognitive
pharmacology, cognitive remediation, and use of computers in rehabilitation.

With its wealth of rich and immediately applicable treatment approaches, Recovery From Disability will help
professionals equip mentally disabled patients to reach their personally relevant goals and progress on the
road to recovery.

2008 * 628 pages * ISBN 978-1-58562-205-4 * Paperback * $65.00 * Item #62205

American The First and Last Word in Psychiatry
B&% Order Online: www.appi.org ® Toll Free: 1-800-368-5777 © Fax: 703-907-1091 ® Email: appi@psych.org
ublishing, Inc.

Priority Code AH854
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‘ DEPARTMENT OF VETERANS AFFAIRS VETERANS
HEALTH ADMINISTRATION

PSYCHIATRISTS

Our Health Care System is currently accepting applications for psychiatrists in the following
locations and programs:

Marion, IL
Outpatient Psychiatry
Mental Health in Primary Care / Consultation Liaison
Mental Health Intensive Case Management (MHICM)
PTSD Clinical Team

Owensboro, KY Paducah, KY Mayfield, KY
Outpatient Psychiatry Outpatient Psychiatry Outpatient Psychiatry

Applicants selected for these positions may be eligible for a recruitment incentive and the
maximum award consideration under the Federal Education Debt Reduction Program. In
addition to annual salary, performance pay may be awarded at the end of each fiscal year.

For application, benefit, or salary information please contact:

VA Health Care System
Human Resources
2401 West Main Street
Marion, IL 62959
Phone: 618-993-4128
Fax: 618-993-4148

or visit: www.usajobs.opm.gov

Benefits: 26 days of paid vacation/personal leave; 13 days of paid sick leave; 15 days of paid
military leave; 10 paid Federal holidays; Family and Medical Leave; Liability protection; Group
health insurance plans with the majority of premiums paid by the Federal government; Term |
life insurance, family, and additional coverage options; Federal Employees Retirement System
(FERS); Thrift Savings Plan (TSP) - 401K; Flexible Spending Accounts (FSA).

FOR PROGRAM SPECIFIC INFORMATION, YOU MAY CONTACT DR. Lisa McCurcHEN, DIRECTOR OF BEHAVIORAL

MEDICINE AT 618-993-4161 OR LISA.MCCUTCHEN(@VA.GOV.

PosITIONS SUBJECT TO RANDOM DRUG TESTING. U.S. CITIZENSHIP REQUIRED OR CANDIDATES MUST HAVE PROPER
AUTHORIZATION TO WORK IN THE UNITED STATES.

NSPAEFAIRSHISPANSE QUATLO EEORTUNITYSENIELOYER »

DEPARTMENT: OEMVAiETERA



ASSISTANT/ ASSOCIATE PROFESSOR

(ATTENDING PHYSICIAN FOR INPATIENT TEACHING UNIT)

Assistant/ Associate Professor or rank comm. with experience
(Attending Physician for Inpatient Teaching Unit). The Department
of Psychiatry at the University of Illinois (Chicago Campus) is
actively seeking applications from dynamic, academically-oriented
clinician educators for the position of inpatient attending physician.

This is a tenured or non-tenured full-time position on our
teacher educator track that will include direct patient care and
supervision of residents on an active specialty-oriented inpatient
unit, as well as limited outpatient clinical practice.

The successful candidate will have a demonstrated track record or
interest in teaching residents and medical students as well as
treating/managing acutely ill patients in an inpatient clinical
milieu. Interest in mood and anxiety disorders, psychotic disorders,
geriatrics, neuropsychiatry or general psychiatry are all areas that
will fit into our current team structure.

Candidates should be Board Certified or Eligible in Psychiatry.
The successful candidate will be appointed as a faculty member of
the Dept of Psychiatry, College of Medicine. Rank and salary
commensurate with qualifications and experience.

Please submit your CV and all contact information along with four
letters of recommendation by 12/15/08 to:

Ena Casas
Department of Psychiatry
University of Illinois
1601 W. Taylor Street
Chicago, Illinois 60612.
E-mail: ecasas@psych.uic.edu

UIC IS AN AFFIRMATIVE ACTION/EQUAL OPPORTUNITY EMPLOYER.

APPLICATIONS FROM WOMEN AND MINORITIES ARE ENCOURAGED.

“WE CHOOSE

New York Methodist...
for the opportunities”

STAFF PSYCHIATRIST

Mew York Methodist is a 622-bed voluntary, acute
care teaching institution located in Park Slope,
Brooklyn, that provides a wide variety of specialized
inpatient and outpatient services. We are currently
secking a Staff Psychiatrist to join our team
Candidate must be licensed in the state of New York
and be Board Certified/Board Eligible.

Please send cover letter and curriculum vitae to: New
York Methodist Hospital, Human HResources
Department, 506 Sixth Street, Brooklyn, NY 11215,

Fax: 718-965-3672, Email: dJdah9013@nyp.org.
EOQOE M/F/DV/V.

EXPLORE YOUR FUTURE AT
WWW.NTM . DRLG

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
4 10 join our expanding services. The practice can
be amix 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 a clinical practice that exceeds most others.
We offer physicians an excellent practice in
W/?We an academic setting with opportunities for

P;ﬁogygssive research and teaching.

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

values
mecet. 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.

| GENERAL PSYCHIATRY |

The Department of Psychiatry at Rush University Medical Center is
seeking a board eligible/board certified general psychiatrist. This
position offers clinical work, anticipating an equal balance of
inpatient and outpatient settings. This position will enjoy a Faculty
Appointment. Duties will include teaching of medical student along
with supervising of residents in the Rush Medical College.

This physician would be expected to attend grand rounds and other
departmental meetings as well. Excellent candidates will present

a desire to be knowledgeable about the latest treatments of major
psychiatric disorders. Opportunities for future research and/or other
academic endeavors are possible, beginning with a focus on clinical
study.

Rush University Medical Center is an academic medical center that
encompasses a 618-bed hospital serving adults and children, the
58-bed Johnston R. Bowman Health Center and Rush University.

Rush University is home to one of the first medical colleges in the
Midwest and one of the nation’s top-ranked nursing colleges, as well
as graduate programs in allied health, health systems management
and biomedical research. The Medical Center also offers more than
70 highly selective residency and fellowship programs in medical and
surgical specialties and subspecialties.

Rush is consistently ranked among the nation’s top hospitals by
U.S. News & World report and has been named among the top five
academic medical centers in the country by University HealthSystem
Consortium in its annual quality and accountability performance
ranking. These accomplishments reflect Rush’s ongoing commit-
ment to providing unparalleled care by working collaboratively to
pool knowledge and exchange opinions based on expertise and
experience.

We will begin accepting applications immediately.

Rush is an equal opportunity employer.

Contact:
William A. Scheftner, M.D.
Chair, Department of Psychiatry g% RLUSH UNIVERSITY
Rush University Medical Center \L" MEDICAL CENTER
william_a_scheftner@rush.edu
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ENDOWED PROFESSORSHIP IN ADDICTION PSYCHIATRY

The Department of Psychiatry at the Indiana University School of Medicine is
pleased to announce a new opening for a Full Professor (tenure or clinical track based
on qualifications) to develop a comprehensive clinical, educational, and research
program in Addiction Psychiatry and related disorders. The candidate should

be Board Certified in Addiction Psychiatry and/or certified in Addiction Medicine.

This endowed position will provide direct support to the Indiana Department of Men-
tal Health and Addiction in developing a Gambling Treatment Program; will provide
clinical, education, and research support at Midtown Community Mental Health
Center; and will also be head of the Addiction Psychiatry Fellowship Program within
the Department of Psychiatry. The Midtown Community Mental Health Center
addictions program includes adult outpatient services, intensive outpatient, out-
patient detox, housing services for expectant mothers and newly parenting mothers,
narcotics treatment program, and research programs under NIDA and SAMHSA.

The Department of Psychiatry has a broad research, clinical, and teaching mission
and maintains both a clinical psychology internship and psychiatry residency
program, in addition to training rotations for medical students. The department and
the university place a high priority on creating a diverse learning environment and
on supporting the professional development of ethnic minorities, women, and people
with disabilities. Applications are encouraged from professionals of all ethnic
backgrounds.

Located in Indianapolis, Indiana University School of Medicine is the second
largest medical school in the United States, with a student body that includes over
47% women and 21% ethnic minorities. Indianapolis is the 12th largest metropolitan
area and has the 16th largest African-American population in the United States.
Position offers competitive salary commensurate with experience. Interested
applicants should send their curriculum vitae, six letters of reference, and

statement of clinical, teaching, and research interests to:

Christopher J. McDougle, M.D.
Albert E. Sterne Professor and Chairman
Department of Psychiatry
Indiana University School of Medicine
1111 W. 10th Street, PB A305
Indianapolis, IN 46202-4800

THE DEPARTMENTAL WEBSITE IS LOCATED AT HTTP://WWW.IUPUI.EDU/~PSYCH/.
INDIANA UNIVERSITY IS AN AA/EOE EmpLOYER. M/F/D.

Some battles begin
after the war.

| VA is committed to hiring veterans

Medical Director

Behavioral Health Services

Kings County Hospital Center is the major
teaching affiliate for SUNY Downstate Medical
Center, NYC’s only public medical school. The
Behavioral Health Division has over 200 adult and
child/adolescent inpatient beds, detoxification
services, a Comprehensive Emergency Services
Program, outpatient adult and child/adolescent
mental health and chemical dependency services
and an ACT and MCT Program.

As part of our continued commitment to the
future of Psychiatry in Brooklyn, we continue to
enhance, expand and reorganize our services as
we prepare to move into a new $150M state-of-
the-art building.

We seek a Board Certified Psychiatrist to serve as
the Director of Behavioral Health Services. This
position is accompanied by a SUNY academic
appointment.

Candidates must have at least 5 years of adminis-
trative and managerial experience, be committed
to patient care and interested in teaching.

Please email your resume to Lois Sacks:
LSacks@ppasearch.com e Ph: (914) 251-1000

o GS COUNTY
SPITAL CENTER

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 vou tackle
one of today’s most timely issues - helping America’s veterans

reclaim their mental health once they've returned from hanle,

Vs practice model is based on care needs, not
insurance company regulations

Diverse professional opportunities

Computerized patient records

Your state license allows you to practice at any VA facility,
anywhere in the country

Pay close 1o local lahor market/community pay

-

Paid medical hiability coverage
Predictable scheduling

Excellent health and retivement benefits
Opportunities for education debt reduction
Extensive opportunities for continuing education
26 days paid vacation accrued annually

ment of
Veterans Affairs

An Equad Opporturdy Emplopor

Call toll-free

iy,

1-800-943-0002 or visit
val www.VAcareers.va.gov/MHP

1
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PSYCHIATRIC CLINICIANS AND HOSPITALISTS

PARTNER WITH A MAGNET HOSPITAL

ScoTrT & WHITE HEAITHCARE - CENTRAL TEXAS

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. DEPARTMENT OF MENTAL HEALTH SERVICES

Scott & White and Texas A&M College of Medicine are seeking
Call is shared with 5 local psyChiatl’iS‘tS_ Practice outstanding BC/BE individuals for the positions of Psychiatric

is located at Aspirus Wausau Hospital, named in Clinicians and Hospitalists within the Department of Mental Health

Services at our main campus in Temple, TX. Candidates for this position

the top 1 00 hospltals in the USA by US News and should have strong credentials in clinical care and education, with inpatient
World Report Work with a great team of young psychiatric patient care experience. Academic responsibilities will include

. o . . ! opportunities to mentor medical students and residents in basic psychiatric
vibrant pSyChlaUISTS. There is great POTent|a| for concepts, as well as delivering high quality health care to all population groups.

program growth and development with a focus on

Led by physicians with a commitment to patient care, education and

expanded community action. Excellent compensa- research, Scott & White is listed among the "Top 100 Hospitals” in
; ; ; America. Scott & White Health System serves as the clinical educational
tion and benefit paCkage included. site for The Texas A&M University System Health Science Center
College of Medicine.

As you work within the open and Inviting architec- Scott & White offers a competitive salary and comprehensive benefit

ture of Aspirus, you will be part of our outstanding package, which begins with four weeks vacation, three weeks CME
ward-winnina facilitv. We invi ioin a first- and a generous retirement plan. For additional information, please

award . g tac ty € te yOU t(.) join a SF call or send your CV to: Kathryn Kotrla, MD, Chair, Department

rate medical CommUﬂlty and a faml|y-ffleﬂd|y quahty of Mental Health Services, c/o Jason Culp, Physician Recruiter,

of I|fe |n north Centra' W|Scons|n Scott & White Clinic, 2401 S. 31st, Temple, TX 76508.

Phone: (800) 725-3627; email: jeulp@swmail.sw.org. A formal
application must be completed to be considered for this position.

Please contact Jamie Sitko today at 800-792-8728

For more information on Scott & White, please visit our web site at:

or fax CV to 715-847-2742. ‘-v’; www.sw.org. Scott & White is an equal opportunity employer.
Email: jamiesi@aspirus.org y
WWW.asplrus.org ASP[RUS l:é' SCOTT&WHITE L'ggJ ig:\.tztfsni:z,if CENTER

Louis A. Johnson

= VA Healthcare System

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:

o 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

%o 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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ik
# MinisTrY HEALTH CARE

today, tomorrow, together,

A Ploce Where You Can Make a Difference

Ministry Health Care is seeking BC/BE Peychiatrists to join
our mulli-specialty group. You will enjoy o high-caliber
clinical apportunity in a progressive anvironment,

Services Offered:

-Established behovioral health service

Flexible Hours

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

-Addiciion Pyychiatry

-General & Child /Adolescent

Chucalified support st ff

-Opportunity to da ECT

Contod] information: Far more information obowt physician  coreer
opportunities or fo send your curriculum vitoe [CV), pleose confoct:

Cloudine Teuk, RN, Dir, of Physicion Eecrultment
Phone: 715498, 3688

Fox: 7153427910

E-mall: mmgrecruitment@minlstryhealth.org
ministryhealth.arg /recruiment

"R Ministry Health Care is an Equal Opportunity Employer.

PSYCHIATRIST

The Department of Psychiatry at The University of Texas Health Science
Center at San Antonio (UTHSCSA) seeks a Director of Adult Residency
Training. The position is for a full-time board-certified academic psychiatrist at
the Associate Professor or Professor level in the tenure or nontenure track.

The ideal candidate will have an emerging or established national reputation,
show evidence of leadership and innovation in psychiatric residency training,
have outstanding interpersonal skills, and sufficient administrative experience
to manage and lead a large residency program.

The fully accredited program includes over 60 residents as well as ACGME
approved fellowships in Geriatric and Forensic Psychiatry. Approval is

being sought for a Psychosomatic Medicine Fellowship. This unique program
includes residency slots from Wilford Hall Air Force Medical Center, University
Hospital Health System, and the Audie Murphy Veterans Hospital.

Psychiatry has strong educational, research and clinical programs in an
attractive, culturally rich city situated on the edge of the Texas Hill Country,
with a pleasant climate, an excellent public school system and abundant
recreational activities. Interested individuals should forward their curriculum
vitae to:

Pedro L. Delgado, M.D.
Professor and Chairman, Department of Psychiatry
Mail Code 7792
The University of Texas Health Science Center at San
Antonio 7703 Floyd Curl Drive
San Antonio TX 78229-3900
Phone: 210-567-5391

Fax:  210-567-6941
I

The University of Texas Health Science Center at San Antonio is an Equal
Employment Opportunity/Affirmative Action Employer. All faculty appointments
are designated as security sensitive positions.

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

PSYCHIATRISTS
The VA Needs You
Pensacola, FL 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), PO. Box 69004, Alexandria, LA 71306-9004.
(318) 473-0010 ext 2696.

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

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

MUSKOGEE, OK Contact Jason Cleveland, HRMS at 918-
577-3800.
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BC/BE ADULT PSYCHIATRIST

McLeod Health is seeking a Full-Time B(/BE Adult
Psychiatrist for our Behavioral Health Psychiatric Center
located in a beautiful rural setting in Darlington, SC, just
minutes away from the main flagship hospital, McLeod
Regional Medical Center in Florence, SC.

We have an extensive support staff for the hospital and
ED consults and a twenty-four hour Access Center. Our
state-of-the-art 23-bed crisis intervention in-patient
facility was built and designed specifically for the needs
of the psychiatric patient. We also provide out-patient
therapy for patients in a private-practice setting.

We offer a competitive salary, comprehensive benefits
and retirement package, paid professional liability
insurance, CME allowance, relocation assistance, and
sign-on bonus.

McLeod Regional Medical Center is a 453 bed,
tertiary care, and teaching facility serving a primary
market of 6 counties, and receiving tertiary referrals from
12 counties for a total population of 1 million people.

McLeod is leading the way for the nation in patient care
by improving quality and safety. We are committed to
developing patient-centered, evidence-based, physician-
led quality health care in a not-for-profit hospital system
that values each individual patient.

If you are interested in joining this nationally
recognized hospital, please contact Janisyn McLaurin
at 843-777-5169 or by email at
jmclaurin@mcleodhealth.org.

STUDENT MENTAL HEALTH
PSYCHIATRIC OPENING
CLINICAL ASSISTANT/ASSOCIATE PROFESSOR

Position# 00024621
The University of Florida Student Health Care Center and Depart-
ment of Psychiatry at the University of Florida College of Medicine
are seeking a Psychiatrist for a full time, non-tenure clinical position
with primary responsibility in Student Mental Health.

The University of Florida is a large state university, which provides
undergraduate, graduate, and professional education to an ethnically
and culturally diverse population. Student Mental Health Services

is comprised of the General Mental Health Clinic, Center for Sexual
Assault/Abuse Recovery and Education, Eating Disorders Program,
Alcohol and Substance Abuse Program, and Psychiatry Services.

The successful candidate would collaborate with a large multidis-
ciplinary staff made up of psychologists, mental health counselors,
psychiatrists, psychiatric ARNP’s and other medical providers. In
addition, this person will also have the opportunity to be involved in
teaching and research through the Department of Psychiatry within
the University of Florida, a major research university.
All applicants must have an MD/DO degree, must hold or be
eligible for Florida Medical Licensure, be Board Certified or eligible
for Board Certification and have a demonstrated record of clinical
experience in assessment, brief treatment and psychopharmacologi-
cal management. Faculty rank will be commensurate with experi-
ence. Application deadline: November 21st. Send CV and Letter
of Interest to:
Sylvia Montesinos, M.D.
Search Committee Chairperson for Student Mental Health
P.O. Box 100256
University of Florida, Gainesville, FL 32610-0256
Equal Opportunity Institution

Charleston Division

West Virginia. Recent inpatient experience is a must.

is strongly encouraged and supported.

encouraged to apply.

WestVirginiaUniversity

Robert C. Byrd Health Sciences Center

West Virginia University — Charleston Division, Department of Behavioral Medicine & Psychiatry is seeking a full-time
academic BC general psychiatrist who is eligible for or has completed added qualifications in acrl}éliction psychiatry, either
MD or DO, for evaluation and treatment of inpatient detoxification and substance abuse related consults in the hospital.
Additionally, we are seeking two general psychiatrists. The candidates must also be eligible for licensure in the state of

The opportunities involve teaching and supervisory responsibilities. Students include more than 20 residents in either a
general psychiatry track or a med/psych track, 30 + medical students and three PhD psychology interns. Scholarly activity

The successful candidate will join a diverse and interdisciplinary faculty, including general psychiatrists, child and
adolescent psychiatrists, geriatric psychiatrists, child psychology and neuropsychology.

West Virginia University — Charleston Division is the oldest regional medical campus in the United States. Over 100
clinical faculty provide training and educational oversight to more than 80 medical students and 140 residents. We are
affiliated with Charleston Area Medical Center, a non-profit, 893-bed tertiary referral center. As Southern West Virginia’s

remier medical teaching facility, CAMC is home to one of the top heart programs in the United States; one of two
dney transplant centers in the state and one of the nation’s busiest Level I trauma centers. CAMC has three Charleston
locations: General Hospital, Memorial Hospital and Women and Children’s Hospital.

Send letter of inquiry and CV to Martin J. Kommor, MD, WVU Department of Behavioral Medicine & Psychiatry,
3200 MacCorkle Ave., SE, Charleston, WV 25304, martin.kommor@camc.org or call (304) 388-1010.

Appointment will be at a level commensurate with experience and qualifications. The position will remain open until filled.

West Virginia University is an Affirmative Action/Equal Employment Opportunity Employer. Women and minorities are
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INDIANA UNIVERSITY ScHooL oF MEDICINE—
Evl Litry anp Co.
PsYCHOPHARMACOLOGY RESEARCH FELLOWSHIP

The Indiana University School of Medicine Department of Psychiatry

in partnership with Eli Lilly and Co. is offering a one- to two-year
research non-accredited fellowship in adult and/or child psychophar-
macology. Candidates must have completed at least their PGY-I11
year to be eligible.

The fellowship will pair an investigator from IU with one from Lilly
along a common diagnostic theme (mood or anxiety disorders,
psychosis, dementia, childhood-onset disorders) or research approach
(clinical trials, basic neuroscience, genetics, neuroimaging, etc.).

Fellows will spend at least 50% of their time at IU in outpatient,
inpatient or laboratory research settings, and the remainder at the
Lilly Corporate Research Facilities, located less than two miles away.

The fellow will become proficient in state-of-the-art diagnostic/thera-
peutic approaches or laboratory/genetic/neuroimaging techniques.

Eligible applicants must be U.S. citizens or permanent residents and
have completed an M.D. or comparable degree. One opening for
the 2009-2010 academic year is available. Applications are
encouraged from professionals of all ethnic backgrounds. Interested
applicants should send a statement of interest, their curriculum vitae
with a summary of relevant clinical/laboratory and academic
experience, and the names of at least three references to:

David J. Posey, M.D.,
Associate Professor of Psychiatry
Riley Hospital for Children Room 4300
702 Barnhill Dr.
Indianapolis, IN 46202
dposey@iupui.edu

DEPARTMENT OF VETERANS AFFAIRS 5

The G.V. (Sonny) Montgomery VA Medical Center is recruiting for
three full-time psychiatrists for the Mental Health Product Line. Duties
may involve several aspects of general psychiatry, including inpatient,
outpatient, consultative, or telemedicine psychiatry. The successful
candidate must be board certified / board eligible in psychiatry.

Interest and experience in teaching and research are desirable. The
incumbent should be eligible for a faculty appointment at the

" University of Mississippi School of Medicine, Department of Psychiatry.

The G. V. (Sonny) Montgomery VA Medical Center, Mental Health
Service is an integral part of the South Central VA Health Care
Network, Mental Illness Research, Education and Clinical Center
(MIRECC) with basic, clinical and health services project on
schizophrenia, mood disorders, PTSD, substance abuse and dementia.

Our VA is a 163-bed acute care medical center with a 120-bed nursing
home care unit, research and education facility, and outpatient clinics.
We offer excellent benefits, such as, vacation/sick leave, health/life
insurance coverage, and retirement package including a tax deferred
savings plan.

VA Healthcare providers are entitled to immunity from medical
malpractice claims as provided by the Federal Tort Claims Act.
Applicant(s) selected for this position will be eligible to apply for an
education loan reimbursement award under the provisions of the
Education Debt Reduction Program (EDRP) subject to availability of
EDRP funding.

Interested candidates should submit: Application for Physicians,
Dentists, Podiatrists, and Chiropractors (VAF 10-2850) http://

www.va.gov/vaforms/ and Declaration for Federal Employment
(OF-3006) http://www.opm.gov/forms/index.htm to:

Felicia Owens, HR Specialist
Human Resources Service (05P), VA Medical Center
1500 E. Woodrow Wilson Dr.

 Applications will be accepted until the position is filed. The Jackson, MS 39216
departmental website is located at http:/Ipsychiatry.medicine.iu.edul. Email: Felicia.Owens@va.gov
Indiana University is an EEO/AA Employer, MIFID. Phone : 601-364-1575 EO
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Candidates and Employers
Connect through the

APA Job Bank

Employers

m Post your psychiatric position with the APA Job Bank at
WwWw.psych.o bbank and reach qualified professionals.

m Use the many resources of the APA Job Bank to make a smart
recruitment decision.

m Advertise in the Psychiatric Services or Psychiatric News classifieds
and the APA Job Bank and receive a 10% discount on each.

Candidates

m Search the most comprehensive online listing of psychiatric
positions at www.psych.org/jobbank.

m Register to post your resume, receive instant job alerts, use the
career tools and more.

m Visit the APA Job Bank today and find the ideal position!

Contact APA

Pamela Trujillo at 703.907.7330 -’
or classads@psych.org

B ANK

The best source for psychiatric job placement
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Brief Summary—see package insert for full prescribing information.

ARICEPT" (Donepezil Hydrochloride Tablets)

ARICEPT* 0DT (Donepezil Hydrochloride) Orally Disintegrating Tablets

INDICATIONS AND USAGE ARICEPT is indicated for the treatment of dementia of the Alzheimer's type. Efficacy has been
demonstrated in patients with mild to moderate Alzheimer's Disease, as well as in patients with severe Alzheimer's Disease.
CONTRAINDICATIONS ARICEPT® is contraindicated in patients with known hypersensitivity to donepezil hydrochloride or to
piperidine derivatives. WARNINGS Anesthesia: ARICEPT*, asa cholinesterase inhibitor, is likely to exaggerate succinylcholine-type
muscle relaxation during anesthesia. Cardiovascular Conditions: Because of their pharmacological action, cholinesterase
inhibitors may have vagotonic effects on the sinoatrial and atrioventricular nodes. This effect may manifestas bradycardia or heart block
in patients both with and without known underlying cardiac conduction abnormalities. Syncopal episodes have been reported in
association with the use of ARICEPT*. Gastrointestinal Conditions: Through their primary action, cholinesterase inhibitors may
be expected to increase gastric acid secretion due to increased cholinergic activity. Therefore, patients should be monitored closely
for symptoms of active or occult gastrointestinal bleeding, especially those at increased risk for developing ulcers, e.g., those witha
history of ulcer disease or those receiving concurrent nonsteroidal anti-inflammatory drugs (NSAIDS). Clinical studies of ARICEPT*
have shown no increase, relative to placebo, in the incidence of either peptic ulcer disease or gastrointestinal bleeding. ARICEPT®, as
a predictable consequence of its pharmacological properties, has been shown to produce diarrhea, nausea and vomiting. These
effects, when they occur, appear more frequently with the 10 mg/day dose than with the 5 mg/day dose. In most cases, these effects
have been mild and transient, sometimes lasting one to three weeks, and have resolved during continued use of ARICEPT®.
Genitourinary: Although not observed in clinical trials of ARICEPT®, cholinomimetics may cause bladder outflow obstruction.
Neurological Conditions: Seizures: Cholinomimetics are believed to have some potential to cause generalized convulsions.
However, seizure activity also may be a manifestation of Alzheimer's Disease. Pulmonary Conditions: Because of their
cholinomimetic actions, cholinesterase inhibitors should be prescribed with care to patients with a history of asthma or obstructive
pulmonary disease. PRECAUTIONS Drug-Drug Interactions (see Clinical Pharmacology: Clinical Pharmacokinetics: Drug-drug
Interactions) Effect of ARICEPT * on the Metabolism of Other Drugs: No in vivoclinical trials have investigated the effect of
ARICEPT* on the clearance of drugs metabolized by CYP 3A4 (e.g. cisapride, terfenadine) or by CYP 2D6 (e.g. imipramine). However,
in vitro studies show a low rate of binding to these enzymes (mean K; about 50-130 pM), that, given the therapeutic plasma
concentrations of donepezil (164 nM), indicates little likelihood of interference. Whether ARICEPT® has any potential for enzyme
induction is not known. Formal pharmacokinetic studies evaluated the potential of ARICEPT® for interaction with theophylline,
cimetidine, warfarin, digoxin and ketoconazole. No effects of ARICEPT on the pharmacokinetics of these drugs were observed. Effect
of Other Drugs on the Metabolism of ARICEPT ° : Ketoconazole and quinidine, inhibitors of CYP450, 3A4 and 2D6, respectively,
inhibit donepezil metabolism in vitro. Whether there isaclinical effect of quinidine is notknown. Ina 7-day crossover study in 18 healthy
volunteers, ketoconazole (200 mg q.d.) increased mean donepezil (5 mg ¢.d.) concentrations (AUC, . and G, by 36%. The clinical
relevance of this increase in concentration is unknown. Inducers of CYP 2D6 and CYP 3A4 (e.g., phenytoin, carbamazepine,
dexamethasone, rifampin, and phenobarbital) could increase the rate of elimination of ARICEPT®. Formal pharmacokinetic studies
demonstrated that the metabolism of ARICEPT® is not significantly affected by concurrent administration of digoxin or cimetidine. Use
with Anticholinergics: Because of their mechanism of action, cholinesterase inhibitors have the potential to interfere with the
activity of anticholinergic medications. Use with Cholinomimetics and Other Cholinesterase Inhibitors: A synergistic effect
may be expected when cholinesterase inhibitors are given concurrently with succinylcholine, similar neuromuscular blocking agents
or cholinergic agonists such as bethanechol. Carcinogenesis, Mutagenesis, Impairment of Fertility No evidence of a
carcinogenic potential was obtained in an 88-week carcinogenicity study of donepezil hydrochloride conducted in CD-1 mice at
doses up to 180 mg/kg/day (approximately 90 times the maximum recommended human dose on amg/m’ basis), or ina 104-week
carcinogenicity study in Sprague-Dawiley rats at doses up to 30 mg/kg/day (approximately 30times the maximum recommended human
dose onamg/m’ basis). Donepezil was not mutagenic in the Ames reverse mutation assay in bacteria, or inamouse lymphoma forward
mutation assay in vitro. In the chromosome aberration test in cultures of Chinese hamster lung (CHL) cells, some clastogenic effects
were observed. Donepezil was not clastogenic in the in vivomouse micronucleus testand was not genotoxic inan in vivounscheduled
DNA synthesis assay in rats. Donepezil had no effect on fertility in rats at doses up to 10 mg/kg/day (approximately 8 times the
maximum recommended human dose on a mg/m’ basis). Pregnancy Pregnancy Category C: Teratology studies conducted in
pregnant rats at doses up to 16 mg/kg/day (approximately 13 times the maximum recommended human dose onamg/m’ basis) and
in pregnant rabbits at doses up to 10 mg/kg/day (approximately 16 times the maximum recommended human dose on a mg/m*
basis) did not disclose any evidence for a teratogenic potential of donepezil. However, ina study in which pregnant rats were given up
to 10 mg/kg/day (approximately 8 times the maximum recommended human dose on a mg/m'’ basis) from day 17 of gestation
through day 20 postpartum, there was a slight increase in still births and a slight decrease in pup survival through day 4 postpartum
at this dose; the next lower dose tested was 3 mg/kg/day. There are no adequate or well-controlled studies in pregnant women.
ARICEPT" should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus. Nursing Mothers It
is notknown whether donepexil is excreted in human breast milk. ARICEPT* has no indication for use in nursing mothers. Pediatric
Use Thereare no adequate and well-controlled trials to document the safety and efficacy of ARICEPT® inany iliness occurring in children.
Geriatric Use Alzheimer's disease is a disorder occurring primarily in individuals over 55 years of age. The mean age of the patients
enrolled in the clinical studies with ARICEPT* was 73 years; 80% of these patients were between 65 and 84 years old and 49% of the
patients were at or above the age of 75. The efficacy and safety data presented in the clinical trials section were obtained from these
patients. There were no clinically significant differences in mostadverse events reported by patient groups 65 years old and <65 years
old. ADVERSE REACTIONS Mild To Moderate Alzheimer’s Disease Adverse Events Leading to Discontinuation The
rates of discontinuation from controlled clinical trials of ARICEPT® due to adverse events for the ARICEPT® 5 mg/day treatment groups
were comparable to those of placebo-treatment groups at approximately 5%. The rate of discontinuation of patients who received
7-day escalations from 5 mg/day to 10 mg/day, was higher at 13%. The most common adverse events leading to discontinuation,
defined as those occurring in at least 2% of patients and at twice the incidence seen in placebo patients, are shown in Table 1. Table 1.
Most Frequent Adverse Events Leading to Withdrawal from Controlled Clinical Trials by Dose Group (Placebo,
5 mg/day ARICEPT®, and 10 mg/day ARICEPT ", respectively); Patients Randomized (355, 350, 315); Event/%
Discontinuing: Nausea (1%, 1%, 3%); Diarrhea (0%, <1%, 3%); Vomiting (<1%, <1%, 2%). Most Frequent Adverse Clinical
Events Seen in Association with the Use of ARICEPT . The most common adverse events, defined as those occurring ata
frequency of at least 5% in patients receiving 10 mg/day and twice the placebo rate, are largely predicted by ARICEPT*'s cholinomimetic
effects. These include nausea, diarrhea, insomnia, vomiting, muscle cramp, fatigue and anorexia. These adverse events were often of
mild intensity and transient, resolving during continued ARICEPT® treatment without the need for dose modification. There is evidence
to suggest that the frequency of these common adverse events may be affected by the rate of titration. An open-label study was
conducted with 269 patients who received placebo in the 15 and 30-week studies. These patients were itrated to a dose of 10 mg/day
over a6-week period. The rates of common adverse events were lower than those seen in patients titrated to 10 mg/day over one week
inthe controlled clinical trials and were comparable to those seen in patients on 5 mg/day. See Table 2 for acomparison of the most
common adverse events following one and six week titration regimens. Table 2. Comparison of rates of adverse events in
patients titrated to 10 mg/day over 1 and 6 weeks (No titration: Placebo [n=315], No titration: 5 mg/day [n=311],
One week titration: 10 mg/day [n=315], Six week titration: 10 mg/day [n=269], respectively): Nausea (6%, 5%,
19%, 6%); Diarthea (5%, 8%, 15%, 9%); Insomnia (6%, 6%, 14%, 6%); Fatigue (3%, 4%, 8%, 3%); Vomiting (3%, 3%, 8%, 5%);
Muscle cramps (2%, 6%, 8%, 3%); Anorexia (2%, 3%, 7%, 3%). Adverse Events Reported in Controlled Trials The events
cited reflect experience gained under closely monitored conditions of clinical trials in a highly selected patient population. Inactual clinical
practice or in other clinical trials, these frequency estimates may notapply, as the conditions of use, reporting behavior, and the kinds
of patients treated may differ. Table 3 lists treatment emergent signs and symptoms that were reported in at least 2% of patients in
placebo-controlled trials who received ARICEPT® and for which the rate of occurrence was greater for ARICEPT® assigned than
placebo assigned patients. In general, adverse events occurred more frequently in female patients and with advancing age. Table 3.
Adverse Events Reported in Controlled Clinical Trials in Mild to Moderate Alzheimer’s Disease in at Least 2% of
Patients Receiving ARICEPT" and at a Higher Frequency than Placebo-treated Patients (Body System/Adverse
Event: Placebo [n=355], ARICEPT" [n=747], respectively): Percent of Patients with any Adverse Event: 72, 74. Body
as a Whole: Headache (9, 10); Pain, various locations (8, 9); Accident (6, 7); Fatigue (3, 5). Cardiovascular System: Syncope
(1,2). Digestive System: Nausea (6, 11); Diarrhea (5, 10); Vomiting (3, 5); Anorexia (2, 4). Hemic and Lymphatic System:
Ecchymosis (3, 4). Metabolic and Nutritional Systems: Weight Decrease (1, 3). Musculoskeletal System: Muscle Cramps
(2,6); Arthritis (1,2). Nervous System: Insomnia (6, 9); Dizziness (6, 8); Depression (<1, 3); Abnormal Dreams (0, 3); Somnolence
(<1,2). Urogenital System: Frequent Urination (1, 2). Other Adverse Events Observed During Clinical Trials. ARICEPT®
has been administered to over 1700 individuals during clinical trials worldwide. Approximately 1200 of these patients have been
treated for at least 3 months and more than 1000 patients have been treated for at least 6 months. Controlled and uncontrolled trials

inthe United States included approximately 900 patients. In regards to the highest dose of 10 mg/day, this population includes 650
patients treated for 3 months, 475 patients treated for 6 months and 116 patients treated for over 1 year. The range of patient exposure
isfrom 110 1214 days. Treatment emergent signs and symptoms that occurred during 3 controlled clinical trials and two open-label
trials in the United States were recorded as adverse events by the clinical investigators using terminology of their own choosing. To
provide an overall estimate of the proportion of individuals having similar types of events, the events were grouped into a smaller number
of standardized categories using a modified COSTART dictionary and event frequencies were calculated across all studies. These
categories are used in the listing below. The frequencies represent the proportion of 900 patients from these trials who experienced
that event while receiving ARICEPT. All adverse events occurring at least twice are included, except for those already listed in Tables 2 0r 3,
COSTART terms too general to be informative, or events less likely to be drug caused. Events are classified by body system and
listed using the following definitions: frequent adverse events—those occurring in at least 1/100 patients; infrequent adiverse events—
those occurring in 1/100to 1/1000 patients. These adverse events are not necessarily related to ARICEPT® treatment and in most cases
were observed at a similar frequency in placebo-treated patients in the controlled studies. No important additional adverse events were
seen in studies conducted outside the United States. Body as a Whole: Frequent: influenza, chest pain, toothache; Infrequent:
fever, edema face, periorbital edema, hernia hiatal, abscess, cellulitis, chills, generalized coldness, head fullness, listlessness.
Cardiovascular System: Frequent: hypertension, vasodilation, atrial fibrillation, hot flashes, hypotension; /nfrequent: angina
pectoris, postural hypotension, myocardial infarction, AV block (first degree), congestive heart failure, arteritis, bradycardia, peripheral
vascular disease, supraventricular tachycardia, deep vein thrombosis. Digestive System: Frequent: fecal incontinence,
gastrointestinal bleeding, bloating, epigastric pain; Infrequent: eructation, gingivitis, increased appetite, flatulence, periodontal abscess,
cholelithiasis, diverticulitis, drooling, dry mouth, fever sore, gastritis, irritable colon, tongue edema, epigastric distress, gastroenteritis,
increased transaminases, hemorrhoids, ileus, increased thirst, jaundice, melena, polydipsia, duodenal ulcer, stomach ulcer. Endocrine
System: /nfrequent: diabetes mellitus, goiter. Hemic and Lymphatic System: /nfrequent: anemia, thrombocythemia,
thrombocytopenia, eosinophilia, erythrocytopenia. Metabolic and Nutritional Disorders: Frequent: dehydration; /nfrequent:
gout, hypokalemia, increased creatine kinase, hyperglycemia, weight increase, increased lactate dehydrogenase. Musculoskeletal
System: Frequent: bone fracture; Infrequent: muscle weakness, muscle fasciculation. Nervous System: Frequent: delusions,
tremor, irritability, paresthesia, aggression, vertigo, ataxia, increased libido, restlessness, abnormal crying, nervousness, aphasia;
Infrequent: cerebrovascular accident, intracranial hemorrhage, transient ischemic attack, emotional lability, neuralgia, coldness
(localized), muscle spasm, dysphoria, gait abnormality, hypertonia, hypokinesia, neurodermatitis, numbness (localized), paranoia,
dysarthria, dysphasia, hostility, decreased libido, melancholia, emotional withdrawal, nystagmus, pacing. Respiratory System:
Frequent: dyspnea, sore throat, bronchitis; /nfrequent: epistaxis, post nasal drip, pneumonia, hyperventilation, pulmonary congestion,
wheezing, hypoxia, pharyngitis, pleurisy, pulmonary collapse, sleep apnea, snoring. Skin and Appendages: Frequent: pruritus,
diaphoresis, urticaria; /nfrequent: dermatitis, erythema, skin discoloration, hyperkeratosis, alopecia, fungal dermatitis, herpes zoster,
hirsutism, skin striae, night sweats, skin ulcer. Special Senses: Frequent: cataract, eye irritation, vision blurred; /nfrequent: dry
eyes, glaucoma, earache, tinnitus, blepharitis, decreased hearing, retinal hemorrhage, otitis externa, otitis media, bad taste, conjunctival
hemorrhage, ear buzzing, motion sickness, spots before eyes. Urogenital System: Frequent: urinary incontinence, nocturia;
Infrequent: dysuria, hematuria, urinary urgency, metrorrhagia, cystitis, enuresis, prostate hypertrophy, pyelonephritis, inability to
empty bladder, breast fibroadenosis, fibrocystic breast, mastitis, pyuria, renal failure, vaginitis. Severe Alzheimer’s Disease
Adverse Events Leading to Discontinuation: The rates of discontinuation from controlled clinical trials of ARICEPT® due to
adverse events for the ARICEPT® patients were approximately 12% compared to 7% for placebo patients. The most common adverse
events leading to discontinuation, defined as those occurring in at least 2% of ARICEPT® patients and at twice the incidence seen in
placebo patients, were anorexia (2% Vs 1% placebo), nausea (2% vs <1% placebo), diarrhea (2% vs 0% placebo), and urinary tract
infection (2% vs 1% placebo). Most Frequent Adverse Clinical Events Seen in Association with the Use of ARICEPT*
The most common adverse events, defined as those occurring at a frequency of at least 5% in patients receiving ARICEPT® and twice
the placebo rate, are largely predicted by ARICEPT*'s cholinomimetic effects. These include diarrhea, anorexia, vomiting, nausea, and
ecchymosis. These adverse events were often of mild intensity and transient, resolving during continued ARICEPT® treatment without
the need for dose modification. Adverse Events Reported in Controlled Trials Table 4 lists treatment emergent signs and
symptoms that were reported in at least 2% of patients in placebo-controlled trials who received ARICEPT® and for which the rate of
occurrence was greater for ARICEPT® assigned than placebo assigned patients. Table 4. Adverse Events Reported in
Controlled Clinical Trials in Severe Alzheimer’s Disease in at Least 2% of Patients Receiving ARICEPT" and ata
Higher Frequency than Placebo-treated Patients (Body System/Adverse Event: Placebo [n=392], ARICEPT"
[n=501], respectively): Percent of Patients with any Adverse Event: 73, 81. Body as a Whole: Accident (12, 13);
Infection (9, 11); Headache (3, 4); Pain (2, 3); Back Pain (2, 3); Fever (1, 2); Chest Pain (<1, 2). Cardiovascular System:
Hypertension (2, 3); Hemorrhage (1, 2); Syncope (1, 2). Digestive System: Diarrhea (4, 10); Vomiting (4, 8); Anorexia (4, 8);
Nausea (2, 6). Hemic and Lymphatic System: Ecchymosis (2, 5). Metabolic and Nutritional Systems: Creatine
Phosphokinase Increased (1, 3); Dehydration (1, 2); Hyperlipemia (<1, 2). Nervous System: Insomnia (4, 5); Hostility (2, 3);
Nervousness (2, 3); Hallucinations (1, 3); Somnolence (1, 2); Dizziness (1, 2); Depression (1, 2); Confusion (1, 2); Emotional Lability
(1,2); Personality Disorder (1, 2). Skin and Appendages: Eczema (2, 3). Urogenital System: Urinary Incontinence (1, 2). Other
Adverse Events Observed During Clinical Trials ARICEPT" has been administered to over 600 patients with severe Alzheimer’s
Disease during clinical trials of at least 6 months duration, including 3 double blind placebo controlled trials, one of which had an open
label extension. All adverse events occurring at least twice are included, except for those already listed in Table 4, COSTART terms too
general to be informative, or events less likely to be drug caused. Events are classified by body system using the COSTART dictionary
and listed using the following definitions: frequent adverse events—those occurring in at least 1/100 patients; infrequent adverse
events—those occurring in 1/100 to 1/1000 patients. These adverse events are not necessarily related to ARICEPT® treatment and
inmost cases were observed at a similar frequency in placebo-treated patients in the controlled studies. Body as a Whole: Frequent:
abdominal pain, asthenia, fungal infection, flu syndrome; /nfrequent:allergic reaction, cellulitis, malaise, sepsis, face edema, hernia.
Cardiovascular System: Frequent: hypotension, bradycardia, ECG abnormal, heart failure; /nfrequent: myocardial infarction,
angina pectoris, atrial fibrillation, congestive heart failure, peripheral vascular disorder, supraventricular extrasystoles, ventricular
extrasystoles, cardiomegaly. Digestive System: Frequent:constipation, gastroenteritis, fecal incontinence, dyspepsia; Infrequent:
gamma glutamy! transpeptidase increase, gastritis, dysphagia, periodontitis, stomach ulcer, periodontal abscess, flatulence, liver
function tests abnormal, eructation, esophagitis, rectal hemorrhage. Endocrine System: /nfrequent: diabetes mellitus. Hemic and
Lymphatic System: Frequent:anemia; Infrequent:leukocytosis. Metabolic and Nutritional Disorders: Frequent  weight loss,
peripheral edema, edema, lactic dehydrogenase increased, alkaline phosphatase increased; /nfrequent: hypercholesteremia,
hypokalemia, hypoglycemia, weight gain, bilirubinemia, BUN increased, B, deficiency anemia, cachexia, creatinine increased, gout,
hyponatremia, hypoproteinemia, iron deficiency anemia, SGOT increased, SGPT increased. Musculoskeletal System: Frequent:
arthritis; Infrequent :arthrosis, bone fracture, arthralgia, leg cramps, osteoporosis, myalgia. Nervous System: Frequent . agitation,
anxiety, tremor, convulsion, wandering, abnormal gait; /nfrequent: apathy, vertigo, delusions, abnormal dreams, cerebrovascular
accident, increased salivation, ataxia, euphoria, vasodilatation, cerebral hemorrhage, cerebral infarction, cerebral ischemia, dementia,
extrapyramidal syndrome, grand mal convulsion, hemiplegia, hypertonia, hypokinesia. Respiratory System: Frequent:pharyngitis,
pneumonia, cough increased, bronchitis; /nfrequent. dyspnea, rhinitis, asthma. Skin and Appendages: Frequent:rash, skin ulcer,
pruritus; infrequent :psoriasis, skin discoloration, herpes zoster, dry skin, sweating, urticaria, vesiculobullous rash. Special Senses:
Infrequent :conjunctivitis, glaucoma, abnormal vision, ear pain, lacrimation disorder. Urogenital System: Frequent: urinary tract
infection, cystitis, hematuria, glycosuria; Infrequent . vaginitis, dysuria, urinary frequency, albuminuria. Postintroduction Reports
Voluntary reports of adverse events temporally associated with ARICEPT* that have been received since market introduction that are
not listed above, and that there is inadequate data to determine the causal relationship with the drug include the following: abdominal
pain, agitation, cholecystitis, confusion, convulsions, hallucinations, heart block (all types), hemolytic anemia, hepatitis, hyponatremia,
neuroleptic malignant syndrome, pancreatitis, and rash. OVERDOSAGE Because strategies for the management of
overdose are continually evolving, it is advisable to contact a Poison Control Center to determine the latest
recommendations for the management of an overdose of any drug. As in any case of overdose, general supportive
measures should be utilized. Overdosage with cholinesterase inhibitors can result in cholinergic crisis characterized by severe nausea,
vomiting, salivation, sweating, bradycardia, hypotension, respiratory depression, collapse and convulsions. Increasing muscle
weakness is a possibility and may result in death if respiratory muscles are involved. Tertiary anticholinergics such as atropine may
be used as an antidote for ARICEPT® overdosage. Intravenous atropine sulfate titrated to effect is recommended: an initial dose of 1.0
to 2.0 mg IV with subsequent doses based upon clinical response. Atypical responses in blood pressure and heart rate have been
reported with other cholinomimetics when co-administered with quaternary anticholinergics such as glycopyrrolate. Itis not known
whether ARICEPT" and/or its metabolites can be removed by dialysis (hemodialysis, peritoneal dialysis, or hemofiltration). Dose-related
signs of toxicity in animals included reduced spontaneous movement, prone position, staggering gait, lacrimation, clonic convulsions,
depressed respiration, salivation, miosis, tremors, fasciculation and lower body surface temperature.
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START AND STAY WITH ARICEPT"

Indicated for
MILD - MODERATE - SEVERE
Alzheimer's

Proven Efficacy for Patients...
@ Improved behavior in mild to moderate AD**
@ Persistent treatment helped delay nursing home placement?!

and Benefits for Caregivers

@ Caregivers of ARICEPT patients with mild to
moderate AD experienced significantly less distress
from patient behavioral problems®*

*The primary end point was the Neuropsychiatric Inventory (NPI); secondary measures included the Neuropsychiatric Inventory-Distress (NPI-D).

TAs with observational follow-up studies of this type, results may be attributable to various factors. ARICEPT treatment was one such factor.

Important safety information

Cholinesterase inhibitors have the potential to increase gastric acid secretion. Patients at risk for developing ulcers, including those receiving concurrent
NSAIDs, should be monitored closely for gastrointestinal bleeding.
In clinical trials, syncopal episodes have been reported (2% for ARICEPT versus 1% for placebo).
In clinical trials, the most common adverse events seen with ARICEPT were nausea, diarrhea, insomnia, vomiting, muscle cramps, fatigue, anorexia, and
ecchymosis. In studies, these were usually mild and transient.

Please see brief summary of prescribing information on adjacent page.

References: 1. Holmes C, Wilkinson D, Dean C, et al. The efficacy of donepezil in the treatment of neuropsychiatric symptoms in Alzheimer disease. Neurology. 2004;63:214-219. 2. Geldmacher DS,
Provenzano G, McRae T, Mastey V, leni JR. Donepezil is associated with delayed nursing home placement in patients with Alzheimer’s disease. J Am Geriatr Soc. 2003;51:937-944.
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