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When You Treat ADHD.

‘I wawmt to e o geologist.”

—Séan,age |0—

G - ADDERALL XR°®Delivers Efficacy That
— May Help Patients Realize Their Potential

* Symptom reduction to a level comparable to that of
non-ADHD peers'

* Rapid onset (1.5 hours) and |2-hour dose-responsive efficacy’
for day-long improvement in both academic and social settings™”

* 6 dosage strengths for maximum flexibility

* Generally well tolerated—Ilow discontinuation rates
due to adverse events in placebo-controlled trials**

*Average mean for all doses tested.
1IMS Dataview, May 2005.

Please see references and brief summary of
prescribing information on adjacent page.
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Important Safety Information

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 cardiovascular 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, hyperthyroidism 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.
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References: I. Ambrosini P|, Lopez FA, Chandler MC, et al. An open-label community assessment of ADDERALL XR in pediatric ADHD. Poster presented at: | 55th Annual Meeting of the American Psychiatric Association;
May 22, 2002; Philadelphia, Pa. 2. Data on file, Shire US Inc.,, 2005. 3. Biederman ), Lopez FA, Boellner SW, Chandler MC. A randomized, double-blind, placebo-controlled, parallel-group study of
SLI381 (Adderall XR) in children with atr.ention-deﬁcitlhyperactivity disorder. Pediatrics. 2002; 1 10:258-266. 4. McCracken JT, Biederman |, Greenhill LL, et al. Analog classroom assessment of a once-daily mixed amphetamine
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BRIEF SUMMARY: Consult the full prescribing information for complete product information.
ADDERALL XR® CAPSULES Cll Rx Only

AMPHETAMINES HAVE A HIGH POTENTIAL FOR ABUSE. ADMINISTRATION OF AMPHETAMINES FOR
PROLONGED PERIODS OF TIME MAY LEAD TO DRUG DEPENDENGE. 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.

INDICATIONS
ADDERALL XR® is indicated for the treatment of Attention Deficit Hyperactivity Disorder (ADHD).
The efficacy of ADDERALL XR® in the of ADHD was 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

were by ing 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=535) are presented below. Over half
of these patients were exposed to ADDERALL XR® for 12 months or more.

formulation of this substance.
CONTHAINDICATIONS _

di disease, moderate to severe
hypenenslon hyperthyrmdlsm known hypersensitivity or |d|osyncrasy to the sympa-
thomimetic amines, glaucoma. Agitated states. Patients with a history of drug abuse.
During or within 14 days following the ion of ine oxidase i

(hypertensive crises may result)

WARNINGS

Psychosis: Clinical experience suggests that, in psychotic panents administration of
amphetamine may exacerbate sy of behavior di and thought disorder.

ONE DOSE DAILY‘

JAABIB) RALL XR|(

5 mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg CAPSULES
(Mlxed Salts of a Single-Entity Amphetamine Product)
Sulfate D

Adverse event % of pediatric patient ntinuin
Anorexia (loss of appetite) 29
Insomnia 15
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, 26%
(n_5) for insomnia, 1% (n=2) each for h and,

Saccharate

Long-Term Suppression of Growth: Data are inadequate to determine whether chron-

Amphe(amme Aspartate Monohydrate  Amphetamine Sulfate

0.5% (n=1) each for ALT increase, agitation, chest pain, cocame craving, elevated
blood pressure, and weight loss.

ic use of stimulants in children, including amphetamine, may be causally

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
with at usual doses in children with structural cardiac abnormalities.

Adderall )(R® 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

1aking ADDERALL XR®, especially patients with hypertension.

Tics: Amphetamines have been reported to exacerbate motor and phonic tics and Tourette’s syndrome. Therefore,

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 aduits treated with ADDERALL XR® or placebo are
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 pa\ien\ characteristics and other factors differ from those which prevailed
in the clinical trials. Similarly, the cited i ies cannot be compared with figures obtained from other clinical
ing different 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

clinical evaluation for tics and Tourette’s syndrome in children and their families should precede use of Body Systam Preferrad Term ADDERALL XR® (n=374) Placebo (n=210)
medications. General Abdominal Pain (stomachache) 14% 10%
Information for Patients: Amphetamines may impair the ability of the patient to engage in potentnally hazardous activ- Accidental Injury 3% 2%
ities such as operating machinery or vehicles; the patient should therefore be cautioned accardingly. Asthenia (fatigue) 2% 0:/0
Drug Acidifying agents inal acidifying agents reserpine, ic acid Fever 5% 2%
HCI, ascorbic acid, etc.) lower absorption of Urinary acidifying agents—These agents (ammoni- Infection 4% 2%
um chloride, sodium acid phosphate, etc.) increase the concentration of the ionized species of the Viral Infection 26 0%
molecule, thereby increasing urinary excretion. Both groups of agems lower blood levels and efficacy of amphet- Digestive Loss of Appetite 22% 2%
amines. Adrenergic blockers—Adrenergic blockers are inhibited b agents— System Diarrhea 2% 1%
Gastrointestinal alkalinizing agents (sodium bicarbonate, etc.) increase absorption of amphetamines. Co-adminis- Dyspepsia 2% 1%
tration of ADDERALL XR® and gastrointestinal alkalinizing agents, such as antacids, should be avoided. Urinary Nausea 5% 3%
alkalinizing. agents (acetazolamide, some thiazides) increase the concentration of the non-ionized species of the Vomiting % 4%
amphetamine molecule, thereby decreasing urinary excretion. Both groups of agents Increase blood levels and Narvaus System Dizziness 2% 0%
therefore potentiate the actions of , tricyclic may enhance the Emotional Lability % 29
activity of tricyclic i agents d-amphetamine with ine or protripty Insomnia 17% 2%
and p055|bly other mcychcs cause stnkmg and sustained increases in the concentration of d-amphetamine in the Nervousness 6% 29
brain; lar effects can be MAO i MAOI antidepressants, as well as a metabolite " = -

of furazolidone, slow boli g their effect Metabolic/Nutritional Weight Loss 4% 0%

This slowing p

on the release of norepinephrine and other monoamines from adrenergic nerve endings; this can cause
and other signs of hypertensive cr15|s A variety of toxic neurological effects and malignant hyperpyrexia can

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-Doss Titration Study*

occur, sometimes with fatal results i may the sedative effect of antihista-
mines. Antihypertonsives ines may ize the hyp effects of antihypertensives. | pody System Preferred Term ADDERALL XR® (n=191) Placebo (n=64)
blocks and ine thus i the central .
stlmulant effecls of amphetammes and can be used to treat p General ﬁg:iea"clﬁe 2%0/.,'} 15;{,"/
elay of ethc Haloperidot I‘Ialc»pendol blocks dopamine - ud 2
receptors, thus mhlbmng the central effects of Lithium carb and Digestive System Loss of Appetite 33% 3%
y effects of may be i by lithium carbonate. Mependme—Amphetammes potenti- g:arrMheam 3%"; g,,f'
ate the analgesw effect of meperidine. Methenamine therapy—Urinary of amp ! e ) 3%
and efficacy is reduced, by acidifying agents used in i therapy pinephrine- —
enhance the oi effect of norepinephrine. ital—A - may de Iay' | absorption Nervous System Agitation 8% 5%
of rbital; co i may produce a synergistic anticonvulsant action é!"".‘"y ;:5" g.,//:
A may delay i ] absorptlon of phenytoin; co-administration of phenytom ‘may Fiae 279 3%
produce a sy Isant action. In cases of propoxyphene .
mine CNS stimulation is potentiated and fatal “convulsions can oceur. P inhibit System y 6% 3%
the hypotensive effect of veratrum alkaloids. ! M itional  Weight Loss 1% 0%
Drug/Lahoratory Test can cause a elevation in plasma corticosteroid Urogenital System Urinary Tract Infection 5% 0%

levels. This increase is greatest in the evenlng Amphetamines may interfere with urinary steroid determi

Carcinogenesis/Mutagenesis and impairment of Fertility: No evidence of carcinogenicity was found in studies
in which d,|l-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 mlce and 5 mg/kg/day in male and female
rats. These doses are approximately 2.4, 1.5, and 0.8 times, respi y, the rect d 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 |- ratio of 3:1), was not
clastogenic in the mouse bone marrow micronucleus test in vivo and was negative when tested in the £. coli
component of the Ames test in vitro. d,l-Amphetamine (1:1 enantiomer ratio) has been reported to produce 2
positive response in the mouse bone marrow micronucleus test, an equlvocal response in the Ames test, and
negative responses in the in vitro sister and chr | aberration assays.
Amphetamine, in the enantiomer ratio present in ADDERALL® (immediate-release) (d- to |- 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 Category C. A ine, in the enantiomer ratio present in ADDERALL® (d- to |- ratio of

Note: The following events did not meet the criterion for 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 Palpitations,
tachycardia, elevation of blood p , sudden death, my i ion. There have been isolated reports of
cardiomyopathy assocnated wnh chronic amphetamme use. Central Nervous System Psychonc eplsodes at recom-
mended doses, euphoria, dysk ion,
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. AIIergic: Urticaria. Endocrine: Impotence, changes in libido.

DRUG ABUSE AND DEPENDENCE

ADDERALL XR® is a Schedule Il controlled substance.

d with 2 use: Cardi

3 1), had no apparem effems on embryofetal morphological development or survival when orally
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, the

have been ly abused. extreme psy and severe social
disability have occurred. There are reports of patients who have increased the dosage to many times that

rec um
dose of 30 mg/day [child] on a mg/m® body surface area basis. Fetal malformations and death have been

d. Abrupt cessation following prolonged high dosage administration results in extreme fatigue and
mental depression; changes are aiso noted on the sleep EEG. Manifestations of chronic intoxication with

reported in mice following parenteral administration of d-amphetamine doses of 50
6 times that of a human dose of 30 mg/day [child] on a mg/m? 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 p | exp to h ine (d- or d,I-), at

may include severe di marked irritability, hyp and personality
changes. The most severe i ion of chronic i is psychi often chmcal!y indistinguishable
from schizophrenia.

OVERDOSAGE

doses similar to those used clinically, can result in long-term and behavioral i Reported
behavioral effects include Ieammg and memory deficits, altered locomotor activity, and changes in sexual function.
There are no ad and well studies in pregi 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.
Nenteratogenic Effects: Infants born to mothers dependent on amphetamines have an increased risk of
premature dellvery and low birth weight. Also, these infants may experience symptoms of withdrawal as
and significant lassi

Usage in Nurslng 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. are not

patient response to amphetamines varies widely. Toxic symptoms may occur idiosyncratically at low
doses. Symptoms: s of acute ge with include restlessness, tremor, hyper-
reflexia, rapid respirati i ions, panic states, hyperpyrexia and rhabdomyol-
ysis. Fatigue and depressmn usuaIIy follow the central nervous system stimulation. Cardiovascular effects include
arrhythmias, hypertension or y collapse. G include nausea,
vomiting, diarrhea, and abdominal cramps. Fatal pmsomng 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 achi izes the central

recommended for use in children under 3 years of age.
Gerlatric Use: ADDERALL XR® has not been studied in the geriatric population.

ADVERSE EVENTS
Th

e pl gram for ADDERALL XR® included exposures in a total of 965 participants in
clinical trials (635 pediatric patlents 248 adult patients, 82 healthy aduit subjects). Of these, 635 patients (ages
6 10 12) were evaluated in two controlled clinical studies, one open-fabel 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

https://doi.org/10.1017/51092852900019647 Published online by Cambridge University Press

effects of and can be used to treat amphetamine |mo>(|cat|on

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. Stare at 25° C (77° F).

Excursions permitted to 15-30° C (59-86° F) [see USP Controlled Room Temperature].

Manufactured for: Shire US Inc., Wayne, PA 19087 Made in USA For more information call 1-800-828-2088, or

vis(ijt _lyvn(/ijaddkerg#xr.co(r:nA ADDhEF%\LL@Aagd ADDSERALL XR® are registered in the US Patent

and Trademark Office. Copyright ©2004 Shire US Inc. =
aerse  (Shire
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Understanding Risk and Resilience in Anxiety Disorders:
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 .&
il ‘

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.
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Bredk the cvele

of unresolved depression with EFFEXOK XK "

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.

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. 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. The
most common adverse events reported in EFFEXOR XR
short-term placebo-controlled depression, generalized anxiety
disorder (GAD), and/or social anxiety disorder trials (incidence >10%
and >2x that of placebo) were anorexia, asthenia, constipation,
dizziness, dry mouth, ejaculation problems, impotence, insomnia,
nausea, nervousness, somnolence, and sweating.

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
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syndrome of inappropriate antidiuretic hormone secretion (SIADH) may occur with venlafaxine. Consider this
in patients who are volume-depleted, elderly, or taking diuretics. Mydriasis: Mydriasis has been reported;
monitor patients with raised intraocular pressure or at risk of acute narrow-angle glaucoma (angle-closure
glaucoma). Seizures: In all premarketing depression trials with Effexor, seizures were reported in 0.3% of
venlafaxine patients. Use cautiously in patients with a history of seizures. Discontinue in any patient who

ps seizures. Bleeding: Abnormal bleeding (most commonly ecchymosis) has been reported.

Suiclidality in Children and Adolescents

Antidepressants increased the risk of suicidal thinking and behavior (suicidality) in short-term studies
In children and adolescents with 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 pedlatric 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-
compuisive 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 d In these trials.

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
liiness: Use Effexor XR cautiously in patients with diseases or conditions that could affect hemodynamic
responses or metabolism. Venlafaxine has not been evaluated in patients with recent history of MI or unstable
heart disease. Increases in QT interval (QTc) have been reported in clinical studies. Exercise caution in patients
whose 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 orin

CONTRAINDICATIONS: Hypersensitivity to venlafaxine hydrochloride or to any excipients in the formulation.
Concomitant use in patients taking monoamine oxidase inhibitors (MAQIs). WARNINGS: Clinical Worsening
and Suiclde Risk— Patients with major depressive disorder (MDD), both adult and pediatric, may experience
ing of their depression and/or the 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 concer that antidepressants may have a role in
inducing worsening of depression and the g of suicidality in certain patients. Antidepressants
increased the risk of suicidal thinking and behawor (smmdalﬂy) in short-term studies in children and
adolescents with MDD and other p ic ttis 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. Al pediatric patlanls 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 comorblid depression in the setting of other psychiatric iliness being
treated with antidepressants should be observed similarly for clinical worsening and suicidality,
especially during the initial few of a course of drug therapy, or at times of dose changes, either
or es. Anxiety, 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 the g of such and either the worsening of
depression and/or the emergence of suicidal impulses has not been established, there is concern that such
may 0 g suicidality. Consideration should be given to changing the

therapeutlc reglmen mcludmg possibly dlscontmumg the medlcatvon in patients whose depression is
persmenﬂy waorse, or who are expenencmg (" or symp that might be precursors to
ion or suicidality, jally if these sympf are severe, abrupt in onset or were not part
of the patlents presenting symptoms. if the decision has been made to i
should be tapered, as rapidly as is feasible, but with recognition that abrupt discontinuation can be associated
with certain symptoms (see PREGAUTIONS 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, Inltablllly. unusual chalwos 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 monl| should include daily 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 discontinved 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. Atleasi1daysshoudbeallomd after

the prescribing information. Patients should be advised of the following issues and asked to alert
their p prescnber if these occur while taking Effexor XR. cnnical Worsening and Suicide Risk: Patients, their
families, and their i should be o be alert to the emergence of symptoms listed in
wmnmﬁs: Clinical Worsening and Suicide msk. 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.
Tell 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 y tests are Dru

Interactions— Alcohol: A single dose of ethanol had no effect on the pharmacokinetics (PK) of venlafaxine
or 0- desmemylvenlataxune (ODV) and venlafaxme did not exaggerate the psychomotor and psychometric
effects induced by ethanol : Use caution when administering venlafaxine with cimetidine to
patients with pfeexustmg yp or hepatic dysft 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. Haloperldol: Venlafaxine decreased total oral-dose clearance of haloperidol,
resulting in a 70% increase in haloperidol AUC. The haloperidol Cmay increased 88%, but the haloperidol
elimination half-life was unchanged. Lithium: A single dose of lithium did not appear to affect the PK of either
venlafaxine or ODV. Venlafaxine had no effect on the PK of lithium. Drugs Highly Bound to Plasma Proteins:
Venlafaxine is not highly bound to plasma proteins; coadministration of Effexor XR with a highly protein-bound
drug should not cause increased free concentrations of the other drug. Drugs that Inhibit Cytochrome P450
Isoenzymes: CYP20D6 Inhibitors: Venlafaxine is metabolized to its active metabolite, 0DV, by CYP2D6. Drugs
inhibiting this isoenzyme have the potential to increase plasma concentrations of venlafaxine and decrease
concentrations of ODV. No dosage adjustment is required when venlafaxine is coadministered with a CYP2D6
inhibitor. Concomitant use of venlafaxine with drug treatment(s) that potentially inhibits both CYP2D6 and
CYP3A4, the primary metabolizing enzymes for venlafaxine, has not been studied. Use caution if therapy
includes veniafaxine and any agent(s) that produces simultaneous inhibition of these two enzyme systems.
Drugs Metabolized by Cytochrome P450 isoenzymes: Veniafaxine is a relatively weak inhibitor of CYP2D6.
Venlafaxine did not mmbrt CYP1A2 and CYP3A4, CYP2CS (in vitro), or CYP2C18. Imipramine: Venlafaxine did
not affect the PK of imipramine and 2-OH-imip However, desipramine AUC, Cmax and Cya increased by
~35% in the presence of venlafaxine. The 2-OH-desipramine AUCs increased by 2.5-4.5 fold. Imipramine did
not affect the PK of venlafaxine and ODV. Risperidone: Veniafaxine slightly inhibited the CYP206-mediated
metabolism of risperidone to its active ite, 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. n 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 f of 4 ide. CYP2C19: Venlafaxine did
not inhibit the metabolism of diazepam, which is partially metabollzed by CYP2C19 (see Diazepam above).
MAOIs: See CONTRAINDICATIONS and WARNINGS. CNS-Active Drugs: Use caution with concomitant use of
venlafaxine and other CNS-active drugs. Based on its mechanism of action and the potential for serotonin

stopping venlafaxine before starting an MAOL. Sustained Hyp ine is with

y use caution when coadministering venlafaxine with other drugs affecting the serotonergic

in blood p (BP) in some patients. Regular monitoring of BP is rec For
patients experiencing sustamed 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, hy hypomania, i ia, 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 dlscontmuatlon of consider the y prescribed dose.
ing the dose at a more gradual rate. Insomnia and Nervousness: Treatment-
i ia and ner 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: Aduit 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 Patlents: 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 patienfs 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 Helght. 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—D 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.
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%)
panents in GAD studies. The discontinuation rate for anorexia was 0.9% for up to 8 weeks in GAD studies.
ia was more 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
Patients: Decreased appetite was seen in pediatric patients receiving Effexor XR. In GAD and MDD trials, 10%
of Effexor XR patients aged 6-17 for up to 8 weeks and 3% of placebo patients had treatment-emergent
anorexia. None of the patients receiving Effexor XR discontinued for anorexia or weight loss. Activation of
: 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
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itter systems, such as triptans, serotonin reuptake inhibitors, or lithium, Electroconvuisive
Therapy (ECT): There are no clinical data establishing the benefit of ECT combined with Effexor XR treatment.
Carcinogenesis, Mutagenesis, Impairment of Fertility—Carcin is: 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 0DV 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— Teratogenic Effects—Pregnancy Category C.
Reproduction studies in rats given 2.5 times, and rabbits given 4 times the MRHD (mg/m? ba5|s) revealed no
malformations in offspring. However, in rats given 2.5 times the MRHD, there was a decrease in pup weight,
an increase in stiliborn 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-controlied 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 iratory distress, cy is, apnea, sei , 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,
itis with When treating a pregnant woman with Effexor XR during the third
trimester, carefully consider the potentlal 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
We:ght) Should the decision be made to treat a pediatric patient with Effexor XR, regutar 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 aduit
patients. The precautions for adults apply to pediatric patients. Gerlatric 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 elderty.
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, abnormai (mostly blurred)
vision, abnormal (mostly delayed) ejaculation, asthenia, vomiting, nervousness, headache, vasodilatation,
thlnkmg abnormal, d libido, and Commnnly Events In Controlled
Clinical Trials for MDD, GAD, and SAD—] : asthenia, headache, flu syndrome, accidental
injury, abdominal pain. Carguovagglar vasodilatation, hypenensnon palpitation. Digestive: nausea,
constipation, anorexia, vomiting, flatulence, diarrhea, eructation. Metabolic/Nutritional: weight loss. Nervous
System: dizziness, somnolence, insomnia, dry mouth, nervousness, abnormal dreams, tremor, depression,
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hypertonia, paresthesia, libido decreased, agitation, anxiety, twitching. Respiratory System: pharyngitis, yawn,
smusnis Skin: sweatlng §nec_a_$_e_gs abnormal vision. Urt ogenital System: abnormal ejaculation,
) in females. Vital Sign Changes: Effexor XR was
associated wrth a mean increase in pulse rate of about 2 beats/min in depression and GAD trials and a mean
increase in pulse rate of 4 beats/min in SAD trials. (See WARNINGS-Sustained Hypertension). Laboratory
Changes: Clinically relevant increases in serum cholesterol were noted in Effexor XR clinical trials. Increases
were duration dependent over the study period and tended to be greater with higher doses. Other Events
ring the Premarketing Evaluation of Effexor and Effexor XR—N=5079. “Frequent”=events
occurring in at least 1/100 patients; “infrequent"=1/100 to 1/1000 patients; “rare”=fewer than 1/1000
patients. m_au_um - Frequent: chest pain substernal, chills, fever, neck pain; Infrequent: face edema,
intentional injury, malaise, moniliasis, neck rigidity, peIV|c pain, photosensitivity reaction, suicide attempt,
withdrawal syndrome; Rare: appendicitis, bacteremia, carcinoma, cellulitis. Q;ﬂ_rm;&u_sy_sg_ Frequent:
migraine, postural hypotension, tachycardia; Infrequent angina pectoris, arrhythmia, extrasystoles,
hypotension, peripheral vascular disorder (mainly cold feet and/or cold hands), syncope, thrombophlebitis;
Rare: aortic aneurysm, arteritis, first-degree atri block, bundle branch
block, capillary fragility, cerebral ischemia, coronary artery disease, congestive heart farlure heart arrest,
cardiovascular disorder (mitral valve and circulatory disturbance), mucocutaneous hemorrhage myocardial
infarct, palior. Digestive system - Frequent: increased appetite; Infrequent: bruxism, colitis, dysphagia, tongue
edema, esophagitis, gastritis, gastroenteritis, gastrointestinal ulcer, gingivitis, glossitis, rectal hemorrhage,
hemorrhoids, melena, orat 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, hypenhyrordrsm hypothyroidism, thyroid nodule, thyrordms
- Frequen YT quent: anemia, leukocy Ieukopema
b ia, bleeding time |ncreased cyanosis,
multipl ™ Y ur ura. | egmng gnd nutrrlma - Frequent: edema weight
gain; Infrequent alkalrne phosphatase |ncreased dehydration, hypercholesteremia, hyperglycemla
hyperlipemia SGOT i d, SGPT | thirst; Rare: alcohol intolerance, bilirubinemia,
BUN i increased, di mellitus, glycosuria, gout, healing abnormal, hemochromatosrs
hypercalcinuria, hyperkalemia, hyperphosphatemla hyperuricemia, hyp glycemia,
hyponatremia, hypaphosphatemia, hypoproteinemia, uremia. Musculoskeletal system - Frequent arthralgia;
Infrequent: arthritis, arthrosis, bone pain, bone spurs, bursitis, leg cramps, myasthenia, tenosynovitis; Rare:
pathological fracture, myopathy, osteoporosis, osteosclerosis, plantar fasciitis, rheumatoid arthritis, tendon
rupture. Nervous system - Frequent: ia, confusion, dep: lization, hypesthesia, thinking abnormal,
trismus, vertigo; Infrequent: akathisia, apathy, ataxia, circumoral paresthesia, CNS stimulation, emotional
lability, euphoria, haIIucrnatrons hoshllty, hyperesthesra hyperkinesia, hypotonia, incoordination, libido
increased, manic reaction, my Y, psy , seizure, abnormal speech, stupor;
Rare: akrnesra alcohol abuse aphasra bradykmesra , cerebr
feeling drunk, Ioss of conscrousness delusions, dementia, dystonia, facral paralysrs abnormal gait, Guillain-

lymphadenopathy th

arr ydria, hypokinesia, impulse control difficulties, neuritis, nystagmus, paranoid
reactlon, paresrs‘ psychoti ion, refiexes d, reflexes mcreased surcrdal ideation, torticollis.

- Frequent cough increased, dyspnea Infrequent: asthma, chest congestron epistaxis,
hyperventilation, laryngismus, laryngitis, voice' Rare

hypoventilation, hypoxia, larynx edema, pleurisy, pulmonary embolus, sleep apnea. Skin and appendages -
Frequent: pruritus; Infrequent: acne, alopecia, brittle nails, contact dermatitis, dry skin, eczema, skin
hypertrophy, maculopapular rash, psonasrs urticaria; Rare: erythema nodosum exfoliative dermatms

lichenoid dermatitis, hair drscolorahon skin di fun losis, hirsutism, 'ma, petechial rash,
pustular rash, vesrculobullous rash, seborrhea, skin atrophy skin striae. Snﬁlal senses - Frequent:
abnormatity of accommodation, mydriasis, taste perversion; q cataract, conjunctivitis, comeal lesion,

diplopia, dry eyes, eye pain, hyperacusis, otitis media, parosmia, photophobra 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
externa scieritis, uveitis. Urogenital system - Frequent: metrormagra prostatic disorder (prostatrtrs and

, vaginitis; Inf q amenorrhea, cystitis, dysuria,
hematurla Ieukorrhea menorrhagla nocturia, bladder pain, breast pain, po|yur|a pyuria, urinary incontinence,
urinary retentlon urinary urgency, vaginal hemormage Rare: abortion, anuria, breast discharge, breas1

engorgement, balanms breast iosis, female i flbrocystrc breast, caicium
crystalluria, cervicitis, orchms ovarian cyst prolonged erection, gynecomastia (male), hypomenorrhea, kidney
calculus, kidney pain, krdney function abnormal, mastitis, phritis, oliguria, i

urolithiasis, uterine hemorrhage, uterine spasm, vagrnal dryness PMnarkeﬂn Reports: agranulocytosis,
anaphylaxrs aplastic anemia, catatonia, congenital anomalies, CPK increased, deep vein thrombophlebitis,
delirium, EKG abnormalities such as QT prolongation; cardrac arrhythnnas including atrial fibrillation,
supraventncular tachycardra ventncular extrasystoles, and rare reports of ventricular fibrillation and
ventricular tachy " des de porntes epldermal necrosis/Stevens-Johnson syndrome,
erylhema mumforme pyramidal ia and tardive dysk ia), angle-closure

including eye and gastrointestinal bIeedrng) hepatrc events (including GGT elevation;
abnormalities of unspecmed liver funchon tests liver damage necrosrs or failure; and fatty liver), |nvo|untary

like events (including a case of a 10-year-old
who may have been taking merhylphenldate was freated and recovered), neutropenia, night sweats,
p atitis, pancytopenia, pan , pulmonary eosinophilia, renal failure, rhabdomyolysis,

serotonin syndrome shock-llke electncal sensatrons 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, mcludrng seizures, have been reported following the

addition of venlafaxine. inp in time, partial th in time, or INR have been reported
when venlafaxrne was given to patlents on warfarin iherapy DRUG ABUSE AND DEPENDENCE Effexor XR is
not a d substance. patients ly for history of drug abuse and observe such patients

closely for signs of misuse or abuse. OVERDOSAGE: Electrocardiogram changes (e.g., prolongatlon of QT
interval, bundle branch block, QRS prolongation), sinus and ventricular ycardia, ycardia, h

altered leve! of consciousness {ranging from somnolence to coma), rhabdomyolysrs, seizures, vertigo, liver
necrosis, and death have been reported. Treatment shoutd 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 poisan control center for additional information on the of
numbers for certified poison control centers are listed in the Physicians’ Desk Reference® (PDR). DOSAGE AND
ADMINISTRATION: Consutt 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 staring an MAOI (see
CONTRAINDICATIONS and WARNINGS). This brief summary is based on Effexor XR Prescribing Information
W10404C014, revised April 2005.

Wyeth“’ © 2005, Wyeth Pharmaceuticals Inc., Philadelphia, PA 19101 114362-01
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| always wanted to achieve more

Now | can

Now the most prescribed atypical*

To help patients achieve continued success'*

To help patients stay on treatment'*

SEROQUEL is indicated for the treatment of acute manic episodes associated with bipolar |
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). SEROQUEL 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 dyskinesia. 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
for diabetes should undergo fasting blood glucose testing at the beginning of and during
treatment. Patients who develop symptoms of hyperglycemia should also undergo fasting
blood glucose testing.

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 trials 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 trials.

Please see Brief Summary of Prescribing Information on adjacent page.

@ Seroquel®

quetiapine fumarate

25mg, 100 mg, 200 mg & 300 mg tablets

Redefine Success

4

AstraZeneca &

AstraZeneca Pharmacc 1. /- LF www.SEROQUEL.com
© 2005 AstraZens weeut P All rights reserved. SEROQUEL is a registered trademark of the AstraZeneca group of companies 231617  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-label treatment of schizophrenia. Int Clin Psychopharmacol. 2004;19:281-289. 5. SEROQUEL Prescribing Information.
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BRIEF SUMMARY of Prascribing Information—Bafors prescribing, please consult complels
Prescribing [nformation.

Increased mmlm In Eiderly Patients wm mmumll-mllhd P:ym:l: Eldarly patients with
dementia-retate 0sis treated with atypical antl 8 are at an increased risk of
tnth wmrnd 1o placebo. Anal I‘m 0f seventaen placel In-eon Ild trials {modat duration of
10 wooks) In these patients revesled a risk of death In the patisnts of betwaen 1.6
fo1.7times that sen In placebo-treated patients. Over the euum m lyplul 10 Imk controlled
trial, the mmm I dmrwmln nl mnm about4.5%, compared to a rate of about 2.6%
Inthe nmmlm || Ithough the of death wers varied, mos of the desths appeared fo
be o m lar (o9, nnn hllun, sudden death) or infectious (eg, preumonia) In
nmml %E'IVIEWUEL {quetiapi nl) 18 not approved for the frestment of patients with Dementia-
od Paychosis.

IHI)W:ATIOHS AND USAGE: Blpolar Msnia: SEROQUEL s indicated for the treatment of acute manic episodes
ociated with bipolar | disorder, as either monotherapy or an]umt therapy to lithium or divalproex, The effica-
uf ‘SEROQUEL in acute hlpolar mania was established in two 12-week monamarapy trials and one 3-week
adlunm therapy trial of bipolar | patients Inlllallr haspializad for up to 7 days for acute mania. Effactiveness has
not been systematically evaluated in clinical trals for mora than 12 weeks in mongtherapy and Iweeksin adjunct
therapy. Thersfore, mﬂs hysician who elects ta use SEROQUEL for extended periods should periodically re-gvai-
uate the long-tarm risks and benefits of the drug for the individual Eatlem Schizophrenia; SERCQUEL is
indicated for the treatment of schizophrania. The efficacy of SEROQUEL in schizophrenia was established in
short-tarm (6-week) controlled trials of schizaphrenic inpatients. The effectiveness of SEROQUEL in long-term
use, that is, for more than 6 weeks, has not been systematically evaluated in controlled trials. Therefore, the
physician who elects o use SERQGUEL for exanded periods should periodically re-gvaiuiate the long-term
ussfulness of the drug for the individual patient.
CONTRAINDICATIONS: SEROQUEL fs contraindicated in individuals with a known hypersensitivity to this

medication or any of its ingredisnts.
WARNINGS: Incressed mum I EM Patients with Dementla-Rolated Prychosls: Eidu :mm with
demantia-related - fravied with o doath

lcat |nﬂmu dms n u an incraased risk com-
pared fo placebo. IJOIIB. (quatiaplne) |ummd m-llh dementla-relal-
'] lon”llml uu l msym.m uus)A tentaly fatal symptom
compl es referred rﬂ ndrome (NMS) has heen rapoﬂsd in association
with admlnlsmﬁon of m&mﬂm dmﬂs ncludlnu SER JUEL. Rare cases of NMS have been reported
SEROQUEL. Clnlcal exia, muscle rigidiy, attered mental statusdland dsyvl—
cardiac dys-

dence of autonomic instabilty (imeguiar pulse pressure, , diaphoresis,
mythmh) Additional may Include eisvatad creating hoklmsa myouobmuna rhabdormyolysis)
naltam?hwmmmhatbn of patients . In amiving at a
dlwnosls itIs important to exclude cases where the clnical presentation |nc|udus bolh serious medical liness
(2.9., pneumonia, syslemlc infection, etc.) and untraated o inadequately treated ampyramldal signs and symp-
foms FEPS . Other i m rtant considerations in the differential diagnosis mduds central antichodinergic ), heat
stroke, drug primary cantral nervous System (CNS) ‘The management of NMS shouid include;
1) immetiats discontlnuaﬂon of antipsychetic drugs and other nmos not essential to concurrent therapy; 2|
bnsm?m matic treatment ar onitoring; an et of any concomitant serious medical
roblems for which specific treatments are avallable. Thers is no genaral aqrssmsnt about specific rharmaco-
icaltreatment regimens for NMS. If a patient requires antipsychotic drug treatment atter recovery from NMS,
the potential reintroduction of drug therapy shouid be carefully cansidered. The patwnt should be carsfully mon-
Htored since rcurrences of NMS have begn reported. Tardive Dyskinesia: A syndrome of patentially imeversible,
invotuntary, dyskinetic movemants may develop in
lenca of the syndroma appears to be highest among the elderly, ‘women, itis impossible to rely
upon pmvalence estimates to predict, at the inception of a which patiets are likely to
develop the spmrome Whether antipsychotic drug products differ in their potential to cause tardive dysidnesia
is unknown, The risk of devaloping tardive dyskinesia and the likelihood that it will become irreversible are
e 0 S
to can commanty, after
brief treatment periods at low doses. Thers is no known traatment fo established cases oftardve lyskinesia,
although the s‘ndmme may remit, partially or completely, f antipsychotic traatment is withdrawn. Antipsychotic
treatment, itsett, however, may Suppress {or nanlal%( suppress) the signs and symptoms of the syndrome and
hersby may possibly mask t sy jon has upan the long- 91
1o course ofthe syndroma s unknown. Given these consideraions, SEROGUEL shoud be prescribed in a man-
nr thatis most likely to minimiza the occurrénca of tardive dyskinesia. Chronic antipsychotic treatment should
generally be reserved for patients who appear to sufter from a chronic liness that (1) is known to respond to
armusychotic drugs, and (2) for whom altemative, equally effective, but potentially less harmful treatments are
not avallable or appropriate, In patients who do requirs chronic treatment, the smallest dose and the shortest
duration of reatment producing  satisfactory clinical responss should be sought. The need for continued trsat-
ment should be reassessed pariodically. If signs an msglm toms of tardive dyskinesia appear in a patient on
SEROQUEL, drug discontinustion should be consid 1, Some patients rnai' Tequir treatment with
SEROQUEL despite the presence of the syndrome. Iyumll and D Mellitus: Hyperglycemia, in
Some cases exrame and associted with ketoacidosts or hyperosmolr coma or death, has Teported in
patients treated with atypical antipsychatics, including SEROQUEL. Assessment of ] relationship between
atypical antipsychotic use and glucose abnormaiites s complicated by the possibifty of an increased back-
ground risk of diabetes maliitus in patients with schlmphrm and the increasing incidence of diabetes meki-
us in the osnml population. Given thesa confounders, the between '%W antipsychotic use and
relatsd BOvBrss ovants is not oommly unMrstood lowever, epidsmiological Studies suggest
m increased risk dtnmmwuwt rglycemia-related adverse events in patients treated with th atyp-
ical antipsychotics. Pmiu hyperglycamia-related adverse events in patients treated with atyp-
mi not avallable, Patients with an established dlagnosls of diabstes mellitus who are started
amosycholk.\s should be monitored reah:yforwr-sening of glucose control. Patiants with risk tac
m mlsrwims(q M,uu-mmy 1 treatment with atypical antips
choties should mduuo !as%1 lucass testing at the beginning oftreatment and periodically during treat
ment. Any patient treated ics: shoul be monttored for symptoms of hyperglycemia
including pwdlp polyuria, polyphagia, and weakness. its who develop symptoms of hyperglycemia
Quring treatment wnh ar/plml ipsychotics should underuo fasting blood mw testing. In Some cases,
hyperglycamia has resolved when the atypical annnsychuncwasdlswnﬂnued ver, some patients required
continuation of anti-diabetic treatment espl\e discontinuation of the Suspect drug.
PRECAUTIONS: General: Orthostatic Hypotansion: SEROQUEL may induce orthostatic hypotension associated
with dizziness, tauwrma and, fn some patients, syncope, especially during the intal dose-ttration period,
probadly refiecting s -admﬂsrum amauonlst plrrpzemus Syncope was reported in 1% (23/2567) of the
patients treatad with SERCQUEL, cx {0/607) on placebo and about 0.4% (2/527) on active
comrol drugs. SEROQUEL should be used with particular caution in patients with known cardiovascular disease
{history of myocardial infarction or ischemic heart disease, heart failure or conduction abnormalmas)
cerabrovascular disease or canditions which would predisposa patients to hypotension (dshydration, hypov-
olemia and treatmant with anf tensive rmmon? ‘Tha risk of orthostatic hypotension and syncope may
be minimized by imiting the initial dosa to 25 mg bid. If hypotension occurs dunnq fitration to the target dose,
aretum to the rrevmus dose in the thration schedule is appropriate. Cataracts: umllw cataracts
obesrved in associaton wh quetapine reatment nchroniedog stdies. Lo

=3

examingtion rm formation, such es sift lamp
aam o othet |ppm||r|||||y sonsitive methods, Is recommended at intiaion of treatment or shortly
thereafiar, and at 8 morth otervals duriog ehrordc treatment, Sekures; During cliical trias, seizures
cccuredin0.6% {18/2792) of patients treatsd with SEROGUEL compared to 0.2% (1/607) on placebo and0.7%
{4/527) on active control drugs. As with other anﬁpsyclwmns SEROQUEL should be us muﬂously in patients
with 2 history of seizuras or with conditions that potentialty lower the seizure threshold, e.., Alzheimers
dementia. Conditions that lower the saizure threshold may be more prevalent in a nouulallon of years or ctder
Hypothyrokdism: Clinical trials with SEROQUEL demonstrated a dose-ralated decrease in total and fi
Ins (T 4) w;::rox)rnamly 20% atthe higher and of the therapeutic doss range and was maximal in the ﬂrst Iwn
o four et and maintained without adaptation or prograssion during more chronic therapy.
Generally, thess changes were of no clinical significance and TSH was unchanged in most patients, and lev-
s of TBG wers unchanged. In neav# all cases, cessation of SEROQUEL treatment was associated with a
reversal of the effects on total and free T4, irrespective of the duration of treatment. About 0.4% ](1 22781) of
SEROQUEL patient did exosrince TSH incraases in manotherapy studie. S of th patents with TSH inreas-

e noeded rsplaosrnsnn 10K treatment. lnthermnlaad]unctstudles whera SEROQUEL was added to ithium (24 i

or divalproate, 12% (24/1 ) of SEROQUEL treated patients compared to 7% (15/203) of placebo treated patients
had elevated TSH Iavels the SEROQUEL patients with elevated TSH levels, 3 had simultaneous low
frae T4 lavels. Cholesterol and Triglyesride Elevations: In schizophrenia trials, SEROGUEL trsated patients had
increases from basefing in cholesterol and triglyceride of 11% and 17%, respectively, compared to m
decraases for placebo patients. These changes were only weakly related to theincreases in weight obs
SER freated pal Ifﬁn rprolactinemia; Although an elevation of prolactin levels was not demonsmt
ed in clinical trials with SEROGUEL, Increased prolactin levels ware observed in rat studies with this compound,
and wer assoclated wtth an Increass n mammary land neaplasia in rats (see Carcinogenasis), Tissue cultum
experiments indicate that lmaw one-hird of human breast cancers are prolactin invitro, afac:
hr of potential lmpoﬂmou prascription of these drugs is contemplatad in a patient with previously mect
od breast cancer. Although dlstufbancu such as mlaaomwa amenorrhea, gynecomastia, and impatence
have been reported with pralactin-slevating compounds, the clincal significance of elevated serum profactin
levels is unknown for most patients. Neither clinical studies nor ep|dem|olog|c studies conducted to date have
shown an association betwean chranic administration of ths class of drugs and tumorigenesis in humans; the
is considerad too limited to be conclusive at this time. Tramsaminasa Elevailons:
Asymptomatic, transient and reversibla slevations in serum transaminases (primarily ALT) have been regorted.
In scmzowgm trials, the proportions of patiants with transaminase elevations of > 3 times the upper timits of
the normal refersnce ranga in  pool of 3- to 6-week placabo-controled trials ware approximately 6% for
SEROQUEL comparad to 1% for placebo. in acuts bipolar mania trials, the proportions of patients with transam-
mase olevations of > 3 llrnes the uprur limits. Mstga ggﬂgfl arrz:fderence range in ﬁe pool of 3- 10 12-week plaoeho-

ment with SEROQUEL 890

adverse event reported in patients traated with SEROQUEL of initial
dose-titration. In schizophrania trials, somnolance was reportad in 18% of patients on SERO UEL compared to
11% of placsbo patients. in acute bipolar mania trials using SEROQUEL as monotherapy, somnolence was
reported in 16% of patients on SEROGUEL compared to 4% of placebo patients. In acute war mania trials
using SEROQUEL as adjunct therapy, somnolence was raported in 34% of patients on SEROQUEL compared to
9% of placebo patients. Since SER GUEL has the nclemlal toimpair judgment, thinking, or motor skills, patients
should be cautioned about performing activities raquiring mental alertness, such as operating a motor vehicle
{including automobiles) or operating hazardous machinery untl they are reasonably certain that SEROQUEL

Wee ADDIOX] ptc erayme
oocurred within the first 3 wssks 01 drug traatment and promptly otumed to pre-Study levels with angoing treat-
. Potential for and Molor Sormobmwasa mrgz
L

with 20 while taking SEROQUEL. Heat

jons:  younger aduts. Nevert

therapy does not affect them adversely. Priapism: One case of priapism in a patient receiving SERCQUEL has
been reported prior to market introduction. While a causal refationship to use of SEROQUEL has not been estab-
lished, other dn[%s with alpha-adrenergic blocking effects have been reported to induce priapism, and it s pos-
sible that SERQQUEL may share this capaclty Severe pria g glsm may require surgical intervention.
Tlmpmlnn Regolation: Athough not reported with SEROQUEL, disruption of the body's abilty to reduce
bo%tampemmm has been attributed to antipsycholic agents. Apuronrma care is advised when prescr
ing SEROQUEL for patients who will be experiencing conditions which may contribute o an elevation in core
body temprature, 6.g., exercising strenuous?y exposure to extrem heat, receiving concomitant medication with
anticholinergic activiy, or being sublect to defrydration. Dysphagla: Esophageal dysmotifty and aspiration have
been associated with antipsychotic drug use. Aspiration preurionia is a common cause of morbiaty and mor-
tality in elderly patients, in particutar those with advanced Alzheimer's dementia. SEROQUEL and other antipsy-
chatic drugs shouid be used cautiously in patients atrisk for aspiration pneumonia. Suicide: The possibilty of
asuicide attempt s inherent in bipolar disorder and schizophena; close supervision of high risk patents shoukd
accompan f)I/ﬂmg therapy. Prescriptions for SEROQUEL should be written for the smallest quant 01 fablets oon-
sistant wit fient management in order fo reduce the risk of verdose. Use fn Patients
finess: Cllnml expenence with SEROQUEL in patients with certain concomitant systemic ||lnesses is llmrM
SEROQUEL has not been evaluated or used to any appreciable extent in patients with a recent history of
myocardial infarction or unstable heart dissase. Patients with these diagnoses were excluded from
geamarketlnu clinical studies. Because of the risk of orthostatic hypotension with SEROQUEL, caution should
observed in cardiac patients (sée Orthostatic ). Information for Patients: Physicians are advised
1o discuss the following issues with patients for whom they prescribe SEROQUEL. Orthestatic Hypotension:
Patients shouid be advised of the risk of arthostatic hypotension, especially during the 3-5 ;(;hy penod ol mma!
dose ttration, and also at times of re-initiating treatment or increases in dose. Inte mmm
Motor Performance: Since somrolence was a commonly reported adverse event associated with EROQUEL
freatment, patients should be advised of the risk of somnolence, especially during the 3-5 day period of initia
dose titration. Patients should be cautioned about performing any activity requiring mental alertness, such as
opevann?mmomr vehicle {including automobiles) or operating hazardous machinery, until they are reasonably
certain that SEROQUEL therapy does not affect them adversely. Pregrancy: Patients should be advised to
notity their physician if they become pregnant or intend to become pregnant during therapy. Nursing: Patients  jen
should be advised not to breast feed if they are taking SEROQUEL. Concomitant Medication: As with other
meadications, patients shouid be advised to notify their ghysmans if they are taking, or plan to take, any pre-
scription or over-the-counter drugs. Alcohol: Patients should be advised to avoid consuming alcohalic bever-
and Dehydration: Patients shoutd be advised regarding appropri-
e care in avoiding overheating and dehydration. Laborslory Tests: No specific labaratory tests are recom-
mended. Drug Interactions: The risks of using SEROQUEL in combination with other drugs have not been exten-
sively evaluated in systematic studies. Given the primary CNS etfects of SEROQUEL, caution shouid be used
when it is taken in combination with other centrally acting drugs. SEROQUEL potentiated the cognitive and
motor effects of alcohol in a clinical trial in subjects with selected psychotic disarders, and alcoholic beverages
should be avoided while taking SEROQUEL. Because of its potential for |nduunq hypotension, SEROQUEL may
enhance the effects of certain anllhypemnsms agents. SEROQUEL may antagonize the effects of levodopa and
do mine agonists. The Effect of Drigs on Quellaplne: Phenytols: Coadministration of quetiapine
mg mE) and lrheﬂylotn (100 mg tid) increased the mean oral clearance of quetiapine by 5-fold. increased
doses of §i HDCI EL may be required Io maintain control of symptoms of schizophrenia in patients receviny
phenytoin, or other inducars {8.g., carbamazepine, barbiturates, rifampin, gluco-
can&cmds) Cauﬂon should betaken rr henytom is wathdrawn and replaced with a non-inducer {e.g., valpmate)
0i pme (150 mg hlﬂ) and dlvalnmex (500 mg bid) increased the mean
17% without affe e extent oiabsorpbon or

§

%. Cimetidine: Administration of muftiple daily doses of cimetidine (400 mg tid for 4 days) resulted
decrease in the mean oral clearance of queﬁaplne (150 m&tﬂ Dosage adjustment for quetiapine is
requlred when #t is given with cimetidine. P450 iministration of ketocanazole %200 mg o
oncs dafly for 4 days}, a potent inhibitor of cytochrcme P450 3A, reduced oral clearance of quetiapine by 84%,
rusumnu m a 335% mcreasa in maximum plasma conceniration o quetiapine. Caution is indicated when SERO:
QUEL ed with ketnconazole and utrm |nh|hnors af cyfochrome P450 3A {e.g, raconazole, flu-
wnamle and srythm in). Fluoxetine, Imipramine, Haloperidal, and R : Coadministration of flu-
oxeting (60 mg once dallg |mhpram|ne (75 mg bld) halopendnl (7.5 mg bid), or nspendone ES mg bld)
with quetiapine (300 mg |d) did not after the e pharmagokingtics of quetiapil uetiapi

on Other Drugs: mean oral clearance of Iorazepam (2 mg, si #:e dose) was reduced by %
in the presence of quenaplne admlnistared as 250 mg tid dosing. Divalproex: The mean maximum concentra-
tion and extent of absorption of total and free valproic acid at steady -state were decreased by 10 to 12% when
divalproex (500 mg bid) was adrministered with quetiapiné {150 mg bid). The mean oral clearance of tofal val-
proic ackd {administered as divalproex 500 mg bid) was increased by 11% in the presence of quetiapine (150 mu
blﬂ? The changes were not significant. Lithkem: Concomitant administration of quetiapine (250 mg td) w
fithium had no effect on any of the steady-stats pharmacokingtic parameters of lithium. Anti
Administration of muttiple dally doses up to 750 mg/day r
ed psychotic disorders had no clinically relevant effect on the clearance of antipyrine o urinary recovery of
antipyrine metabolites. These results indicate that quetiapine does not significantly induce hepatic enzymes
responsible for cytochrome P450 mediated metabolism of antipyrine. Carel gon
Impairment of Fartlity: Carcinogenssis: Carcinogenicity studies were conducted in C57BL nice and Wistar
rats. Quetiaping was a ministered in th diet fo mice at doses of 20,75, 250, and 750 mg/kg and to rats by gav-
age at doses of 25, 75, and 250 mg/kg for two years. are uwalenmm 05,15, and 4.5 times
the maximum human dose (800 mg/day) on a mg/m? basis (mice) or 0.3, 0.9, and 30 times the maximum
human dose on a mg/m? basis (rats). There were smlsllaa"y mgnmm increases in thyroid gland follicular ade-
nomas in male mice at doses of 250 and 750 mg/kg or 1.5 and 4.5 times the maximum human dose on a mg/m2
basis and in male rats at a dose of 250 mg/g or 3.0 times the maximum human dose on a mg/me basis.
Mammar%/ 5% jland adenocarcinomas were statistically significantly increased in female rats at afldoses tested (25,
75, and 250 mg/kg or 0.3, 09, and 30 nmes me maxmum recommended human dose on a my/m? basis).
Thyrom follicular cel) ad 18 thyroid gland by thyroid stim-
ulating hormone (TSH) resulting !mrn enhamed metaboltsm and clearance of thyroxine by rodent fiver. Changes
in TSH, thyroxine, and thyroxing clearanca consistent with this mechanism were observed in subchronic foxci-
S{estudies n rat and mouse and in a 1-year toxicity study in rat; however, the results of these tudies were not

finitive, The relevance of the increases in thyroid follicuiar cell adenomas to human risk, through whatever
mechanism, is unknown. Antipsychotic drugs have been shown to chronically elevate prolactin levels in rodents.
Serum measurements in a 1+ foxicity study showed that quetiapine increased median serum prolactin levels a
maximum of 32- and 13-fold In male and female rats, respectively. Increases in mammary neopizsms have been
found in rodents after chronic administration of other antipsychotic drugs and are considered to be prolactin-

mediated. The relevance of this increased incidenc of grom" mediated mammary gland tumors in fafS 10 eeide

human risk is unknown (sée Hyperprolactinemia in PRECAUTIONS, General). Mutagenesis: The mutagenic
potential of quetiapine was tested in six in vifro bacterial gene utation assays and in an i vitro mammalian
{ene mutation in Chinese Hamster Ovary galls. However, sufficiently high concentrations of quetiapine may
not hava been used for afl tester strains. Quetiapine did produce a reproducible increase in mutations in ane

Salmonefla typhimurium tester strain in the presanos of metabolic activation. No evidence of ciastogenic poten- e, i

tial was obtained in an in witro chromosomal aberration assay in cuttured human lymph

micronucleus mating and fertiity in male Sprague-

of Fertlty:
Dawley rats atao&mé(dm of 50 and 150 moAkg or 0.6 and 1 ahmes the maximum human dose an a mg/m? sama, ona

basis. Drug-related effects included increases in intérval to mate and in the number of matings required for suc-

cassful impregnation. These effects continued to be observed at 150 mg/kg even after a two-week period with-
out treatment. The no-ffect dose for impaired mating and fertiity in male rats was 25 mg/kg, or 0.3 times
the maximum human dose o a mg/m¢ basis. Quetiapine adversely affected mating and fertfity in female
Sprague-Dawiey rats at an oral dose of 50 mg/kg, or 0.6 times the maximum human dose on a mg/me basts.

Drug-related sffects included decreases in matings and in matings resulting in pregancy, and an increase in the
interval to mate. An increase in irregular estrus cycles was observed at doses of 10 and 50 mg/kg, or 0.1
and 0.6 times the maximum human dese on a mg/m basis. The no-effect dose in female rats was 1 mg/g, or
0.01 times the maximum human dose on a mg/m? basis. Pregna incy Catagory C: The teratogenic

grancy. Pregnancy
potential of quetiagine was studied in Wistar rats and Outch Betted rabbits dosed dunnu the period of organo- ‘I%m

gglws No evidence of a teratogenic effect was detected in rats at doses of 25 to 200 mkg or 0.3 to 2.4 times
maximum human dose on a mg/m2basis o in rabbits at 25 to 100 mg/g or 0.6 to 2.4 bmes the maximum
human dose on a mu/rnz basis. There was, however, evidence of embryodetal toxicity. Delays in skeletal ossi-
fication were detected in ratfetuses atdoses of 50 and 200 19/kg (0.6 and 2.4 times the maximum human
dose on a mg/m? basis) and in rabbns at 50 and 100 mg/kg 11 2 and 2.4 times the maximum human dose on
a mn/m2 basis), Fetal body weight was reduced in rat fetuses at 200 mg/kg and rabbit fetuses at 100 mg/kg
imes the maximum human dose on  mg/m? basis for both species). There was an increased incidence of
a minor soft tissue anomaly (carpalfarsal fiexure) in rabbit fetuses at a dose of 100 mg/kg (2.4 times the max-
imum human dose on a mg/me basis). Evidence of matermal toxictty (i., decreases in body weight gain and/or
death) was observed at the high dose In the rat study and at alt doses in e rabbn study. Ina peri/postnatal repro-
ductive study in rats, no drug-related effects were observed at doses of 1, 10, and 20 mg/kg or 0.01, 0.12, and
0.24 times the maximum human dose on a mg/me basis. However, in a prelammary peripostnatal smﬂy there
were increases in fetaf and pup death, and decreases in mean litter weium at 150 m/kg, or 3.0 times the max-
imum human dose on a mg/me basis. There are no adequate and well-controlled studies in pregnant women and

Quetiaping should be used dunnu pregnancy only i the potential benefit justiies the potential rsk to the fetus. OVER
Labor and Delive ng l%

L on labor and delivery in humans is unknown. Nursiag Mathers:
SEROQUEL was excreted in mll( of treated animals during factation, it is not known if SEROQUEL is excret-
edin human mik. [tis recommended that women receiving SEROQUEL snould ot breast feed. Pediairic Usa;
The safety and effectiveness of SEROQUEL in pediatric patients have not been established. Gertairic Uss: Of
the approximately 3400 patients in clinical studiss with SEROQUEL, 7% 6232% were 65 years of age or over.
In general, there was no indication of any different tolerabiity of SEROQUEL In the elderly compared to
heless, the presence of factors that might decrease pharmacokinetic clearance,
increase the pharmacodynamic response to SEROQUEL, or cause poorer tolerance or orthostasts, should lead
to consideration of a lower starting dose, slower titration, and careful monitoring during the inital dosing peri-
o in the eldery. The mean plasma clearance of SEROQUEL was reduced by 30% to 507% in ldery patents
‘when compared to younger patients.
ADVERSE REACTIONS: The information below is derived from a clinical trial database for SEROQUEL consist-

usually - ng of over 3000 patients, Of these approximately 3000 Subjecs, approximately 2700 {2300 in schizophrenia

and 405 in acute bipolar mania) were patients who participated in multiple dose iveness trials, and
their experience corresponded 1o approximately 914.3 A)allent -years. Refer to the full Prescribing Information
for detalls of adverse event data collection. Observed in Short-Term, als:
Adverse Evenis Associated with Discontinuation M Tmlmsnl n Short-Torm, Placebo-Controlled Trials:
Bipolar Manla: Overall, discontinuations due to adverse events were 5.7% for SEROQUEL vs. 5.1% for place-
bo in manotherapy and 3.6% for SEROQUEL vs. 5.9% for placebo in adjunct therapy. Sehizophrania: Overall,
there was itle difference in the incidence of discontinuation dus to adverse events {4% for SEROQUEL vs. 3%
for placebo) in a pool of controfled trials. However, i dueto and were
considered to be drug related (see PRECAUTIONS) Somnolence 0.85% vs 0% for placebo and Hypotension
04% vs 0% for placebo. Adverss Events Occuring st an Incidence of 1% or Among SEROQUEL
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0 as the propomons of patients meennu a weight gain ceiterion of >7% of body wel

o um plasma concentrat non
pientstrated with antipsychoticdrugs. Atthough the preva: zr,n‘g.)an oral clearance. Thioridazine: Thnonuazlne gn bmu b ) increased the oral clearance of quetiapine (300 mg placebo. Laboratory
especially ip

(on a tid schedule) of quetiapine to subjects with selem— by

tes or in the i vivo hypokaiomia

Trealed Patients in Short-Term, Placebo-Controlled Trials: The foliowing treatment-emergent adverse
that occurred during acute therapy of schizophrenia {up to 6 weeks) and bwohv mania (up to 12 weeks) in 1%
or more of patients treated with SEROQUEL {doses ranging from 75 to 800 myy/day) where the incidence i an
patients treated with SEROQUI Lvnsoreatsrmanmencmrm in placabo-treated patients.
Emergent Adverse Experience Incidence in 3- to 12-Week mmwmm Clinical Trlals' for M
py): Body as a Whole: Headachs, Pam Asthenia,
Abdominal Pain, Back Pain, Fever, Cardiovascalar. Tachyurdla Postural Hypotension; DI
Mouth, Constipation, Vomitig, yspepsia, Gastroentertis, Gamma Gltamy, Transpepfidase Incraasag
Matabolie and mmoml WelqhtGam SGPT Increased, SGOT Inueased mmn Aqnancm Somnolence,
Diziness, Anxiety; i, Rhinits; Stin and Agpenday sh; Special Senses:
Amblyopna 'Evems Oor which SEH UEL incidence was equal 10 o less than plambo are not listed, but
included the following: accidemal injury, akathisia, chest pain, cough increased, depression, diarrhea, extrapyra-
midai syndrome, hostiity, hypertension, hyperonia, hypotension, increased appoma |mmon msomma
leukopenia, malaise, nausea, nervousness, paresthesia, peripheral edema, sweatin loss. In
I these studies, the most commonly observed adverse events associated with e use uf SEROOUEL InCI'
dence of 5% or greater) and ohserved at a rate on SEROQUEL at least twice that of placebo were somnolenoe
(18%), diziness (1 1%), dry mouth (%), constipation (8%), SGPT increased (5%), weight gain (5%] and dys-
pepsia (5%). Table 2 enurnerates the incidence o! treatment-emergent adverse events that occurred during
merapy up to 3-weeks) of acute mania in 5% or more of patients treated with SEROQUEL (doses ranging
from 100 to 800 my 08Iday) used as adjunct therapy to Inmum and divalproex where the incidence in patients
treated with SER UEL was gveater than the incidence in placebo-treated patients. Treatment-Emergent
Adverse Expel 3-Week Placabo-Controlled Clinical Trials! for the Treatmest of Bipolar
nd Mania (Adjunct pl mwm Headache, Asthenia, Abdominal Pain, Back cmlmmr
Posmral Hypotension; Digestive: Dry Mouth, Constipation; Metsbotie and Nutritional: Weight Gain; Nervous:
Somnolence, Diziness, Tremor, Aanatiun Respiratory: Phauynums 1Events for which mes OOUEL incidence
was equal to or less than placebo are not listed, but included the following: mm;«umea insomnia, and

nausea. In these studies, the most commonly obssmd rse events associatsd ERQQUEL
(mcmenoe of 5% or greater) and observed at a rate on SEROOUEL at least twica that of placebo were somno-
168 {34%), dry moum 1 ), asthenia (10%), oonstl (10%), abdmnlnal pain (7%) poslnral hypoten-

sum , pha %a and weight gain (6% Mm In hort-Form,
lated Adverse itod advarse event cata fom 2

: Spontaneous

swdy o schlmphrsna comparing five fixed doses of SEROQUEL {75 mu 150 mg, 300 mg, 600 mg, and
750 mg/day) to placebo were explored for dose-retatedness of adverss events. Logistic regression analyses
revealed a positive dose response (p<0.05) for the following adverse events: dyspepsia, abdominal pain, and
weight gain | amwm Data from one 6-week clinical trial of schizophrenia comparing five
fixed doses of SEROQUEL (75, 150, 300, 600, 750 me/day) provided evidence for the lack of treatment-mer-
extrapyramidal sympte oms {EPS) and dose-relatedness for EPS associated with SEROOUEL treatment.
Three methods were used to measuse EPS: (1} Simpson-Anqus total score (mean change from which
evaluates parkinsonism and akathisia, (2) incidence of spontanéous complaints of EPS (akathisia, akinesia, cog-
wheel igidity, extrapyramidal syndrome, hypertonia, hypokmesa neck nmdny‘ and tremor), and {3) use of anti-
chollne ic medications to treat emergent EPS. Vital Sigas and Stedies: Vital Sign Changes:
SEROQUEL is associated with orthostatic hypotension (see PRI Glh: In schizophrenia tri-

ht were compared in a

LR

of four 3- fo 6-week placebo-controlied clinical rials, reveaing a statistcally significantly greater incidence of
wemm qaln for SEROQUEL (23“/) compared to placebo %] In mania monotherapy trials the proportions of
patients meeting the same weight gain criterion were 21% compared fo 7% for and in mania adjunct

patients meeting the same weight criterion were 13% compared to 4% for
: An assessment of the premarketing experience for SEROQUEL suggested that it
is associated with asympmmauc increases in SGPT and increases in both total cholesterol and murycendes (sae
PRECAUTIONS). An assessmert of hemal parametets inshort-term, plaoebooommlled

céinically important differences between SER( Ctan&u N group oompansons !nr
pooled placebo-controlied trials revealed no s!amcally smnmcam SE OOUEL/nlasebo differences in the
proportions of patients experiencing potentialy impartant changes in ECG parametars, including QT, QTc, and
PR infervals. However, the pﬂwmons of patients meeting the criferia for tachycardia were cggg in four
3-to 6-week placebo-controlled clinical trials formetreamemo'scmmphmma vmahm 1% ( ) incidance
for SEROQUEL compared to 0.6% (1/156) incidence for placebo. In ac 1 123 olar mania trials
the praportions of patients meeting the critaria for tachycardia was 0.5% (1/192) for SEROQUEL compared to
0% (0/178) incidence for placebo. I acute bipolar mania {adjunct) trials the proportions of patients meeting
the same criteria was 0.6% (1/166) for SEROQUEL mmpamd t00% éﬂﬁ 702 incidsnce for placabo. SEROOUEL
S8 was associated with a mean increase in heart rate, 7 beats per minute compared fo a
‘mean increase of 1 beat per minute among placebo pamts Thls sllth Tonden Mywdh may be related
to SEROQUEL's potential for inducing orthostatic changes (see PRECAUTI e Other Adverse Events
Observed During the Pre-Marketing Evaluation of SEROQUEL: Following is a list of COSTART terms that reflect
treatment-emergent adverse events as defined in the introducton to the ADVERSE REACTIONS section reported

nts treated wnm SEROQUEL at multiple doses > 75 mg/day during an( phase of a trial within the premar-
keting database of approximately 2200 patients traatad for schizophrenia. Al reported events are included except
those already i|s1ed |n Table 1 or elsewhere in abefing, those events for which a drug cause was remote, and
those event ferms which were so general as to be uninformative. It is important to emphasize that, although the
events reported occurred during treatment with SEROQUEL, they were not necessarily caused by i. Events are
further categorized by body System and listed in order of decreasing frequency according to the following
definitions: frequent adverse events are those occurring in at least 1/100 patients {only those not already listed
in the tabulated resutts from placebo-controtied triafs appear in this tisting); infrequent adverse events are those
occumnq in 1/100 to /1000 patients; rare events are those occurring in fewer than 1/1000 pat
System: Fraquent: hypertonia, dysarthria; infrequent: abnormal dreams, dyskinesia, thinking abnonml tardive
dyskinesia, vertigo, involuntary mavements, confusion, amriesia, psyclmsrs hallucinations, hyperkinesia, libido
increased*, urinary retention, incoordination, paranaid seaction, abnormal gait, myoclonus, delusions, manic
reaction, analhy ataxia, denersunahzznon stupor, bruxism, catatonic reaction, hemiplegia; Aare: aphasia,
buccoglossal syndrome, choreoathetosts, deﬂnum emoationat fability, euphoria, fiido decreased®, neuralula.
stuttering, subdural hematoma. Body 25 2 Whole: Frequent: fiu syndrome; pain peMc pain*,
suicide atiempt, malaise, photosensitivity raaction, chills, face edema, moniliasis; Rare: abdomen enlarped
Digestive : Frequent: anorexia; lamu«tmcreased salivation, increased appetite, gamma glutamyl
transpeptidase increased, gingivits, dysphagia, flatulence, gastroenterts, gastritis, hemorrhoids, stomatits,
thirst, tooth caris, fecal incontinence, gastroesophageal reflux, gum hemorrhage, mouth ulceration, rectal herm-
orrhaue tongue edema; Aare: ulossms hematemesis, intestinal obstruction, melena, pancreatits.
Cardiovascular System: Fraquent: paipitation; infrequent: vasodilatation, QT interval b?‘;g‘l(tmooﬂ mlumme
Yradycardia, cerebral ischemia, irregular pulse, T wave abnormalty, bundie branch
nt, deep thror liebitis, T wave inversion; Rare: angina pectoris, atrial fibriflation, AV block ﬂrsl
degree, congestive heart failure, ST elpvated, mrombophiebms T wave flattening, ST abnormallw increased
QRS duration. Respiratory ryngitis, thinitis, cough increased, dysanaa,mwutpmu
monia, epistaxis, asthma; hu;cu rvenn ion. Metabolic and Illmﬂloml
penpheral edema; /nfraquent: weight Ioss alkaline phosphatase increased, ipemia, zlcohol intolerance,
ration, hyperglycemia, cmrmne mueasoﬂ memla Rae: giycosuria, gout, hand ema
i, waler intoxi o i

Appendages Sysiam: Fraquent sweat uhﬁrntvm
maculopapular rash, seborrhiea, sin ulcer; Rare: exfoliative dermatits, psauasls
uent: dysmenorrhea®, vaulnms  urinary mconlmenoe,

Etror nce®, dysuria, vaginal moniliasis*, abnormat ejacu culation”, nnary requenc/,
amenorrhea Ismale Jactation”, Ieukotrhea' inal hemormaoe vulvuvaglmtls orchitis”, Aave:
mastia*, nocluna polyuria, acute kidney faikure. Special Senses: conjur netris, abnormal vi on
dry eyes tinnitus, taste parversion, Dlepnanns pain; Rare: abnormality of accommodation, deafness,
glaucoma. Musculoskeietal S pathological fracture, myasthenia, twitching, arthralgia,
arthritis, leg cramps, bone pain. mmlc and Lymplllllt System: Fraquent: leukopenia; /nfrequent:
IeukocytOS|s anemia, ecchymosts, eosmophma, hypachromic anemia; Iymphadenopathy, cyanosis; Rane:

betas meltus; Rave:

hiemolysis, thrombocytopenia. al -
jicism. *adjusted for gender. Post lhm : Adverse events rsponsd since market introduction
jich were temporally related 1o SEROQUEL therapy include: leukopenia/neutropenia. If 2 patient develops a low
white cell count consider discontinuation of therapy. Possibie risk factors for Ieukopema/nelmopsma include
pre-xisting low white cell count and history of drug induced neutrapenia. Other adverse events reported
‘since market introduction, wnchmmomwmmmsm Emeoy but ot necessarify causally related,
include the following: agranulocytosis, anapl lysis, syndrome of inappropriate
antidiuretic hormone secretion (SIADH) and S!wen Johnson syndrome (8J5).
DﬂUG IBUSE AND DEPENDENCE: Controlled Substance Class: SEROQUEL is not a controlled Substance.
ical and Peychologle dependence: SEROQUEL has not been systematicalty studied, in animals or humans,
for its potential for abuse, tolerance or physical dependence. While the cinical trials did ot reveal any fendency
for any drug-seeking behavior, these observations were not systematic and # is not possibie to predict on the
basis of this limited experience the extent to which a CNS-active dmf ‘will be misused, diverted, and/or abused
onice marketed. Consequently, patients should be evaluated carefu 2 for a history of drug abuse, and such
patients shoud be observed closely for wns of misuse or abuse of SEROQUEL, e.0., development of tolerance,
increases in dose, drug-seeking behaviol

therapy trials the pm&o'mon

dermatits, mac
skin dlscoloratlon llnmnhll Systom:

3

DOSAGE: Human experience: Emenemwam SEROQUEL (quetiapine fumarate) in acute averdosage was
fimited in the clinical trial database (6 Tegorts) with estimated doses ranging from 1200 mg to 9600 mvsand 1]
tataltes. In general, 3 symploms were thosa resutting from an jon of the drugs known
phannaoologmal ffects, 2., drowsiness and sedation, tachycardia and nsion. Gne case, involving an
estim wmosemgsOUmu. was associated with ia and first degree heart block. |npos1 -marketi
experiencs, thers have been very rare reports of overdose of SEROQUEL alone resulting in death, coma or Q¢
prolong:gggwltﬂemuemm uwgmm In cass of acute overdosage, establish and maintain an airway and
ensure
istration of activated charcoat together wi
o dystonic reaction of the head and neck fotlowing overdose may create a ‘i of aspiration with
Cardiovascuiar monitoring should commence immediately and should continuous electrocardi rapmc
monitoring to detect possible arrythmias. i amarn?ﬂmm therapy is admmm.erad disopyramide, procainamide
and quinidine carry a theoretical hazard of additive (! ~prolonu|nc ec's when administered in patients with acute
overdosage ( 01 SEROQUEL. Similarly it is reasonable to expect that the alpha-
bretylium might be additive to those of quetiapine, resulting in problematic . There is 0 specifc anti-
dote to SEROQUEL. Therefore appropriate supportive measures should be institirted. The possibility of muttipe

drug involvement should be considered. Hypotension and circulatory coliapse should be traated with appropriate
measures such as intravenous fluids and/or sympathomimetic agents (spinephing and dopamine should not be
used, since beta stimulation may worsen hypotension in the setimg of quetiapine-induced alpha blockade). In cases
of severs extrapyramidal symptoms, anticholinergic medication should be administered. Close medical supervision
and monitoring Shouid continue until the patient recovers.

SEROQUEL is a trademark of the AstraZeneca group of companies.  Manufactured for:
© AstraZeneca 2004, 2005 AstraZeneca Pharmaceuticals LP
232218 Rev 06/05 Wilmington, Delaware 19850-5437
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