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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.
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With efficacy that goes beyond adequate *
symptom control—to help them reach new heights

* Reduces symptoms to a level comparable to that of
non-ADHD children'

* Effectively addresses the core impairments of ADHD—inattention,
hyperactivity, and impulsivity’

* Once-daily dosing provides day-long improvement in academic
productivity and social functioning>*

www.ADDERALLXR.com o o ERALL XR C
www.ADHDSupportCompany.com
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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, hyper-
thyroidism and glaucoma, known hypersensitivity to this class of compounds, agitated states, history of drug abuse, or current or
recent use of MAQO inhibitors. ADDERALL XR should be prescribed with close physician supervision.
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BRIEF SUMMARY: Consult the full prescribing information for complete preduct 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 DEPENDENCE. PARTICULAR ATTENTION SHOULD BE
PAID TO THE POSSIBILITY OF SUBJECTS OBTAINING AMPHETAMINES FOR NON-THERAPEUTIC USE OR
DISTRIBUTION TO OTHERS AND THE DRUGS SHOULD BE PRESCRIBED OR DISPENSED SPARINGLY.

MISUSE OF AMPHETAMINE MAY CAUSE SUDDEN DEATH AND SERIOUS CARDIOVASCULAR ADVERSE
EVENTS.

INDICATIONS

ADDERALL XR® is indicated for the treatment of Attention Deficit Hyperactivity Disorder (ADHD).

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

reactions were assessed by collecting adverse events, results of physical examinations, vital signs, weights,

|aboratory analyses, and ECGs.

Adverse events during exposure were obtained primarily by general inuiry and recorded by clinicai investigators using
terminology of their own choosing. Consequently, it is not possibie to provide a meaningfut estimate of the proportion
of individuals experiencing adverse events without first grouping similar types of events into a smalier number of
standardized event categories. In the tables and listings that follow, COST; T terminology has been used to classify
reported adverse events.

The stated frequencies of adverse events rep the proportion of individ
treatment-emergent adverse event of the lype hsled

Adverse events wi of studies of up to 5 weeks
duration among children with ADHD, 2.4% (10/425) of ADDERALL XRO trea!ed patients discontinued due to
adverse events (including 3 patients with loss of appetite, one of whom also reported insomnia) compared to 2.7%
{7/259) receiving placebo. The most frequent adverse events associated with discontinuation of ADDERALL XR® in
controlled and uncontrolled, multiple-dose clinical trials of pediatric patients (N=595) are presented below. Over half
of these patients were exposed to ADDERALL XR® for 12 months or more.

o

Is who experienced, at least once, a

formulation of this substance. Adverse event =

CONTRAINDICATIONS pnorexia {055 of appetie) 23

f]\dvanced alrterr]iosclerrosis(,j symatomatiﬁ cardiovascular disdease, moderatehto severe Weight loss 12

ypertension, hyperthyroidism, known hypersensitivity or idiosyncrasy to the sympa- 4 " -

thomimetic amines, glaucoma. Agitated states. Patients with a history of drug abuse. ONE DOSE DAILY Er:orgggi:gnlabmty 39

During or within 14 days foll g the adr ion of mc ine oxidase inhibi © P . § X

(hypertensive crises may result). H In one placebo-controlled 4-week study among adults with ADHD, patients who
discontinued treatment due to adverse events among ADDERALL XR®-treated patients

WARNINGS ) ) ) _— 5mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg CAPSULES | (N=191) were 3.1% (n=6) for nervousness including anxiety and irritability, 2.6%

Psychasis: Clinical experience suggests that, in psy patients, ad of (Mixed Saltsof a Single-Entity Amphetamine Produc) | (n=5) for insomnia, 1% (n=2) each for headache, palpitation, and somnolence; and,

amphetamine may exacerbate symptoms of behavior disturbance and thought disorder. phetamine Sulfate D phetamine Saccharate | (5% (n=1) each for ALT increase, agitation, chest pain, cocaine craving, elevated

Long-Term Suppression of Growth: Data are inadequate to determine whether chron- Ampneramme Aspartate Monohydrate - Amphetamine Sulfate | blood pressure, and weight loss. ' ! !

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

with suppression of growth. Therefore growth shouid 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
ion with at usual doses in children with structural cardiac abnormalities.

Adderall XR® generally should not be used in children or adulis 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 1o be exercised in prescribing amphetamines for patients with even mild hypertension

(see CONTRAINDICATIONS). Blood pressure and pulse should be monitored at appropriate intervals in patients

taking ADDERALL XR®, especially patients with hypertension.

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

cIinécaI evaluation for tics and Tourette’s syndrome in children and their families should precede use of stimulant

medications.

Information for Patients: Amphetamines may impair the ability of the patient to engage in potentially hazardous activ-

ities such as operatlng machinery or vehicles; the patient should therefore be cautioned accordlngly

Drug idifyi agenrs—cua..- intestinal acidifying agents ( ine, reserpine, g

HCI, ascorbic acid, etc.) lower absorption of amphetamines. Urinary acidifying agents—These agents (ammonl-

Adverse events occurring in a controlled frial: Adverse events reported in a 3-week

clinical trial of pediatric patients and a 4-week clinical trial in adults treated with ADDERALL XR® or 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 usuat medical practice where patient characteristics and other factors differ from those which prevailed
in the clinical trials. Similarly, the cited frequencies cannot be compared with figures obtained from other clinical
investigations involving different tr uses, and i 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 Placeho in a 584 Patient Clinical Study

um chloride, sodium acid phosphate, etc.) increase the concentration of the ionized species of the arr

molecule, thereby increasing urinary excretion. Both groups of agents lower blood levels and efflcacy of amphet-
amines. Adrenergic blockers—Adrenergic blockers are inhibited by amp 1es. agent:
Gastrointestinal alkalinizing agents {sodium bicarbonate, etc.} increase absorption of amphetamines. Co-adminis-
fration of ADDERALL XR® and gastrointestinal alkalinizing agents, such as antacids, should be avoided. Urinary
alkatinizing agents (acetazolamide, some thiazides) increase the concentration of the non-ionized species of the
amphetamine molecule, thereby decreasing urinary excretion. Both groups of agents increase blood levels and
therefore potentiate the actions of amphetamines. Antidepressants, tricyclic—Amphetamines may enhance the
activity of tricyclic antidepressants or sympathomimetic agents; d ine with desipramine or protriptyline
and possibly other tricyclics cause striking and sustained increases in the concentration of d-amphetamine in the
brain; cardiovascular effects can be potentiated. MAO inhibitors—MAOQI antidepressants, as well as a metabolite
of furazolldone slow amphetamine metabolism. This slowing potenti ing their effect
on the refease of norepinephrine and other mor from gic nerve endings; this can cause headaches
and other signs of hypertensive crisis. A variety of toxic neurological effects and malignant hyperpyrexia can
occur, sometimes with fatal results Antihistamines—Armphetamines may counteract the sedative effect of antihista-
mines. i i may antagonize the hypotensive effects of antihypertensives.
Ch/orpmmazme—ChIorpromazme blocks dopamine and norepinephrine receptors, thus inhibiting the central
effects of and can be used to treat amphetamine poisoning. Ethosuximide—
Amphetamines may delay intestinal absorption of ethosuximide. Haloperidoi—Haloperidol blocks dopamine
receptors, thus inhibiting the central sti effects of ampt Lithium carbonate—The anorectic and
y effects of ines may be inhibited by lithium carbonate. Meperidine—Amphetamines potenti-
ate the analgesic effect of meperidine. Methenamine therapy—Urinary excretion of amphetamines is increased,
and efficacy is reduced, by acidifying agents used in methenamine therapy. Norepinephrine—Amphetamines
enhance the adrenergic effect of norepinephrine. Phenobarbita—Amphetamines may delay intestinal absorption
of phenobarbital; co-administration of phenobarbital may produce a synergistic antice action. Pheny
Amphetamines may delay intestinal absorption of phenytoin; co-administration of phenytoin may
produce a synergistic anticonvulsant action. Propoxyphene—in cases of propoxyphene overdosage, ampheta-

mine CNS 1is p and fata Isions can occur. Veratrum alkaloids—Amphetamines inhibit
the hypotensive effect of veratrum alkalords
Drug/l Test ines can cause a signifi elevation in plasma corticosteroid

¥
levels. This increase is greatest in the evening. Amphetammes may interfere with urinary steroid determinations.
and | of Fertility: No evidence of carcinogenicity was found in studies
in which d,l-amphetamine (enantromer ratio of 1:1) was administered to mice and rats in the diet for 2 years at
doses of up to 30 mg/kg/day in male mice, 19 mg/kg/day in female mice, and 5 mg/kg/day in male and female
rats. These doses are approximately 2.4, 1.5, and 0.8 times, resp ] human
dose of 30 mg/day [child] on a mg/m? body surface area basis.
Amphetamine, in the enantiomer ratio present in ADDERALL® (immediate-retease)(d- to |- ratio of 3:1), was not
clastogenic in the mouse bone marrow micronucieus test in vivo and was negative when tested in the £ coff
component of the Ames test in vitro. d,l-Amphetamine (1:1 enantiomer ratio) has been reported to produce a
positive response in the mouse bone marrow micronucleus test, an equivocal response in the Ames test, and
negative responses in the in vitro sister chromatid exchange and chromosomal aberration assays.
Amphetamine, in the enantiomer ratio present in ADDERALL® (immediate-release) (d- to |- 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
§ times the maximum recommended human dose of 30 mg/day on a mg/m? body surface area basis).
Pregnancy: Pregnancy Category C. Amphetamine, in the enantiomer ratio present in ADDERALL® {d- to - ratio of
3:1), had no apparent effects on embryofetal morphological development or survival when orally administered to
pregnant rats and rabbits throughout the period of organogenesis at doses of up to 6 and 16 mg/kg/day,
respectively. These doses are approximately 1.5 and 8 times, respectively, the maximum recommended human
dose of 30 mg/day [child] on a mg/m* body surface area basis. Fetal malformations and death have been

ly, the Tecor

Body System Preferred Term ADDERALL XR® (n=374) Placebo (n=210)
General Abdominal Pain (stomachache) 14% 10%
Accidental Injury 3% 2%
Asthenia (fatigue) 2% 0%
ic acid Fever 5% 2%
Infection 4% 2%
Viral Infection 2% 0%
Digestive Loss of Appetite 22% 2%
System Diarrhea 2% 1%
Dyspepsia 2% 1%
Nausea 5% 3%
Vomiting % 4%
Nervous System Dizziness 2% 0%
Emotional Liability 9% 2%
Insomnia 17% 2%
Nervousness 6% 2%
Metabolic/Nutritional Weight Loss 4% 0%

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

Body System Preferred Term ADDERALL XR®(n=191} Placebo (n=64)
General Asthenia 6% 5%
Headache 26% 13%
Digestive System Loss of Appetite 33% 3%
Diarrhea 6% 0%
Dry Mouth 35% 5%
Nausea 8% 3%
Nervous System Agitation 8% 5%
Anxiety 8% 5%
Dizziness 7% 0%
Insomnia 27% 13%
Gardi System _ Tachycardi 6% 3%
i iti Weight Loss 1% 0%
Urogenitat System Urinary Tract Infection 5% 0%

Note: The following events did not meet the criterion for inclusion in Table 2 but were reported by 2% 1o 4% of adult patients
receiving ADDERALL XR® with a higher incidence than patients receiving placebo in this study: infection, photosensitivity
reaction, constipation, tooth disorder, emotional lability, libido decreased, somnolence, speech disorder, palpitation,
twitching, dyspnea, sweating, dysmenorrhea, and impotence.

*included doses up to 60 mg.

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

DRUG ABUSE AND DEPENDENCE

ADDERALL XR®is a Schedule Il controlled substance.

Amphetamines have been extensively abused. Tolerance, extreme psychological dependence, and severe social
disability have occurred. There are reports of patients who have increased the dosage to many times that
recommended. Abrupt cessation following prolonged high dosage administration results in extreme fatigue and
mental depression; changes are also noted on the sleep EEG. Manifestations of chronic intoxication with

reported in mice following parenteral administration of d-amphetamine doses of 50 mg/kg/day (
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 postnatal exposure to amphetamine (d- or d,l-), at
doses similar to those used clinically, can result in long-term neurochemical and behavioral alterations. Reported
hehavioral effects include learning and memory deficits, altered locomotor activity, and changes in sexual function.
There are no adequate and well-controlled studies in pregnant women. There has been one report of severe
congenital bony deformity, tracheo-esophageal fistula, and anal atresia (vater association) in a baby born to a
woman who took dextroamphetamine sulfate with lovastatin during the first trimester of pregnancy.
Amphetamines should be used during pregnancy only if the potemlal beneflt justifies the potential risk to the fetus.
Nonteratogenic Effects: Infants born to mothers d d have an i d risk of
premature delivery and low birth weight. Also, these infants may experience symptoms of withdrawal as
demonstrated by dysphoria, including agitation, and significant lassitude.

Usage in Nursing Mothers: Amphetamines are excreted in human milk. Mothers taking amphetamines should be
advised to refrain from nursing.

Pediatric Use: ADDERALL XR® is indicated for use in children 6 years of age and older.

Use in Children Under Six Years of Age: Effects of ADDERALL XR® in 3-5 year olds have not been studied.
Long-term effects of amphetamines in children have not been well established. Amphetamines are not
recommended for use in children under 3 years of age.

Geriatric Use: ADDERALL XR® has not been studied in the geriatric population.

ADVERSE EVENTS

The premarketing development program for ADDERALL XR® included exposures in a tofal of 965 participants in
clinical trials (635 pediatric patients, 248 adult patients, 82 healthy adult subjects). Of these, 635 patients (ages
6 10 12) were evaluated in two controlled clinical studies, one open-label clinical study, and two single-dose clin-
ical pharmacology studies (N=40). Safety data on all patients are included in the discussion that follows. Adverse

https://doi.org/10.1017/51092852900019313 Published online by Cambridge University Press

ines may include severe dermatoses, marked insomnia, irritability, hyperactivity, and personality
changes. The most severe manifestation of chronic intoxication is psychosis, often clinically indistinguishable
from schizophrenia.
OVERDOSAGE
Individual patient response to amphetamines varies widely. Toxic symptoms may occur |duosyncraucal|y at low
doses. Symptoms: Manifestations of acute overdosage with 1es include r tremor, hyper-
reflexia, rapid respiration, confusion, assaultiveness, hallucinations, panic states, hyperpyrexia and rhabdomyol-
ysis. Fatigue and depression usually follow the central nervous system stimulation. Cardiovascular effects include
arrhythmias, hypertension or hypotension and circufatory collapse. Gastrointestinal symptoms include nausea,
vomiting, diarrhea, and abdominal cramps. Fatal poisoning is usually preceded by convulsions and coma.
Treatment: Consult with a Certified Poison Control Center for up to date and advice. Mar of acute
amphetamine intoxication is largely symptomatic and includes gastric lavage, administration of activated charcoal,
administration of a cathartic and sedation. Experience with hemodialysis or peritoneal dialysis is inadequate to
permit recommendation in this regard. Acidification of the urine increases amphetamine excretion, but is believed to
increase risk of acute renal failure if myoglobinuria is present. If acute severe hypertension complicates ampheta-
mine overdosage, administration of intravenous phentolamine has been suggested. However, a gradual drop in blood
pressure will usually result when sufficient sedation has been achieved. Chlorpromazine antagonizes the central

effects of ar 1es and can be used to treat amphetamine intoxication.
The prolonged release of mixed amphetamine salts from ADDERALL XR® should be considered when treating
patients with overdose. Dispense in a tight, light-resistant container as defined in the USP. Store at 25° C (77° F).
Excursions permitted to 15-30° G (59-86° F) [see USP Controlled Room Temperature].
Manufactured for: Shire US Inc., Newport, KY 41071 Made in USA For more information call 1-800-828-2088, or
visit www.adderallxr.com. ADDERALL® and ADDERALL XR® are registered in the US Patent

-
(Shire

and Trademark Office. Gopyright ©2004 Shire US Inc.
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Devoted exclusively to anxiety disorders,
the Anxiety Disorders Association of
America’s Annual Conference provides a
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* Earn over 30 CME/CE credits
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Gala Event at the Experience Music
Project, & Exhibits

* Registration, Hotel and Travel
information online at www.adaa.org

Visit www.adaa.org to stay involved with
ADAA all year long ...

* Regional Training Workshops

¢ Travel Awards & Research Grants

¢ Patient Education Materials

¢ ADAA Women's Initiative

¢ Online Bookstore

P r o g IeaN * Advocacy Action Center
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Anxiety Disorders Association of America, 8730 Georgia Avenue, Suite 600, Silver Spring, MD 20910
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BRIEF SUMMARY. See package insert for full prescnbrng information.
CONTRAINDICATIONS: Hyperser

00 admlnlstenng venlafaxine with other drugs affecting the serotonergic neurotransmitter systems, such as triptans,
Electroconvuisive

VENTAFAXINE HCI

RBEASE or to any excipients in the formulation.
taking monoamine oxidase inhibitors (MAOIs) WARNlNGS Putentlal
for Interaction with MAOI: some serious, have been reported in who

s—Adverse recently
dmnlnmd an MAOH and started on venlaiaxrne, or who recently discontinued venlafaxine prior to initiation of an

is, nausea, vomiting, I'Iushn%uzmess,hypem\erm
ner:m syndrome, seizures, and death, should not be used in
eorrblnahonrmlhan I, or atleastlddaysofd&eonﬁnul heatmmtwrlhanMAnl At least 7 days
should be allowed after stopping venlafaxine before starting an MAOI

inical Worsemng and Suicide Risk—Adutt

and pediatric patients with depre&srve disorder (MDD) may and/or of
suicidal ideation and behaVIor (surcrdalny) whether or ‘not taking antidepressants. Thls risk may persist until significant
remission occurs. Afthough there has long been concem that antidepressants may induce worsening of depression and
emergence of suicidaiity, a causal role has not been established. observe treated with anti nts
icat worsening and suicidality, especially at the beginning of a course of drug therapy, or at the time of dose
lnereases o deereases COﬂSldEI’ changing the therapeutic regimen or discontinuing the rgfedvcahun in patients mlr))se

in reuptake inhibitors, or lithium. Therapy (ECT): There are no clinical data establishing the benefit
of ECT combined with Effexor XR treatment. Carcinogenesis, Mi Impairment of Fertill
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 abervation in rat bone marow.
Impairment of  No effects on reproduction or fertlity in rats were noted at oral doses of up to 2 times the MRHD
on a mg/m? basis. Pregnancy—Jerai m%enn: Effacts—Pregnancy Category C. Reproduction studies in rats given 2.5
times, and rabbits given 4 times the MRHD (mg/m’ basis) revealed no matformations in offspring, However, in rats given 2.5
times the MRHD, there was a decrease in pup weight, an incrgase in stilloom pups, and an increase in pup deaths during
the first 5 days of lactation when tosing began duning pregnancy and continued unti wearggg There are no adequate and
well-controlled studies in pregnant women; use Effexor XR durin lgew’regnanr.y only if clearly n Effects.
Neonates exposed to Effexor XR late in the 'third trimester have loped complications requirin prclonged haospitalization,
resplratery support, and tube feeding. Complications can arise |mmedrale|y upon delivery. Reports include respiratory
distress, cyanosis, apnea, seizures, temperature instabilfty, feeding difficuty, vomiting, h eme, rionia,

MDD is persistently worse or whose emergent suicidality is severe, abrupt in onset, or not part
o possible comorbidity, when lreahRg ients with other psycmatnc and nonpsycnlalnc disorders, observe the same
precautions used when treating MDD patients. Anxiety, agitation, panic attacks, insomnia, irritability, hostility
(aggressiveness), impulsivity, akathisia (psychomotor restiessness), hypomania, and mania have been reported in adutts and
g:%gremlreated with antidepressants for MDD and other psychiatric and nonpsychiatric indications. Athough a causal link
n emergence of such symptoms and worsening of depression and/or emergence of suicidal impulses has riot been
established, consider changing the therapeutic regimen or discontinuing the medication in patients for whom such
pmmvsmz;‘re severe, abrupt in onset, or not of presenting symptoms. Alert families and caregivers of pahems
al

of agitati iﬂmhln;mgdo;mersympmmsdwmbed bovi:nmnd mnf dalltyandm
W on, liity, al al and emergence Suici
y o health care providers. Witz for Effexor XR for the smallest quaniy

of capsules consistent with good patient management, to reduce risk of . If it is decided to discontinue treatment,
medication shoukd be tapered, as rapidly as feasible, but recognizing that abmpt discontinuation can be associated with
certain symptoms. Effexor XR is not %o proved for use in any indications in pediatrics. A major depressive episode may be
me inil #‘e resentation of bipolar disorder. lt is generally believed treating such an egrsode with an antidepressant alone may

ipi episode in patients at risl

ypog| nia,

ia, tremor, jitteriness, imtability, and constant cryin '31 ThlS is consistent wnh a direct toxic effect of SNRls ora drug
discontinuation syndmme in some cases, it is consistent with serotonin syndrome. When treating a pregnant woman with
Effexor XR during the third trimester, carefully consider the potential risks and benefits of treatment and consider tapering
Effexor XR in the third trimester. Labor Delivery, Nursing—The effect on labor and delivery in humans is unknown.
Venlafaxine and ODV have been reported to be excremd 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 |mponance of the drug to the mother. Pediatric Use—Effectiveness in pediatric patients has not
been established (see 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 adverssly
affect weight and height (see ONS-General, Changes in Height and Changes in . Should the decision be
made to treat a pediatric patient with Effexor XR, regular monitoring of weight and height is recommended during treatment,
particularty if long term. The of Effexor XR for pediatric patients has not been assessed for chronic treatment >6
months. In studies in patients aged 6-17, blood pressure and cholesterol increases considered to be clinically relevant were
similar to that observed in adult patients, The precauttions for adults apply to pediatric patients. Gerlatric Use—No overall
differences in effectiveness or were observed between genatnc and younger patients. Greater sel of some older
individuals cannot be ruled out. Hymhemra and SIADH have been reported, usually in the eiderty. REACTIONS:
Treatment—The most common events leading to discontinuation in MDD, GAD, and

of for bipolar disorder. Whether any of the
mnsdescnbedabwer?)rmntMamnversmrsunkmwnPnor itiating
screen patients to determine meyareatrﬂrforbrpolardeurder mcludrngadetarledpsycnamc history, including a family
history of suicide, bipolar disorder, and depression. Effexor nat approved for use in bipolar . Sustained
Venlafaxine is associated with sustained mcreases in blood pressure (BF) in some pahents Regular
monitoring of BP is recommended. For patients experiencing sustained increase in BP, consider efther dose reduction or
discortinuation. PRECAUTIONS: General—Discontinuation of Treatment with Effexor XR. . Abrupt discontinuation or dose
reduction of veniafaxine at various doses is associated with new symptoms, the i of which with i

with Discontimation of
SAD trials included nausea, anorexia, anxiety, impotence, dry mouth, diziness, insomnia, somnolence, nsion,
jarrhea, paresthesia, tremor, abnormal (mostly blurred) vision, abnormal (mostty delayed) ejaculation, &lhenla vomllmg,
nervousness headache, vasodilatation, thinking abnormal, ecreasedhbldo and sweahng cammuymm
Events in Controlied Clinical Trials for GAD, SAD- : asthenia, headache, flu syndrome,
accidental injury, abdominal pain. vasodilatation, hypertension, palpmon : nausea,

Cardiovascular
anorexia, vomiting, fiatulence, drarrhea eructation. I I weight loss. drzzrnes

dose level and longer duration of treatment. Symptoms include agitation, anorexia, anxiety, confusion, di impaired,
diamhea, diziness, dry mouth, mood, emational tabilty, fasciculation, fatlgue headaches hypomania, insomnia,
rrmabrllty, lethargy, nausea, nervousness, nightmares, seizures, sensory disturbances (& go paresthesras such as electric
hock sensations), somnolence, sweatrng innitus, trernor vertigo, and vomiting. Monitor: patients when discontinuing
treatment Ag ual reduction in the dose rather than abrupt cessation is recommended. If intolerable symptoms occur
following a decrease in the dose or upon discontinuation of treatment, consider resumiing the previously prescribed dose.
Subsequently, continue decreasing the dose at a more gradual rate. insomnia and : Treatment-emergent
insomnia and nervousness have been rej . In Phase 3 trials, insomnia fed to drug discontinuation in 0.9% of depressed
patients and in 3% of both Generalized Disorder (GAD) and Social Anxiety Disorder (SAD) patients. Nervousness led
1o drug discontinuation in 09%ofdepresedpah ,|n2%0fGADpatlents and in 0% of SAD patients.
- Adult Patients. In short-term MDD trials, 7% of Effexor XR hadzﬁ%lueeofbodywelgrrtandm%
discontinued for weight loss. In 6-month GAD slud|es 3% of Effexor XR patients had =7% loss of body we|ght and 0.3%
discontinued for weight loss in 8-week studies. In 12-week SA;JMMS 3% of Effexor XR patients had >7% loss of body

weight and no patients discontinued for weight loss. The of venlafaxine in combination with weight loss
agents including fgl):r{axmerrnme have not been established. Coadministration of Effexor XR and weight loss agents is not
reoommended XR is not indicated for weight loss alone or in combination with other products. Pediatric Patients.

Weight loss was seen in patients aged 6-17 receiving Effexor XR. More Effexor XR patients than placebo pahems experienced
welght loss of at least 3.5% in both MDD and GADstudlesgS% vs. 3.6%; P<0.001). Welghtlosswas not limited to patients
with treatment-emergent anorexia (decreased appetite). Children and adolescents in a 6-month study had increases in
weight less than based on data from age- and sex-matched peers. The difference between observed and expected
welght gain was r for children <12 old than for adolescents >>12 years old. Ghanges in Height. Pediatric
:In 8-week studies, Effexorx pahenls a%ed 6-17 grew an average of0.3cm n_1 22), while placebo patients
grewanaverageoﬁOcm(n— ); P=0.041. This ditference in height increase was most empahenls<12 In 8
week MDD studies, Effexor XR pahents grew an average of 0.8 cm (n_146) while placebo pahems 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-
The difference between observed and expected growth rates was larger for children <12 years old
years old. Changes in . Adult Patients. Treatment-emergent anorexia was more
monly reported for Effexor XR (8%) than placebo (4%) pahenls in MDD studies. The discontinuation rate for anorexia was
1 0% in MDD studies. Treatment-emergent anorexia was more commonly reported for Effexor XR (8%} than placebo (2%)
patients in GAD studies. The discontinuation-rate for anorexia was 0.9% for up to 8 weeks in GAD studies. Treatment-
emergent anorexia was more commonly reported for Effexor XR (20%) than placebo (2%) pahents |n SAD studies. The
discontinuation rate for anorexia was 0.4% for up to 12 weeks in SAD studies. Pedialric Patients. Decreased apy was
seen in pediatric patients receiving Effexor XR. In GAD and MDD trials, 10% of Effexor XR patients aged 6-17forupto 8
weeks and 3% of planebo patients had treatment-emergent anorexia. Nane of the patients receiving Effexor XR discontinued
for anorexia or welé; loss. Activation : Mania or hypomania has ocourred during short-term
depression studies. lfexor XR should be used cautiously in pahents with a history of mania. lyponatremia
and/or the sy ic hormone secretion (SIADH) may occur with venlafaxine. Consider this in
pahentswhoarevolume depleted elderly, or taking diuretics. Mydriasss: Mydniasis has been reported; monitor patients with
raised intraocular pressure or at risk of acute namow-angle glaucoma (angle-closure glaucoma). Seizures: In all
premarketing depression trials with Effexor, seizures were reported in 0.3% of patients. Use cauti in patients
with & history of seizures. Discontinue in any patient who develops seizures. Abnormal B : Abnormal bleeding (most
commonly ecchymosis) has been re s%‘;um Cholesterol Elevation: Clinically relevant increases in serum cholesterol
were seen in 5.3% of venlataxine patients and 0.0% of placebo patients treated for at least 3 months in triais. Consrder
measurement of serum cholesterol levels during long-term treatment. Use in Patients With Concomitant lliness:
Effexor XR cautiously in patients with diseases or conditions that could affect hemodynamic responses or metabohsm
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 mcreases in heart rate. In pahents with renal impairment or cithosis of the liver, the clearances of
venlafaxine and ites were g the jon half-lives. A lower dose may be necessary;
use with caution in such patients. information for hents and their families should bealemoemergeneeofannety
agitation, panic atiacks, rnsomma |mtab||ny hostility, i akathisia, ia, mania,
suicidal ideation, and shouid repert such symptoms 1o the patient's physmlan |f
they are severe, abrupt inonset, or not part of presenhng symptoms. ( Cauhon patients about operating hazardous machinery,
including automobﬂes until they are re that does not affect their abilities. Tell patients to
avoid alcohol while taklng Effexor XR and to notﬂy lherr physician 1) rfthey hecome pregnant or intend o 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 allergrc phenomena. Tests—No specific
laboratory tests are recommended. &slmerectmns—/-lloohor single dose of ethanol had no effect on the
pharmacokinetics (PK) of venlafaxine or 0-desmethylvenlafaxine (ODV), and venlafaxme did not exggagfrate the psychomotor
and psychometric effects induced by ethanol. Cimetidine: Use caution when administering venlafaxine with cimefidine to
patients with pre-existing hypertension or hepatlc dysfunction, and the elderly. Di LA smgle(dose of diazepam did not
appear to affect the PK of either venlafaxine or ODV. Venlalaxme did not have any on the PK of diazepam or its active

insomnia, dry mouth, nervousness, abnormal dreams, tremor, depressk

pertonia, pareslhes»a libido

decreaseld agitation, anxiety, Mmhlngab@m_\ﬁ]@_ h;hvngms yawn, Isml(jisygfl Sc_l.gu s(welal:i w
abnormal vision. m: abnormal ejaculation, impotence, orgasmic nction (including anorgasmia) in
females. Vital : Effexor XR was associated with a mean increase in pulse rate of about 2 beats/min in

depression and GAD trials and a mean increase in pulse rate of 4 beats per minute in SAD trials. (See WARNINGS-Sustained
Hypertension). Laboratory Changes: Clinically relevant increases in serum cholesterol were noted in Effexor XR dlinical
tnials. Increases were duration dependent over the study period and tended to be greater with higher doses. Other Events
Observed During the Premarketing Evaluation of Effexor and Effexor XR—N=5079. “Frequent”=events occurring in at
least 1/100 patients; “infrequent”=1/100 to 1/1000 patients; “rare”=fewer than 1/1000 patients. Body as a whole -
Frequent: chest pain substemal, chills, fever, neck pain; Infrequent. face edema, intentional injury, malaise, moniliasis, neck
rigidity, pelvic_pain, photosens vrty reaction, suicide attempt, withdrawal syndrome; Rare: appendlcms bacteremia,
carcinoma, cellulitis. - Frequent: migraine, pastural angina
pectoris, arrhythmia, extrasystoles hypotensron peripheral vascular disorder (mainly cold feet and/or cold hands), syncope,
thrombophlebitis, Rare: acrtic aneurysm, arteritis, first-degree atrioventricular block, bigeminy, bradycardia, bundle branch
block capillary fragility, cerebral ischemia, coronary artery disease, congestive heart failure, heart arrest, cardiovascular
isorder (mitral valve and crrculamry drsturbance) mucocutaneous hemorrhage, myocardial rnl'an:t, pal r.D

Frequent increased appetite; Infrequent: bruxism, colitis, dysphagia, tongue edema, esophagitis, gastritis, gastroenteritis,
gastrointestinal ulcer, gingivitis, glossttis, rectal hemorrhage hemorrhoids, melena, oral momllasrs stomatrhs mouth
ulceration; Rare: cheilitis, cholecystitis, cholelithiasis, esophageal spasms, duodenitis, hematemesls, gastrolnteshnal
Nemorrhage gum hemorrhage hepatitis, ileitis, ;aundree intestinal obstruction, parotitis, penodontms proctitis, increased
salivation, soft smol“se";i.)cngu:d discoloration. - Rare: goiter, hyperthyroidism, hypothyroidism, thyroid

nodule, thyroiditis. Frequent 0si5; Infrequent: anemia, leukocytosis, leukopenia,

lym| nopathy, |I|a, bleeding time increased, cyanosis, eosinophilia,

lymphocytosis, multiple myeluma purpu I Fre(Luent edema, weight garn Infre%uent alkaline
percholesteremla lyeemla

SGPT increased, thirst; Rare: alconol intolerance, bilirubinemia, BUN increased, creatinine increased, diabetes melltus,
glycosuria, gout, heallng abnormal, hemochromatosis, hypercalcinuria, hypenralemla hyperphosphatemla hypemneemla
hypocholesteremia, hypoghycemia, hypnnalremra, hypophosphatemra hypoproteinemia, uremia.
Frequent arlhralgla Infrequentt: arthrits, arthrosis, bone pain, bone spurs, bursitis, leg cramps, myasthenia, lenosynevms
fracture, osteosclerosis, plantar lascmrs rheumatmd arthritis, tendon ruplure
amnesia,

e iy
Infrequent: akathisia, apatity, alaxla crrcumoral pareslhwa,CNS stimulation, emoational labrlny eupnona hallucmalms hostility,
on, libido increased, manic reaction, myocionus, neuralgia, neuropathy,
psychosns seizure, abnormal speech, stupor; Rare: akinesia, alcohol abuse aphasia, buccoglossal
cerebrovascular aecldent feeling drunk, lomofeonscrousness delusions, demenha dystonia, facial paralysns abnormal gait,
Gurllarn -Barré Syndrome, hyperchlomydna hypokinesia, |mpulse control difficulties, neuritis, nystagmus, paranoid reaction,
reflexe reflexes suicidal |deahon torticolts. Respiratory system -
Frequent cough |ncreased dyspnea Infrequent: asthma, chest congestion, ep|slaxrs hyperventilation, laryngismus,
laryngitis, pneumonia, voice alterahon Rare atelectasis, hemoplysrs lation, hypoxia, larynx edema, pleurisy,
pulmonary embolus, sleep apnea. - Frequent: pruritus; Infrequent acne alopecia, brittle nalls, contact
dermatitis, dry skin, eczema, skin hypertmphy maculopapular rash, psoriasis, urticaria; Rare: erythema nodosum, exfoliative
dermatitis, lichenoid dennatms hair discoloration, skin drscolorahon furunculosrs hll’Sl.ﬂlSm leukodema, pewchral rash,
pustular rash, vesiculobullous rash, seborttiea, skin atrophy, skin uent: abnormality of
accommodahon mydriasis, taste perversion; lnfrequent cataract, conjunctrvﬂ:s comeal lesion, dlplopra dry eyes, eye pain,
hyperacusis, ofitis media, parosmia, photophobia, taste loss, visual field defect; Rare: ble nhs chromatopsia, conjunctival
edema, deafness, exopmhalmos glaucoma, retinal hemorrhage, subconjunchval hem Ee Keratits, labyrinthitis, miosis,
papllledema decreased J)uplllary refiex, otitis externa, scleritis, uveitis. uent: melron‘nagla pmstahc
disorder (prostatitis and enlarged proslate) urination impaired, vaginitis; Infrequent albumlnuna amenorhea, cystiis,
dysuria, hematuria, leukorhea, menorrhag agra nocturia, bladder pain, breast paln polyuna uria, urinary meontlnence
urinary retention, urinary urgency, vagin: hemorrhage Rare: abortion, anuria, breast discharge, breast engorgement,
balanitis, breast enlargement, endometniosis, female lactation, fibrocystic breast, calcmm erystalluna, cervicitis, orchitis, ovarian
cyst, prulonged erection, gynecomastia (male) hypomenurmea kidney calculus, kidney pain, kidney function abnormal
mastitis, menopause, pyelonephritis, oliguria, salpingitis, urolithiasis, uterine hemontiage, uterine spasm, vaginal dryness.
Posnnadrehng Reports: agranulocytosis, anaphylaxis, aplastic anemia, catatonia, congenital anomalies, CPK increased,
deep vein thrombophiebitis, delirium, EKG abnormalities such as QT prulongatmn cardiac anhythmias including atrial
fibrillation, and rare reports of ventricular fibrillation and ventricular
lachycardla, lncludlng lorsades de pointes; epidermal necrosis/Stevens-Johnson Syndrome, erythema multiforme,
extrapyramidal symptoms and tardive ia), angle-closure glaucoma, hemMage (including eye
and gastrointestinal bleeding), hepatic events (|nc|ud|ng GGT elevation; abnormalmes unspecified liver function tests; Irver
damage, necrosis, or failure; and fatty live malignant synd like
events (including a case of a 10- -year- -old who may have been takrng methylphenidate, was treated and recovered),
neutropenia, night sweats, pancreatitis, pancytopenia, panic, prolactin increased, pulmonary eosinophilia, renal failure,
rhabdomyolysis, semtonln‘syndrome shack-like electrical sensations or tinnitus (in some cases, subsequent to the

metabolite, desmethyldlazepam or affect the effects induced by diazepam.
Venlafaxrne decreased total s of halo'?endol resultrng ina70% increase in AUC. The
Crnax %, but the idol eliminati life was unchanged. Lithitm. A single dose of lithium did not appear
toalfect the PK ot erlher venlafaxine or QDV. Venlafaxine had no effect on the PK of lithium. Drugs Highly Bound o Plasma
Proteins: Venlafaxine is not highly bound to plasma Otprotelns coadministration of Effexor XR with a highly %m -bound drug
should not cause increased free concentrations of the other drug. Drugs that Inhibit
CYP2D6 Inhibitors: Venlafaxine is metabolized to its active metabolite, 0DV, by CYP2D6. Drugs inhibiting this isoenzyme have
the potential to increase plasma concentrations of venlafaxine and decrease concentrations of ODV. dosage adjustment
is required when venlataxine is coadministered with a CYP2D6 inhibitor. Concomitant use of venlafaxine with drug
treatment(s) that potentially inhibits both CYP2D6 and CYP3A4, the primary meftabolizing enzymes for venlafaxine, has not
gzgn studledﬁ cautb(;'n‘glts thera; mcludes venlafaxine and any m \;/)mldaufg;s smultane:];usI mvl;g);tlion l?{) I*moe%e;
enzyme ﬂrmomnme fenlafaxine is a relatively inhibitor
CYP2D6. Venlafaxine did not inhibit CYP1A2 and CYP3A4, CYP2CS (in vitro), or CYP2C19.
affect the PK of imipramine and 2-OH-imipramine. However desipramine AUC Crmax and Crin increased by ~35% in the
presence of venlafaxing. The 2-OH-desipramine AUCs increased by 2.5-4.5 fold. Imipramine did not affect the PK of
venlafaxing and ODV. Risperidone: Venlafaxine slightly inhibited the CYP2D6-mediated metabolism of risperidone to its
acﬁve metabolite, 9-hydroxyrisperidone, resutting in a ~32% increase in risperidone AUC. Venlafaxine coadministration did
significantly alter the PK profile of the total active moiety (risperidone plus 9-hydroxyrisperidone). CYP3A4: Venlafaxine did
| inhibit CYP3A4 in vitro and in vivo. Indiimavir. In a study of 9 h venlafaxine resutted ina
28% decrease in the AUG of a single dose of indinavir and a 36% decrease in indinavir Gray. Indinavir did not affect the PK
of venlafaxine and ODV. CYP1A2: Venlafaxine did not inhibit CYP1A2 in vitro and in vivo. 6YP209: Venlafaxine did not inhibit
CYP2CY 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 form n of 4-hydroxy-tolbutamide. CYP2G19: Venlafaxine did not inhibit the
metabohsm of diazepam, which is partially metabolized by CYP2C19 (see Diazepam above). MAOIs: See
CONTRAINDICATIONS and WARNINGS. CNS-Active : Use caution with concomitant use of venlafaxine and other
CNS-active drugs. Based on its mechanism of action and the potential for serotonin syndrome, use caution when

. Imipramine: Venlafaxine did not
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of or tapering of dose), and SIADH (usually in the elderly). Elevated clozapine fevels that were
temporally associated with adverse events, including seizures, have been reported following the addition of venlafaxine.
Increases in prothrombin time, partial thromboplastin ime, or INR have been reported when venlafaxine was given to patients
on warfarin therapy. DRUG ABUSE AND IDENCE: Effexor XR is not a controlied substance, Evaluate Fahents carefully
for history of drug abuse and observe such patients closely for signs of misuse or abuse. QVERDOSAS lectrocardiogram
changes (e.9., pmlongahon of QT interval, bundie bramh block, GRS smus and
red level of gmg from somnolance to coma), seizures, vertigo, and death
have been reported. Treatment shouid consist of those: genera measures employed in the management of overdosage with
any antidepressant. Ensure an adequate airway, oxygenation and ventitation. Monitor cardiac rh) ygrem and vital signs. General
supportive and symptomatlc measures are also recommended. Induction of emesis is not recommended. Gastric lavage with
alarge bore orogastric tube with appropnate airway protection, if needed, may be indicated if performed soon after ingestion
or in symptomatic patients. Activated charcoal shouid be administered. Due o 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 possibilfty of multiple drug involvement. Consider oontachng
apoison controf center for additional information on the treatment of averdose. Telephone numbers for certified poison control
centers are listed in the Physicians’ Desk Reference® (PDR) DOSAGE AND MINIS’I'HAHON Consult full prescribing
r dosing Patients To or From an MAOI—At least 14 dag: should elapse between
discontinuation of an MAOI and infiation of therapy with Effexor XR. At least 7 days shouid be allowed after stoppl)r(*ﬁ
Effexor XR before starting an MAQI (see CONTRAINDICATIONS and WARNINGS). This brief summary is based on Effexor
Prescribing Information W10404C011, revised September 2004,

112364-01
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When depression symptoms persist, why wait?

SOONEN rather than

Proven high rates of remission

High rates of remission in controlled,
short-term studies'’

Long-term prevention (52 weeks) of relapse
and recurrence’

Proven tolerability

Incidence of adverse events comparable
to Celexa® (citalopram HBr)'

Convenient once-daily dosing

The first and only once-daily SNRI across

its dose range?

EFFEXOR XR is believed to work by inhibiting the reuptake
of both serotonin and norepinephrine.
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SEROQUEL is indicated for the treatment of acute manic episodes associated with bipolar | disorder and the treatment of
schizophrenia. Patients should be periodically reassessed to determine the need for continued treatment.

Prescribing should be consistent with the need to minimize the risk of tardive dyskinesia, seizures, and orthostatic hypotension. A rare
condition referred to as neuroleptic malignant syndrome (NMS) has been reported with this class of medications, including SEROQUEL.

There have been reports of diabetes mellitus and hyperglycemia-related adverse events associated with the use of atypical
antipsychotics, including SEROQUEL.

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.
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BRIEF SUMMARY of PRESCRIBING INFORMATION
INDICATIONS AND USAGE: Bipoler Manla; SEROQUEL is indicated for the short-term treatment of acute manic
eg]smius associated with bipolar ) disorder, as either monotherapy or adjunct therapy to ithium or divalproex. The
icacy of SEROQUEL in acute bipolar mania was established in two 3-week monotherapy trials and one 3-week
adjunct therapy tria of bipolar | patiants nitially hospitalized for up to 7 days for acute mania. Effectiveness for
ore than 3 waeks has not been Systematically evaluated in clinicaitrials. Therefore, the physician who elects fo use
SEROQUEL for extendad periods Should periodically re-gvaluate the long-term risks and benefits of the drug for
the individual patient. Schizophranta: SEROQUEL is indicated for the treatment of schizophrenia. The efficacy of
SEROQUEL in schizophrenia was established i Short-term $6—week) controlled trials of schizophenic inpatients.
The effectiveness of SERGQUEL in long-term use, that is, for more than 6 weeks, has not been systematically
evaluated in controlled trials. Therefore, the rNyswran 'who eects o use SEROCUEL for extended periods should
periodicaly re-svaluate the long-term usefulness of the drug for the individual patient.

CONTRAINDICATIONS: SEROQUEL is contraindicated in individuals with a known hypersensitivity to this medica-
fion or any of its ingredients.

'WARNINGS: Neuroleptic Mallgnant s“ndmm {NMS): A patentialy fatal symptam complex somefimes referred to
a Nsurolepllc Malw nant S{ tome (NMS) has been reguned in association with administration of antipsychotic
dru s, including SEROQUEL. Rare cases of NMS have been reported with SEROQUEL. Clinica) manifestations of
IMS are hyparpyrexia, muscle nwdlty altered mental status, and evidence of autonomic instability (irrequiar pulse

ar blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated crea-
tine phosphokmase myaglobinuria (mabdomyniysls ) and acule renal failure, The diagnostic evaluation of patients
with this Syndrome is complicated. In arriving at a diagnosis, it s important to exclude cases where the clinical pre-
semanon includes both serlous medical Mness (e.g., Eneumoma systamic infection, etc.) and untreated or inade-
Quately treated axtr yramldal signs and symmoms (EPS). ther important considerations in the difierentil ulag
10SiS ¥ centeal w: , drug foves and primary central nervous system (CNS)
natholwy The mananemem of N Ssnou!d Include 1) Immadlate discontinuation of antipsychotic drugs and other
rapy; and medical monioring; and 3) treat-

mam o! any concomitant serious medical problems for which specific treatments are avallable, There is na general
agrezment about specmc pharmamloglcal treatment regimens for NMS. If a patient requires antipsychotic drug
treatment after recwe% the potentia reintroduction of drug therapy should be caretully considsred. The
patient shouid be carafully monnuren smoe recurrences of NMS have been reported. Tardive Dyskinasia: A syn-
drome of potentially irreversible, involuntary, dyskinetic movements may develop in patients treated with antipsy-
e of the.undrama appears | among the siderly, especially ekderly

wamen, it 1 Impossibla to ely upon pravalence estmates to predic, af th inception of antipsychotic reatment,
which mﬂa are ikaly to deveiop the syndmme Whether antipsychotic drug products differ in their potential to
kinesia is unknown. The risk of devedoping tardive dyskdnesia and the likelihood that it will become
ireavarsibie are beflaved to ncrsase 2 the duration of reatment and the totaf cumulative dose of antipsychotic drugs
administared to the patient increase. Howewer, the syndrome can devetop, athough much less commonly, after rel-
atively brief trsatment periods at low dosss. There s no known treaiment for established cass of tardive dyskinesia,
aIm»vh me idrome may ramit, partialy or completaly, ff neatment is withorawn, Antipsychatic

SEROQUEL® (quetiapine fumnarate) Tablets

SEROQUEL® fumarate) Tablets

in cardiac patients (see Orthostatic Hypotension). Information for Patients: Physicians are advised to discuss the
following issues with patients for whor they prescribe SEROQUEL. Orlhostaic Hypotension: Patients should be
advised of the isk of orthostatic hypotension, aspecially during the 3-5 day period of iniial dose titration, and also
attimes of re-initiating treatment of increases in dose. {itetference with Cognitive and Motar Performance: Since
somnolence was 2 commaonly reported adverse event associated with SERDQUEL treatment, 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 opemnng a mator vehicle (including
automobiles) or operating hazardous machinery, until they are reasunabky certain that SEROQUEL therapy does not
affect them adversely. Pregnancy: Patients should be advised to nofify their physician if they become pregnant or
intend to become pregnant during therapy. Nursing: Patients shouid be advised not to breast feed if they are wkmo
SERGOUEL. Consomltam Medication: As with other medications, patients should be advised to natify their phys
c»ans |I they are taking, or plan te lake, any prescr ion or over-the-counter drugs. Alcohol: Patients should be
advised while taking SERCQUEL. Heat Exposure and Duhynmlnn Patients
should be advised regarding appropriate care in avoiding overheating and dehydration. Laboratary Tests: No 5 &
clfic aboratory tests are recommended. Drug Interacions: The risks of using SEROQUEL in combination with
drugs have not been extensively evaluated in systematic Studies. Given the primary CNS effects of SEROOLEL, cau-
tion should be used when it s taken in combination with otfier centrally acting drugs. SEROQUEL potentiated the
cognitive and motor effects of alcoho! in a clinical trial in subjects with selected psychotic disorders, and alcohalic
beverages should be avoided while taking SEROQUEL. Because of ts potentialfor inducing hypotensnon ERGQUEL
may enhance the effects of certain anthyperiensive agents. SEROCUEL ma%amagumze the effects of levodopa and
dopamine agonists. The Etfect of Dﬂlu rugs on Quetiapine: Phenytein: Coadministration of quetiapine (250 mg
%nd ughenytom {100 mg tid) increased the mean oral clearance of quetiapine by 54old. Increased doses of
e required o maintain cantrol of symptams of schizaphrenia in patients receiving ouetiapine and
phenytoin, or omer hepatic enzyme inducers (.., carbamazeping, barbiturates, ritampin, glucocorticoids). Caution
should be taken phenytain is withdrawn and replaced with 2 non- vinducer (6. valproate). Divalpraex:
Coatministration of quetiapine (150 mg bid) and dwalproex {500 mg bid) increased the mean maximum plasma
concentration of quetiapine at steady state by 17% without affecting the extant of absorption or mean oral clearance.
Thiorldazine: Thioridazine (200 mg bid) increased the oral clearance of quetramne (300 mg bid) by 65%.
Cimetidine: Administration of muttipie dally doses of clrnenmne {400 mg tid for 4 days) resulted in a 20% decrease
in the mean oral clearance of quetiapine (150 mg tic). Dosage adjustment for 0%uetmpme 8 not required when ftis
given with cimetidin. P450 3A Inbibtors: Ccaﬁmlmslratmn 01 kemconam\e (200 mg ance daily for 4 days), a potent
inhibiter of P450 3A, reduced iaping by 84% resuling in & 336% increase in max-
imum plasma concantration of quetiapine. Caution is mdlcated on SEROQUEL is adminisered with ketocanazole
and other inhibitors of cytochrome P450 34 (6., itraconazole, fluconazole, and erythiomycin). Fluoxeting,
Imipramine, Haloperidol, and Risperidons; Coadministration of fuoxeting 860 mg once daily); imipramine (75 mg
bid), haloperidol (7.5 mg bld) o risperidone (3 mg bid) with quetiapine (300 mg bid) did not atter the steady-state
phermacokinetics of quetiapine. Effect of Quetiapine on Other Drugs: Lorazepam: The mean oral clearanc of
lorazepam (2 mg‘ smgle dose) was reduced by 20% in the presence of quetiapine administered as 250 mg tid dos-

Hsot, however, may suppress (or partaly Suppress) the signs and symptoms of d there-

w may swss!tw mask me undar  process. The effect that symptomatic suppression has upon the long-term
course of the syndroma i unknown, iven these considerations, SEROOUEL shoukd be prescrived in  manner that
s most ety to minimizs the occurrence of tardive dyskinesia. Chraric antipsychotic reatment should generally he
reserved for patents who appsar to suterfrom a chronic liness that (1) is known to respond to antipsychofic drugs,
and (2) for whorn ahternative, equally effective, bu tﬁntemlally less harmful treatments are not availabie or appropri-
ate. In patients who do require chronic treatment, the smallest dosa and the shoriest duraion of treatment produc-
ﬁw tisactory olinical response should be sought. The need for continued treatment should be reassessed peri-
ly H signs and symatoms of tardive dyskinesia appear in a patient on SEROQUEL, drug discontinuation should
Skerod. However, some patients may require treatment with SEROQUIEL despite the presence of the syn-

dmme mmlmmh and Dlabates Mollifus: B, it some cases extreme and associated with ketoaci-
SEROOU rosmolar coma of death, has been reported in fients treated with atypical antipsychotics, including

ing. Divalpraex: Th niration and extent of absorption of total and free valproic acid at steady
state were decreased by 10to 12% when mvalpmex {500 my bid) was administered with quetiapine (150 mg. md)
‘The mean oral clearance of total valproic acid (administered as divalproex 500 mg bid) was increased by 11% in the
presence of quetiapine (150 mg bid). The changes were not significant. Lithium: Goncomitant administration of que-
tiapine (250 mg tid) with fithium had na effect on any of the steady-state pharmacokinetic parameters of ithiu.
Antlpyrine: Administration of mutiple dally doses up to 750 my/day (on 4 tid schedule) of quetiapine to subjects
with selected psychotic disorders had no clinically refevant effect on the clearance of antipyring or urinary recovery
ol antipyrine metabolites. These results indicate that quetiapine does not significantly induce hepatic enzymes

esponsible for cylochrame P450 mediated metabolism of antipyrine. Carcinagenesis, Mutagenesis, Impairmant

of Fertility: Carcinogenasis: Carcinagenicity studies were conducted in C57BL mice and Wistar rats, Quetiaping was
administered in the diet to mice at doses of 20, 75, 250, and 750 mgrkg and to rats by gavage at doses of 25, 75,
and 260 mg/kg for two years. These doses are equwalem 10 0.1,05, 1.5, and 45 times the maximum tuman dose
800 mg/day) ona mg/m2 basxs {mic) or 0.3, 0.9, and 30 ‘imes the maximum human dose on a mo/m? basis

. Assessment of the relaﬂnnsmga twegn atypi annﬁsychonc use and glucose abnormalties is com-

by the possibity of an increased background isk of diabetes melitus in patients with Schi and

the Incm,smg mcmmx of diabstes mellitus In the general population. Given these confaunders, the relationship
yohatic usa and hyperglycemia-relzted adverse events is not completely understood.

However, epl amnlw&sl studies suggest an incraased risk of treatment-emergent hyperglycemia-related adverse
events n patients treated with the ab/ln (cal antipsychotics. Pracise risk estimates for hypergiycemia-related adverse
wafﬁsln jnts traated with atypica annr sychotics are not available, Patients with an established diagnasis of dia-
tus who are stanad an atyplcal antipsychotics should be monttored re,;ulany for worsening of glucose
| ontrol. Patients with risk factors for diabetes melltus (eg, obestty, family history of diabetes) who are starting treat-

msm with atypical amlnsycnoms should under dgn fasting blood glucose testing at the beginning of treatment and
ically during treatment. Any patient treated with atypicat antlEsychoncs should be monitored for symptoms of
lycemia inciuding p owmpsw. poryum. polyphagia, and weakness, Patients who develop Symptoms of hyper-

i during lrutmsnt with atypical antipsychotics should undergo fasting blood glucose testing. In soms cases,

rglycemia has resolved when the atypica antipsychotic was ciscantinued; however, some patients requlred
continuétion 01 anti-diabetic treatment despite discontinuation of the suspect drug.

PRECAUTIONS: Ganeral: Orthostatlc Hypotension: SERGQUEL may induce orthostatic hypatension associated
‘with dizziness, tachycardia and, in some patients, syncope, especially during the iniial dose-titration period, prod-
abry Nmirgsns o-adrenergic antagonist ar%;emes Sé ope was reported in 1% 823/2567) of the patients
ROQUEL, compared with 0% (0/607) on placebo and about 0.4% (2/527) on active control drugs.
SEROOUEL should be used with particular caution in patients with known cardiovascular disease (history of
myocardial infarction o ischemic heart disaase, heart failure or conduction abnormalites), cerebrovascular disease
or conditions which would predispose patients to hypotension (dehydration, hypovolemia and treatment with ant-
hyrenmsm medications). The risk of orthostatic hypatension and syncope may be minimized by limiting the ini-
dose 1025 mg bid. If hypotenslon octurs during ttration to the tarpet dose, a return to the previous dose in the
mmmn schedule I apprapriate. Cataract: The umll%nmom of catarscts was observed In association with que-
Joxicology in Prescribing information). Lens changes have
m hnn observad In rﬂlnu during long-term SEROQUEL irsatment, but a causatrelationship to SEROQUEL
use has not been estatlished. Nevertheless, the possibllity of onticular changes cannot be excluded at this
fime. Thergfore, examination of the lons by methods adaquate to detect cataract formation, such as sit lamp
oxam o athar Illrmllllllll sansltive mathods, Is recommended at inftiation of treatment or shorly thersafter,
and at 6 month inlervals during chronic traatment. Seizures: Durin sqg clinicaltid, sezures occurred n 0.6%
{18/2792) of patients treated with SEROGUEL compared ts 0.2% (1 J on placede and 0.7% (4/527) on active
controf drugs. As with other antipsychotics SEROQUEL should be used cautiously in patients with a history of
seizures or with conditions that golsrmally Tower the seizure threshold, e.., Alzheimer's dementia. Conditions that
lower the seizure threshold may be more prevalent n a papulation of 65 years or older. O?plmrymldlm Clinical tri-
als with SEROQUEL dsmonstrated a dose-refated decrease in total and free thyroxine {T4) of aporoximately 20% at
the higher end of the therapeutic dose range and was maximal in the first two to four weeks of treatment and main-
tained witiout adaglanon o progressian during mors chranic tnerap]y Generally, these changes were of no clinical
significance and TSH was unchanged in most patients, and levels of TBG were unchanged. in neariy allcases, ces+
satmn of SEROQUEL traatment was assucla
duration of treatment.“About 0.4% g ot SERQQUEL patients did experience TSH increases in monothera-
py studies, Six of the patients with TSH i mmasas needed replacement thyroid treatment. In the mania adjunct stud-
1es, where SEROGUEL was added to lithiu or divalproate, 12% (24/196‘ of SEROQUEL lreated patients compared
10 7% (15/203) of placebo treated patients had elevated TSH levels. Of the SEROQUEL treated patients with elevat-
ed TSH levels, 3 had simultanaous low free T4 levsls. Cholesterol and Triglycaride Elmﬂnns In scmzopnremam
als, SEROGUEL-treated patients had increases from baseling in cholesterol and triglyceride of 11% and 17%,
respectivey, cumrﬁamd 10 slight decreases for placsbo patisnts. These changes were only weakly related to the
increases in weight observed in SERCQUEL-treated "%ansms Hyperprolactinemia: Akhough an elevation of pro-
lactin lavels was not demonstrated in clinical trials with SEROQUEL, increased prolactin levels were abserved in rat
studies with this compound, and were associated with an increase in mammary gland neoplasia in rats (see
Carcinogenesis). Tissue culture expenmems indicate that approximately ong-third of human breast cancers are pro-
actin dependent i vitro, a factor of potential impartance if the prescription of these drugs is contemplated in a
patient with previously detected breast cancer Athough disturbances such as galactorrhea, amenorrhea, gyneco-
mastia, and impotenca have been reported with prolactin-slevating compounds, the clinical significance of elevated
serum prolactin levels is unknown for most patients. Neither clinical studies nor epidemiologic studies conducted
to date have shown an association between chronic administration of this class of drugs and tumon?enesm in
humans; the available evidence is considered too fimited to be conclusive at this time. Transaminase Elevations:
sagmmomamc transient and reversible ievations in serum transaminases (primarily ALT) have been reported, in
lzn?nrema trials, the proportions of patients with transaminase elevations of > 3 times the upper limits of the
normai reference range (n a poal of 3- to 6-wesk &acano -cantrolied trials were approximately 6% for SEROOUEL
compared to 1% for placebo. In acute bipolar mana trials, the proportions of patients with Iransaminase elevations
of > 3 times the unper limits of the normal reference range in a ool of 3- to 12-week placebo-controlled trals were
approximately 1% for both SEROQUEL and placebo. These hepatic enze/me elevations usually occurred within the
first 3 weeks of drug treatment and promptly returned to pre-study levels with ongoing treatment with SEROQUEL.
Potential for Cognitive and Motor Impairment: Somnalence was a commanly reported adverse event reported in
patients treated with SEROQUEL especally during the 3-5 day period ofinital dose-titration. In schizophvena trials,
somnolence was reparted in 8% of patients on SEROQUEL compared to 1% of placebo patients. In acute bipo-
lar mania trias using SEROQUEL as monomerap? somnolence was regoned n 16% of patients on SERCQUEL
compared to 4% of placebo patients. In acute bl{ lar mania trials using SEROQUEL as adjunct therapy, somnolence
was reported in 34% of patients on SEROQUEL compared to 9% of rlaceho patients. Since SEROQUEL has the
potential to impair judgment, thinking, or motor skill, patients should be cautioned about performing activiies
requiring mental aleriness, such as operating a motor vehicle (including automobiles} or operating hazardous
machinery unt they are reasnnably certain that SEROQUEL therapy does not affect them adversely. Prlapism: One
©ass of priapisi in a ganem receiving SEROQUEL has bean reporied prior to market introduction, While a causal
relationship to use of SEROQUEL has niot been established, other drugs with alpha-adrenergic biocking sffects have
been reported to induce priapism, and i is possible that SEROQUEL ‘may share this capacity. Severe priapism miay
require Surgical intervention. Body Temperaturs Regulafion: Although not reported with SEROQUEL, disruption
of the body's abllity to recuce core hodé temperature has been atiributed to antipsychotic agents. Appropriate
care is advised when prescribing SEROQUEL for patients wha wil be experiencing conditions which may con-
tribute to an elevation in cora body temperature, .., exercising strenuolsly, expasure to exireme heat, receiv-
ing concomitant medication with anticholinergic amivw, or being subject to dehydration. Dysghagla: Esopnaueal
dysmotiity and aspiration have been associated with antipsychotic drug use. Aspiration pneumoma isacommon
cause of morbidity and mortalty in elderly patients, in particular those with advanced Alzheimer's dementia.
SEROQUEL and other antipsychotic drugs should be used cautiously in patients at risk for aspiration pneumonia,
Suicide: The possibility of a suicide attempt is inherent in bipolar disorder and schlzthrema close supervision of
high ik patients shoulg accom; Ixgany drug therapy. Prescriptions for SEROGLEL should be writen for the smaliest
quantity of tablets consistent wit ?ood patient mana%ement in order to reduce the risk of overdase. Usa In Patients
with Concomtant lliness: Clinical experience with SEROQUEL in patients with certain concormitant systemic ill-
ngsses is limited. SEROGUEL has not been evaluated or used to any appreciable extent in patients with a recent his-
tory of myocardial infarction or unstabll heart disease, Patients with these diagnoses were excluded from premar-
keting clinical studies. Bacause of the risk of arthostatic hypotension with SEROQUEL, caution should be observed

'witha eversal of the effcts o toaland fre T4, irrespective of the o

rats). There increases in thyroid gland follicular adenomas in male mice at doses of 250
and 750 mg/kg or 1.5 and 4.5 times the maximum human dose an a mgim? basis and in male rats at a dose of 250
mrkg or 3.0 times the maximum human dose on a mg/m? basis. Mammary gland adenocarcinomas were statisti-
cally significantly increased in female rats at all doses tested {25, 75, and 250 mg/kg ar 0.3, 0.9, and 3.0 imes the
maximum recommended human dose on a mgy/m? basis). Thyroid tolfiutar ool adenomas may have resulted from
chronic stimulation of the thyroid gland by thyroid stimulating hormone (TSH) resuling from enhanced metabolism
and clearance of tfiyroxine by rodent liver. Chianges in TSH, thyroxine, and thyroxine clearance consistent with this
mechanism were abserved in subchronic taxicity studies in rat and mouse and in a 1-year toxicly study in rat; how-
ever, the results of these studies were not definitive. The relevance of the increases in thyroid follicular cell adeng-
mas to human risk, through whatever mechanism, is unknown. Antipsychotic drugs have been shiown to chronically
elevate profactin levels in rodents. Serum measurements in a 1-yr toxiclty 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 neoplasms have been fourd in rodents after chronic administration of other antipsychotic drugs and are
considered o be prolactin-mediated. The relevance of this increased incidence of prolactin-mediated mammary
%and tumars in rats to human risk is unknown (see Hyperprolactinemia in PRECAUTIONS, General). Mulaganesis:
‘& mutagenic potental of quetiapine was tested in six in vitro bacterial gene mutation assays and in an in vitro
mammalian gene mutation assay in Chinese Hamster Ovary cels. However, sufficiently high concentrations of que-
tiaping may not have been used for af tester Strains. Quetiapine did produoe a reproducible increase in mutations in
one Saimonelia yphimuriu tester strain in the presence of metabolic activation. No evidenc of clastagenic poten-
tia was obtained in an in vitro chromosomal aberration assay in cuttured human lymphacytes or in the in viv
micronugleus assay in rats. Impairment of Fertlity: Quetiaping decreased mating and ferflty in male Sprague-
Dawlay rats at oral deses of 50 and 150 mg/kg or 0.6 and 1.8 times the maximum human dose on a my/me basis.
Drug-related effects included increases in interval to mate and in the number of matings required for successful
impregnation. Thess effects continued to be observed at 150 mgrkg even after a two- week period without treatment.
The no-fect dose for impaired mating and feriity in male rats was 25 mgkg, or 0.3 times the maximum human
dose o0 a mg/m? bess. Guetiapine adversely affected mating and fertityin female Sprague-Dawley cats 2t an oral
dase of 50 mg/g, or 0.6 times the maximum human dose on a mg/me basls. Drug-related effects inchuded decreas-
65 in matings and in matings resulting in pregnancy, and an increase in the interval to mate. An increase in irregu-
lar estrus cycles was observed at doses of 10 and 50 mgkg, or 0.1 and 0.6 times the maximum human dose on a
mgime basis. The no-effect dose in female rats was 1 mg/kg, or 0.01 times the maximum human dose on a mig/m?
basis. Pregnancy: Pregnancy Category C: The teratogenic potential of quetiapine was studied in Wistar rats and
Outch Betted rahbits dosed during the period of arganogenesis. No evidence of a teratogenic effect was detected in
Tats at doses of 25 to 200 mgAg or 0.3 to 2.4 times the maximum human dose on a mg/m2 basis or I rabbits at
2510 100 moAg or 0.6 to 2.4 times the maximum human dose on a mgym? basis. There was, however, evidence of
embryofetal toxicity. Delays in skeleta) ossification were detected in rat fetuses at doses of 50 ang 200 my/kg
{0.6.and 2.4 times the maximum human dose on & mg/m2 bsis) and i rabbits at 50 and 100 mo/kg (1.2 and 2.4
times the maximum human dose on a mo/m? basis). Fetal bady weight was reduced in rat fetuses at 200 mg/kg
and rabbit fetuses at 100 mg/k? (2.4 times the maximum human dose on a mg/m? basis for bath species). There
was an increased incidence of a minor Soft tissue anomaly (carpaltarsa flexure) in rabbit fetuses at a dose
100 mgg (24 times the maximum human dose on a mg/m? basis). Evidence of maternaltoxicty (.. decreases
in body weight gain and/or death) was obiserved atthe high dase in the rat study and at alldoses in the rabbit study.
Ina per/postnatal repreductive Study in rats, no drug-related effects were observed at doses of 1, 10, and 20 mg/kg
or0.01, 0.12, and 0.24 imes the maximum human dose on a mg/m? hasis, However, in a prehrrunary peri/postna-
fal s1udy, there were ncreases n fol) and pup death, and decreases in mean litter we»ghtat 150 mokg, or 3.0 times
the maximum human dose n a mg/m? basis. There are no adequate and well-controfied studies in pregnant women
and quatiapine should be used during pregnanw only it the potential benefit jusiifies the potential risk to the fetus.
Labor and Delivery: The effect of SEROGUEL on labor ang defivery in humans is unknown, Nursing Mothars:
SERQQUEL was excreted in milk of treated animals during lactation. 1t is not known if SERCQUEL is excreted in
human milk. It is recommended that women receiving SERGQUEL should not breast fead. Pedlatric Use: The safe-
ty and effectiveness of SEROQUEL in pediatric patients have not been established. Gedatric Use: Of the approxi-
mately 3400 patients in clinical studies with SEROQUEL, 7% (232} were 65 years of age or over. In general, there
was noindication of any different tolerability of SEROQUEL in the elderly compared to younger aduits. Nevertheless,
the presence of factors that might decrease pharmacokinetic clearance, increase the pharmaccdynamic response to
SEROQUEL, or cause paorer tolerance or arthostasis, should lead to consideration of a lower starting dose, Slower
fitration, and careful monitoring during the initial dosing period in the elderly. The mean piasma clearance of
SEROQUEL was reduced by 30% to 50% in eiderly patients when compared to younger patiets.

ADVERSE REACTIONS: The information below is derived from a cinical trial database for SEROQUEL cansisting of
over 3000 patients. This database includes 405 patients exposed to SERGQUEL for the treatment of acute bipolar
mania (monotherapé and adjunct therapy) and approximately 2600 patients and/or normal subjects exposed to 1 or
more doses of SEROQUEL for the treatment of schizophrenia. Of these approximately 3000 subjects, approximate-
Iy 2700 (2300 in schizophrenia and 405 in acute bipolar mania) were patients who participated in multiple dose
effectivaness trials, and their experience corresponded to approximately 914.3 patient-years. The conditions and
duration of treatment with SEROQUEL varied greatly and incluced (in overlapping categories) open-label and dou-
ble-blind phases of studies, npatients and outpatients, fixed-dose and dose-titration studies, and short-term or
longer-term expasure. Adverse reactions were assessed by collecting adverse events, resuits of physical examina-
tions, vital signs, weights, laboratory analyses, ECGs, and results of ophthalmologic examinations. Adverse events
during exposLre were obtained by general inguiry and regordad by cliical investigators using terminalogy of their
own ¢hoosing. Gonsequemjy it s not possibie 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 cate egunes n the tables and tabulauons that follow, standard COSTART terminology has been used to classi-
fy reported adverse events. The stated frequencies of adverse events represest the proportion of individuals who
experienced, at least once, a treatment-emergent adverse event of the type listed. An event was considered treaf-
ment emergent if it accurred for the first fime or worsened while receiving therapy following baseline evaluation
Adversa Findings Observed in Short-Term, Controlled Trials: Adverse Events Assoclated with Discontinuation o
Troatment In Short-Term, Placebo-Controlled Tials: Acute Bipolar Manie: 0vera|| discontinuations due to
adverse events were 5.7 % for SERGQUEL vs. 5.1% for placebo in monatherapy and 3.6% for SERGQUEL vs. 5.
for placebo in adjunct therapy. Sehizophrania: Overall, there was fitte difference in the |ncmenoe0fﬂ|scom|nuatmn
que to adverse events (4% for SEROQUEL vs. 3% for placetio) in a poot of controlled trials. However, discontinug-
tions due to somnolence and hypatension were considered to be drug related (see PRECAUTIONS): Semnolence
8% vs 0% for placebo and Hypatensmn 0.4% vs 0% for placebo. Adverse Events Occurring at an Incidence of
1% or Mot Among SEROQUEL Treated Patients in Short-Term, Placebo-Controlled Trials: The prescriber should
be aware that the figures in the tables and tabulations cannot e used 1o predict the incidence of side effects in the
course of usual medical practice where patient characteristics and other factors diffe from those that prevailed in
the clinical rias. Similarty, the cited frequencies cannot be compared with figures obtained from other clinical inves-
figations involving different treatments, uses, and investigators. The cited figures, however, do provide the pre-
scribing physician with some basis for esﬂmaﬂng the relative contribution of drug and nnndrug factors to the side
effect incidence in the population studied. The foilowing treatment-emergent adverse experiences occurred during
acute meran& of scmzopnvema {up to & weeks) and bipolar mania (up to 12 weeks) in 1% or more of patients treat-
¢d with S {doses ranging from 75 fo 800 mg/day) where the incidence in patients treated with SEROOUEL
was greater than Ihe incidence n placebo-treated patients. Treatment-Emergent Adverse Experience Incidence in
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3- to 12-Week Placebo-Controlled Clinical Trials! for the Treatment of Semzoghrema ang Acute Bipolar Mania
monaﬂwrapyg: Body as a Whole: Headache, Pain, Astheniz, Abdominal Pain, Back Pain, Fever, Cardlovascular:
lachycardia, Postural Hypotensin; Digestive: Dry Mouth, Constipation, Vammng 5|a Gastroenterifis,
Gamma Glutamy, Transpeptidase Increased; Metabolic and Nutritional Weight Gain, Increassd SG0T
Increased; Nervous: Agiiation, Somroience, Dizziness, Anviety, Respiratory: Pharynams Rhinits; Skin and
Appendages: Rash; Sruclll Senses: Ambiyopia 1 Events for which the SERO UEL incidence was equal 1o or less
than placebo are not lsted in the table, but included the following: accidental injury, akathisia, chest pain, cough
increased, depression, diarrhea, exlratyramldal syndrome, hostilty, hynenensmn h sncma hypotension,
increased appetite, infection, insomnia, leukopenia, malaise, nausea, nervousness, paresthesia, penpharal edema,
sweating, tremor, and weight loss. in these studies, the most commonty observed adverse events associated wih
the use of SEROQUEL (incidence of 5% or greater) and observed at a rate on SEROQUEL at least twica that of
placebo were somnolence (18%), dlzzmess 11%), dry mouth (9%}, constipation (8%), SGPT increased (5%),
Weight gain (5%), and dyspepsia (3%). The following freatment-emergent adverse ex 6;enences occurred during
therapy 88 J) 10 3-weeks) of acute mania in 5% or more of patients treated with SEROGUEL (doses ranging from
100 40 800 mg/day) used as adjunct therapy to lithium and divalproex where the incidence in patients treated with
SEROQUEL was greater than the incidence in placeto-treated patients. Treatment-Emergent Adverse E)](}r)]emnce
tncidence in 3-Week Placebo-Controlied Clinical Trials! for the Treatment of Acute Bipolar Mania (Adjunct Therapy):
Body as a Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cardiovaseular: Postural Hypotension;
Digestive: Ory Mouth, Consﬂpatmn Metabolic and Nutritional: We}ght Gain; Nervous: Somnolance, Dizziness,
Tremor, Agitation; Respiratory: Pharyngitis, * Events for which the SEHOQUEL “ncidence was equal to or less than
paceb are ot st inthe table, but nluded the folowing: akathisia, diarhes, insomnia, and nassea. i these
studies, the most commaonly observed adverse events associaled with the use of SEROQUEL |>n0|denoe of 5% or
qreater) and observad at a cate on SERQQUEL at least twice that of placabo were samncience (34%), dry mouth
{19%), asthenia (10%), constipation (10%), abdominal pain (7%), postural hypotension 47%) pharyngitis 15%?
and weight gain (6%). Explorations for interactions on the basls of gender, age, and race dic not reveal any clinically
meaningful diferences in the adverse event occurrence on the basis of these demegraphic factors, Dou
Dmn enicy of Adverse Events in Short-Term, Placeho-Conirolled Trals: Doss-related Adverse
?nmaneouslyelrcned adverse event data from a study of schizophrenia comparing five fixed doses of SEROOUEL
(75 mg, 150 mg, 300 g, 600 mg, and 750 mg/day) to placebo were explored for dose-relatedness of adverse
events. Lapistic regression analyses rwealedapasmve dose resnonse <0.05) for the follawing adverse events:
dyspepsia, abdominal pain, and weight gain. EF dals! yptoms; Data from one 6-week clinicaltriaf of schiz-
aphrenia comparing five fixed doses of SEROQUEL (75, 150, 300, 600, 750 maldag rovided evidence for the lack
of treatment- emergem extrapyramidal symmnms& S) and dose-relatedness for EPS associated with SEROQUEL
treatment. Three methods were used to measure EPS: 11J Simpson-Angus total score (mean change from base-
ling) which evatuates parkinsonism and akathisia, {2) incidence of s&ontaneuus complaints of EPS &kamis‘ra, -
nesia, cogwheel rigidity, extrapyramidal syndrome, gpenunia, hypokinesia, neck rigidity, and tremor), and (3) use
of amrcnolmergw medications to treat emergent EPS. In six adaitianal Elacebo -controlled clinical trials trials {3 in
acule mania and 3 in schizophrenia) using variable doses of SEROQUEL, there were no differences betwsen the
SEROQUEL and placebo treatment gmups in the Incidence of EPS, as assessed by Simpson- AnEus fotal scores,
spumanecus complaints of EPS and the use of concomitant anticholinergic medications to treat EPS. Vital Signs
ratory Studies: Vital Sign Changes: SEROQUEL is associated with orthostatic hypotension (see PRE-
CAUTIONS) Waight Baln:n schizophrenia trials the proportions of patients meetmf aweight gain criterion of 27%
of body weight were compared in a pool of four 3- o 6-week placebo-controlled clinica trials, revealing a statist-
cally significantly greater incidence of weight gain for SEROUEL (23%) compared to plaoebn {6%). In_mania
monotherapy trals the proportions of patients meeting the same weight gain criterion were 21% compared to 7%
for placebo and in mania adjurct lherap‘ trials the proportion of patients meeting the same weight criterion were
13% compared to 4% for placebo. Laboratory Changes: An assessment of the premarketing experience for
SERCQUEL suggested that t s associated with asymptomatic increases in SGPT and increases in both total cho-
lesterol and tn?lyceMes (see PRECAUTIONS}). An assessment of hematolog ER ﬂarameters in short-term, placeho-
controlled trials revealed no clinically <mP0mm differences between SEROQUEL and placabo. ECG Changes:
Between group comparisons for pooted placebo-controlled trials revealed no-statistically significant
SERQQUEL/placebo differences i the propartions of patients experiencing patentially important changes in EGG
parameters, including QT, QTc, and PR intervals, However, the proportions of rallents megting the criteria for tachy-
cardia were comCared in four 3- to 6-week placebo-controlled clinical trials for the treatment of schizophrenia

.

tevealing a 1% (4/399) incidence for SEROQUEL compared to 0.6% (1/156) incidence for placebo. n acute
(monothera g jpolar mania tials the pro p]mons of patients meeting the criteria for tachycardia was 0.5%
1/192) for SEROQUEL compared to 0% ()0/1 8) incidence for placebo. In acute bipolar mania (adjunct) trals the
proportions of patients meeting the same criteria was 0.6% (1/166) for SEROQUEL compared to 0% 80/171) -
ﬂence for placebo. SERODUEL use was asswated wﬂh 2 mean increase in heart rate, assessed by ECG, of 7 beats
i b laceho patients. . This shghttendencym tachy-
carma mgy he related m SEROQUEL's polennal Iur inducing orthostatic changes (see P! ECAUTIONSG Other
Adverse Evants 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 introduction to the ADVERSE REACTIONS
section reported by patients treated with SEROQUEL at multiple doses > 75 mg/day during any phase of a trial with-
inthe premarketing database of approximately 2200 patients treated for shizophrenia. All reported events are includ-
ed except those already listed in Table 1 or elsewhere in labefing, those events for which 2 drug cause was remote,
and those event terms which were so general as to be uninformative, Itis impartant fo emphasize that, aithough the
events reported occurred during treatment with SEROQUEL, they were not necessarily caused br it. Events are fur-
ther categorized by bady system and listed in order of decreasing frequency according to the following defintions:
frequent adverse events are those occurring in at least 1/100 patients (only those not alveady lsted in the tabutated
Testlts from placeba-controlted trials appear in this fisting); infrequent adverse events ars those occurring in 1/100
10 171000 patients; rare events are those occumng in fower than 11000 patients, Nervous System: Frequent: hyper-
tonia, dysarthria; infraquent:abnarmal dreams, dyskinesia, thinking abnormal, tardive dyskinesia, vertigo, involur-
tary movements, confusion, amnesia, psychosis, hallucinations, hyperkdnesia, libido increased, urinary refention,
incoordination, paranom Yeacton, abnormal gat, mroclonus delusions, manic reaction, apamyatax Ga, depersonal-
ization, stupor, bruxisn, catatonic reaction, hemiplegia; Rare: arhasla buccoglossal syndrcme choreeathe10515
delirium, emotional (ability, euphoria, liido decreased”, neuralgia, stutering, subdural hematoma. Body as 2
Whols: Frogmt iy Syndrome; Ifteguent:neck pain,pelvic pain”, Sucide atemat, Maaise, photosensitivty reac-
tion, chills, face edema, moniliasis; Rare: abdomen enlarged. Dlumm m: Frequent: anorexia; Infrequent:
increaseg salivation, increased appefite, gamma glutamy! transpeptidase increased, gingiviis, dysphagia, flatulence,
gastroenterits, gastritis, hemorrhoids, stomattis, thirst, taoth caries, fecal incontinence, gastroesophageal reflux,
gum hemorrhage, mouth uiceration, Tectal hemurmaue ton ue edema Rare: glossitis, hematsmesis, intestina!
obstruction, melena, pancreatits. Cardlovestulat : paipitation;, m:vaswna\am a
interval pmlongeu migraine, bradycardia, cerebral |schem|a 1rregu>ar pulse, T wave abnormality, bundle branch
black, cerebrovascular accident, deep thrombophiebitis, Twavel inversion; Aare: angina pectorts, atrial fibrillation,
AV block firs degree, congestive heart faure, ST elevated, thmmbophlebms T wave flattening, ST abnorma?ny,
increased QRS duration. Respiratory Symm Froquent: pharyngitis, rhinitis, cough increased, dspnaa
Infrequent: peumonia, epistaxis, asthma; Aare: hiccup, hyperventilation. Matabotic and Nutitione!
Frequent: peripheral edema; Infregu it loss, alkaling phesphatase increased, hyperlipemia, alcohol |moler-
ance, dehydration, hyperglycemia, creatinine increased, hypoglycemia; Rare: ulycosuna gout, hand edema,
typokalemia, water intoxication. Skin and Augondauu System: Frequant; sweating; Infrequent: pruriis, acne,
eczema, contact dermatitis, maculopapular rash, seborrhea, skin ulcer, Rars; exfoliative dermatitis, psoriasis, skin
discoloration, Uragenital Infroquant: nysmenurrhea vaginitis*, urinary incontinence, metrorrhagiz*,
impotence*, dysurta, vagina munlhasxs abrormal ejaculation”, cystfis, urinary frequency, amenarhea”, fomale
[actation*, feukorthea’, vagina! nemorrnage vulvovaginitis” orchits*; Rare; gynecomastia*, nocturia, polyuna
acute k\dney failure. Smlul Senses: Inlmuml conjunctivitis, abnorma vison, dry eyes, thitus, taste pewer
sion, blepharitis, eye pain; Rare: abrarmality of accommodation, deafness, glaucuma Musculogkelatal
nfraquent: pathological racture, myasthenia, witching, armralgla arthrts, leg cramps, bone pain. Hemic |nd
Lymphatlc Syslem: Fraguent: leukopenia; infraquent: leukocylosis, anemia, ecchymosis, eosinophili,
hypachromic anemiz; lymphadenopathy, cyanosis; Rare: hemolysis, thrombacytopenia. Endocrine System:
Infrequsni: hypothyrmdlsm diabetes melitus; A8re: hyperthyroidism. *adjusted for gender Post Marketing
Exparience: Adverse events reported since market fntroduction which were temparall related to SEROQLEL ther-
apy include: leukopenia/meutropenia. If a patient develops a fow white cell count consider discontinuation of thera-
y. Passible risk factors for leukapenia/neutropenia include pre-existing low white cell count and history of drug
induced leukopeniz/neutropenia. Other adverse events reported since market introduction, which were temporally
related to SEROQUEL therapy, but not necessarlly causally refated, include the following: amanulucytus«s anaphy-
laxis, hyponatremia, mahuumyolysls syndrome of inappropriate antidiuretic hormone secretion (SIADH), and
Steven Jonson syndrome (S.S)
DRUG ABUSE AND DEPENDENCE: Class: SEROQUEL Is not Physical
and Psychotogic dependence: SEROQUEL has not been systematically studied, in animls or humans, for its poten-
tia for atwse, tolerance oF physical dependence. While the clinica trials did not reveal any tendency for any drug-
seeking benavmr these abservations were not systematic and it s not noss»ble to predict on the basis of this limit-
ad experience ‘the extent to which & CNS-active drug wil be misused, diveried, and/or abused once marketed.
Consequently, patients should be evaluated camlu\lg for a history of druo abuse, and such patients should be
observed closely for signs of misuse or abuse of SEROQUEL, e.g.. development of tolerance, increases In dose,
drug-seeking behavior.
OVERDOSAGE: Human experlence: Experience with SEROQUEL (quetiapine fumarate) in acute overdosage
was limited in the clinical trial database (6 reports) with estimated doses ran?mq from 1200 mg to 9600 mg and
o fataities. In general, reported signs and symptoms were those resulting from an exaggeration of the drug's
known pharmacological effects, i.e., drowsiness and sedation, tachycardia and hypotension. One case, involving
an estimated overdose of 3800 my, was associated with hypokalemw and first degree heart block. In post-mar-
keting experience, there have been very rare reports of overdose of SEROQUEL alone resulting in death, corna or
QTc prolongation. Management of Overdosage: in case of acute overdosage, establish and maintain an airway
and ensure adsquate axygenation and ventilation, Gastric lavage (after intubation, if patient is unconscious) ang
administration of activated charcoal together with a laxative should be considered. The possibiity of obtunda-
tion, sefzure or dystonic reaction of the head and neck following averdose may create a risk of aspiration with
Induced emesis. garmuvascular monitoring shouid commence immediately and should include continuous elec-
trocardiographic monitoring to detect possible arrhythmias. If antiarrhythmic therapy is administered, disopyra-
mide, procainamige and quinidine carry a theoretical hazard of additive QT-prolonging effects when administéred
in patients with acute overdosage of SEROQUEL. Similarly itis reasonable to expect that the alpha-adrenergic-
biccking propertes of bretylium mlgm be additive to those of quetiapine, resufting in problematic hypotension.
There is no specfic antidote to SEROQUEL, Therefore appropriate supportive measures should be instituted. The
possibility of multiplg drug involvement should be considered. Hypotension and circulatory collapse should be
treated with appropriate measures such as intravenous fluids and/or szmpathomlmetlc agents (epinephvine and
dopamine should not be used, since beta stimalation may worsen hypotension in the setting of queﬂarme-
induced alpha blockade). In cases of severe exirapyramidal symptoms, anticholinergic medication should be
administered. Close medical supervision and monitoring should continue ntil the patient recovers.

SEROQUEL is a trademark of the AstraZeneca group of companiss.
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