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NOW APPROVED FOR ADULTS
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WORK
Aim Higher With ADDERALL XR*

The most common adverse events in pediatric trials included
loss of appetite, insomnia, abdominal pain, and emotional lability.
The most common adverse events in the adult trial included
dry mouth, loss of appetite, insomnia, headache, and weight loss.

The effectiveness of ADDERALL XR for long-term use has not
been systematically evaluated in controlled trials. As with other
psychostimulants indicated for ADHD, there is a potential for
exacerbating motor and phonic tics and Tourette's syndrome.
A side effect seen with the amphetamine class is psychosis.
Caution also should be exercised in patients with a history
of psychosis.

Abuse of amphetamines may lead to dependence. Misuse of
amphetamines may cause sudden death and serious cardiovas-
cular adverse events. ADDERALL XR generally should not be
used in children or adults with structural cardiac abnormalities.
ADDERALL XR is contraindicated in patients with symptomatic
cardiovascular disease, moderate to severe hypertension, hyper-
thyroidism and glaucoma, known hypersensitivity to this class
of compounds, agitated states, history of drug abuse, or current
or recent use of MAO inhibitors. ADDERALL XR should be
prescribed with close physician supervision.
Reference: I. Dan on file. Shire US Inc.. 2005.

Please see brief summary of prescribing information on adjacent page.
www.ADDERALLXR.com
www. ADHDSupport.com

For Efficacy That Measures Up to
Life's Demands
• Once-daily dosing provides all-day symptom control1

• Mean ADHD-RS total scores for adults receiving 20 mg
ADDERALL XR decreased by 41%'

• ADDERALL XR is the only stimulant medication
approved to treat adults with ADHD1

• Clinical data in adults demonstrate that ADDERALL XR
is generally well tolerated1
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BRIEF SUMMARY: Consult the full prescribing Information for complete product information.

ADDERALL XFT CAPSULES CM Rx Only

AMPHETAMINES HAVE A HIGH POTENTIAL FOR ABUSE. ADMINISTRATION OF AMPHETAMINES FOR
PROLONGED PERIODS OF TIME MAY LEAD TO DRUG DEPENDENCE. PARTICULAR ATTENTION SHOULD BE
PAID TO THE POSSIBILITY OF SUBJECTS OBTAINING AMPHETAMINES FOR NON-THERAPEUTIC USE OR
DISTRIBUTION TO OTHERS AND THE DRUGS SHOULD BE PRESCRIBED OR DISPENSED SPARINGLY.
MISUSE OF AMPHETAMINE MAY CAUSE SUDDEN DEATH AND SERIOUS CARDIOVASCULAR ADVERSE
EVENTS.

O N E D O S E D A I L Y

INDICATIONS
ADDERALL XR® is indicated for the treatment of Attention Deficit Hyperactivity Disorder (ADHD).
The efficacy of ADDERALL XR® in the treatment of ADHD was established on the basis of two controlled trials in
children aged 6 to 12, and one controlled trial in adults who met DSM-IV criteria for ADHD (see CLINICAL
PHARMACOLOGY), along with extrapolation from the known efficacy of ADDERALL®,
the immediate-release
formulation of this substance.

CONTRAINDICATIONS
Advanced arteriosclerosis, symptomatic cardiovascular disease, moderate to severe
hypertension, hyperthyroidism, known hypersensitivity or idiosyncrasy to the sympa-
thomimetic amines, glaucoma. Agitated states. Patients with a history of drug abuse.
During or within 14 days following the administration of monoamine oxidase inhibitors
(hypertensive crises may result).

WARNINGS
Psychosis: Clinical experience suggests that, in psychotic patients, administration of
amphetamine may exacerbate symptoms of behavior disturbance and thought disorder.
Long-Term Suppression of Growth: Data are inadequate to determine whether chron-
ic use of stimulants in children, including amphetamine, may be causally associated with suppression of growth.
Therefore, growth should be monitored during treatment, and patients who are not growing or gaining weight as
expected should have their treatment interrupted.

Sudden Death and Pre-existing Structural Cardiac Abnormalities: Sudden death has been reported in
association with amphetamine treatment at usual doses in children with structural cardiac abnormalities.
Adderall XR® generally should not be used in children or adults with structural cardiac abnormalities.
PRECAUTIONS
General: The least amount of amphetamine feasible should be prescribed or dispensed at one time in order to
minimize the possibility of overdosage.
Hypertension: Caution is to be exercised in prescribing amphetamines for patients with even mild hypertension
(see CONTRAINDICATIONS). Blood pressure and pulse should be monitored at appropriate intervals in patients
taking ADDERALL XR®, especially patients with hypertension.
Tics: Amphetamines have been reported to exacerbate motor and phonic tics and Tourette's syndrome. Therefore,
clinical evaluation for tics and Tourette's syndrome in children and their families should precede use of stimulant
medications.
Information for Patients: Amphetamines may impair the ability of the patient to engage in potentially hazardous activ-
ities such as operating machinery or vehicles; the patient should therefore be cautioned accordingly.
Drug interactions: Acidifying agents—Gastrointestinal acidifying agents (guanethidine, reserpine, glutamic acid
HCI, ascorbic acid, etc.) lower absorption of amphetamines. Urinary acidifying agents—These agents (ammoni-
um chloride, sodium acid phosphate, etc.) increase the concentration of the ionized species of the amphetamine
molecule, thereby increasing urinary excretion. Both groups of agents lower blood levels and efficacy of amphet-
amines. Adrenergic blockers—Adrenergic blockers are inhibited by amphetamines. Alkalinizing agents—
Gastrointestinal alkalinizing agents (sodium bicarbonate, etc.) increase absorption of amphetamines. Co-adminis-
tration of ADDERALL XR® and gastrointestinal alkalinizing agents, such as antacids, should be avoided. Urinary
alkalinizing agents (acetazolamide, some thiazides) increase the concentration of the non-tonized species of the
amphetamine molecule, thereby decreasing urinary excretion. Both groups of agents increase blood levels and
therefore potentiate the actions of amphetamines. Antidepressants, tricyclic—Amphetamines may enhance the
activity of tricyclic antidepressants or sympathomimetic agents; d-amphetamine with desipramine or protriptyline
and possibly other tricyclics cause striking and sustained increases in the concentration of d-amphetamine in the
brain; cardiovascular effects can be potentiated. MAO inhibitors—MAOI antidepressants, as well as a metabolite
of furazolidone, slow amphetamine metabolism. This slowing potentiates amphetamines, increasing their effect
on the release of norepinephrine and other monoamines from adrenergic nerve endings; this can cause headaches
and other signs of hypertensive crisis. A variety of toxic neurological effects and malignant hyperpyrexia can
occur, sometimes with fatal results. Antihistamines—Amphetamines may counteract the sedative effect of antihista-
mines. Antihypertensives— Amphetamines may antagonize the hypotensive effects of antihypertensives.
Chlorpromazine—Chlorpromazine blocks dopamine and norepinephrine receptors, thus inhibiting the central
stimulant effects of amphetamines, and can be used to treat amphetamine poisoning. Ethosuximide—
Amphetamines may delay intestinal absorption of ethosuximide. Haloperidol— Haloperidol blocks dopamine
receptors, thus inhibiting the central stimulant effects of amphetamines. Lithium carbonate—-The anorectic and
stimulatory effects of amphetamines may be inhibited by lithium carbonate. Meperidine—Amphetamines potenti-
ate the analgesic effect of meperidine. Methenamine therapy— Urinary excretion of amphetamines is increased,
and efficacy is reduced, by acidifying agents used in methenamine therapy. Norepinephrine—Amphetamines
enhance the adrenergic effect of norepinephrine. Phenobarbitah-Amphetamines may delay intestinal absorption
of phenobarbital; co-administration of phenobarbital may produce a synergistic anticonvulsant action. Phenytoin—
Amphetamines may delay intestinal absorption of phenytoin; co-administration of phenytoin may
produce a synergistic anticonvulsant action. Propoxyphene—\n cases of propoxyphene overdosage, ampheta-
mine CNS stimulation is potentiated and fatal convulsions can occur. Veratrum a/ta/o/tfs--Amphetamines inhibit
the hypotensive effect of veratrum alkaloids.
Drug/Laboratory Test Interactions: Amphetamines can cause a significant elevation in plasma corticosteroid
levels. This increase is greatest in the evening. Amphetamines may interfere with urinary steroid determinations.
Carcinogenesis/Mutagenesis and Impairment ot Fertility: No evidence of carcinogenicity was found in studies
in which drl-amphetamine (enantiomer ratio of 1:1) was administered to mice and rats in the diet for 2 years at
doses of up to 30 mg/kg/day in male mice, 19 mg/kg/day in female mice, and 5 mg/kg/day in male and female
rats. These doses are approximately 2.4, 1.5, and 0.8 times, respectively, the maximum recommended human
dose of 30 mg/day [child] on a mg/m! body surface area basis.

Amphetamine, in the enantiomer ratio present in ADDERALL® (immediate-release)(d- to I- ratio of 3:1), was not
clastogenic in the mouse bone marrow micronucleus test in vivo and was negative when tested in the E. coli
component of the Ames test in vitro. d,l-Amphetamine {1:1 enantiomer ratio) has been reported to produce a
positive response in the mouse bone marrow micronucleus test, an equivocal response in the Ames test, and
negative responses in the in vitro sister chromatid exchange and chromosomal aberration assays.
Amphetamine, in the enantiomer ratio present in ADDERALL® (immediate-release) {d- to I- ratio of 3:1), did not
adversely affect fertility or early embryonic development in the rat at doses of up to 20 mg/kg/day (approximately
5 times the maximum recommended human dose of 30 mg/day on a mg/m! body surface area basis).
Pregnancy: Pregnancy Category C. Amphetamine, in the enantiomer ratio present in ADDERALL® (d- to I- ratio of
3:1), had no apparent effects on embryofetal morphological development or survival when orally administered to
pregnant rats and rabbits throughout the period of organogenesis at doses of up to 6 and 16 mg/kg/day,
respectively. These doses are approximately 1.5 and 8 times, respectively, the maximum recommended human
dose of 30 mg/day (child] on a mg/nV body surface area basis. Fetal malformations and death have been
reported in mice following parenteral administration of d-amphetamine doses of 50 mg/kg/day (approximately
6 times that of a human dose of 30 mg/day [child] on a mg/nf basis) or greater to pregnant animals.
Administration of these doses was also associated with severe maternal toxicity.
A number of studies in rodents indicate that prenatal or early postnatal exposure to amphetamine (d- or d,l-), at
doses similar to those used clinically, can result in long-term neurochemical and behavioral alterations. Reported
behavioral effects include learning and memory deficits, altered locomotor activity, and changes in sexual function.
There are no adequate and well-controlled studies in pregnant women. There has been one report of severe
congenital bony deformity, tracheo-esophageal fistula, and anal atresia (vater association) in a baby born to a
woman who took dextroamphetamine sulfate with lovastatin during the first trimester of pregnancy.
Amphetamines should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.
Nonteratogenlc Effects: Infants born to mothers dependent on amphetamines have an increased risk of
premature delivery and low birth weight. Also, these infants may experience symptoms of withdrawal as
demonstrated by dysphoria, including agitation, and significant lassitude.

Usage in Nursing Mothers: Amphetamines are excreted in human milk. Mothers taking amphetamines should be
advised to refrain from nursing.
Pediatric Use: ADDERALL XR® is indicated for use in children 6 years of age and older.
Use in Children Under Six Years of Age: Effects of ADDERALL XR® in 3-5 year olds have not been studied.
Long-term effects of amphetamines in children have not been well established. Amphetamines are not
recommended for use in children under 3 years of age.
Geriatric Use: ADDERALL XR® has not been studied in the geriatric population.
ADVERSE EVENTS

The premarketing development program for ADDERALL XR® included exposures in a total of 965 participants in
clinical trials (635 pediatric patients, 248 adult patients, 82 healthy adult subjects). Of these, 635 patients (ages
6 to 12) were evaluated in two controlled clinical studies, one open-label clinical study, and two single-dose clin-
ical pharmacology studies (N=40). Safety data on all patients are included in the discussion that follows. Adverse

ERALLXRIE
5 mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg CAPSULES
(Mixed Salts of a Single-Entity Amphetamine Product)
Dextroamphetamine Sulfate Dextroamphetamine Saccharate
Amphetamine Aspartate Monohydrate Amphetamine Sulfate

reactions were assessed by collecting adverse events, results of physical examinations, vital signs, weights,
laboratory analyses, and ECGs.
Adverse events during exposure were obtained primarily by general inquiry and recorded by clinical investigators using
terminology of their own choosing. Consequently, it is not possible to provide a meaningful estimate of the proportion
of individuals experiencing adverse events without first grouping similar types of events into a smaller number of
standardized event categories. In the tables and listings that follow, COSTART terminology has been used to classify
reported adverse events.
The stated frequencies of adverse events represent the proportion of individuals who experienced, at least once, a
treatment-emergent adverse event of the type listed.
Adverse events associated with discontinuation of treatment: In two placebo-controlled studies of up to 5 weeks
duration among children with ADHD, 2.4% (10/425) of ADDERALL XR® treated patients discontinued due to
adverse events (including 3 patients with loss of appetite, one of whom also reported insomnia) compared to 2.7%
(7/259) receiving placebo. The most frequent adverse events associated with discontinuation of ADDERALL XR® in
controlled and uncontrolled, multiple-dose clinical trials of pediatric patients (N=595) are presented below. Over half
of these patients were exposed to ADDERALL XR® for 12 months or more.

Adverse event % Of P.edjairjc. patients d,iscpntjpu.in,Q. (n=595)
Anorexia (loss of appetite) 2.9
Insomnia 1.5
Weight loss 1.2
Emotional lability 1.0
Depression 0.7

In one placebo-controlled 4-week study among adults with ADHD, patients who
discontinued treatment due to adverse events among ADDERALL XR®-treated patients
(N=191) were 3 .1% (n=6) for nervousness including anxiety and irritability, 2.6%
(n=5) for insomnia, 1 % (n=2) each for headache, palpitation, and somnolence; and,
0.5% (n=1) each for ALT increase, agitation, chest pain, cocaine craving, elevated
blood pressure, and weight loss.
Adverse events occurring in a controlled trial: Adverse events reported in a 3-week

clinical trial of pediatric patients and a 4-week clinical trial in adults treated with ADDERALL XR® or p
presented in the tables below.
The prescriber should be aware that these figures cannot be used to predict the incidence of adverse events in the
course of usual medical practice where patient characteristics and other factors differ from those which 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 non-drug factors to the
adverse event incidence rate in the population studied.

Table 1 Adverse Events Reported by More Than 1 % of Pediatric Patients Receiving ADDERALL XR® with
Higher Incidence Than on Placebo in a 584 Patient Clinical Study

Body System Preferred Term ADDERALL XR®(n=374)

General Abdominal Pain (stomachache)
Accidental Injury
Asthenia (fatigue)
Fever
Infection
Viral Infection

14%
3%
2%
5%
4%
2%

Placebo (n=210)

10%
2%
0%
2%
2%
0%

Digestive
System

Nervous Sy!item

Loss of Appetite
Diarrhea
Dyspepsia
Nausea
Vomiting

Dizziness
Emotional Liability
Insomnia
Nervousness

22%
2%
2%
5%
7%

2%
9%
17%
6%

2%
1%
1%
3%
4%

0%
2%
2%
2%

Metabolic/Nutritional Weight Loss

Table 2 Adverse Events Reported by 5% or More of Adults Receiving ADDERALL XR® with Higher Incidence
Than on Placebo in a 255 Patient Clinical Forced Weekly-Dose Titration Study*

Body System ADDERALL XR"(n=191)

General Asthenia
Headache

5%
13%

Digestive System Loss of Appetite
Diarrhea
Dry Moutti

33%
6%

35%
8%

3%
0%
5%
3%

Jervous System Agitation
Anxiety
Dizziness
Insomnia

8%
8%
7%

27%

5%
5%

Cardiovascular System Tachycardia

Metabolic/Nutritional Weight Loss

Urogenital System Urinary Tract Infection 5% 0%

Note: The following events did not meet the criterion lor inclusion in Table 2 but were reported by 2% to 4% of adult patients
receiving ADDERALL XR® with a higher incidence than patients receiving placebo in this study: infection, photosensitivity
reaction, constipation, tooth disorder, emotional lability, libido decreased, somnolence, speech disorder, palpitation,
twitching, dyspnea, sweating, dysmenorrhea, and impotence,
'included doses up to 60 mg.

The following adverse reactions have been associated with amphetamine use: Cardiovascular: Palpitations,
tachycardia, elevation of blood pressure, sudden death, myocardial infarction. There have been isolated reports of
cardiomyopathy associated with chronic amphetamine use. Central Nervous System: Psychotic episodes at recom-
mended doses, overstimutation, restlessness, dizziness, insomnia, euphoria, dyskinesia, dysphoria, depression,
tremor, headache, exacerbation of motor and phonic tics and Tourette's syndrome, seizures, stroke. Gastrointestinal:
Dryness of the mouth, unpleasant taste, diarrhea, constipation, other gastrointestinal disturbances. Anorexia and
weight loss may occur as undesirable effects. Allergic: Urticaria. Endocrine: Impotence, changes in libido.

DRUG ABUSE AND DEPENDENCE
ADDERALL XR® is a Schedule II controlled substance.
Amphetamines have been extensively abused. Tolerance, extreme psychological dependence, and severe social
disability have occurred. There are reports of patients who have increased the dosage to many times that
recommended. Abrupt cessation following prolonged high dosage administration results in extreme fatigue and
mental depression; changes are also noted on the sleep EEG. Manifestations of chronic intoxication with
amphetamines may include severe dermatoses, marked insomnia, irritability, hyperactivity, and personality
changes. The most severe manifestation of chronic intoxication is psychosis, often clinically indistinguishable
from schizophrenia.

OVERDOSAGE
Individual patient response to amphetamines varies widely. Toxic symptoms may occur idiosyncratically at low
doses. Symptoms: Manifestations of acute overdosage with amphetamines include restlessness, tremor, hyper-
reflexia, rapid respiration, confusion, assaultiveness, hallucinations, panic states, hyperpyrexia and rhabdomyol-
ysis. Fatigue and depression usually follow the central nervous system stimulation. Cardiovascular effects include
arrhythmias, hypertension or hypotension and circulatory collapse. Gastrointestinal symptoms include nausea,
vomiting, diarrhea, and abdominal cramps. Fatal poisoning is usually preceded by convulsions and coma.
Treatment: Consult with a Certified Poison Control Center for up to date guidance and advice. Management of acute
amphetamine intoxication is largely symptomatic and includes gastric lavage, administration of activated charcoal,
administration of a cathartic and sedation. Experience with hemodialysis or peritoneal dialysis is inadequate to
permit recommendation in this regard. Acidification of the urine increases amphetamine excretion, but is believed to
increase risk of acute renal failure if myoglobinuria is present. If acute severe hypertension complicates ampheta-
mine overdosage, administration of intravenous phentolamine has been suggested. However, a gradual drop in blood
pressure will usually result when sufficient sedation has been achieved. Chlorpromazine antagonizes the central
stimulant effects of amphetamines and can be used to treat amphetamine intoxication.
The prolonged release of mixed amphetamine salts from ADDERALL XR® should be considered when treating
patients with overdose.

Dispense in a tight, light-resistant container as defined in the USP. Store at 25° C (77° F). Excursions permitted
to 15-30° C (59-86° F) [see USP Controlled Room Temperature].

Manufactured for: Shire US Inc., Newport, KY 41071 Made in USA For more information call 1-800-828-2088, or
visit www.adderallxr.com. ADDERALL® and ADDERALL XR® are registered in the US Patent and Trademark Office.
Copyright ©2004 Shire US Inc. - , .
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Implications for Clinical Care and Research

On behalf of the 2006 ADAA conference committee,
we invite high-quality submissions that encourage
clinicians, researchers, and consumers to learn
about state-of-the-art treatments, up-to-date
research, and innovative self-help strategies
including complementary medicine and alternative
treatments.

Submit your abstract online at www.adaa.org

For more information, please contact Betsy Oliveto at
(240) 485-1001 or via email at b.a.oliveto@adaa.org.

A
ADAA
ANXIETY DISORDERS

ASSOCIATION OF AMERICA

Anxiety Disorders Association of America, 8730 Georgia Avenue, Suite 600, Silver Spring, MD 20910
Phone: 240 485 1001 • Fax: 240 485 1035 • www.adaa.org
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IMPORTANT TREATMENT CONSIDERATIONS
Suicidality in Children and Adolescents
Antidepressants increased the risk of suicidal thinking
and behavior (suicidality) in short-term studies in
children and adolescents with Major Depressive
Disorder (MDD) and other psychiatric disorders. Anyone
considering the use of EFFEXOR XR or any other
antidepressant in a child or adolescent must balance this
risk with the clinical need. Patients who are started on
therapy should be observed closely for clinical worsening,
suicidality, or unusual changes in behavior. Families and
caregivers should be advised of the need for close
observation and communication with the prescriber.
EFFEXOR XR is not approved for use in pediatric patients.
EFFEXOR XR is contraindicated in patients taking
monoamine oxidase inhibitors (MAOIs). Adult and pediatric
patients taking antidepressants can experience worsening of their
depression and/or the emergence of suicidality. Patients should be
observed closely for clinical worsening and suicidality,
especially at the beginning of drug therapy, or at the time of
increases or decreases in dose. Anxiety, agitation, panic attacks,

insomnia, irritability, hostility, impulsivity, akathisia, hypomania,
and mania have been reported and may represent precursors to
emerging suicidality. Stopping or modifying therapy should be
considered especially when symptoms are severe, abrupt in onset,
or not part of presenting symptoms. Treatment with venlafaxine
is associated with sustained increases in blood pressure (BP)
in some patients. Pre-existing hypertension should be
controlled. Regular BP monitoring is recommended. Abrupt
discontinuation or dose reduction has been associated with
discontinuation symptoms. Patients should be counseled on
possible discontinuation symptoms and monitored while
discontinuing the drug; the dose should be tapered gradually.

Please see brief summary of Prescribing Information on adjacent pages.
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VENIAFAXINE HCIm

BRIEF SUMMARY. See package insert for full prescribing information.

Suicidality in Children and Adolescents

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

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

CONTRAINDICATIONS: Mypersensitivity to venlafaxine hydrochloride or to any excipients in the formulation.
Concomitant use in patients taking monoamine oxidase inhibitors (MAOIs). WARNINGS: Clinical Worsening
and Suicide Risk— Patients with major depressive disorder (MDD), both adult and pediatric, may experience
worsening of their depression and/or the emergence of suicidal ideation and behavior (suicidality) or- unusual
changes in behavior, whether or not they are taking antidepressant medications, and this risk may persist until
significant remission occurs. There has been a long-standing concern that antidepressants may have a role in
inducing worsening of depression and the emergence of suicidality in certain patients. Antidepressants
increased the risk of suicidal thinking and behavior (suicidality) in short-term studies in children and
adolescents with MDD and other psychiatric disorders. It is unknown whether the suicidality risk in pediatric
patients extends to longer-term use, i.e., beyond several months. It is also unknown whether the suicidality
risk extends to adults. All pediatric patients being treated with antidepressants for any indication should
be 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. Adults with MDD or comorbid depression in the setting of other psychiatric illness being
treated with antidepressants should be observed similarly for clinical worsening and suicidality,
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 emergent suicidality or symptoms that might be precursors to
worsening depression or suicidality, especially if these symptoms are severe, abrupt in onset, or were not part
of the patient's presenting symptoms. If the decision has been made to discontinue treatment, medication
should be tapered, as rapidly as is feasible, but with recognition that abrupt discontinuation can be associated
with certain symptoms (see PRECAUTIONS and DOSAGE AND ADMINISTRATION). Families and caregivers
of pediatric 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 suicidality, and to report such symptoms immediately to health care providers.
Such monitoring should Include daily observation by families and caregivers. Prescriptions for Effexor XR
should be written for the smallest quantity of capsules consistent with good patient management, in order to
reduce the risk of overdose. Families and caregivers of adults being treated for depression should be similarly
advised. 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 symptoms should be screened to determine if they are at
risk for bipolar disorder; such screening should include a detailed psychiatric history, including a family history
of suicide, bipolar disorder, and depression. Effexor XR is not approved for use in treating bipolar depression.
Potential for Interaction with MAOIs—Adverse reactions, some serious, have been reported in patients
who recently discontinued an MAOI and started on venlafaxine, or who recently discontinued
venlafaxine prior to initiation of an MAOI. These reactions included tremor, myoclonus, diaphoresis,
nausea, vomiting, flushing, dizziness, hyperthermia with features resembling neuroleptic malignant
syndrome, seizures, and death. Effexor XR should not be used in combination with an MAOI, or within
at least 14 days of discontinuing treatment with an MAOI. At least 7 days should be allowed after
stopping venlafaxine before starting an MAOI. Sustained Hypertension—Venlafaxine is associated with
sustained increases in blood pressure (BP) in some patients. 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. PRECAUTIONS: General—Discontinuation of Treatment with Effexor
XR. Abrupt discontinuation or dose reduction of venlafaxine at various doses is associated with new
symptoms, the frequency of which increased with increased dose level and longer duration of treatment.
Symptoms include agitation, anorexia, anxiety, confusion, coordination impaired, diarrhea, dizziness, dry
mouth, dysphoric mood, emotional lability, fasciculation, fatigue, headaches, hypomania, insomnia, irritability,
lethargy, nausea, nervousness, nightmares, seizures, sensory disturbances (e.g., paresthesias such as electric
shock sensations), somnolence, sweating, tinnitus, tremor, vertigo, and vomiting. Monitor patients when
discontinuing treatment. A gradual reduction in the dose rather than abrupt cessation is recommended. If
intolerable symptoms occur following a decrease in the dose or upon discontinuation of treatment, consider
resuming the previously prescribed dose. Subsequently, continue decreasing the dose at a more gradual rate.
Insomnia anil Nervousness: Treatment-emergent insomnia and nervousness have been reported. In Phase
3 trials, insomnia led to drug discontinuation in 0.9% of depressed patients and in 3% of both Generalized
Anxiety Disorder (GAD) and Social Anxiety Disorder (SAD) patients. Nervousness led to drug discontinuation in
0.9% of depressed patients, in 2% of GAD patients, and in 0% of SAD patients. Changes in Weight. Adult
Patients. In short-term MDD trials, 7% of Effexor XR patients had >5% loss of body weight and 0.1%
discontinued for weight loss. In 6-month GAD studies, 3% of Effexor XR patients had >7% loss of body weight,
and 0.3% discontinued for weight loss in 8-week studies. In 12-week SAD trials, 3% of Effexor XR patients
had >7% loss of body weight and no patients discontinued for weight loss. The safety and efficacy of
venlafaxine in combination with weight loss agents, including phentermine, have not been established.
Coadministration of Effexor XR and weight loss agents is not recommended. Effexor XR is not indicated for
weight loss alone or in combination with other products. Pediatric Patients. Weight loss was seen in patients
aged 6-17 receiving Effexor XR. More Effexor XR patients than placebo patients experienced weight loss of at
least 3.5% in both MDD and GAD studies (18% vs. 3.6%; P<0.001). Weight loss was not limited to patients
with treatment-emergent anorexia (decreased appetite). Children and adolescents in a 6-month study had
increases in weight less than expected based on data from age- and sex-matched peers. The difference
between observed and expected weight gain was larger for children <12 years old than for adolescents >12
years old. Changes in Height. Pediatric Patients. In 8-week GAD studies, Effexor XR patients aged 6-17 grew
an average of 0.3 cm (n=122), while placebo patients grew an average of 1.0 cm (n=132); P=0.041. This
difference in height increase was most notable in patients <12. In 8-week MDD studies, Effexor XR patients
grew an average of 0.8 cm (n=146), while placebo patients grew an average of 0.7 cm (n=147). In a 6-month
study, children and adolescents had height increases less than expected based on data from age- and sex-
matched peers. The difference between observed and expected growth rates was larger for children <12 years
old than for adolescents >12 years old. Changes in Appetite Adult Patients. Treatment-emergent anorexia was
more commonly reported for Effexor XR (8%) than placebo (4%) patients in MDD studies. The discontinuation
rate for anorexia was 1.0% in MDD studies. Treatment-emergent anorexia was more commonly reported for
Effexor XR (8%) than placebo (2%) patients in GAD studies. The discontinuation rate for anorexia was 0.9% for
up to 8 weeks in GAD studies. Treatment-emergent anorexia was more commonly reported for Effexor XR
(20%) than placebo (2%) patients In SAD studies. The discontinuation rate for anorexia was 0.4% for up to 12
weeks in SAD studies. Pediatric Patient*. 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. Activation of Mania/Hypomania: Mania or hypomania has occurred during short-term
depression studies. Effexor XR should be used cautiously in patients with a history of mania. Hyponatremia:

Hyponatremia and/or the syndrome of inappropriate antidiuretic hormone secretion (SIADH) may occur with
venlafaxine. Consider this in patients who are volume-depleted, elderly, or taking diuretics. Mydrlasis:
Mydriasis has been reported; monitor patients with raised intraocular pressure or at risk of acute narrow-angle
glaucoma (angle-closure glaucoma). Seizure*. In all premarketing depression trials with Effexor, seizures
were reported in 0.3% of venlafaxine patients. Use cautiously in patients with a history of seizures. Discontinue
in any patient who develops seizures. Abnormal Bleeding. Abnormal bleeding (most commonly ecchymosis)
has been reported. Serum Cholesterol Elevation. Clinically relevant increases in serum cholesterol were seen
in 5.3% of venlafaxine patients and 0.0% of placebo patients treated for at least 3 months in trials. Consider
measurement of serum cholesterol levels during long-term treatment. Use in Patients With Concomitant
Illness: Use Effexor XR cautiously in patients with diseases or conditions that could affect hemodynamic
responses or metabolism. Venlafaxine has not been evaluated in patients with recent history of Ml or unstable
heart disease. Increases in QT interval (QTc) have been reported in clinical studies. Exercise caution in patients
whose underlying medical conditions might be compromised by increases in heart rate. In patients with renal
impairment or cirrhosis of the liver, the clearances of venlafaxine and its active metabolites were decreased,
prolonging the elimination half-lives. A lower dose may be necessary; use with caution in such patients.
Information for Patients—Prescribers or other health professionals should inform patients, their families, and
their caregivers about the benefits and risks associated with treatment with Effexor XR and should counsel
them in its appropriate use. A patient Medication Guide About Using Antidepressants in Children and Teenagers
is available for Effexor XR. The prescriber or health professional should instruct patients, their families, and
their caregivers to read the Medication Guide and should assist them in understanding its contents. Patients
should be given the opportunity to discuss the contents of the Medication Guide and to obtain answers to any
questions they may have. The complete text of the Medication Guide is available at www.effexorxr.com or in
the approved prescribing information. Patients should be advised of the following issues and asked to alert
their prescriber if these occur while taking Effexor XR. Clinical Worsening and Suicide Risk: Patients, their
families, and their caregivers should be encouraged to be alert to the emergence of symptoms listed in
WARNINGS: Clinical Worsening and Suicide Risk, especially those seen early during antidepressant
treatment and when the dose is adjusted up or down. Families and caregivers of patients should be advised
to observe for the emergence of such symptoms on a day-to-day basis, since changes may be abrupt. Such
symptoms should be reported to the patient's prescriber or health professional, especially if they are severe,
abrupt in onset, or were not part of the patient's presenting symptoms. Symptoms such as these may be
associated with an increased risk for suicidal thinking and behavior and indicate a need for very close
monitoring and possibly changes in the medication. Caution patients about operating hazardous machinery,
including automobiles, until they are reasonably sure that venlafaxine does not adversely affect their abilities.
Telj patients to avoid alcohol while taking Effexor XR and to notify their physician 1) if they become pregnant
or intend to become pregnant during therapy, or if they are nursing; 2) about other prescription or over-the-
counter drugs, including herbal preparations, they are taking or plan to take; 3) if they develop a rash, hives,
or related allergic phenomena. Laboratory 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-desmethylvenlafaxine (0DV), and venlafaxine did not exaggerate the psychomotor and psychometric
effects induced by ethanol. CtmeVdine: Use caution when administering venlafaxine with cimetidine to
patients with pre-existing hypertension or hepatic dysfunction, and the elderly. Diazepam: A single dose of
diazepam did not appear to affect the PK of either venlafaxine or ODV. Venlafaxine did not have any effect on
the PK of diazepam or its active metabolite, desmethyldiazepam, or affect the psychomotor and psychometric
effects induced by diazepam. Haloperidol: Venlafaxine decreased total oral-dose clearance of haloperidol,
resulting in a 70% increase in haloperidol AUC. The haloperidol Cma» increased 88%, but the haloperidol
elimination half-life was unchanged. Uthiunr. A single dose of lithium did not appear to affect the PK of either
venlafaxine or ODV. Venlafaxine had no effect on the PK of lithium. Drugs Highly Bound to Plasma Proteins:
Venlafaxine is not highly bound to plasma proteins; coadministration of Effexor XR with a highly protein-bound
drug should not cause increased free concentrations of the other drug. Drugs that Inhibit Cytochrome PASO
Isoenzymes: CYP2D6 Inhibitors: Venlafaxine is metabolized to its active metabolite, ODV, by CYP2D6. Drugs
inhibiting this isoenzyme have the potential to increase plasma concentrations of venlafaxine and decrease
concentrations of ODV. No dosage adjustment is required when venlafaxine is coadministered with a CYP2D6
inhibitor. Concomitant use of venlafaxine with drug treatmentls) that potentially inhibits both CYP2D6 and
CYP3A4, the primary metabolizing enzymes for venlafaxine, has not been studied. Use caution if therapy
includes venlafaxine and any agent(s) that produces simultaneous inhibition of these two enzyme systems.
Drugs Metabolized by Cytochrome P450 Isoenzymes: Venlafaxine is a relatively weak inhibitor of CYP2D6.
Venlafaxine did not inhibit CYP1A2 and CYP3A4, CYP2C9 (in vitro), or CYP2C19. Imipramine: Venlafaxine did
not affect the PK of imipramine and 2-0H-imipramine. However, desipramine AUC, Cmm and Cmin increased by
-35% in the presence of venlafaxine. The 2-0H-desipramine AUCs increased by 2.5-4.5 fold. Imipramine did
not affect the PK of venlafaxine and ODV. Risperidone: Venlafaxine slightly inhibited the CYP2D6-mediated
metabolism of risperidone to its active metabolite, 9-hydroxyrisperidone, resulting in a -32% increase in
risperidone AUC. Venlafaxine coadministration did not significantly alter the PK profile of the total active moiety
(risperidone plus 9-hydroxyrisperidone). CYP3A4: Venlafaxine did not inhibit CYP3A4 in vitro and in vivo.
Indinavir. In a study of 9 healthy volunteers, venlafaxine administration resulted in a 28% decrease in the AUC
of a single dose of indinavir and a 36% decrease in indinavir Cma>. Indinavir did not affect the PK of venlafaxine
and ODV. CYP1A2: Venlafaxine did not inhibit CYP1A2 in vitro and in vivo. CYP2C9: Venlafaxine did not inhibit
CYP2C9 in vitro. In vivo, venlafaxine 75 mg by mouth every 12 hours did not alter the PK of a single 550-mg
dose of tolbutamide or the CYP2C9-mediated formation of 4-hydroxy-tolbutamide. CYP2C19: Venlafaxine did
not inhibit the metabolism of diazepam, which is partially metabolized by CYP2C19 (see Diazepam above).
MAOIs See CONTRAINDICATIONS and WARNINGS. CNS-Actlve Drugs: Use caution with concomitant use of
venlafaxine and other CNS-active drugs. Based on its mechanism of action and the potential for serotonin
syndrome, use caution when coadministering venlafaxine with other drugs affecting the serotonergic
neurotransmitter systems, such as triptans, serotonin reuptake inhibitors, or lithium. Electroconvulsive
Therapy (EOT) There are no clinical data establishing the benefit of ECT combined with Effexor XR treatment.
Carcinogenesis, Mutagenesis, Impairment of Fertility—Carclnogenesls: There was no increase in tumors
in mice and rats given up to 1.7 times the maximum recommended human dose (MRHD) on a mg/m' basis.
Mutagenesis: Venlafaxine and ODV were not mutagenic in the Ames reverse mutation assay in Salmonella
bacteria or the CHO/HGPRT mammalian cell forward gene mutation assay. Venlafaxine was not clastogenic in
several assays. ODV elicited a clastogenic response in the in vivo chromosomal aberration assay in rat bone
marrow. Impairment of Fertility. No effects on reproduction or fertility in rats were noted at oral doses of up
to 2 times the MRHD on a mg/m' basis. Pregnancy— Teratogenlc Effects—Pregnancy Category C.
Reproduction studies in rats given 2.5 times, and rabbits given 4 times the MRHD (mg/m1 basis) revealed no
malformations in offspring. However, in rats given 2.5 times the MRHD, there was a decrease in pup weight,
an increase in stillborn pups, and an increase in pup deaths during the first 5 days of lactation when dosing
began during pregnancy and continued until weaning. There are no adequate and well-controlled studies in
pregnant women; use Effexor XR during pregnancy only if clearly needed. Nonteratogenic Effects Neonates
exposed to Effexor XR late in the third trimester have developed complications requiring prolonged
hospitalization, respiratory support, and tube feeding. Complications can arise immediately upon delivery.
Reports include respiratory distress, cyanosis, apnea, seizures, temperature instability, feeding difficulty,
vomiting, hypoglycemia, hypotonia, hypertonia, hyperreflexia, tremor, jitteriness, irritability, and constant
crying. This is consistent with a direct toxic effect of SNRIs or a drug discontinuation syndrome. In some cases,
it is consistent with serotonin syndrome. When treating a pregnant woman with Effexor XR during the third
trimester, carefully consider the potential risks and benefits of treatment and consider tapering Effexor XR in
the third trimester. Labor, Delivery, Nursing—The effect on labor and delivery in humans is unknown.
Venlafaxine and ODV have been reported to be excreted in human milk. Because of the potential for serious
adverse reactions in nursing infants from Effexor XR, a decision should be made whether to discontinue
nursing or to discontinue the drug, taking into account the importance of the drug to the mother. Pediatric
Use—Safety and effectiveness in the pediatric population have not been established (see BOX WARNING and
WARNINGS: Clinical Worsening and Suicide Risk). No studies have adequately assessed the impact of
Effexor XR on growth, development, and maturation of children and adolescents. Studies suggest Effexor XR
may adversely affect weight and height (see PRECAUTIONS-General, Changes in Height and Changes in
Weight). Should the decision be made to treat a pediatric patient with Effexor XR, regular monitoring of weight
and height is recommended during treatment, particularly if long term. The safety of Effexor XR for pediatric
patients has not been assessed for chronic treatment >6 months. In studies in patients aged 6-17, blood
pressure and cholesterol increases considered to be clinically relevant were similar to that observed in adult
patients. The precautions for adults apply to pediatric patients. Geriatric Use—No overall differences in
effectiveness or safety were observed between geriatric and younger patients. Greater sensitivity of some
older individuals cannot be ruled out. Hyponatremia and SIADH have been reported, usually in the elderly.
ADVERSE REACTIONS: Associated with Discontinuation of Treatment—The most common events leading
to discontinuation in MDD, GAD, and SAD trials included nausea, anorexia, anxiety, impotence, dry mouth,
dizziness, insomnia, somnolence, hypertension, diarrhea, paresthesia, tremor, abnormal (mostly blurred)
vision, abnormal (mostly delayed) ejaculation, asthenia, vomiting, nervousness, headache, vasodilatation,
thinking abnormal, decreased libido, and sweating. Commonly Observed Adverse Events in Controlled
Clinical Trials for MOD, GAD, and SAD—Body as a Whole: asthenia, headache, flu syndrome, accidental
injury, abdominal pain. Cardiovascular: vasodilatation, hypertension, palpitation. Dioestive: nausea,
constipation, anorexia, vomiting, flatulence, diarrhea, eructation. Metabolic/Nutritional: weight loss. Nervous
System: dizziness, somnolence, insomnia, dry mouth, nervousness, abnormal dreams, tremor, depression,
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hypertonia, paresthesia, libido decreased, agitation, anxiety, twitching. Respiratory System: pharyngitis, yawn,
sinusitis. Skin: sweating. Special Senses: abnormal vision. Urnaenital System: abnormal ejaculation,
impotence, orgasmic dysfunction (including anorgasmia) in females. Vital Sign Changes: Effexor XR was
associated with a mean increase in pulse rate of about 2 beats/min in depression and GAD trials and a mean
increase in pulse rate of 4 beats/min in SAO trials (See WARNINGS-Sustained Hypertension). Laboratory
Changes. Clinically relevant increases in serum cholesterol were noted in Effexor XR clinical trials. Increases
were duration dependent over the study period and tended to be greater with higher doses. Other Events
Observed During the Premarketing Evaluation of Etfexor and Eltexor XH—N=5079. "Frequent"=events
occurring in at least 1/100 patients; "infrepuent"=1/100 to 1/1000 patients; "rare"=fewer than 1/1000
patients. Body as a whole - Frequent: chest pain substernal, chills, fever, neck pain; Infrequent: face edema,
intentional injury, malaise, moniliasis, neck rigidity, pelvic pain, photosensitivity reaction, suicide attempt,
withdrawal syndrome; Rare: appendicitis, bacteremia, carcinoma, cellulitis. Cardiovascular system - Frequent:
migraine, postural hypotension, tachycardia; Infrequent: angina pectoris, arrhythmia, extrasystojes,
hypotension, peripheral vascular disorder (mainly cold feet and/or cold hands), syncope, thrombophlebitis;
Rare: aortic aneurysm, arteritis, first-degree atrioventricular block, bigeminy, bradycardia, bundle branch
block, capillary fragility, cerebral ischemia, coronary artery disease, congestive heart failure, heart arrest,
cardiovascular disorder (mitral valve and circulatory disturbance), mucocutaneous hemorrhage, myocardial
infarct, pallor. Digestive system - Frequent: increased appetite; Infrequent: bruxism, colitis, dysphagia, tongue
edema, esophagitis, gastritis, gastroenteritis, gastrointestinal ulcer, gingivitis, glossitis, rectal hemorrhage,
hemorrhoids, melena, oral moniliasis, stomatitis, mouth ulceration; Rare: cheilitis, cholecystitis, cholelithiasis,
esophageal spasms, duodenitis, hematemesis, gastrointestinal hemorrhage, gum hemorrhage, hepatitis,
ileitis, jaundice, intestinal obstruction, parotitis, periodontitis, proctitis, increased salivation, soft stools, tongue
discoloration. Endocrine system - Rare: goiter, hyperthyroidlsm, hypothyroidism, thyroid nodule, thyroiditis.
Hemic and lymphatic system - Frequent: ecchymosis; Infrequent: anemia, leukocytosis, leukopenia,
lymphadenopathy, thrombocythemia, thrombocytopenia; Rare: basophilia, bleeding time increased, cyanosis,
eosinophilia, lymphocytosis, multiple myeloma, purpura. Metabolic and nutritional - Frequent: edema, weight
gain; Infrequent: alkaline phosphatase increased, dehydration, hypercholesteremia, hyperglycemia,
hyperHpemia, hypokalemia, SGOT increased, SGPT increased, thirst; Rare: alcohol intolerance, bilirubinemia,
BUN increased, creatinine increased, diabetes mellitus, glycosuria, gout, healing abnormal, hemochromatosis,
hypercalcinuria, hyperkalemia, hyperphosphatemia, hyperuricemia, hypocholesteremia, hypoglycemia,
hyponatremia, hypophosphatemia, hypoproteinemia, uremia. Muscutosketetal system - Frequent: arthralgia;
Infrequent: arthritis, arthrosis, bone pain, bone spurs, bursitis, leg cramps, myasthenia, tenosynovitls; Rare:
pathological fracture, myopathy, osteoporosis, osteosclerosis, plantar fasciitis, rheumatoid arthritis, tendon
rupture. Nervous system - Frequent: amnesia, confusion, depersonallzation, hypesthesia, thinking abnormal,
trismus, vertigo; Infrequent: akathisia, apathy, ataxia, circumoral paresthesia, CNS stimulation, emotional
lability, euphoria, hallucinations, hostility, hyperesthesia, hyperkinesia, hypotonia, ^coordination, libido
increased, manic reaction, myoclonus, neuralgia, neuropathy, psychosis, seizure, abnormal speech, stupor;
Rare: akinesia, alcohol abuse, aphasia, bradykinesia, buccoglossal syndrome, cerebrovascular accident,
feeling drunk, loss of consciousness, delusions, dementia, dystonia, facial paralysis, abnormal gait, Guillain-
Barre syndrome, hyperchlorhydria, hypokinesia, impulse control difficulties, neuritis, nystagmus, paranoid
reaction, paresis, psychotic depression, reflexes decreased, reflexes increased, suicidal ideation, torticollis.
Respiratory system - Frequent: cough increased, dyspnea; Infrequent: asthma, chest congestion, epistaxis,
hyperventilation, laryngismus, laryngitis, pneumonia, voice alteration; Rare: atelectasis, hemoptysis,
hypoventilation, hypoxia, larynx edema, pleurisy, pulmonary embolus, sleep apnea. Skin and anoendaoes -
Frequent: pruritus; Infrequent: acne, alopecia, brittle nails, contact dermatitis, dry skin, eczema, skin
hypertrophy, maculopapular rash, psoriasis, urticaria; Rare: erythema nodosum, exfoliative dermatitis,
lichenoid dermatitis, hair discoloration, skin discoloration, furunculosis, hirsutism, leukoderma, petechial rash,
pustular rash, vesiculobullous rash, seborrhea, skin atrophy, skin striae. Special senses - Frequent:
abnormality of accommodation, mydriasis, taste perversion; Infrequent: cataract, conjunctivitis, corneal lesion,
diplopia, dry eyes, eye pain, hyperacusis, otitis media, parosmia, photophobia, taste loss, visual field defect;
Rare: blepharitis, chromatopsia, conjunctival edema, deafness, exophthalmos, glaucoma, retinal hemorrhage,
subconjunctival hemorrhage, keratitis, labyrinthitis, miosis, papilledema, decreased pupillary reflex, otitis
extema, scleritis, uveitis. Urooenital system - Frequent: metrorrhagia, prostatic disorder (prostatitis and
enlarged prostate), urination impaired, vaginitis; Infrequent: albuminuria, amenorrhea, cystitis, dysuria,
hematuria, leukorrhea, menorrhagia, nocturia, bladder pain, breast pain, polyuria, pyuria, urinary incontinence,
urinary retention, urinary urgency, vaginal hemorrhage; Rare: abortion, anuria, breast discharge, breast
engorgement, balanitis, breast enlargement, endometriosis, female lactation, fibrocystic breast, calcium
crystalluria, cervicitis, orchitis, ovarian cyst, prolonged erection, gynecomastia (male), hypomenorrhea, kidney
calculus, kidney pain, kidney function abnormal, mastitis, menopause, pyelonephritis, oliguria, salpingitis,
urolithiasis, uterine hemorrhage, uterine spasm, vaginal dryness, Postmarketlng Reports: agranulocytosis,
anaphylaxis, aplastic anemia, catatonia, congenital anomalies, CPK increased, deep vein thrombophlebitis,
delirium, EKG abnormalities such as OT prolongation; cardiac arrhythmias including atnal fibrillation,
supraventricular tachycardia, ventricular extrasystoles, and rare reports of ventricular fibrillation and
ventricular tachycardia, including torsades de pointes; epidermal necrosis/Stevens-Johnson syndrome,
erythema multiforme, extrapyramidal symptoms (including dyskinesia and tardive dyskinesia), angle-closure
glaucoma, hemorrhage (including eye and gastrointestinal bleeding), hepatic events (including GGT elevation;
abnormalities of unspecified liver function tests; liver damage, necrosis, or failure; and fatty liver), involuntary
movements, LDH increased, neuroleptic malignant syndrome-like events (including a case of a 10-year-old
who may have been taking methylphenidate, was treated and recovered), neutropenia, night sweats,
pancreatitis, pancytopenia, panic, prolactin increased, pulmonary eosinophilia, renal failure, rhabdomyolysis,
serotonin syndrome, shock-like electrical sensations or tinnitus (in some cases, subsequent to the
discontinuation of venlafaxine or tapering of dose), and SIADH (usually in the elderly). Elevated clozapine levels
that were temporally associated with adverse events, including seizures, have been reported following the
addition of venlafaxine. Increases in prothrombin time, partial thromboplastin time, or INR have been reported
when venlafaxine was given to patients on warfarin therapy. DRUG ABUSE AND DEPENDENCE: Effexor XR is
not a controlled substance. Evaluate patients carefully for history of drug abuse and observe such patients
closely for signs of misuse or abuse. OVERDOSAGE: Electrocardiogram changes (e.g., prolongation of OT
interval, bundle branch block, ORS prolongation), sinus and ventricular tachycardia, bradycardia, hypotension,
altered level of consciousness (ranging from somnolence to coma), rhabdomyolysis, seizures, vertigo, liver
necrosis, and death have been reported. Treatment should consist of those general measures employed in the
management of overdosage with any antidepressant. Ensure an adequate airway, oxygenation and ventilation.
Monitor cardiac rhythm and vital signs. General supportive and symptomatic measures are also
recommended. Induction of emesis is not recommended. Gastric lavage with a large bore orogastric tube with
appropriate airway protection, if needed, may be indicated if performed soon after ingestion or in symptomatic
patients. Activated charcoal should be administered. Due to the large volume of distribution of this drug, forced
diuresis, dialysis, hemoperfusion, and exchange transfusion are unlikely to be of benefit. No specific antidotes
for venlafaxine are known. In managing overdosage, consider the possibility of multiple drug involvement.
Consider contacting a poison control center for additional information on the treatment of overdose. Telephone
numbers for certified poison control centers are listed in the Physicians' Desk Reference* (PDR). DOSAGE AND
ADMINISTRATION: Consult full prescribing information for dosing instructions. Switching Patients to or From
an MAOI—At least 14 days should elapse between discontinuation of an MAOI and initiation of therapy with
Effexor XR. At least 7 days should be allowed after stopping Effexor XR before starting an MAOI (see
CONTRAINDICATIONS and WARNINGS). This brief summary is based on Effexor XR Prescribing Information
W104O4CO16, revised July 2005.
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SEROQUEL is indicated for the treatment of acute manic episodes associated with bipolar I
disorder, as either monotherapy or adjunct therapy with lithium or divalproex and the
treatment of schizophrenia. Patients should be periodically reassessed to determine the
need for continued treatment.

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). SEROOUEL is not approved for the treatment of patients with
dementia-related psychosis.

Prescribing should be consistent with the need to minimize the risk of tardive dyskmesia A
rare condition referred to as neuroleptic malignant syndrome has been reported with this
class of medications, including SEROQUEL

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

Precautions include the risk of seizures, orthostatic hypotension, and cataract development

The most commonly observed adverse events associated with the use of SEROQUEL in
clinical tnals were somnolence, dry mouth, dizziness, constipation, asthenia, abdominal pain.
postural hypotension, pharyngitis. SGPT increase, dyspepsia, and weight gain.

'All atypical prescriptions: Total prescriptions. Jan. 05-June 05. New prescriptions. Sept 04-
June 05. IMS Health. National Prescription Audit.

'Significant improvement in all 11 YMRS items was measured at Day 21 and continued
through Day 84 in monotherapy mania tnals.

Please see Brief Summary of Prescribing Information on adjacent page.

Seroquel
quetiapine fumarate

25 mg, 100 mg, 200 mg i 300 mg tablets

Redefine Success
www.SEROQUEL.com

SEROQUEL is a registered trademark of the AstraZeneca group of companies. 331616 7/05

References: 1. Vieta E. Mullen J, Brecher M, et al. Quetiapine monotherapy for mania associated with bipolar disorder: combined analysis of two international, double-blind,
randomised, placebo-controlled studies. Curr Med Res Opin. 2005:21:923-934. 2. Sachs G, Chengappa KNR, Suppes T, et al. Quetiapine with lithium or divalproex for the
treatment of bipolar mania: a randomized, double-blind, placebo-controlled study. Bipolar Disord. 2004:6:213-223. 3. Small JG, Kolar MC, Kellams JJ. Quetiapine in
schizophrenia: onset of action within the first week of treatment. Curr Med Res Opin. 2004:20:1017-1023. 4. Kasper S, Brecher M, Fitton L, et al. Maintenance of long-term
efficacy and safety of quetiapine in the open-labei treatment of schizophrenia. Int Clin Psychopharmacot. 2004:19:281-289. 5. SEROQUEL Prescribing Information.
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BRIEF SUMMARY ol Prescribing Inlotmalion—Before prescribing, please consult complete therapy does not atfect them adversely. Prlanttm: One case ol priapism in a patient receivinQ SEROQUEL has Iruti i lPatierrrt inSI»Ienn, P l K t o I M m l W r i i 3 e a l « i ™ ^
Prescribing Information. been reported prior to market introduction. While a causal relationship to use of SEROQUEL has not been estab- that occurred during acute therapy of schizophrenia (up to 6 weeks) and bipolar mania (up to 12 weeks) in 1%

lished, other drugs with alpha-adrerergic blocking effects have been reported to induce priapism, and it is pos- or more ot patients treated with SEROQUEL (doses ranging from 75 to 800 mo/rjay) where the incidence ki
sible that SEROQUEL may share this rapacity. Severe priapism may require surgical intervention. Body patents treated win SEROOUEL was greater than tie incidence in placebo-treated patients. Treatment'
Temperature Regulation: ABhough not reported wth SEROQUEL, disruption of the body) ability to reduce Emergent U n r t e Eiptrieuce Mdence In 3- to 12-We* PttceM-Corftollid CIIUol Trials' lor Ha

body temperature has been attributed to antipsychotic agents. Appropriate care is advised when prescrib- Treatment ol Sdiliopnrenia ant Bipolar ManU ImoooUwapy): Body » a WtioK: Headache, Pain, Asthenia,

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

ing SEROQUEL for patients who will be experiencing conditions which may contribute to an elevation in core Abdominal Pain, Back Pain, Fever; Cardhnatular Tachycardia, Postural Hypotension; Mgesthfe: Dry
borjy temperature, e.g., exsrersing strenuously, exposureto extreme heat, receiving concomitant medication with Mouth, Constipation. Vomiting, Dyspepsia, Gastroenteritis, Gamma Glutamyl, Transpeptidase Increased;
antktolinergic activity, or being subject to dehydration. Dysphagia: Esophageal dysmotility and aspiration have Metabolic and Nutritional: Weight Gain, SGPT Increased, SGOT Increased; Neneus: Agtetion, Somnolence,
been associated wrth antipsychotic drug use. Aspiration pneumonia is a common cause ot morbidity and mor- Dizaness, Anxiety; Respiratory: Pharyngitis, Rhinitis; Skin and Appendages: Rash; Special Senses:
tally in elderly patents, in particular those wth advanced Alzheimer's dementia. SEROQUEL and other antipsy- Amblyopia, 'Events for which the SEROQUEL incidence was equal to or kss I a n placebo are not listed, but
chotic drugs should be used cautiously in patients at risk for aspiration pneumonia. Suicide: The possibility of included the following: accidental injury, akathisia, chest pain, cough increased, depression, diarrhea, extrapyra-
a suicide attempt is inherent in Dipolar disorder and schizophrenia; dose supervision of high risk patients shoukl midal syndrome, hostility, hypertension, hypertonia, hypotension, increased appetite, infection, insomnia.

INDICATIONS AND USAGE1 Bipolar Mania1 SEROQUEL s indicated for the treatment of acute manic episodes accompany drug therapy. Prescriptions for SEROQUEL should be written for the smallest quantity of tablets con- leukopenia, malaise, nausea, nervousness, paresthesa, peripheral edema, sweating, tremor, and weight loss, lo
associated with bipolar I dsorder as either monotherapy or adjunct therapy to Bhium or drvalproex. The effica- sistent with good patient management in order to reduce the risk of overdose. Use In Patents with Concomitant these studies, the most commonly observed adverse events associated with the use of SEROQUEL (inci-
cy of SEROQUEL in acute bipolar mania was established in two 12-week monotherapy trials and one 3-week Illness: Clinical experience with SEROOUEL in patients with certain concomftant systemic illnesses is limited, dence of 5% or greater) and observed at a rate on SEROQUEL at least twice that of placebo were somnolence
adjunct therapy trial of bipolar I patents initially hospitalized for up to 7 days for acute mania. Effectiveness has SEROQUEL has not been evaluated or used to any appreciable extent in patients with a recent history of (18%), dizziness (117.), dry mouth (9%), constipation (8%), SGPT increased (5%), wekjltt gain (5%), and dys-
not been systematically evaluated in clinical trials for more than 12 weeks in monotherapy and 3 weeks in adjunct myocardial infarction or unstable heart disease. Patients with these diagnoses were excluded from pepsH (5%). Table 2 enumerates the incidence of treatment-emergent adverse events that occurred during
therapy. Therefore the physician who elects to use SEROQUEL for extended periods should periodically re-eval- premarketing clinical studies. Because of the risk of orthostati: hypotension with SEROQUEL, caution should therapy (up to 3-weeks) ol acute mania in 5% or more of patients treated with SEROQUEL (doses ranging
uate the long-term risks and benefits of the drug for the individual patient. Schizophrenia: SEROOUEL is be observed in cardiac patients (see Orthmialic Hypotension). Irdermallen for Patients: Physicians are advised from 100 to BOO mg/day) used as adjunct therapy to lithium and iivalproex where the incidence in patients
indicated tor the treatment of schizophrenia The efficacy of SEROQUEL in schizophrenia was established in to discuss the following issues wth patients for whom they prescribe SEROQUEL. Orlhostatlc Hypotension: treated w*h SEROOUEL was greater than the incidence in placebo-treated patients Treatment-Emergnl
short-term (6-week) controlled trials of schizophrenic inpatients. The effectiveness of SEROOUEL in long-term Patients should be advised of the risk of orthostatic hypotension, especially during the 3-5 day period ol initial Advent Experience Incidence In 3-Week Placebc-Cdntrolloe CMcal Trials' lor lie Treatment m Bipolar
use, that is, lor more than 6 weeks, has not been systematically evaluated in controlled trials. Therefore, the dose titration, and also at times of re-initiating treatment or increases in dose. Interference with Cognitive and Mania (Adjuntl Therapy): Body as e Whole: Headache, Asthenia, Abdominal Pan, Back Pain; Cirdkrnralar
physician who elects to use SEROQUEL for extended periods should periodically re-evaluate the long-term Motor Pertotmance: Since somnolence was a commonry reported adverse event associated with SEROQUEL Postural Hypotension; Digestive: Dry Mouth, Constipation; Metabolic and Nutritional: Weight Gain; Nerrnrt:
usefulness of the drug for the individual patent, treatment, patients should be advised ol the risk ot somnoence, especially during the 3-5 day period of initial Somnolence, Dizaness, Tremor, Agrtation; Respiratory: Pharyngitis. 'Events for whth the SEROOUEL i n c i t e
CONTRAINDICATIONS1 SEROOUEL is contraindicated in individuals with a known hvoersensrtivitv to this iase * * > " • * * s t a M be ™tioned about performing any activity requiring mental alertness, such as was equal to or less than placebo are not Bed, but included the tollowing: akathisia, diarrhea, insomna, and
medication oi"nvof its ingredients m m ' " ° M ™ """ " ™ " " « " " " " » o p e r a i i n g a „ , „ , venide (including automobiles) or operating hazardous machinery, until they are reasonab* nausea. In these studies, the most commonry observed adverse events associated with the use of SEROQUEL

C M t i i " u SEROOUEL therapy does not aflect them adversely. Pregnancy: Patients should be advised to (incidence of 5% or greater) and observed at a rate on SEROQUEL at least twee that of placebo were somno-
* > ll * ™ ' * » t e o m e W ' " t m l l0 brame I " " ™ 1 d"rin9 fc'W " " " ' W Palients fe (34%) d th (19%) t h i (10%) titi (10%) b d i l i 7%) t l h t

C M t i i " u SEROOUEL eapy t aflect them adesey e g y hould be adsed o (incidence of 5% or greater) and observed at a rate on SEROQUEL at least twee that of placebo were somno
i2S?ttSXlESilS£Z£I!Z!7i^!I!£iIINXZ£i!!t ™*> llle" * ™ ' * » t e o m e W ™ ' o r "tml l0 brame I " " ™ 1 d"rin9 fc'W " " " ' W Palients fence (34%), dry mouth (19%), asthenia (10%), constipation (10%), abdominal pain 7%), postural hypoten-
SSulSan InelK SSSffStSml *S2H£1£SHE stl0u"be advisel1 not l0 breasl letd * " * » a r e " " 9 S E R 0 M L Concomitant Medication: As with other * n (7%), pharyngitis (6%), and weight gain IBS], Sots Dependency ef Anwse EventsIn Shori-Term,

id nsvclEi™TimedKH filer*^^MSjKdm™ MSI A S S v to^motom medications, patents should be advised to notify their physicians«they are taking, or plan to take, any pre- Placebo-Controlled Trials: Dose-related Advene Events: Spontaneous^ efcied adverse event data from a
c o m X s n m S e s ; referred*as Neuroleo i c S H t a n H e S s i n K ^ " " I * " o r « ' - » « » » * ' * " S S i " M M : ™ " * * > * ° 8 a * ™ 1 * ™ i ( l c o n s u m i n g a f c o h o l i c bever- study of schizophrenia comparing five fixed doses of SEROQUEL (75 mg. 150 mg. 300 mg, 600 mg, and
wKdS£ o S ages while taking SEROQUEL Heal EipKure and Dehmration: Patients should be advised regarding appropri- 750 mg/day) to placebo werVexploral for dose-reiatedness ol adverse events. Logistic regression analyses
S ROOUI S i m a S K s o NMS a r Z e S r i s d e Sfrr. ataed mnStus and mi ate a r e " a v o i * 9 M r t a l ™ m °* /**>n. Uhwtiry ' « * «»specific laboratory tests are recom- mealed a positive dose respond (p<O.05) tor the following adverse events: dyspepsia, abdominal pain, and
denceofautorSS f S mended. Drug Interactions: The risks of usinj SEROQUEL in combination w«h other drugs have not been exten- weight pir Eitrifyramid.l S mptoin.: D a from one 6-week clinical trial of ichSophrenia comparing five
KktiAddToS^^^ IrhabdoSfi *"* watated in s » s t e m a l i c * * » • * m te l ™ a r » C N S < * * ol SEROQUEL, caution should be used fixed doses of SffiOOUEL (75,150,300,600,750 mg/day) provided evidence for tie"lack of treatment-emer-

diaonosis it is important to exclude cases where the clinical presentation includes both serious medical illness motor * ' * o l a ™ " " a * H S , S sub|":ls ™ 1 s e l e c M " T r f * " • ™ alcoholic beverages Three methods were used to measure EPS: 1 Simpson-Angus total score mean change from baseline wheh
lei%mS^£S5rim£*iSS^SSS^mSiit S T ^ ° i L T ? 9 S S L t o M , o 5 B S f T t m y f f IB f0(1HUE T " " " * f t m m " ' * * ? • ( 2 1 " " ^ o l w * ™ ™ * f " E P S ( « « * . f * « f
oms IEPS) Other imoottant considerations in the dlferental diaonosrs include central anticholinernic toxiciy heat e " ™ c e ™ " " I P S i " a n l 7 f = J ™ « agents. SEROQUEL may antagonize the etlects of levodopa and wheel rigidity, extrapyramidal syndrome, hypertona, tiypokinesia, neck ngidrry, and tremor, and 3 use olarrb-
stmke d m o f e r m S r v c e n t ^ ^ ^ iV"nne aa°nis ls- Tta ma * ° * " D r a 0 1 » * " " » P ™ : towf*:- Coadmnstration of quetiapine cholinergic mediations to treat emergent EPS. Vital Signs and Laboratory Studies: Vital Sign Changes:

SSSS^SSS S?S omsSit̂c™ r eSeSpylj (250 M « M phenytoin (100 mg tid) increased the mean oral clearance olQuetiapine by Hold. Increased SEROQijEL is associated wSh orthostatic hypotension (se?PtlECAUTIIJNS). Weight lain: In s d t a p S
3 S t f ? i t t i d i l doses ot SEROQUEL may be required to maintain control ot symptoms ol sch^P^nia i" patients receivrng als the proportas of patients meeting a weight gain criterion ol>7% of body weight were compared in a poolproblems for which specific treatments are available. There is no general agreement about specific pharmaco- qu&tjaptne and henytoino other hepatic enzyme induces (e,g, car amazepine, barbiturates nfampin, gluco- of four 3- to 6-week placebo-controlled clinical trials, revealing a statistically signrhcantly greater incidence of

logical treatment regirnens tor NMS. If a patient requires antipsychotic drug treatment after recovery from NMS, cprtimids). toutiort shoulrj be taken rt prienyioni is withrjrawn and replacedwith a non:inducer (eQ., valproate). weight gain lor SEROQUEL (23%) compared to placebo (6%). In mania monotherapy trials the proportions of
the potential reintroduction of drug therapy should be carefully considered The patient should be carefully mon- to"*™1 Coadmmistration of quetiapine 150 mg bid) and drfpro x (500 mg bid) increased the mean max- patents meeting the same weight gain criterion were 21% compared to 7% tor placebo and in mania adjunct
itorect since recurrences of NMS have been reported. Tardive tlyskinesia: A syndrome of potentially irreversible, ™ m plasma concenttation ol. auehapine at stKjV-state by 17% without affecting the extent of absorptjcn or therapy trials the proportion of patents meeting the same weight criterion weri|13% compared to 4% for
involuntary, dyskinetic movements may develop in patients treated wrSi antipsichotic drugs. Although the preva- ?S°? J T C e J "AH™ . f * f "e L20? M ™ T £ / S ,?,flu?HP™,( IS P11"*"1 U b o r * > * " l « . * i assessment of the premarketing experience for SEROOUEL suggested that 1
lence of the syndrome appears to be highest among the ekterly, especially elderly women,Iis impossible to rely u > {"J»5.A ° " " » !e: « ™ * » n of multiple dairy doses of cimeldine (400imgM for 4 days) resulted j associated with asymptomatic increases in SGPT and increases in both total cholesterol and triglycerides (see
upon prevalence estimates to predict at the inception of antipsychotic treatment which patients are likely to ln '20% *crease ln lhe mean oral clearara " fluetiapme (150 mg tid). Dosage adjustment tor quetiapine is PRECAUTIONS). An assessment of hematological parameters in short-term, placebo-controlled trials reveakd re
develop the syndrome Whether antipsychotic drug products differ in their polenta to cause tardive dyskinesia not re'uiral ™ e n *ls ' * " " * """Wus- ™ s l ffl Inhibitors: Coadmimstration of ketoconazole (200 mg d ( K % important differences between SEROQUEL and ptcebo. ECU Changes: Between group comparisons tor
is unknown. The risk of developing tardive dyskinesia and the likelihood that it will become irreversible are ™ * * l o r , 4 , f i ' s ' ' ' p o l e l " lntl1!*r ol |3*«*ra™ P450 3A reduced oral clearance of•quetiapine by 84%, pooled placebo-controlled trials revealed no statistically significant SEROQUEL/ptabo differences in the
believed to increase as the duration of treatment and the total cumulative dose ol antipsychotic drugs adminis- S l l n S " ' 3 3 5 % ",crea" m a x l r ™ m P l m concentration of quetiapine. Caution is indrated when SERO- proportions of patients experiencing potentially important changes in ECG parameters, including OT, QTc, and
tered to the patient increase. However, the syndrome can develop, although much less common ,̂ after relatively ™EL ? all™nls'ered " J I S S S * ?"? *e.r "tSlSffS!!S^i& ' "SSf t ! °" PR '*™I S l Hmm- * pr0|)0*ns ol p?lie* ™eti"1 " * c * ' 6 "" BchyrarIlia"™ ™pl™1'"lour

brief treatment periods at low doses. There is no known treatment for established cases of tardive dyskinesia, conazole and erythromycin). fluoietme, Imipramine rlaloperido, and Rrspendone. ooadministration ottlu- 3. to 6-week ptabo-controlled clinical trials for the treatment of schizophrenia revealing a 1% (4/399) undents
although the syndrome may remit, partially or completely, if antipsychotic treatment is wlhdrawn. Antipsychotic " ' * l«> m9 °™» ^ M ; minramra t'h

5 ? S"1'. halopendol (7.5 mg bid), or nspendone a mg bid) ,or SEROQUEL compared to 0,6% (1/156) incidence for placebo. In acute (monotherapy) tjipolar mania trials
treatment, itself, however, rnay suppress or partially suppress) the signs and symptoms of the syndrome and with quetiapine (300 mg bid) did not alter the steady-state pharmacokinetics ol quetapine. Effect of Ojetiaphie the proportions ot patients meeting the criteria for tachycardia was 0.5% (1/192) lor SEROQUEL compared to
thereby may possibly maskthe underlying process. The effect that symptomatic suppression has upon the long- on Other Drugs: Loraispam: ™e mean oral c tance of lorazepam (2 ™g. singje rjose) w s reduced by 20% 0% (0/178) incidence for placebo. In acute bipolar mania (adjunct) trials the proportions of patients meeting
term course of the syndrome is unknown. Given these considerations, SEROQUEL should be prescribed in a man- in ™ P r e s e m <J q u * a P « adminstered as 250 mg tid dosing. Drvalproex. The mean maximum concentra- n , same criteria was 0,6% (1/166) for SEROQUEL compared to 0% (0/171) incidence for placebo, SEROOUEL
ner that is most likely to minimize the occurrence of tardive dyskinesia. Chronic antipsychotic treatment should ' " I e * « t ° < a bJ°'f l l o n ol,to!a!and J t t l*m "" ? * * * e

T " 5 e * a a s * } > l ' ° t 0 '2% * " use was associated with a mean increase in heart rate, assessed by ECG, of 7 beats per minute compared to a
generally be reserved for patients who appear to suffer from a chronic illness that (1) is known to respond to * a « ™ * ( ™ n on) was administered wth quetapine (150 mg bid. The mean oral clearance ot total val- m increase of 1 beat per minute among placebo patients. This slight tendency to tachycantia may be rested
antipsychotic drugs, and (2) for whom Kmative, equally effective, but potentially less harmful treatments are P ™ ** (adminrstered as dralproex 500 mg bid) was increased by 11% in the presence of quetiapine 150 mg t0 sEROQUELs polenta for inducing orthostatic changes (see PRECAimniB). Other Adverse E m s
not available or appropriate. In patients who do require chronic treatment, the smallest dose and the shortest w ) Trie * » " « * were M S ' * * * L i " ™ m : Concomitant administration of quetiapine (250 mg tid) wrrh observed During the Pre-Marteting Evaluation ol SERODUEL: Following is a list of COSTART terms that reflect
duration ol treatment producing a satisfactory clinical response should be sought. The need for continued treat- ™ ! ™ no effect on any ot the steady-state pharmacokinetic parameters 0 Irrhium, Mipynne: treatment-emergent adverse events as defined in the introduction to the ADVERSE REACTIONS section reported
ment should be reassessed periodfcally. if signs and symptoms of tardive dyskinesia appear in a patient on Administration of multiple daily doses up to 750 mg/day (on a Id schedule) 0 quetiapine to sub|ects with select- ty patients treated with SEROQUEL at multiple doses > 75 mg/day during any phase of a trial within the premar-
SEROQUEL drug discontinuation should be considered. However, some patients may require treatment with ed invchobc disorders had no clinically relevant effect on the clearance of antipyrine or urinary recovery of Ketjng d a n t a of approximately 2200 patients treated for schizophrenia. All reported events are included except
SEROQUEL despite the presence of the syndrome Hyperglycemia and Diabetes Mellilus: Hyperrjlycemia, in antipyrine metabolites. These r e s * indicate that quetiapine does not signrhcantly induce hepatic enzymes those already listed in Table 1 or elsewhere in labeling, those events for which a drug cause was remote, and
some cases extreme and associated wlh ketoaddosis or hyperosmolar coma or death, has been reported in responsible tor cytochrome P45U medated metabolism 01 antipynne. Carcmogenesis, Mutagenesis, those event terms wh«h were so general as to be uninformative.lt is important to emphasize that, afthough the
patients treated with atypical antipsychotics, including SEROQUEL, Assessment of the relationship between Impairment ol Fertility: Carcinopenesis: Carunogenicly studes were conducted in C57BL mee and Wistar events reported occurred during treatment wlh SEROQUEL. they were not necessarily caused by it. Events are
atypical antipsychotic use and glucose abnormalities is complicated by the possibility of an increased back- rals- Quetapine was adminstered in the dietto mice at doses of 20,75,250, and 75CI mg*g and to rats by gav- |urthM categorized by body system and listed in order of decreasing frequency according to the following
ground risk of diabetes meltitus in patients with schizophrenia and the increasing incidence of diabetes melli- a 8« a ' ™ses of 25,75, and 250 mg«g tor two years. These doses are equivalent to 01 0.5,1.5, and 4,5 times definitk>ns: frequent adverse events are those occurring in at test 1/100 patents (only those not already Isted
tus in the general population. Given these contenders, the relationship between atypical antipsychotic use and * » maximum human dose (800 mo/day) on a mg/rtf basis (mice) or 0.3,0.9, and 3.0 times the maximum in , „ , y ^ g g i r e s l l | i s fram ptjcebo-controled trials appear in this listing); infrequent adverse events are those
hype glycem a elated adverse events is not completely understood. However, epidemiological studies suggest human dose on a mg/ma basis (rats) Tnere were statistically significant increases in thyroid gland foihcular ade- occurring In 1/100 to 1/1O0O patients; rare events are those occurring in fewer than 1/1000 patients. Itemus
an ncrea ed k of treatment-emergent hyperglycemia-rebted adverse events in patients treated wlh the atyp- ™ a s in male mice at doses of 250 and 750 mgAg or 1.5 and 4,5 times the maximum human dose on a mg/m' s^tam: ftMMtf hypertona dysarthra; WreoMJt abnormal dreams, dyskinesia, thinking abnormal, tardive
iia ant p ychot Precise risk estimates for hyperglycemia-related adverse events in patients treated with atyp- ™ s and in male rats at a dose of 250 mg/kg or 3.0 times the maximum human dose on a mg/m> basis, rfajresa, vertoo, involuntary movements, confusion, amnesia, psychosis, hallucinations, hyperkinesla. libido
teal ant p ychot c are not available. Patients wrtti an established diagnosis ol diabetes meKus who are started l*rmmary gt,n j adenorarcmomas were statistically significantly increased in female rats at all doses tested (25, increased', urinary retention incoordination, paranoid reaction, abnormal gait myoclonus, delusions, manic
on atyp cai ant p ychot cs should be monitored regularly for worsening of glucose control. Patients wlh riskfac- ?5, and 250 mg/kg or 0.3,0,9, and 3.0 times the maximum recommended human dose on amj iW basis), racjol aDathy, ataxia, depersonalization, stupor, bruxism, catatonic reaction, hemiplegia: SinvaphasB.
tor for d abete me! tus (eg, obesity, tan% history of diabetes) who are sterling treatment «vith atypical antipsy- Thyroid loltalar eel adenomas may have resuled trom chronic stimulation 01me thyroid gland by thyroid sum- tjuccoglossal syndrome, choreoathetosis, delirium, emotional lability, euphoria, libido decreased*, neuralgia,
chot c hould unde go fasting blood glucose testing at the beginning of treatment and periodically during treat- ulalnrj hormone (TSH) resulting from enhanced metabolsm and clearance of thyroae by rodent liver. Changes stuttering, subdural hematoma Body as a Whole: fnqmt flu syndrome1 M a t w g t reck pain, pelvic pan",
ment. Any patent treated with atypical antipsychotics should be monitored for symptoms of hyperglycemia in TSH, thyroune, and thyroxine clearance consistent wrth this mechanism were observed in subchromc toxici- 5 , ^ ̂ ^ m l t t S ( p photosensitrvity reaction, chills, face edema, monilHsis; flm: abdomen enlarged.
including polydipsa, golyuria, polyphagia, and weakness. Patents who develop symptoms ot hyperglycemia ty studies in rat and mouse and in a 1-year toxicit)'Study in rat; however, the results ot these studies were not rjigauive System: F r a p M : anorexia; MKjumt: increased salivation, increased appetite, gamma glutamyl
during treatment with atypical antipsychotics should undergo fasting blood glucose testing, in some cases, definitive. The relevance of the increases in thyroid follicutar cell adenomas to human rrsk, through whatever transpeptidase increased oinqivitis dvsphaqia flatulence gastroenterlis gastritis hemorrhoids stomatitis
hyperglycemia has resolved when the atypical antipsychotic was discontinued; however, some patients required mechanism, is unknown, Antipsycholic drugs have been shown to chronically elevate proiactin levels in rodents. i m ^ aiei ta| iritinenoe', gastVoesophageal reflux gum hemorrhage, mouth ulceration, rectal hem-
continuation of anti-diabetic treatment despite discontinuation of the suspect drug. Serum measurements in a 1-yrtoxicrty study shewed that qjetiapine increased median serum proiactin levels a orrnaae imm e ( j e m a . /j^g. ai0SSjtis hematemesis intestinal obstruction melena pancreatitis
PRECAUTIONS: General: Orthoslallc Hypotension: SEROQUEL may induce orthostatic hypotension associated ! ™ J ™ °j ®: a J 13*".ln ™ " > < ? f ™ * ; ' * respectively. Increases in mammary neoplasms have ten M)mmii, syfcm: fi^t'palpitalon; Mr . jn .n l : vasodilatation, QT interval prolonged, migraine,
with dizziness, tachycardia and, in some patients, syncope, especially during the initial dose-Uration period, found in rodents after chronic adrnnistation d i M r M ^ t t K ^ w t j K w m k i e i to be p r o w • bradycardia, cerebral ischemia, irregular pulse, T wave abnormality, bundle branch block, cerebrovascular
probably reflecting its 0,-adrenergic antagonist properties. Syncope was reported in 1% (23/2567) of the mrtaW.- J!* relevance of this increased incidence of protictin-medoted mammary gland tumors in rats to ̂ ^ tap thrombophM*. T wave inversion; flan: angina pectoris, atrial fibrillatipn, AV bloc* first
patients treated with SESOOUEL, compared with 0% (0/607) on placebo and about 0.4% (2/527) on active h™an "s ls »*™n ( * K7!olacl lnH " I ™ ™ ™ . 6>;»* ™S™BI!: J" m * J « degree, congestive heart failure, ST elevated, thrombophlebitis, T wave flattening, ST abnoimality. increased
control drugs. SEROQUEL should be used with particular caution in patients with known cardiovascular disease P * ™ ". qumapme was tested in six»? vm bacterial gene mutation assays and n an in vitro mammalian Q R S j u r a t i o n Bnjjrilory System: fiimentpharyngjis, rhinits. cough increased, dyspnea; M m m t pneu-
(history of myocardial infarction or ischemic heart disease, heart failure or conduction abnormalities), 9 'n e
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a 1 ' e l l S l ^ T T ™ f i 5 r r S . ° ™ S ' . "S i n 'n2 ™"»1 ePi s t e - a * r a * " ^ " « * hyperventilation. Metabolic and Nutritional System: freomtf
cerebrovascular disease or conditions wheh would predSpose patients to hypotension (dehydration, hypov- ™ "ave ™ n J ™ !or f » * strains Quetiapine did produce a reproducible increase in mutations in one peripheral edema; M » o « « t f weight loss, alkaline phosphatase increased, hyperilpemia, alcohol intolerance.vascua dseas o p S p o s pa yp ( y , ypo , f i p p ; mt g , p p , y p p ,
olema and treatment with antihypertensive medications. The risk of orthostatic hypotension and syncope may ?mml^!^Z^£T^^T^t ̂ ^SIi1^J^X£^ dehydration, hyperglycemia, creatinine increased, hypoglycemia; Sire: tjlycosuria, gout, hand edema,
be minimized by limiting the initial dose to 25 mg bid. If hypotension occurs during titration to the target dose, |E| ™ s " f 6 " ' ' " " * » chromosomal aberration assay in cultured human lymphocytes or in the rn m hypokalemia. water intoxication. Skin and Appendages System: f m m t sweating; M a t n m t prurrus, acne,
a return to the previous dose in the trtration schedule is appropriate. Cataracts: The development ol cataracts micranucleus assay in ratsjmpairrnerj ol Fertility: Quetnpine decreased mating and fertilly in male Spragie- ^e m a [ontact talUts maculopapulaTrSi, seborrhea, skin uto; Km exfoltive dermatitis, psoriasis,
was ubserv.* In associallcfl with quatiapira trealment in chronic dog studies. Lens changes have 3lsu been Dawleyratsa ora doses of 0 and 150 mgAg.or 0.6 and 18 times the maximum h m n dose on a mcyw skjn distotation. Urogenltal System: « imm«e* dysmenorrhea', vaginBis', urinary incontinence,
observed In pallBnte during lono-terrn SEROQUEL treatment but a causal relationship to SEROQUEL use has basis. Drug-relaleri effects included increases in interval to mate and in the numberof matings required for SJC- metrarrhagia', impotence", dysuria vaginal moniliasis-, abnormal ejaculatiorl-, cystitis, urinary frequency,
not been asiabltshed. Nevertheless, the possibility ol lenticular changes cannot be excluded al Ihis lime. « s l u l impregnation. These effects continued to be observed at 150 mo/kg even after a two-week period wrth- amenorrriea-, female lactation- takorrhea', vaginal hemorrhage', "ulvovaginiis! orchitis'; ffW'gyneco-
Therefore, eiamlnallon ol the lens by methods adequate to deled cataract lormalion, such as sill lamp J " " a " ! ™ ' - J * 1 "of* *se '". i m P a l r c d ™a t"8a n d l8Jlhl» !n ™ l e " s " f 2 5 < ¥ V <>3<<m-' masta', nocturia, pofyuria, acute Hney failure. Special Semes: M F J B M I . 1 coniuncti*. abnormal vision,
exam or other appropriately sensitive methods, Is recommended at initiation of treatment or shortly J» ™ m u m *™a»«»se on a mg/m> basis Quaapine adversely affected mating and fertilrtv in female „ ffip tinnJus y , ™ ^ , bk M i S i g"m /n , . -abnoSl«y of accommodation, deafness,
Ihereatter, and at 6 month intervals during chronic treatment. Seizures: During clinical trills, seizures *ague-Dawley rats a an oral dose of SO mg/kg, or 0.6 times the maximum human dose on a mg/m> basis ilimm Musculosaieleital System: M W J M * pathological fracture, myasthenia, twitching, arthrakjia,
occurred in 0.6% (1IV2792) of patients treated with SEROQUEL compared to 0.2% (1/607) on placebo and 0.7% Orug-related effects included decreases in matings and in matings resulting ,n pregnancy, and an increase in the » „ , m m p s „ „ 'in Hamlc and LyiiVphalte System: Fre««e* leukopenia; /«(reo«V*
(4/527) on active control drugs. As with other antipsychotics SEROQUEL should be used cautiously in patients * r ™ l " ™ «• An ! ™ a f i n ™ * r estrus cycles was observed at doses of 10 and 50 mg*g, or 0,1 |eukoty,osis a n e m i ecchymosis, eosinophilia, hypochromic anemia; lymphadenopathy, cyanoss; Sire:
with a history ol secures or with conditions that potentially lower the seizure threshold, e.g., Alzheimer's arid 0 6 1 ™ the maximum human dose on a mg/rn" bassjhe no-elfect dose in lemalerals was'mgAg, or ta0^is thrombocytopenia. Endocrine System: Intojumt hypothyrokism, diabetes meius; Bare: hyper-
dementia. Conditions that lower the seizure threshold may be more prevalent in a population ol 65 years or older. » » ' times the maximum human dose on a mg/nf basil Pregnancy:: Preirrancy Category C: The teratogemc %rd|jL.m . a j u s M ,„, ^ m ̂  f^^ ̂ ^ ̂ ^ j ^ , s i m mM m u b l
Hypolhyroldlsm: Clinical trials with SEROOUEL demonstrated a dose-related decrease in total and free thyrox- P°Mlal»quetiapine was studied in Wistar rats and Dutch Belted rabbits rJoserJ during the period otorgano- m M p a ^ ̂  to S E R 0 0 1 j a tora|ly jjimj,. taKopenia/neutropenia. If a patient develops a Dw
ine (T4) of approximately 20% at the higher end of Ihe therapeutic dose range and was maximal in the first two genesis. No evidence of a teratogemc effect was detecteti ,n rats at doses of 25 to 200 mgAg or 0.3 to 2.4 times white cell count Mnsider discontinuation of therlrjy. Possible rSkfactors for toukc^ni^uiropSnainclurJe
to lour weeks of treatment and maintained without adaptation or progression during more chronic therapy, the maximum human dose on a mg/m» basis or in rabbits at 25 to 100 mg/kg or 0.6 to 24 times the rerximum pre-existinglrjwVLrhrter^lcoumanl historyofdnjg inrliiced leukopania/rKutror^
Generally, these changes were of no clinical significance and TSH was unchanged in most patients, and lev- n ™ a » * « ° n a ™0'm" basis. There was, however, evidence of embryo/fetal toxicity. Delays in skeletal ossi- S T O J inlroducSon , 1 , ^ me temporafc rdated to SEROQUEL therapybut not necessarily causak related
els of Tttb were uncLged. In nearly all cases, cessation of SEROQUEL trritment was associated with a " o n were detected in rat fetuses at doses of 50 and 200 mg/kg (0 6 and 2.4 times the maximum human SXS^S^^SS«S'BSS ™e*KS»
reversal of the effects on total and free T4, irrespective of the duration of treatment. About 0.41 (12/2791) of doseona mg/m' basis) and in rabbits at 50 and 100 mo»g (1.2 and 2.4 times the maximum human dose on rt s ̂  hormone secretion (SIADH) andSttven Johnson syndrane (SJS)
SEHOQUEL patients did experience TSH IncreaseVin monotherapy studies. Six of the patients with +SH increas- a mg/m^ basis). Fetal body weight was reduced in rat fetuses at 200 mgAg and rabbit fetuses at 100 mg*g 5?^22^^J2™J™"«
es needed replacement thyroid treatment In the rnana adjunct studies, where SEROQUEL was added to lithium ( " times the maximum human dose on a mg/m> basis lor both species) There was an increased incidence ol HJffiESnSqFFtmiinKlSsvSmSL «2d S S or huS
or drvatproate. 12ft (24/1*6) of SEHOQUEL treated patiente compared to 7% (1f5«J3) of placebo treated patients a minor soft tissue anomaly (carpatftarsal flexure) in rabbit fetuses at a rjoje of 100 mcAg (2.4 times the max- M™HJHS .SShvsX

had elevated TSH levels. Ol the SEROOUEL treated patients with elevated TSH levels, 3 had simulaneous low imum human dose on a morW basis. Evidence of maternal toxicity (i.e. decreases in body weight gain and/or ° W™SSSSX^SSX!T!M MSX!SSSSS
free T4 levels. Choleslerol and Trlglynrlds Elevations: In schizophrenia trials, SEROOUEL treated patients had death) was otjserved at the high dose in the rat study and at all doses in the rabbftsludy. In a perfpostnatal repro- Zs?J&S^^X!!!^^iK^
increases from baseline in cholesterol and trirjlyceride of 11% and 17%, respectively, compared to slight duotive study in rats, no drug-related effects were observed at dosesof1,10, and 20 mgAg or 0,01,0.12, and ^STfmTSt^ltt^S^A^
decreases for placebo patients. These changes wore only weakty related to the increases in weight observed in 0,24 times the maximum human dose on a mg/nf basis. However, in a preliminary pen/postnatal study, there SS'iSSSSffiLSSf *SS mJZS,SHnmSt: .
SEROQUEL treated patients, Hyperprolaelinemia: Alhough an elevation of proiactin levels was not demonstrat- were increases in fetal and pup death, and decreases in mean litter weight at 150 mgAg, or 3,0 times the max- r * f j f ® * > * ? » ™ ' * I A ^ S I B n s ol msuse or allllse ol SETOUEL e

ed in clinical trials with SEROQUEL, increased proiactin levels were observed in rat studies w«h this compound, imum human dose on a mg/m» basis. There are no adequate and well-controlled studies in pregnant women and ™ » , i n d o s e , drug-seeking behavior, .
and were associated with an increase in mammary aland neonlasia in rats (see Carcinooenesis) Tissue culture quetapine should be used during pregnancy only»the potential benefit Justifies the potential risk to the fetus. OVERMSAGE: Human experience: Experience w«h SEROOUEL (quetapine fumarate) in acute overdosage was
experiments indicate thatapproximatery one-third of human breast cancers are proiactin dependent in »to, afac- Labor and Delivery: The effect of SEROQUEL on labor and delivery in humans is unknown. Nursing Mothers: limited in the clinical trial database (6 reports) wrrh estimated doses ranging trom 1200 mg to 9600 mg and no
tor of potential importance I the prescription of these drugs is contemplated in a patient with previously detect- SEROQUEL was excreted in milk of treated animals during lactation. It is not known if SEROQUEL is excret- fatalities. In general, reported signs and symptoms were those resuBng from an exaggeration of tie drug's known
ed breast cancer Although disturbances such as galactorrhea amenorrhea gynecomastia and impotence ed in human milk. It is recommended that women receiving SEROOUEL should not breastfeed. Pediatrlc Use: pharmacological effects, i.e., drowsiness and sedation, tachycardia and hypotension. One case, involving an
have been reported with proWn-elevating compounds, the clinical significance of elevated serum proiactin The safety and effectiveness of SEROOUEL in pediatric patients have not been established. Geriatric Use: Ot estimated overdose of 9600 mg, was associated with hypokaemia and first degree heart bin*. In post-marketing
levels is unknown for most patients Neither clinical studies nor epidemiologic studies conducted to date have the approximately 3400 patients in clinical studies w*h SEROQUEL, 7% (232) were 65 years of age or over, experience, there have been very rare reports of overdose of SEROQUEL alone resulting in death, coma or QTc
shown an association between chronic administration of this class of drugs and tumorkjenesis in humans; the In general, there was no indication of any different tolerability of SEROQUEL in the elderly compared to prolongation. Management of Omdosage: In case of acute overdosage, establish and maintain an airway and
available evidence is considered too limited to be conclusive at this time Transamlnase Elevations: younger adults. Nevertheless, the presence of factors that might decrease pharmacokinetic clearance, ensure adequate oxygenatlon and ventilation. Gastrc ravage (after intubation, rf patient is unconscious) and admin-
Asymptomatic, transient and reversible elevations in serum transaminases (primarily ALT) have been reported, increase the pharmacodynamic response to SEROOUEL, or cause poorer tolerance or orthostasis, should lead istration of activated charcoal together with a laxative shoukl be considered. The possibility of obtundation, seizure
In schizophrenia trials the proportions of palients with transaminase elevations of > 3 times the upper limits of to consideration of a lower starting dose, slower titration, and careful mentoring during the initial dosing peri- or dystonic reaction of Bie head and neck following overdose may create a risk of aspiration wrrh induced emesis.
the normal reference range in a pool of 3- to 6-week placebo-controlled trials were approximately 6% for od in the elderly. The mean plasma clearance of SEROQUEL was reduced by 30% to 50% in elderly patents Cardkjvascijiar monitoring should commence immediately and should include continuous electrocardiograph*:
SEROQUEL compared to 1% for placebo. In acute bipolar mania trials, the proportions of patients with transam- when compared to younger patients. monitoring to detect possible arrhythmias. If antBrrhythmic therapy s administered, dBopyramne, procainamkle
inase elevations of > 3 times the upper limits of the normal reference range in a pool of 3- to 12-week placebo- ADVERSE REACTIONS: The information below is derived from a clinical trial database for SEROQUEL consist- antl qumidine cany a theoretical hazard of additive QT-prolonging effects when administered in patients widi acute
controlled trials were approximately 1% for both SEROOUEL and placebo. These hepatic enzyme elevations usually ing of over 3000 patients. Of these approximately 3000 subjects, approximately 2700 (2300 in schizophrenia overdosage of SEROQUEL. Similarly I B reasonable to expect that the alpha-adrenergc-bloctong properles of
occurred within the first 3 weeks of drug treatment and promptly returned to pre-study levels with ongoing treat- and 405 in acute bipolar mania) were patients who participated in multiple dose effectiveness trials and bretylium might be addrtrve to those of quetiapine, resulting in probemaBc hypotension. There B no speofc ant>
ment with SEROQUEL, Potential for Cognitive and Motor Impairment: Somnolence was a commonly reported their experience corresponded to approximately 914.3 patient-years.Refer to the full Prescribing Information dote to SEROQUEL. Therefore appropriate supportive measures should be nstituted. The possibility of mufipe
adverse event reported in patients treated with SEROOUEL especially during the 3-5 day period of initial for details of adverse event data collection. Adverse Findings Observed in Start-Turn, Controlled Trials: *ug involvement should be consoered Hypotension and circulatory cdttpse shoukl be treated with appropriate
dose-titration. In schizophrenia trials, somnoence was reported in 18% of patients on SEROQUEL compared to Adverse Events Associated wilh Discontinuation of Treatment in Short-Term Placebo-Controlled Trials1 measures such as intravenous fiukis and/or sympathomimetic agents (epmephrine and dopamme should not be
11% ol placebo patients. In acute bipolar mania trials using SEROQUEL as monotheiapy, somnolence was Bipolar Mania1 Overall discontinuations due to adverse events were 5 7% for SEROQUEL vs 5 1 % for place- used, since hta stimulation may worsen hypotension in the setting ol quetiapine-induced alpha blockade). In cases
reported in 16% of patients on SEROQUEL compared to 4% of placebo patients. In acute bipolar mania trials bo in monotherapy and 3.6% for SEROQUEL vs. 5.9% for ptobo in adjunct therapy. Schizophrenia: Overall, ^ Mvere extrapyramidal symptoms, antichdinergic medication shoukl be adminstered. Close medeal supervision
using SEROQUEL as adjunct therapy somnolence was reported in 34% of patients on SEROQUEL compared to there was little difference in the incidence of discontinuation due to adverse events (4% for SEROQUEL vs. 3% and monitoring should continue until the patient recovers.
9% of placebo patients. Since SEROQUEL has the potential to impair judgment, thinking, or motor skills, patients for placebo) in a pool of controlled trials. However, discontinuations due to somnolence and hypotension were SEROQUEL is a trademark of the AstraZeneca group ol companies. Manufactured tor:
should be cautioned about performing activities requiring mental alertness, such as operating a motor vehicle considered to be drug related (see PRECAUTIONSVSomnolence 0 8% vs 0% for placebo and Hypotension © AstraZeneca 20O4,2005 AstraZeneca Pharmaceuticate LP
(including automobiles) or operating hazaidous machinery until they are reasonably certain that SEROQUEL 04% vs 0% tor placebo. Adverse Events Occurring al an Incidence ef 1 % or More Among SEROQUEL 232218 Rev 06705 Wilmington. Delaware 19850-5437
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