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NEW ADULT INDICATION

HOME

Aim Higher With ADDERALL XR® —

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

The effectiveness of ADDERALL XR for long-term use has not been systematically evaluated in controlled trials. As with other
psychostimulants indicated for ADHD, there is a potential for exacerbating motor and phonic tics and Tourette’s syndrome.

A side effect seen with the amphetamine class is psychosis. Caution also should be exercised in patients with a history of
psychosis.

Abuse of amphetamines may lead to dependence. Misuse of amphetamines may cause sudden death and serious cardiovascular
adverse events. ADDERALL XR generally should not be used in children or adults with structural cardiac abnormalities.
ADDERALL XR is contraindicated in patients with symptomatic cardiovascular disease, moderate to severe hypertension,
hyperthyroidism and glaucoma, known hypersensitivity to this class of compounds, agitated states, history of drug abuse, or
current or recent use of MAO inhibitors. ADDERALL XR should be prescribed with close physician supervision.

Reference: |. Data on file, Shire US Inc., 2002.

www.ADDERALLXR.com
www.ADHDSupportCompany.com Please see brief summary of prescribing information on adjacent page.
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For Efficacy That Measures Up to Life’s Demands

* Once-daily dosing provides all-day symptom control'
* Mean ADHD-RS total scores for adults receiving

ADDERALL XR decreased by 41% ‘\
« ADDERALL XR is the only stimulant medication e S E DALLY XA
approved to treat adults with ADHD' /\L)l) ERALL XR @
 Clinical data in adults demonstrate that ADDERALL XR (Vx50 ot of & Spolo-Erily Amphelamine Produet
" | Dextroamphetamine Sulfate Dextroamphetamine Saccharate
1S gener‘a“)’ We” tolerated Amphetamine Aspartate Monohydrate  Amphetamine Sulfate

Reach new heights

Shire US Inc.

...your ADHD support company™ £h -
1-800-828-2088 ©2004 Shire US Inc., Newport, Kentucky 41071 September 2004 ~ AXJA354 I re
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Lopez FA, Chandler MC, Biederman J, et al. Long-term Adderall XR treatment improves quality of life in ADHD children.

BRIEF SUMMARY: Consult the full prescribing information for compiete product information.

ADDERALL XR® CAPSULES Clt 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 TQ THE POSSIBILITY OF SUBJECTS OBTAINING AMPHETAMINES FOR NON-THERAPEUTIC USE OR
DISTRIBUTION TQ QTHERS 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 i d for the of Attention Deficit Hyperactivity Disorder (ADHB).

The efficacy of ADDERALL XR® in the treatment of ADHD was established on the basis of two controlled trials in
chitdren 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-refease

Poster presented at: 156th Annual Meeting of the American Psychiatric Association; May 21, 2003; San Francisco, Calif.

reactions were assessed by collecting adverse events, results of physical examinations, vital signs, weights,
laboratary analyses, and ECGs.

Adverse events during exposure were obtained primarity by general inquiry and recorded by clinical investigators using
terminalogy of their own ch it is not possible to provide a meaningful estimate of the proportion
of individuals experiencing adverse events without first grouping similar tyq_es of events into a smaller number of
standardized event categories. In the tables and fistings that follow, COSTART terminalogy has been used to classify
reported adverse events.

The stated frequencies of adverse events represent the proportion of individuals who experienced, at least once, a
treatment-emergent adverse event of the type listed.

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

o ot b il

formulation of this substance.

CONTRAINDICATIONS

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

WARNINGS

Psychasis: Clinical experience suggests that, in psychetic patients, administration of
amphetamine may exacerbate symptoms of behavior disturbance and thought disorder.

AL

Sulfate D

‘ONE DoSE DAILY“
ERALL XR1(@E@

3 mg, 10 mg, 13 mg, 20 mg, 25 mg, 30 mg CAPSULES
(ered Salts of a Single-Entity Amphatamine Product)

Adverse event
Anorexia (loss of appetite}

2.9
Insomnia 15
Weight loss 12
Emotional tability 1.0
Depression 0.7

In one placebo-controlled 4-week study among adults with ADHD, patients who
discontinued treatment due to adverse events among ADDERALL XR®-treated patients
(N=191) were 3.1% (n=6) for nervousness mcludmg anxrety and irritability, 2.6%
(n=5) for insomnia, 1% (n=2) each for h notence; and,
0.5% {n=1) each for ALT increase, agitation, chest pain, cocalne craving, elevated

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

Sulfate

Aspartate M

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

blood pressure, and weight loss.

Y

with suppression of growth. Therefore, growth should be monitored during treatment,

and patients who are not growing or gaining weight as expected should have their treatment interrupted.
Sudden Death and Pre-existing Structural Cardiac Abnormalities: Sudden death has been reported in
association with amphetamine treatment at usual doses in children with structural cardiac abnormalities.
Adderall XR® generally should not be used in children or adults with structural cardiac abnormalities.
PRECAUTIONS

General: The least amount of amphetamine feasible should be prescribed or dispensed at one time in order to
minimize the possibility of overdosage.

Hypertenslon: Caution is to be exercised in prescribing amphetamines for patients with even mitd hypertension
{see CONTRAINDICATIONS). Blood pressure and puise should be monitored at appropriate intervals in patients
taking ADDERALL XR®, especially patients with hypertensian.

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

Adverse events occurring in a controlled trial: Adverse events reported in a 3-week
clinical trial of pediatric patients and a 4-week clinical trial in 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 usual medical practice where patient characteristics and other factors differ from those which prevailed
in the clinical trials. Simifarly, the cited frequencies cannot be compared with figures obtained from other clinical
investigations involving different tr uses, and i i s. The cited figures, however, do provide the
prescribing physician with some basis for estimating the relative contribution of drug and non-drug factors to the
adverse event incidence rate in the population studied.

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

Body System ADDERALL XR® (n=374)

Preferred Term Placebo (n=210)

ciinical evaluation for tics and Tourette’s syndrome in children and their families should precede use of
medications.
Information tor Patients: Amphetamines may impair the ability of the patient to engage in potentially hazardous activ-
ities such as operatlng machlnery or vehicles; the patient should therefore be cautioned accordingly.
Drug agents—C..a..- i idifying agents ( ine, reserpine, glutamic acid
HCI, ascorbic acid, etc.) jower absorption of amphetamines. Ur/nary acidifying agents—These agents (ammoni-
um chioride, sodium acid phosphate, etc.) increase the concentration of the ionized species of the amphetamine
molecule, thereby increasing urinary excretion. Both groups of agents lower bload levels and efficacy of amphet-
aminegs. Adrenergic blockers—Adrenergic blockers are inhibited by amphetamines. Alkalinizing agents—
Gastrointestinal alkalinizing agents (sodium bicarbonate, etc.) increase absorption of amphetamines. Go-adminis-
tration of ADDERALL XR® and gastrointestinal alkalinizing agents, such as antacids, should be avoided. Urinary
izing agents some thiazides) increase the concentration of the non-ionized species of the
g urinary . Both groups of agents increase blood levels and
therefore potentiate the actions of P , Tricyclioc—Ampl ines may enhance the
activity of tricyclic antidepressants or sy ic agents; d with d ine or protriptyline
and possibly other tricyclics cause striking and sustained Increases in the concentration of d-amphetamine in the

thereby

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

Abdominal Pain (stomachache)
Accidental Injury

Asthenia (fatigue)

Fever

[nfection

Viral Infection

Loss of Appetite
Diarrhea
Dyspepsia
Nausea

Vomiting
Dizziness
Emotional Liability
Insomnia
Nervousness

Digestive
System

Nervous System

brain; cardiovascular effects can be potentiated. MAO inhibitors—MAQI antidepressants, as well as a boli

of furazolrdone slow ism. This slowing pi i amphetamines, increasing their effect
on the release of ncrepmephnne and other monoamines from adrenergic nerve endings; this can cause headaches
and other signs of hypertensive cnsrs A variety of toxic neurological effects and malignant hyperpyrexia can
occur, sometimes with fatal results. Anti may the sedative effect of antihista-

Metaholic/Nutritional Weight Loss 4%

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

mines. Antihypertensives—h s may the h effects of antihypertensives. Body System Preferred Term ADDERALL XR®(n=191) Placebo (n=64)
Chiorpromazine—Chlorpt biocks and r D receptors, thus mhlbmng the cenrral - vy "
stimulant effects of amphetamines, and can be used to ‘treat amphetamine poisoning. Eth General ﬂz?de"'ﬁ 265(.} 153{;
ay delay of ide. Haloperido/—Haloperidol blocks dopamine acne - - &
receptors, thus inhibiting the central effects of ings. Lithium carbonate—The anorectic and Digestive System Loss of Appetite 33% 3%
y effects of may be inhibited by lithium carbonate. Meperidine—Amphetamines potenti- Diarrhea 351; g.,f"
ate the analgesic effect of meperidine. Methenamine therapy—Urinary excretion of amphetamines s increased, ngshggum % 39
and efficacy is reduced, by acidifying agents used in ine therapy. P r — a
enhance the effect of norepinephrine. ines may delay i absorpnon Nervous System Agitation 8% 5%
of phenobarbital; co- admrmstratlon af al may praduce a synergistic anticonvulsant action, Phenyto gnxrery %“ 5/“
may  dela absorption of phenytoin; co-administration of phenytoin may Méé‘,’}ﬁﬁ: 7% e
produce a synergistic antrconvulsant action. Propuxyphene—ln cases of propoxyphene overdosage phet:
mine GNS fatal Isions can occur. Verat pt inhibit |G System 6% 3%
the hypotensive effect 9f veratrum alkalords . i Weight Loss 1% 0%
Drug/Laboratory Test £an cause a sig in plasma corticosteroid Urinary Tract Infection 5% %

levels. This increase is greatest in the evemng Amphetamlnes may interfere with urinary steroid determinations.
M and | of Fentility: No evidence of carcinogenicity was found in studies
in which d,l-amphetamine (enamromer ratio of 1:1) was administered to mice and rats in the diet for 2 years at
doses of up to 30 mgrkg/day in male mice, 19 mg/kg/day in female mlce and 5 my/kg/day in male and female
rats. These doses are approximately 2.4, 1.5, and 0.8 times, resp the r hurnan
dose of 30 mg/day {child] on 2 mg/m? body surface area basis.
Ampbetamine, in the enantiomer ratio present in ADDERALL® (immediate-reiease)(d- to I- ratio of 3:1), was not
clastogenic in the mouse bone marrow micronucleus test /n vivo and was negative when tested in the £ coli
component of the Ames test in vitro. d,l-Amphetamine (1:1 enantiomer ratio) has been reported to produce a
pasitive response in the mouse bone marrow micronucleus test, an equivocal response in the Ames test, and
negative responses in the in vitro sister and hr aberration assays.
Amphetamine, in the enantiomer ratio present in ADDERALL® (immediate-release) (d- to |- ratio of 3:1), did not
adversely affect fertility or early embryonic development in the rat at doses of up to 20 mg/kg/day (approximately
5 times the maximum recommended human dose of 30 mg/day on a mg/m? body surface area basis).
Pregnancy: Pregnancy Category C. Amphetamine, in the enantiomer ratio present in ADDERALL® (d- to + rarro of
3:1), had no apparent effects on embryofetal morphological development or survival when orally admi

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

“included doses up to 60 mg,

The following adverse reactions have been associated with amphetamine use: Cardiovascular: Palpitations,
tachycardia, elevation of blood pressure, sudden death, myocardial infarction. There have been isolated reports of
cardiomyopathy assaciated with chronlc amphetamine use. Central Nervous System Psychotic episodes at recom-
mended doses, n. ia, euphoria, o , dysphoria, dep on,
tremor, headache, exacerbation of motor and phomc tics and Tourette s syndrome selzures stroke. Gastrointestinal:
Dryness of the mouth, unpleasant taste, diarrhea, disturbances. Anorexia and
weight loss may occur as undesirable effects. Allergrc Urticaria. Endocnne impotence, changes in libido.

DRUG ABUSE AND DEPENDENCE

ADDERALL XR® is a Schedule It controlled substance.

ines have been extensively abused. Tolerance, extreme psychological dependence, and severe social

pregnant rats and rabbits throughout the period of organogenesis at doses of up to 6 and 16 mg/kg/day,

drsablllty have occurred. There are reports of patients who have increased the dosage to many times that

respectively. These doses are approximately 1.5 and 8 times, respectively, the maximum wman
dose of 30 mg/day [child] on a mg/m2 body surface area basis. Fetal malformations and death have been

Jed. Abrupt cessation following profonged high dosage administration resulis in extreme fatigue and
mental depression; changes are also noted on the sleep EEG. Manifestations of chronic intoxication with

reported in mice following p: ation of d- doses of 50 mg/kg/day (appr

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 amphetamrne (d-or g}, a
doses similar to those used clinicaily, can result in long-term and b eponed
behavioral effects include learning and memory deficits, altered locomator acuvrty and changes in Sexual function.
There are no adequate and well-controlled studies in pregnant women. There has been one report of severe
congenital bony deformity, tracheo-esophageal fistula, and anal atresia (vater association) in a baby born to a
woman who took dextroamphetamine sulfate with lovastatin during the first trimester of pregnancy.
Amphetamines should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.
Nonteratogenic Effects: (nfants born to mothers dependent on amphetamines have an increased risk of

may include severe dermatoses, marked insomnia, irritability, hyperactivity, and personality
changes The most severe manifestation of chronic intoxication is psychosis, often clinically indistinguishable
from schizophrenia.

OVERDOSAGE

Individual patient response to amphetamines varies widely. Toxic symptoms may occur idiosyncratically at low
doses. Symptoms: Manifestations of acute overdosage wnh amphetamines include restlessness, tremor, hyper-
reflexia, rapid resp , confusion, I i panic states, hyperpyrexia and rhabdomyol-
ysis. Fatigue and depressron usually follow the central nervous system stimulation. Cardiovascular effects include
arrhythmias, hypertension or hypotension and circulatory collapse. Gastrointestinal symptoms include nausea,
vomiting, diarrhea, and abdominal cramps, Fatal poisoning is usually preceded by convulsions and coma.
Treatment: Consult with a Certified Poison Control Center for up to date guidance and advice. Management of acute

premature delivery and low birth weight. Also, these infants may experience symptoms of as
demonstrated by dysphoria, i g agitation, and ifi lassitude.

Usage in Nursing Mothers: Ampherammes 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 tor ADDERALL XR® included exposures in a total of 965 participants in
clinical trials (635 pediatric patients, 248 adult patients, 82 healthy adult subjects). Of these, 635 patients (ages
6 to 12) were evaluated in two controlled clinical studies, one open-tabel clinical study, and two single-dose clin-
ical pharmacology studies (N=40). Safety data on all patients are included in the discussion that foltows. Adverse

https://doi.org/10.1017/51092852900002182 Published online by Cambridge University Press

ir is largely sy ic and include$ gastric lavage, administration of activated charcoal,
administration of a cathartic and sedarlon Experignce with hemodialysis or peritoneal dialysis is inadequate to
permit recommendation in this regard. Acidification of the urine increases amphetamine excretion, but is beieved 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 ines 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 26° C (77° F)
Excursions permitted to 15-30° C (59-86° F) [see USP Controlied Room Temperature].
Manufactured for: Shire US Ine., 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. Copyright ©2004 Shire US Inc.
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The Anxiety Disorders
Association of America
announces its

2005 Awards Program
Call for Applications

Available online at www.adaa.org

CAREER DEVELOPMENT TRAVEL AWARD - $3,500

Deadline: Tuesday, November 30, 2004

JUNIOR FACULTY RESEARCH GRANT - $30,000

Deadline: Tuesday, December 9, 2004

TRAINEE TRAVEL AWARD - $1,500
Deadline: Monday, December 20, 2004

Fifteen awardees are selected to attend the ADAA's 25th Annual
Conference, March 17-20, 2005, in Seattle, Washington. To date,
the ADAA Awards Program has given more than 75 travel awards
and 15 research grants, totaling nearly $700,000.

For award descriptions, eligibility requirements, award criteria,

and applications, please visit the ADAA Web site at www.adaa.org.

For more information, contact the ADAA Awards program manager,
Jane Caroline Parham, at (P) 240-485-1016, (F) 240-485-1035, or email
at jparham@adaa.org.

About the ADAA

The ADAA is the only national, nonprofit partnership of researchers,

health care professionals, and individuals dedicated solely to the early
diagnosis, prevention, and treatment of anxiety disorders. It is the
Association’s goal to promote professional and public awareness and
understanding of anxiety disorders. It also seeks to increase the availability
of effective treatment, reduce the stigma surrounding anxiety disorders,
and stimulate research.
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BRIEF SUMMARY of PRESCRIBING {NFORMATION

INDICATIONS AND USAGE: Bipalar Mania: SEROQUEL is indicated for the short-term treatment of acute manic
episodes associated with bipolar | disorder, as either monotherapy or adjunct therapy to lithium or divalproex. The
efficacy of SEROQUEL in acute hipolar mania was established in two 3-week monotherapy friais and one 3-week
adjunct therapy tral of bipolar | patients iniialy hospitalized for up to 7 days for acute mnia. Effectiveness for
more than 3 weeks has not been systematically evaluated in clinical trials. Therefore, the physician wo elects to use
SEROQUEL for extended periods shauld periodically re-evaluate the long-term risks and benefts of the drug for
the individual patient. Sehizophrenia; SEROQUEL is indicated for the treatment of schizophrenia. The efficacy of
SEROQUEL in schizophrenia was established in short-term (6-week) controlled trials of schizophrenic inpatients.
The effectiveness of SEROQUEL in long-term use, that s, for more than & weeks, has not been systematically
evauated in controllec trials. Therefore, the physician who elects to use SEROQUEL for extended periods should
pericdically re-evaluate the fong-term usefulness of the drug for the individual patient.

CGONTRAINDICATIONS: SEROQUEL is contraindicated in individuals with a known hypersensitivity to this medica-
tion or any of its ingrediants.

WARNINGS: Neuroleptic Mali nam mdrome {NMS}: A potenfially atal symptom nomplexsometwrpes referred to
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in cardiac patients (see Orthostatic Hypotension). Information for Patmns Physicians are advised to discuss the
following issues with patients for whom they prescribe SEROQUEL. Orthostatic Hypotension: Patients should be
advised of the risk of orthostatic hypotension, especially during the 3-5 day period of nitial dose ftration, and also
at times of re-initiating treatment or increases in dose. Interference with Cognitive and Motor Performance: Since
somnolence was a commonly reported adverse event associated with SEROQUEL treatment, patients should be
advised of the risk of somnolence, especially during the 3-5 day period of initial dose titration. Patients should be
cautioned about performing any activity requiring mental alertness, such as operating a motar vehicle {including
automabiles) or operating hazardous machinery, until they are reasonably certain that SEROQUEL therapy does not
affect them adversely, Pregnancy: Patients should be advised to notify their physician if they become pregnant or
intend to become pregnant during therapy. Nursing: Patients should be advised not to breast feed if they are taking
SEROQUEL. Concomilant Medication: As with other medications, patients should be advised to noify their physi-
cians if they are taking, or plan to take, any prescription o over-the-counter drugs. Alcohol: Patients should be
advised to avold consuming alcoholic beverages while taking SEROQUEL. Heat Exposura and Dehydration: Patients
should be advised regarding appropriats care in avoiding overheating and deftydration. Lahoralary Tests: No spe-

as Neuroleptic Malignant S{ rome ({MS) has been reported in association with
dru s, including SEROQUEL. Rare cases of NMS have been reported with SEROQUEL. Clinical manifestations of

IMS are hyparpyrexia, muscle rigidity, aftered mental status, and evidence of autonemic instability (iregular pulse
nr blood pressLre, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated crea-

ting phosphokinase, myoglobinuria (rhabdomyalysis) and acute renl fallure. The diagnostic evaluation of patients

with this syndrome is complicated. In ariving at a diagnosis, tis important to exclude cases where the cinical pre-
sentation includes both serious medical liness (e.9., pneumonia, Systemic infection, etc.) and untreated or inade-
quately treated extrapyramidal signs and symptoms (EPS). Other important considerations in the differential dlag
nosis include central anticholingrgic toxiclty, heat stroke, drug fever and primary central nervaus system (CNS)
pathology. The management of NMS should include: 1) immediate discontinuation of antipsychotic drugs and other
drugs not essentil to concurrent therapy; 2}intensive symptomatic treatment and medical monitoring; and 3) treat-
ment of any concomitant serious medical problems for which specific treatments are available. There is no general
agreement about specific pharmacological treatment regimens for NMS. (f a patient requires antipsychotic drug
treatment after recovery from NMS, the potential reintroduction of drug therapy should be carefully considered. The
patient should be carefully monitared since recurrences of NMS have been reported. Tardive Dyskinesia: A syn-
drame of potentially irreversible, involuntary, dyskinetic movements may develop in patients treated with antipsy-
chtic drugs. Akhough the prevalence of the syndrome appears to be highest among the elderly, especially elderly
women, it s impossihle to Fely upon prevalence estimates to predict, at the inception of antipsychotic treatment,
which patients are likely to develop the syndrome. Whether antipsychotic drug products differ in their potential to
cause tardive dyskinesia is unknown. The risk of developing tardive dyskinesia and the ikelihood that it will become
irreversible are believed to increase as the duration of treatment and the total cumulative dose of antipsychotic drugs
administered to the patient increase. However, the syndrome can develop, alifiough much less commanly, after ref-
ativety brief treatment perfods at low doses. There is no known freatment for established cases of tardive dyskinesia,
although the syndrome may remit, partially or completely, if antipsychotic treatment is withdrawn. Antipsychotic
freatment, tself, however, may suppress {or partially suppress) the signs and symptoms of the syndrome and there-
by may possibly mask the underlyin% process. The effect that symgtumalic suppression has upon the long-term
course of the syndrome is unknown. Given thess considerations, SEROQUEL should be prescribed in a manner that
is mast kel to minimize the occurrence of tardive dysiinesia. Chronic antipsychotic treatment should gengrally be
reserved for patients who appear to suffer f hronic iiness that (1) is known to respond to antipsychotic drugs,
and {2) for whom alternative, equally effective, but potentially less harmful treatments are not available or appropri-
ate. In patients who do require chronic treatment, the smallest dose and the shortest duration of treatment produc
0‘? asastactory lnica response shoukd b Sought.The need fo continued treatment shaulg be reassessed peri

caly.  signs and symptoms of tardive dyskinesia appear in a patient on SEROQUEL, drug discontinuation shouid
be considered. However, some patients may require treatment with SEROQUEL despite the presence of the syn-
rome, yparglytamla and Diabetes Mellius: Hyperglycemia, in some cases extreme and associated with ketoac-
dosis or hyperosmalar coma ar death, has been reported in patients treated with atypical antipsychotics, including
SEROQUEL. Assessment of the relationship betwsen atypical antipsychotic use and glucose abnormalities is com-
plicated by the possibity of an increased background risk of diabetes mellitus in patients with schizophrenia and
the increasing incidence of diabetes mellitus in the general population. Given these confounders, the relationship
between atypical antipsychotic use and hyperglycemia-related adverse events is not completely understood.
However, epidemiological studies suggest an increased risk of treatment-emergent hyperglycemia-related adverse
events in patients treated with the alyrlcal antipsychatics. Precise risk estimates for hyperglycemia-related adverse
events in patients treated with atypical antipsychotics are not avallable. Patients with an established diagnosis of dia-
betes melitus who are started on atypical antipsychotics should be monitored regularly for worsening of glucose
control. Patients with risk factors for diabetes mellitus (eg, obesity, family history of diabetes) who are starting treat-
ment with atypical antipsychotics should undergo fasting biood glucase testing at the beginning of treatment and
ﬁ;:mcahy uring treatment. Any patient treated with atypical antipsychatics should be manitored for symptoms of

erglycermia including polydipsia, polyuria, polyphagia, and weakness. Patients who develop symptoms of hyper-

amia during treatment with atypical anfipsychotics shouid undergo fasting blood glucose testing. In some cases,

gypsfulycemm s resoived when the atypical antipsychotic was discontinued; however, some patients required
continuation of anti-diabetic treatment despite discontinuation of the suspect drug

PRECAUTIONS: General. Orthostalic Hypotension: SEROQUEL may inducs orthostatic hypotension associated
with dizziness, tachycardia and, in some patients, syncope, especially during the inital dose-titration period, prob-
ably reﬂectmsa its - adrenerom antagonist properties. § ncope was reported in 1% 823/2567) of the patients
treated with SEROQUEL, compared with 0% {0/607) on pacebo and about 0.4% (2/527) on active control drugs.
SEROQUEL should be used with particular catmon in patients with known cardiovascular disease (history of
myocardial infarction or ischemic heart disease, heart failure of conduction abnormalities), cerebrovascular disease
or conditions which would predispose patients to hypotension (dehydration, hypovolemia and treatment with anti-
rtensive medications). The risk of orthostatic hypotension and syncape may be minimized by limiting the ini-
Hial dose to 25 mg bid. f ypotension occurs during titration to the targe dose, a retur to the previous dose in the
titration scheduls is appropriate. Cataracts: The development of cataracis was abiserved in association with qus-
Illplnl treatment in ehronic dag studles (see Animal Toxicology in Prescribing Information). Lens changes have
baen observed in EIHOMI turing Jong-term SEROQUEL treatment, but a causal relationship to SEROQUEL
86 has not baen established. Nevertheless, the possibillty of |onticular changes cannot be excluded at this
time. Therslore, examination of ihe fens by methods adequate o detecl cataract formation, such as slit lamp
axam or ofher lurmprlaull sonsitivs mathods, Is recommended at Inltiation of treatment or shortly thereafter,
and af 6 month intrvals during chronlc treatment, Seizures: During clinical trials, seizures occurred in 0.6%
(18/2792) of patients treated with SEROQUEL compared to 0.2% (1/507J on placebo and 0.7% (4/527) on active
control drugs. As with other antipsychatics SEROQUEL shoulg be used cautiously in patients with a history of
seizures or with conditions that Ememiaw lower the sefzure threshold, e.g., Alzheimer's dementia. Conditions that
lower the seizure threshold may be more prevalent i a population of 65 years or older. Hypothyroidism: Clinical tr-
als with SEROQUEL demonstrated a dose-related decraas in total and free thyroxine (T4) of approximately 20% at
the higher end of the therapgutic dose range and was maximal in the first two to four weeks of treatment and main-
taned without adagtanon ar pragression during mare chranic therapy. Generally, hes changes were of ao clincal
significance and TSH was unchanged in most patients, and levels of TBG were unchanged. In nearly al cases, ces-
sation of SERDQUEL treatment was associated with & reversal of the effects on total and free T4, irrespective of the
duration of treatment. About 0.4% gmm) of SEROQUEL patients did experience TSH increases in monathera-
py studles. Six of the patients with TSH increases needed replacament thyraid treatment. In the mania adjunct stud-
ies, where SEROQUEL was added to lithium or divalproate, 12% (24/196) of SEROQUEL treated patients compared
t07% (15/203) of placebo treated patients had elevated TSH levels, Of the SEROQUEL treated patients with elevat-
od TSH levels, 3 had simuttanegus low free T4 levels. Cholesterol and Triglyceride Elevations: In schizophrena tri-
ais, SEROQUELtreated patients had increases from basefing in cholesterol and triglyceride of 11% and 17%,
respectively, compared to slight decreases for placebo patients, These changes were only weakh( related to the
increases in weight observed in SEROQUEL-treated patients. Hypaprolactinemla: Afthough an elevation of pro-
factin fevels was not demonstrated in clinical trials with SEROQUEL, increased prolactin evels were observed in rat
studies with this compound, and were assoclated with an increase in mammary gland neoplasia In rats {see
Carcinogenesis), Tissue cuture experiments indicata that approximately one-third of human breast cancers are pro-
lactin dependent in vitro, & factor of potential importance if the prescription of these drugs is contemplated in a
patient with previously detected breast cancer. Athough disturbances such as galactorhea, amenorrhea, gyneco-
mastia, and impotence have been reported with prolactin-elevating compounds, the linical significance of elevated
serum prolactin levels s unknown for most patients. Neither clinica studies nor epidemiclogic studies conducted
fo date have shown an association hetween chronic administration of this class of drugs and tumorigenesis in
humans; the available evidence is considered too limited to be conclusive at this time. Transaminase Elgvations:
gmptomahc transient and reversible elevations in Serum transaminases (primarily ALT) have been reported. In
sl uo?hrema trials, the propartions of patients with transaminase elevations of > 3 times the upper fimits of the
normal reference range in a paol of 3- to 6-week placebo-controlled trials were approximately 6% for SERCQUEL
compared to 1% for placebo, In acute bipolar mania trizls, the proportians of patients with transaminase elevations
of >3 times the upper limits of the normal reference range in a poot of 3- o 12-week placebo-controlled trizls were
approximately 1% for both SEROQUEL and placebo. These hepatic enzyme elevations usually occurred within the
first 3 weeks of drug treatment and promptly returned to pre-study levels with ongoing treatment with SERCQUEL.
Potentiai for Cagnilive and Motor Impairment: Somnalenice was a commonly reported adverse event raported in
patients treated with SEROQUEL especially during the 3-5 day periad of initial dose-ttration. In schizophrena trals,
somnolence was reported in 18% of patients on SEROQUEL compared to 11% of placebo patients. In acLte bipo-
lar mania trials using SEROQUEL as monatherapy, somnolence was reported in 16% o patients on SEROQUEL
compared to 4% of placebo patients. In acute bipolar mania trials using SEROQUEL as adjunct therapy, somnolence
was reported in 34% of patients on SEROQUEL compared o 9% of placebo patients. Since SEROQUEL has the
potential to impair judgment, thinking, or mator skills, patients should be cautioned about performing activities
requiring mental alertness, such as operating a motor vehicle (incuding automobiles) or operating hazardous
machinery unti they are reasonably certain that SEROQUEL therapy does not affect them adversely. Priagism: One
case of priapism ina gatlem recaiving SEROQUEL has been reported prior to market intreduction. While a causal
relationship to use of SEROQUEL has not been established, other drugs with alpha-adrenergic blocking effects have
‘been reported to induce priapism, and it s possible that SEROUEL may share this capacity. Severe priaism may
tequire surgical intervention. Body Temperature Reguiation; Although not reported with SEROQUEL, disruption
of the body's ability to reduce core body temperature has been attributed to antipsychotic agents. Appropriate
care is advised when prescribing SEROQUEL for patients who will be experiencing conditions which may con-
fribute to an elevation in core body temperature, e.g., exercising sirenuously, exposure to extreme heat, receiv-
ing concomitant medication with anticholinergic activity, or being subject to dehydration. Dysphagia: Esophageal
dysmotifty and aspiration have been associated with antipsychatic drug use. Aspiration prieumonia is a comman
cause of morbidity and mortality in elderly patients, in particular those with advanced Alzheimer's dementia.
SEROQEL and other antipsychotic drugs should be bsed cautiously in patients at risk for aspiration pneumonia,
Sulcide: The passibifity of 2 suicide attempt is inherent in bipolar disorder and schizaphrenia: clese supervision of
igh risk patients should accompany drug therapy. Prescriptions for SEROQUEL should be written for the smallest
quantity of tablets consistent with good patient mamgemem in order to reduce the risk of overdase. Use in Patients
with Concomitant lliness: Clinical experience with SEROQUEL in patients with certain concomitant systemic ill
‘nesses is limited. SEROGUEL has not been evaluated or used to any appreciahle extent in patients with a recent his-
tory of myocardial infarction or unstable heart disease. Patients with these diagnoses were excluded from premar-
keting clinical studies. Because of the risk of orthostafic hypotension with SEROQUEL, caution should be observed

y tests are recommended. Drug Interactions: The risks of using SEROQUEL in combination with other
drugs have ot been extensively evaluated in Systematic studies. Given the primary CNS etfects of SEROQUEL, cau-
tion Should be used when it is taken in combination with other centrally acting drugs. SEROQUEL potemiamd the
cognitive and motor effects of alcoho! in a clinical trial in Subjects with selected psychotic disorders, and aicoholic
beverages shoutd be avoided while taking SEROQUEL. Because of its potential for inducing hypotension, SERQQUEL
may enhance the effects of certain antihypertensive agents. SEROQUEL may antagonize the effects of levedopa and
dopamine agonists. The Effect of Other Drugs on Quetiapine: Phenytoin: Coadministration of quetiapine 5250 mg
fic) and phenytoin (100 my tid) increased the mean oral clearance of quetiapine by 5-fold. Increased doses of
SEROQUEL may be required to maintain control of symptoms of schizophrenia in patients receiving quetiapine and
phenytoin, or other hepatic enzyme inducers (., barbiturates, rifampin, Caution
should be taken if phenytoin is withdrawn and replaced with a non-inducer (2.g., valproate). Divalproex:
Coadminisraton of quetiaping ({50 mg bid) and divalproex (500 mg bid) increased thé mean maximu plasma
concentration of quetiapine at steady state by 17% without affecting the extent of absorption or mean oral clearance.
Thioridazine: Thioridazine (200 mg bid) increased the oral clearance of quetiapne (300 mg bid) by 65%.
Cimetidine: Administration of multiple daily doses of cimetiding (400 mg tid for 4 days) resulted in 2 20% decrease
in the mean oral clearance of quetiapine {150 mg tid). Dosage adjustment for quetiapine is not required when it is
given with cimetidine. P450 3A Inhibitors: Coadministration of ketoconazole (200 mg once daily for 4 days), a potent
inhibitor of cytochrome P450 34, reduced oral clearance of quetiaping bg 84%, resulting in a 335% increase in max-
imum plasma concentration of quehapme Caulmn is incicated when SEROCUEL is administered with ketosonazole
and other inhibitors of cytochrome P450 3A (e.g., itraconazole, Huconazole, and erythromycin). Fluoxetine,
Imipramine, Haloperidot, and Risperidone: Coadministration of uoxetine (50 mg once daily); imipramine (75 mg
bid), haloperide! (7.5 mg bid), or risperidone (3 mg bid) with quetiaping (300 mg big) did not atter the steady-state
pharmacokinetics of quetiapine. Effect of Quetiapine on Other Drugs: Lorazepam: The mean oral clearance of
lorazepan (2 m, single dose) was reduced by 20% in the presence of quetiapine administered as 250 mg fid dos-
ing. Divalproex; The mean maximum concentration and extent of ahsorption of total and free valproic acid at steady
state were decreased by 10 to 12% when divalproex (500 mg bid) was administered with quetiapine (150 mg bid).
The mean oral clearance of totaf valpraic acid {administered as divalproex 500 m bid) was increased by 11% in the
presence of quetiapine (150 mg bid). The changes were not significant. Lithium: Concomitant administration of que-
tlapme (250 mg tid) with thium had no effect on any of the steady-state pharmacokinetic parameters of ithium

Antipyrine: Administration of multiple daily doses up to 750 mg/day (on a tid schedule) of queizpine to subjects
with selected psychotic disorders had no clinically relevant effect on the clearance of antipyrine or urinary recovery
of antipyrine metabelites. These results indicate that quetiapine does not significantly induce hepatic enzymes
responsitle for cytochirome P450 mediated metzbalism of antipyrine. Carcinogenesis, Mutagenesis, Impaiment
of Fertlity: Carcinogenesis: Carcinogenicity 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 mo/kg and to rats by gavage at doses of 25, 75,
and 250 morkg for two years. These doses are euuwalent t00.1,05,15, and 45 times the maximum human dose
800 mgfday) on a mg/m? basis (mice) or 0.3, 0.9, and 30 fimes the madmum human dose o1 2 mgymé basis
{rats), There were statistically significant 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 on 2 mg/m? basis and in male rats at a dose of 250
mgrkg or 3.0 times the maximum human dose on a mg/m? basis. Mammary gland adenocarcinomas were statisti-
cally significantly increased in female rats af all doses tested (25, 75, and 250 my/kg or 0.3, 0.9, and 3.0 times the
maximum recommended huran dose on a mg/m? bass). Thyroid follular oel adenomas may have resulted from
chronic stimulation of the thyraid gland by thyroid stimulating hormene (TSH) resuiting from enfianced metabolism
and clearance of thyroxine by rodent iver, Changes in TSH, thyroxine, and thyroxine clearance consistent with this
mechanism were oserved in subchronic toxicity studies in rat and mouse and in a 1-year toxicity study in rat; now-
ever, the results of these studies were not defintive, The relevance of the increases in thyroid follicular cell adenc-
mas to human risk, through whatever mechanism, is unknown. Antipsychotic drugs have been shown to chronically
elevate prolactin levels in rodents. Serum measurements in 2 1+ -yr toxicity study showed that quetiapine increased
median serum prolactin fevels a maximum of 32- and 13-fold in male and female rats, respectively. (ncreases in
mammary neoplasms have been found 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
gland tumors in rats to human risk is unknown (see Hyperprolactinemia in PRECAUTIONS, General). Mutapenesis:
The mutagenic potential of quetiapine was tested in six if vitro bacterial gene mutation assays and in an in vitro
mammalian gene mutation assay in Chinese Hamster Ovary cells. However, suffciently high concentrations of que-
fiapine may ot have been used for all tester strains. Quetiapine id produce a reproducible increase in mutations in
one Salmonela typhimurium ester strain in the presence of metabolic activation. No evidence of clastogenic poten-
tial was obtained in an in vitro chromosomal aberration assay in cuftured human lymphocytes or in the in vivo
micronuclgus assay in rats, Impairment of Fertility: Quetiapine decreased mating and fertiity in male Sprague-
Davley rats at oral doses of 50 and 150 kg or 0.6 and 1.8 times the maximum human dose on a mg/m? basis.
Drug-refated effects included increases in Interval to mate and in the number of matings required for Successful
impregnation. These effects continued to be observed at 150 meg/kg even after a two-week period without treatment.
The no-gffect dose for impaired mating and fertilty in male rats was 25 mg/kg, or 0.3 times the maximum human
dose on @ mg/m? basis. Quetiaping adversely affected mating and fertilty in female Sprague-Dawley rats at an oral
dose of 50 mg/kg, or 0.6 times the maximum humar dose on a mg/m2 basts. Drug-related effects included decreas-
es 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 mg/kg, or 0.1 and 0.6 times the maximum human dose on a
mg/m? basis. The no-effect dose in female rats was 1 mgrko, or 0.01 times the maximum human dose on a my/m?
basis. Pregnancy: Pregnancy Category C: The teratogenic potential of quetiapine was studied in Wistar rats and
Dutch Betted rabbits dosed during the period of organogenesis. No evidence of a teratogenic effect was detected in
Tats at doses of 25 to 200 mgvkg or 0.3 to 2.4 times the maximum human dose on a mg/m? basis or in rabbits at
25to 100 mg/kg or 0.6 to 2.4 times the maximum human dose on a mg/m? basis. There was, however, evidence of
embryorfetal toxicity. Delays in skeletal ossification were detected in rat fetuses at doses of 50 and 200
(0.6 and 2.4 times the maximum human dose on a mg/m? basis) and in rabbits at 50 and 100 mg/kg (1.2 and 2.4
fimes the maximum fuman dese on a mg/m2 basis). Fetal body weight was reduced in rat fetuses at 200 my/kg
and rabhit fetuses at 100 mgrkg (2.4 times the maximum human dose on a mg/m? basis for both species). There
was an increased incidence of a minor soft tissue anomaly (carpalftarsal flexure) in rabbit fetuses at a dose
of 100 moAkg (24 times the maximum human dosg on a mg/m? bass). Evidence of maternal toiciy (2., decreases
in body weight gain and/or death) was observed 2t the high dose in the rat study and at alt doses in the rabbit study.
Ina peri/postnatal reproductive study in rats, no drug-related effects were observed at doses of 1, 10, and 20 mgrkg
or .01, 0.2, and 0.24 times the maximum human dose on a mg/m basls. However, in a prefiminary per/postna-
tal study, there were increases in fetal and pup death, and decreases in mean litter weigm at 150 mg/kg, or 3.0 times
the maximum human dese on a mg/m? basis. There are no adequate and well-controlied studies in pregnant women
and quetiaping shouid be used during pregniancy only if the potential benefit justies the potentil risk to the fetus.
Labor and Delivery. The efiect of SEROQUEL on labor and defivery in humans is unknown, Nurslng Mothers:
SEROQUEL was excreted in milk of treated animals during lactation. 1t is not known if SEROQUEL is excreted in
human milk. It is recommended that women receiving SEROQUEL shiould not breast feed. Pediatric Use: The safe-
ty and effectiveness of SEROQUEL in pediatric Eaﬂems have not been established. Garfatrie Use: Of the approxi-
mately 3400 patients in clinical studies with SERGQUEL, 7% (2 én 32) were 65 years of age or over. In general, there
was no indication of any different tolerability of SEROQUEL in eeldev\y compared to younger adults. Nevertheless,
the presence of factors that might decrease pharmacokinetic clearance, increase the pharmacodynamic response to
SEROQUEL, or cause poorer tolerance or orthostasis, should lead to consideration of a lower starting dose, slower
fitration, and careful monitoring during the initial dosing period in the elderly. The mean plasma clearance of
SEROQUEL was reduced by 30% to 50% n elderly patients when compared to younger patients.

ADVERSE REACTIONS: The information below is derived from a clinical trial database for SEROQLEL consisting of
over 3000 patients. This database includes 405 patients exposed to SERCOUEL for the treatment of acute bipolar
mania 1mono|hera %and adjunct therapy) and approximately 2600 patients and/or normal Subjects expesed to 1 or
mare doses of SEROGUEL for the treatment of Schizophrenia. Cf these approximately 3000 subjects, approximate-

Iy 2700 (2300 in schizophrenia and 405 in acute bipolar mania) were patients who participated in multiple dose
effectiveness trials, and their experienca corresponded to approximately 314.3 patient-years. The conditions and
duration of treatment with SEROQUEL varied greatly and included (in overlapping categories) open-label and dou-
big-blind phases of studies, inpatients and outpatients, fixed-dose and dose-titration Studies, and short-term or
fanger-erm exposure. Adverse reactions were assessed by collecting adversa events, results of physical examina-
tions, vital signs, weights, laboratory analyses, ECGs, and results of ophthalologic examinations. Adverse events
during expasure were obtained by general inguiry and recorded by clinical investigators using terminology of their
own choasing. Consequently, it is not possible to provide a meaningful estimate of the proportion of individuals
experiencing adverse events without first grouping similar types of events into a smaller number of standardized
event categories. [ the tables and tabulations that follow, standard COSTART terminology has been used to classi-
fy reported adverse events. The stated frequencies of adverse events represent the proportion of individuals who
experienced, at least once, a treatment-emergent adverse event of the typ listed. An event was considered treat-

ment emergent if it occurted fo the first time or worsened whis recelving therapy following baseline evaluation.

Adverse Findings Obssrved in Short-Tarm, Controllad Trials: Adverse Events Assoclated with Discontinuation of
Treatment in Short-Term, Placeho- Contolled Trials: Acule Bipolar Mania: Overal, dlscormnuamns due to
adverse events were 5.7 % for SEROQUEL vs. 5.1% for placebo in monotherapy and 3.6% for SEROQUEL vs. 5.9%
for placebo in adjunct therapy. Schizophrenia: Overall, there was lttie ditference in the incidence of discontinuation
due to adverse events (4% for SEROQUEL vs. 3% for placebo) in a pool of controlled trials. However, discontinua-

ions due to somnolence and hypotension were considered to be drug related (see PRECAUTIONS): Somnolence
0.8% vs 0% for placebo and Hypotension 0.4% vs 0% for placebo. Adverse Events Ucmmn}g at an Incidenca of
1% or More Among SEROQUEL Treated Patients in Shart-Term, Placsho-Controlled Trials: The prescriber should
he aware that the figures in the tables and tabulations cannot be used to predict the incidence of side effects in the
course of usual medical practice where patient characteristics and umer fmurs difer from those that prealed in
the clinical tials. Similarly, the cited frequencies cannat b from other cli

tigations involving different treatments, uses, and |nvesl|gamrs The cned figures, however, do provide the pre-

seribing physician with some basis for estimating the relative contribution of drug and nondrug factors to the side
effect incidence in the population studied. The following treatment-emergent adverse experiences occurred during
acute therapy of schizaphrenia (up to 6 wesks) and bipolar mania (up to 12 wesks) in 1% or more of patients treat-

ed with SEROQUEL (doses ranging from 75 to 800 meyday) where the incidence in patients treated with SEROQUEL
was greater than the incidence in piacebo-treated patients. Treatment-Emergent Adverse Experience Incidence in
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3- to 12-Week Placebo-Controlled Clinical Trials' for the Treatment of Schizophrenia and Acute Bipolar Mania
%mnnotherapyg: Body as a Whole: Headache, Pain, Asthenia, Abdominal Pain, Back Pain, Fever, Cardiovascular:
achycardia, Postural Hypotension; Digestive: Dry Mouth, Constipation, Vormtin% Dysy egsia, Gastroenterts,
Gamma Glutamyl, Transpeptidase Increased; Metabollc and Nulritional: Weight Gain, SGPT Increased, SGOT
Increased; Nervous: Agitation, Somnolence, Dizziness, Anxiety; Rnplmog: Pharyngtis, Rhinitis; Skin and
Appendages: Rah; Special Senses: Ambiyopia ! Events for which the SEROQUEL incidence was equal to or less
than placebo are not listed in the table, but included the following: accidental injury, akathisia, chest pain, cough
increased, depression, diarthea, extrapyramidal syndrome, hostiity, hypertension, hypertonia, hypotension,
increased appette, infection, insomnia, lsukopenia, malaise, nausea, nervousness, paresthesia, peripheral edema,
sweating, tremor, and weight loss. In these studies, the most commenly observed adverse events associated with
the use of SEROQUEL (incidence of 5% or greater) and chserved at a rate on SEROQUEL at least twice that of
placebo were semnalence {18%), dizziness {11%), dry mouth (9%}, constipation (8%}, SGPT increased {5%),
weight gain (5%), and dyspepsia (5%). The following treatment-emergent agverse e)g)enences occurred during
therapy (up to 3-weeks) of acute mania in 5% or mare of patients treated with SERGQUEL (doses ranging from
100 to 800 mg/day) used as adjunct therapy to fthium and divalproex whre the incidence in patients treated with
SEROQUEL was greater tfian the incidence in placebo-treated patients. Treatment-Emergent Adverse Experisnce
Incidence in 3-Week Placebo-Cantrofled Clinical Triafs! for the Treatment of Acute Bipolar Mania (Adjunct Therapy):
25 2 Whole: Headache, Asthenia, Abdominal Pain, Back Pin; Cardlovascular: Postural Hypotension;
Digestive: Dry Mouth, Constipation; Metabolic and Nulritional: Wergm Gain; Nervous: Somnolence, Dizziness,
Tremor, Agitation; Respiratory: Pharyngitis, ! Events for which the SEROQUEL incidence was equal to or less than
placebo are not listed in the table, but included the following: akathisia, diarrhea, insomnia, and nausea. In these
studies, the most commenly ohserved adverse events associted with the use of SEROOUEL (incidence of §% or
greater) and observed at a rate on SEROQUEL at least twice that of placebo were somnolence (34%), dry mouth
(19%), asthenia ga%k constipation (10%), abdominal pain (7%), postural hypotension (7%), pharyngitis {6%).
and weight gain (6%). Explorations for interactions on the basis of gender, age and race did not reveal any clinically
meaningful differences in the adverse event occurrence on the basis of these demographic factors. Dose
Dependsncy of Adverse Evenis In Short-Term, Placebo-Conirolled Trials: Dose-ralated Adverse Evenis:
Spontaneously eficited adverse event data from a studyof schizophrenia comparm? five fixed doses of SEROQUEL
(75 mg, 150 mg, 300 mg, 600 mg, and 750 my/day {to placebo were explored for dose-relatedness of adverse
events. Logistic regression analyses revealedaposmve tosg response (p<(.05) for the following adverse events:
dyspepsia, abdominal pain, and weight gain. Extrapyramidal Symploms: Data from one 6-week clinical trial of schiz-
ophrenia comparing five fixed doses of SEROGUEL 475 150, 300, 600, 750 mu/dag’prov\ded evidence for the lack
of treatment-emergent extrapyramidal symptoms E PS) and dose-relatedness for EPS associated with SEROGUEL
treatment. Three methods were used to measure EPS: UJ Simpson-Angus total score (mean change from base-
line) which evaluates parkinsonism and akathisia, (2) incidence of spontaneous complaints of EPS {akathisia, aki-
ngsia, cogwheel rigicity, extrapyramidal syndrome, rgpennnla hYuokmesm neck rigidity, and tremor), and (3) use
of anticholinerglc medications to treat emergent EPS. In six addltional E\aceho -controlled clinical trials trials (3 in
acute mania and 3 in schizophrenia) using variable doses of SEROQUEL, there were no differences between the
SEROQUEL and placebo treatment groups in the incidence of EPS, as assessed by Simpson- Angus fotal scores,
spontaneous complaints of EPS and the use of concomitant anticholinergic medications ro treat EPS. Vital Signs
and Lahoratory Studies: Vitaf Sign Changes: SEROQUEL is associated with arthostatic hypotension (see PRE-
CAUTIONS). Waight Gain: In schizophrenia frials the proportions of Eatiems meetm? aweight gain criterion of 7%
of body weight were compared in a pool of four 8- to 6-week placebo-controlled clinical tials, revealing a statisti-
cally significantly greater incidence of weight gain for SEROQUEL (23%) compared to placebo (6%). in mania
monotherapy trials the propertions of patients meeting the same weight gain criterion were 21% compared to 7%
for piacebo and in mania adjunct therapy triais 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
SEROQUEL suggested that it is associated with asymptomatic increases in SGPT and increases in bath total cho-
lesterol and triglycerides (see PRECAUTIONS). An assessment of hematological parameters i short-term, placebo-
controlled trials revealed no clinically important differences between SEROQUEL and placebo. ECG Changes:
Between group comparisons for pooled placebo-controlled trials revealed no statistically significant
SEROQUEL/placebo differences In the praportions of patients experiencing potentially important changes in EGG
parameters, including QT, QTc, and PR intervas. However, the proportions of patients meeting the critgria for tachy-
cardia were compared in four 3- to 6-week placebo-controlled clinical trials for the treatment of schizophrenia
revealing a 1% gt/ass) incidence for SEROOUEL compared to 0.6% (1/136) incidence for placebo. In acute
(monothera| %} ipolar mania trials the proportions of patients megting the orteria for tachycardia was 0.6%
1/192) for SEROQUEL compared to 0% (0/178) incidence for placebo. n acute bipolar mania {adjunct) trais the
proportions of patients meeting the same critaria was 0.6% (1/166) for SEROQUEL compared to 0% étl/m) inci+
dence for placebo. SEROQUEL use was associated with a mean increase in heart rate, assessed by ECG, of 7 beats
per minute compared to a mean increase of 1 beat per minute amunuhplacebu patients. This shgm rendemﬁ totachy-
cardia may be related to SEROQUELS potential for inducing orthostatic changes (ses PRECAUTIONS). Diher
Adverse Events Observed During the Pre-Marketing Evaluation ol SEROQUEL: Following is a list ut COSTART
terms that reflect treatment-mergent 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-
in the premarketing database of approximately 2200 patients treated for shizophrenia. Al ceported events are includ-
ed except those already listed in Table 1 or elsewhere in labeling, those svents for which a drug cause was remote,
and those event terms which were o general as fo be uninformative. Itis important to emphasize that, afthough the
events reported occurred during treatment with SEROQUEL, they were not necessarily caused b* it. Evants are fur-
ther categorized by body System and listed in order of decreasing frequency according to the following definitions:
frequent adverse events are those occurring in at least 1/100 patients {oniy thse nt aiready listed in the tabulated
restlts from placebe-controlied trials appear in this listing); infraguent adverse events are those occurring in 17100
10 1/1000 patients; rare events are those occurning in fewer than 1/1000 patients. Nervous System; Frequant: hyper-
tonia, dysarthrie; infraquent: abnarmal dreams, dyskinesia, thinking sbnormal,tardive dyskinesia, verigo, involun-
{ary movements, confusion, amnesia,psychosis, halucinatons, hyperkinesia, lbido ncreased’, unnarg retention,
incoordination, garanord reaction, abnormal gait, m?«on\onus delusions, manic eaction pathy, ataxia, depersonal-
Ization, stupor, bruxism, catatonic reaction, hemiplegia; Rare: a‘)nassa buccoglossal syndrome choreoathetosis,
delirtum, emotional lability, euphoria, Yibido decreased, newraigia, stuttering, subdural hematoma. Body as a
Whole: lemt lu syndrome; Infreguent: neck pain, ‘)e\vic pain", Suicide attempt, malaiss, photosensitivity reac-
fion, chils, face edema, moniliasis; Rare: abdomen snlarged. Dlgestive Systam: Fraquent: anorexia; infraquent:
increased salivation, increased appetite, gamma glutamyl transpeptidase increased, gingivitis, dysphagia, flatulence,
gastroenteritis, gastritis, hemorrhioids, stomatitis, thirst, tooth caries, fecal incontinence, gastroesophageal reflux,
gum hemorrhage, mouth ulceration, rectal hemorrhage, tungue edema; Rare: glossitis, hematemesis, intestinal
abstruction, melena, pancreatitis. Cardlovascular Systom: Fraquant: palpitation; Infrequent: vasodilztation, QT
interval prolonged, migraine, bradycardia, cersbral ischemia, irsgular pulse, T wave abnormality, bundie branch
block, cerebrovascular accident, deep thrombophlebitis, T wave inversion; Rare: angina pectoris, atrial ibriliation,
AV block first degree, congestive heart fallure, ST elevated, thmmbophiebms T wave flattaning, ST abnormahty
increased ORS duration. Respiraary Sysllm quml pharyn?ms thinils, cough Increased, dyspnea;
Infrequent: pneumonia, epistaxis, asthma; Rare: hiccup, hyperventiation. Metabelic and Nutiiona! ystam:
Fraquent:periphera eceme; nfraquent: weight oss, akalne phosphatas increased, hyperiipemia, acohal intoler-
ance, dehydration, hyperglycemia, creatinine increasad, hypoglycemia; Rare: glycosuria, gout, hand edema,
hypokalemia, water intoxication. Skin and Apxnmllau System: Frequent swealing, Infrequent: prurits, acne,
eczema, contact dermatits, maculopapular rash, saborthea, skin ulcer, Aave: exioliative dermatits, psoriasis, Skin
discoloraion, Ursgenital Systom; inaqua: dysmenormhea”, vagiiis*, urinary incontinence, metrorhagia*,
impotence" , dysuria, vaginal morikais”, abnormal eaculation”, cystit,urinary frequency, amenorrhea”, female
lactation*, \eukurmea vaginal hemormaae vulvovaginitis™ orch : Gynecomastia®, nocturia, pnlyuna
acute kmney fallure. Spcclal Semses: Inmwnt conjunctivits, ahnurmal wsmn dry syes, nnitus, tastz pervr-
sion, blephamls eye pain; Aare: abnormality of accommodation, deafness, ulaumma Musculoskelstal
Infroquent: pathological fracture, myasthenia, twitching, annmlﬂla arthrfs, leg cramps, bona pain Hemlc and
Lymphatic System: Fraquant: leukopenia, /nfraquant: leukocytosis, anamia, ecchyrnusm eosmnphma
hypochmmw anemla iympnadsno pathy, cyanws Rars: hemolysis, thrombocylopenia. Endocrine System:
irequent: hy) mr wroidism, diabetes melitus; Rare: hyperthyroidism. *adjusted for gender Post Markating
srlonu verse evants reported since market intraduction which were temporally related to SEROQUEL ther-
apy mc\ude Ieukopema/neulropsnla If a patient develops a low white cell count consider discontinuation of thera-
py. Possible risk factors for leukopenia/neutrapenia include pre-gxisting low white cell count and history of drug
induced leukepeniafneutropenia. Other adverse events reported since market introduction, which were temporally
related to SEROGUEL therapy, but ot necessarily causally related, includa the following: agranulocytosis, anaphy-
faxs, hyponatremia, habdomyolysis, syndrome of inappropriate antidiuretic hormane secretion (SIADH), and
Stevan Johnson syndrome (SJS).
DRUG ABUSE AND DEPENDENCE: Controlled Substance Class: SERGQUEL s nota controlied substance. Physleal
and Psychologie depandence: SERCQUEL has not been systematically studied, in animals or humans, for its poten-
il for abuse, tolerance or physical dependence. While the clinical trials did ot reveal any tendency for any drug-
seeking benavior, these observations wers not systematic and it is not possible to predict on ths basis of this fimR-
ed experience the extent to which a CNS-active drug wil be misused, diverted, and/or abused once marketed.
Consequently, patients should be evaluated caretu\rg for a history of dmu 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.

GVERDOSAGE: Human experfance: Experience with SEROQUEL {quetiapine fumarate} in acute overdosage
was limited in the clinica! trial database {8 reports) with estimated doses ran?mo from 1200 mg to 9600 mg and
o fetaltes. In general, reported signs and symptoms were those resulting fram an exaggeration of the drug's
known pharmacotogical effects, i.e., drowsiness and sedation, tachycardia and hypotension. One case, involving
an estimated overdose of 9600 mg, was assoclated with hrydpnkalemla and first degree heart block, in past-mas-
keting experience, there have been very rare reports of overdose of SEROQUEL alone resulting in death, coma or
QT proiongation. Management of Overdosage: In case of acute overdosage, establish and maintain an airway
and ensure adequate 0xygenation and ventitation. Gastric lavage (after intubation, if %atlent s unconscious) and
administration of activated charcoa together with a laxative should be considersd, The passibility of abtunda-
tion, seizure or dystonic reaction of the head and neck following overdose may create a risk of aspiation with
ndced emesis. Cardiovascular monitoring should commence immediately and should include continuous efec-
trocardiographic monitaring to detect possible arrhythmias. If anfiarrhythmic therapy is administered, disopyra-
mide, procainamide and quinidine carry a theoretical hazard of additive QT-prolonging effects when adminstered
in patients with acute overdosage of SERGQUEL, Similarty it is reasonable to expect that the alpha-adrenergic-
biacking properties of bretylium mlght be aditive to those of quetiapine, resulting in problematic hypotension.
There is no specific antidote to SEROQUEL, Therefore appropriate Supportive measures should be instituted. The
possibity of mutiple drug involvement should be considered. Hypotension and circulatory collapse should be
trealed with appropriate measures Such as intravenous fluds and/or sgmpathnmtmehc agents (epinephring and

J)amme should not be used, since beta Stimuiation may worsen hypotension in the Setting of qustiapine-

uced alpha blockadeJ In cases of severe extrapyramidal symptoms, anficholinergic medication should b
aummlmered Close medical supervision and monitoring should continue unil the patient recovers.

SEROQUEL is a trademark of the AstraZeneca group of companies.
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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.

@ Seroquel

quetiapine fumarate -

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

AstraZenecaC? -
AstraZeneca Pharmaceuticals LP R e d ef' n e S u C C eSS
To prevent medication errors, write “SEROQUEL” clearly VN BERDOUEL ot

“ ” > R . .
on your Rx pad. Spell SEROQUEL clearly over the phone. Please see Brief Summary of Prescribing Information on following page.
© 2004 AstraZeneca Pharmaceuticals LP. All rights reserved. SEROQUEL is a registered trademark of the AstraZeneca group of companies. 221563 8/04
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Abilify is indicated for the treatment of schizophrenia and acute manic and
mixed episodes associated with bipolar disorder.

IMPORTANT SAFETY INFORMATION

As with all antipsychotic medications, a rare condition referred to as neurolep-
tic malignant syndrome (NMS) has been reported. As with all antipsychotic
medlcatlons prescribing should be consistent with the need to minimize the

risk of tardive dyskinesia (TD).

Hyperglycemia, including some serious cases ranging from ketoacidosis to
death, has been reported in patients treated with atypical antipsychotics. Abilify
was not included in epidemiologic studies suggesting this risk; therefore the risk
of hyperglycemia with Abilify is not known. “However, there have been few
reports of hyperglycemia in patients treated with Abilify. Patients should be
appropriately tested before and monitored during treatment.

Abilify may be associated with orthostatic hypotension and should be used
with caution in patients with known cardiovascular disease, cerebrovascular
disease, or conditions which would predispose them to hypotension.

As with other antipsychotic drugs, Abilify should be used with caution in
patients with a history of seizures or with conditions that lower the seizure
threshold. Seizures occurred in 0.3% of bipolar patients treated with Abilify in
placebo-controlled trials.

@; Otsuka America Pharmaceutical, Inc.

5% Bristol-Myers Squibb Company
w

©2004 Otsuka America Pharmaceutical, Inc., Rockville, MD
D6-K0072 AP4537/09-04 October 2004
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Patients should not drive or operate heavy machinery until they are
certain Abilify does not affect them adversely.

Commonly observed adverse events reported with Abilify in 3-week bipolar
mania trials at a =5% incidence for Abilify and at a rate at least twice the rate of
placebo include, respectively, akathisia (15% vs 4%), constipation (13% vs 6%),
and accidental injury (6% vs 3%).

Treatment-emergent adverse events reported with Abilify in short-term trials
at an incidence 210% and greater than placebo, respectively, include headache
(31% vs 26%), agitation (25% vs 24%), anxiety (20% vs 17%), insomnia (20%
vs 15%), nausea (16% vs 12%), dyspepsia (15% vs 13%), somnolence (12% vs
8%), akathisia (1"% V8 5%) lightheadedness (11% vs 8%), vomiting (11% vs

6%), and constipation (11% vs 7%).

The adverse events reported in a 26-week, double-blind schizophrenia trial
comparing Abilify and placebo were generally consistent with those reported in
the short-term, placebo-controlled schizophrenia trials, except for a higher
incidence of tremor: 9% for Abilify vs 1% for placebo. In this study the majority
of the cases of tremor were of mild intensity (9/13 mild and 4/13 moderate),
occurred early in therapy (9/13 <49 days), and were of limited duration (9/13
<10 days). Tremor infrequently led to discontinuation
(<1%) of Abilify. In addition, in a long-term (52-week),
active-controlled study, the incidence of tremor for

Abilify was 4%.

Please see Brief Summary of full Prescribing
Information on following pages.

Visit www.abilify.com for more information.

ABILIFY®
(aripiprazole)
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Rx only

ABILIFY®

(arrplprazole) Tablets

Brief Summary of Prescribing piete p

INDICATIONS AND USAGE
Schizophrenia
ABILIFY is indicated for the treatment of schizophrenia. The efficacy of ABILIFY in the treatment of schizophrenia was
established in short-term (4- and 6-week) controlled trials of schizophrenic inpatients (see CLINIGAL PHARMACOLOGY:
Clinical Stusties in Full Prescribing Information). The efficacy of ABILIFY in maintaining stability in patients with schizo-
phrenia who had been symptomatically stable on other antipsychotic medications for periods of 3 months or longer, were
discontinued from those other medications, and were then administered ABILIFY 15 mg/day and observed for relapse dur-
ing a period of up to 26 weeks was demonstrated in a placebo-controlied trial (see CLINICAL PHARMACOLOGY: Clinical
Studies). The physician who elects to use ABILIFY for extended periods should periodically re-evaluate the long-term use-
Lullnass of \hel drug for the individual patient (see DOSAGE AND ADMINISTRATION in Full Prescribing Information).

polar Manla
ABILIFY is indicated for the treatment of acute manic and mixed episodes associated with Bipolar Disorder. The efficacy
of ABILIFY was establi in two placebo: trials (3-week) of inpatients with DSM-IV criteria for Bipolar |
Disorder who were experiencing an acute manic or mixed episode with or without psychotic features (see CLINICAL
PHARMACOLOGY). However, the efiectiveness of ABILIFY for fonger-term use, that is, for more than 3 weeks of treat-
ment of an acute episode, and for prophylactic use in mania, has not been established in controlled clinical trials.
Therefore, physicians who elect to use ABILIFY for extended periods should periodically re-evaluate the long-term risks
and benefits of the drug for the individual patient (see DOSAGE AND ADMINISTRATION).

CONTRAINDICATIONS
ABILIFY is contraindicated in patients with a known hypersensitivity to the product.

WARNINGS

Neuroleptic Malignant Syndrome (NMS)

A potentlally fatal symptom complex sometlmes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported
in with psychotic drugs, including aripiprazole. Two possibie cases of NMS occurred dur-
ing aripi in the i ide clinical database. Clinical manifestations of NMS are hyper-
pyrexra Tuscle rigidity, altered mental status, and evidence of autonomic instability (iregular pulse or blood pressure,
tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated creatine phosphokinase, myo-
globinuria (rhabdomyolysis), and acute renaf failure. The diagnostic evaluation of patients with this syndrome is compli-
cated. in arriving at a diagnosis, it is important to exclude cases where the clinical presentation includes both serious med-
ical illness (e.g., pneumonia, systemic infection, etc.) and ori treated signs and
symptoms (EPS). Other important considerations in the differential di is include central gic toxicity, heat
stroke, drug fever, and primary central nervous system pathology. The management of NMS should include: 1) immediate

g information please consult official package circular.

Body Temperature Regulation
Disruption of the body's ability to reduce core body has been to antipsychotic agents. Appropriate
care is advised when prescribing aripiprazole for patients who will be experiencing conditions which may contribuie to
an elevation in core body temperature, e.g., exercising strenuously, exposure to extreme heat, receiving concomitant
medication with antichoinergic activity, or being subject to dehydration.
Dysphagia
E dysmotility and have been with antip ic drug use. A pneLmonia is a com-
mon cause of morbidity and mortality in elderly patients, in particular thoge with advanced Alzheimer’s dementia.
p and other antip: ic drugs should be used cautiously in patients at risk for aspiration pneumonia (see
PREcAUTIONS Use in Patients with Concomitant ltiness ).
Suicide
The possibility of a suicide attempt is inherent in psychotic iflnesses and bipolar disorder, and close supervision of high-
risk patients should accompany drug therapy. Prescriptions for ABILIFY (aripiprazole) should be written for the smallest
quantity of tablets consistent with good patient management in order to reduce the risk of overdose.
Use in Patients with Concomitant fiingss
Sately Experience in Elderly Patients with Psychosis Associated with Alzheimer's Disease: in a flexible dose (2 to
15 ma/day), 10-week, placebo -controtled study of aripiprazole in elderly patients (mean age: 81.5 years; range: 56 to
95 years) with with s ia, 4 of 105 patients (3.8%) who received ABILIFY died com-
pared to no deaths among 102 patients who received placebo during or within 30 days after termination of the double-
blind portion of the study. Three of the patients (age 92, 91, and 87 years) died following the discontinuation of ABILIFY
in the double-blind phase of the study (causes of death were pneumonia, heart failure, and shock). The fourth patient (age
78 years) died following hip surgery while in the double-blind portion of the study. The treatment-emergent adverse
events that were reported at an incidence of 5% and having a greater incidence than placebo in this study were acci-
dental injury, somnolence, and bronchitis. Eight percent of the ABILIFY-treated patients reported somnolence compared
fo one percent of placebo patients. In a small pilot, open-label, ascending-dose, cohort study (n=30) in elderly patients
with dementia, ABILIFY was assocrated in a dose-refated fashion with somnolence. The safety and efficacy of ABILIFY in
the treatment of patients with psych jated with d tia have not been established. If the prescriber elects to
freat such patients with ABILIFV vigilance shouid be exercrseu pamcularly for the emergence of drfﬂculty swallowing or
excessive somnolence, which could predispose to injury or Clinical experience with ABILIFY in
patients with certain concomitant systemrc nlnesses (see GLINICAL PHARMACOLOGY: Special Populations: Aenal
pai and Hepatlc pairment in Full f i is limited. ABILIFY has not been evaluated or used to
any appreciable extent in patients with a recent history of myocardial infarction or unstable heart disease. Patients with
these diagnoses were excluded from premarketing clinical studies.
Information for Patients: Physicians are advised to consult full prescribing information to review issues to be discussed
wiih patients for whom they prescribe ABILIFY.
Drug-Drug Interactions: Given the primary CNS effects of aripiprazole, caution should be used when ABILIFY is taken in
combination with other centrally acting drugs and alcohol. Bue to its o, gic receptor ism, arip has
the potentlal to enhance the effect of certain antihypertensive agents. Potential for Other Drugs fo Affect ABILIFY:
Aripiprazole is not a substrate of CYP1A1, CYP1A2, CYP2A8, CYP2B6, CYP2C8, CYP2C9, CYP2C19, or CYP2E1 enzymes.
Aripi also does not undergo direct glucuronidation. This suggests that an interaction of aripiprazole with inhibitors

discontinuation of antipsychotic drugs and other drugs not essential to concurrent therapy; 2) intensive ic treat-
ment and medical monitoring; and 3) of any cc itant sertous medical p for which specific treatments
are available. There is no general agreement ahout specific pharmacological treatment regimens for uncomplicated NMS.
It a patient requires antipsychotic drug treatment after recovery from NMS, the potential reintroduction of drug therapy
should be carefully considered. The patient should be carefully monitored, since recurrences of NMS have been reported.
Tardlvo Dyskinesia

Irreversible, i may develop in patients treated with antipsy-
chotrc drugs Although the prevalence of the syndrorne appears to be highest among the elderly, especially elderly
women, it is impossible to rely upon prevalence estimates to predict, at the inception of antipsychotic treatment, which
patients are likely to develop the syndrome. Whether antipsychotic drug products differ in their potential to cause tardive

is unk The risk of ing tardive dyskinesia and the i that it will become irreversible are
believed to increase as the duration of treatment and the total cumulative dose of antipsychotic drugs administered to
the patient increase. However, the syndrome can develop, although much less commonly, after relatively brief treatment
periods at low doses. There is no known treatment for estabhshed cases of tardive dyskmesra although the syndrome
may remit, partially or compl it 1t is wil psy treatment, itself, however, may
suppress {or partially the signs and of the synd and, thereby, may possrbly mask the underly-
ing process. The effect that symptomatic suppressmn has upon the long-term course of the syndrome is unknown. Given
these considerations, ABILIFY should be prescribed in a manner that is most likely to minimize the occurrence of tardive

Chronic should generally be reserved for patients who suffer from a chronic illness
that (1) is known to respond to antipsychotic drugs, and (2) for whom alternative, equally effective, but potentially less
harmiul treatments are not available or appropriate. in patients who do require chronic treatment, the smallest dose and

or inducers of these enzymes, or ather factors, like smaking, is untikely. Both CYP3A4 and CYP206 are respansible for
aripiprazole metabolism, Agents that induce CYP3A4 (e.g., carbamazepine) could cause an increase in aripiprazole clear-
ance and lower blood levels. lnhrbrtors of CYP3A4 (eg ketoconazole) or CYP2D6 (e.g., quinidine, fluoxetine, or paroxe-
tine) can inhibit aripip i and cause blood levels. Coadministration of ketoconazole
{200 mg/day for 14 days) with a 15-mg single dose of aripiprazole increased the AUC of aripiprazole and its active metabo-
lite by 63% and 77%, respectively. The effect of a higher ketoconazole dose (400 mg/day) has not been studied. When con-
comitant administration of ketoconazole with aripiprazole occurs, aripiprazole dose should be reduced to one-half of its nor-
mal dose. Other strong inhibitors of CYP3A4 (itraconazole) would be expected to have similar effects and need similar dose
weaker inhibitors (ery ycin, grapefruit juice) have not been studied. When the CYP3A4 inhibitor is withdrawn
from the combination therapy, aripiprazole dose should then be increased. Quinicine: Coadministration of a 10-mg single dose
of aripiprazole with quinidine (166 mg/day for 13 days), a potent inhibitor of CYP2D6, increased the AUC of aripiprazole by
112% but decreased the AUC of its active ite, dehydro-aripip by 35%. Aripi dose should be reduced
10 one-half of its normal dose when concomitant administration of quinidine with aripiprazole occurs. Other significant
inhibitors of CYP2D6, such as ine or pi ine, would be to have similar effects and, therefore, should
be accompanied by similar dose reductions. When the CYP2D6 inhibitor is withdrawn from the combination therapy,
aripiprazole dose should then be increased. Carbamazepine: Coadministration of carbamazepine (200 mg BID), a potent
CYP3A4 inducer, with aripiprazole (30 mg QD) resulted in an approximate 70% decrease in C,.,, and AUC values of both
aripiprazole and its active lit When ¢ is addeda to aripiprazole therapy,
anplprazole dose should be doubled. Addmonal dose increases should be based on clinical evaluation. When
car is from the ion therapy, aripiprazole dose should then be reduced. No clinically

the shortest duration of treatment producing a satisfactory clinical response should be sought. The need for d
treatment shouid be reassessed periodically. If signs and symptoms of tardive dyskinesia appear in a patient on ABILIFY,
drug discontinuation should be considered. However, some patients may require treatment with ABILIFY despite the pres-
ence of the syndrome.

Hyperglycemia and Diabetes Mellitus

Hyperglycemra, in some cases extreme and with & coma or death, has been
reported in patients treated with atypical antipsychotics. There have been few reports of hyperglycemia in patients treated
with ABILIFY. Aithough fewer patients have been treated with ABILIFY, it is not known if this more limited experience is the
sole reason for the paucity of such reports, Assessment of the relationship between atypical antipsychotic use and glucose
abnormalities is compiicated by the possibility of an increased background risk of diabetes mellitus in patients with schiz-
ophrenia and the Increasing incidence of diabetes mellitus in the general poputation. Given these confounders, the rela-
tionship between atypical ic use and ia-related adverse events is not completely understood.

g effect of , or lithium was seen on the pharmacokinetics of aripiprazole (see CLINICAL
PHARMACOLOGY: Drug-Drug lnteracﬂons in Full Prescribing Information). Potential for ABILIFY to Affect Other Drugs:
Aripiprazole is unlikely to cause clinicaily important pharmacokinetic interactions with drugs metabolized by cytochrome
P450 enzymes. In jn vivo studies, 10- to 30-mg/day doses of aripiprazole had no significant effect on metabolism by
CYP2D6 {dextromethorphan), CYP2CS (warfarin), CYP2C19 (omeprazole, warfarin), and CYP3A4 {dextromethorphan) sub-
strates. Additionafly, aripiprazole and dehydro-aripiprazole did not show potential for altering CYP1A2-mediated metabo-
lism in vitro (see  CLINICAL PHARMACOLOGY: Drug-Drug Interactions). Aicohol: There was no significant difference
between aripiprazole coadministered with ethanol and placebo coadministered with ethanol on performance of gross
motor skills or stimulus response in healthy subjects. As with most psychoactive medications, patients should be advised
to avoid alcohol while taking ABILIFY.

Carcinogenesis, Mutagenesis, Impairment of Fertility: (Please See Full Prescribing Information).

However, epidemiological studies which did not include ABILIFY suggest an i risk of
hyperglycemia-related adverse events in patients treated with the atypical antipsychotics included in these s1ud|es
Because ABILIFY was not marketed at the time these studies were performed, it is not known if ABILIFY is associated with
this increased risk. Precise risk estimates for hyperglycemia-related adverse events in patients treated with atypical
antipsychotics are not avaitable. Patients with an established diagnosis of diabetes mellitus who are started on atypical
antipsychotics should be monitored regularly for worsening of glucose control. Patients with risk factors for diabetes mel-
litus {e.g., obesity, family history of diabetes) who are starting treatment with atypical antipsychotics should undergo fast-
ing blood glucose testing at the beginning of treatment and periodically during treatment. Any patient treated with atypical
antipsychotics should be monitored for symptoms of hyperglycemia including polydipsia, polyuria, polyphagia, and weak-
ness. Patients who develop of hyp ia during with atypical antipsychotics should undergo fast-
ing blood glucose testing. In some cases, hyperglycemia has resolved when the atypical antipsychotic was discontinued;
however, some patients required continuation of anti-diabetic treatment despite discontinuation of the suspect drug.

PRECAUTIONS

General

Orthostatic Hypotension

Aripiprazote may be associated with orthostatic hypotension, perhaps due to its o -adrenergic receptor antagomsm The

Pregnancy Category C

In animal studies, aripiprazole demonstrated developmental toxicity, including possible teratogenic effects in rats and
rabbits. Pregnant rats were treated with oral doses of 3, 10, and 30 mg/kg/day (1, 3, and 10 times the maximum rec-
ommended human dose [MRHD] on a mg/m? basis) of aripiprazole during the period of organogenesis. Gestation was
slightly profonged at 30 mg/kg. Treatment caused a slight delay in fetal development, as evidenced by decreased fetal
weight (30 mg/kg), undescended testes (30 mg/kg), and delayed skeletal ossification (10 and 30 mg/kg). There were no
adverse effects on embryofetat or pup survival. Delivered offspring had decreased bodyweights (10 and 30 mg/kg), and
increased incidences of hepatodiaphragmatic nodules and diaphragmatic hernia at 30 mg/kg (the other dose groups
were not examined for these findings}. (A low incidence of diaphragmatic hernia was also seen in the fetuses exposed to
30 mg/kg.) Postnatally, delayed vaginal opening was seen at 10 and 30 mg/kg and impaired reproductive performance
{decreased fertility rate, corpora lutea, implants, and live fetuses, and increased post-implantation loss, likely mediated
thraugh effects on female offspring) was seen at 30 mg/kg. Same maternal toxicity was seen at 30 mqrkg, however, there
was no evidence to suggest that these developmental effects were secondary to maternal toxicity. Pregnant rabbits were
treated with oral doses of 10, 30, and 100 ma/kg/day (2, 3, and 11 times human exposure at MRHD based on AUC and
6, 18, and 65 times the MRHD based on mg/m?) of aripiprazole during the period of organogenesis. Decreased maternal

incidence of orthostatic hypotension associated events from five short-term, placebo- trials in enia
{n=926) on ABILIFY included: orthostatic hypoiension (placebo 1%, aripiprazole 1.9%), orthostatic fightheadedness
(placebo 1%, aripiprazole 0.9%), and syncope (placebo 1%, aripiprazole 0.6%). The incidence of orthostatic hypotension
associated events from short-term, placebo-controlled trials in bipolar mania (n=597) on ABILIFY included: orthostatic
hypotension (piacebo 0%, aripiprazole 0.7%), orthostatic lightheadedness (piacebo 0.5%, aripiprazofe 0.5%}, and syn-
cope {placebo 0.9%, aripiprazole 0.5%). The incidence of a significant orthostatic change in blood pressure (defined as
2 decrease of at least 30 mmbg in systolic blood pressure when changing from a supine to standing position) for
aripiprazole was not statistically different from placebo (in schizophrenia: 14% among aripiprazole-treated patients and
12% among placebo-treated patients and in bipolar mania: 3% among aripiprazole-treated patients and 2% among
placebo-treated patients). Aripiprazole should be used with caution in patients with known cardiovascular disease
(history of myocardial infarction or ischemic heart disease, heart failure or conduction ab lities), c

disease, or conditions which would predispose patients to hypotension (gehydration, hypovolemia, and treatment with
antihypertensive medications).

Seizure

Seizures occurred in 0.1% (1/926) of aripiprazole-treated patients with schizophrenia in short-term, placebo-controlled
trials. In short-term, placebo-controlled clinical trials of patients with bipolar mania, 0.3% (2/597) of aripiprazole-treated
patients and 0.2% {1/436) placebo-treated patients experienced seizures. As with other antipsychotic drugs, aripiprazole
should be used cautiously in patients with a history of seizures or with conditions that lower the seizure threshold,
€.9., Alzheimer’s dementia. Conditions that lower the seizure threshold may be more prevalent in a population of 65 years
or older.

Potential for Cognitive and Motor Impairment

In short-term, placebo-controtied trials of schizophrenia, somnolence was reported in 11% of patients on ABILIFY com-
pared to 8% of patients on placebo; somnolence led to discontinuation in 0.1% (1/926) of patients with schizophrenia on
ABILIFY in short-term, placebo-controlled trials. In short-term, placebe-controlied triafs of bipolar mania, somnolence was
reported in 14% of patients on ABILIFY compared to 7% of patients on placebo but did not fead to discontinuation of any
patients with bipolar mania. Despite the refatively modest i of to placebo,
ABILIFY, like other antipsychotics, may have the potential to impair judgment, thinking, or motor skills. Patlents should be
cautioned about operating hazardous machinery, including automobiles, until they are reasonably certain that therapy
with ABILIFY does not affect them adversely.
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food ption and increased abortions were seen at 100 mg/kg. Treatment caused increased fetal mortality
{100 mg/kg), decreased fetal weight (30 and 100 mg/kg), i d incid of skeletal {fused sternebrae
at 30 and 100 mg/kg) and minor skeletal variations (100 mg/kg). In a study in which rats were treated with oral doses
of 3, 10, and 30 mg/kg/day (1, 3, and 10 times the MRHD on a mg/m? basis) of aripip perinatally and p:

{from day 17 of gestation through day 21 postpartum), slight maternal toxicity and slightly prolonged gestation were seen
at 30 mg/kg. An increase in stillbirths, and decreases in pup weight (persisting into adulthood) and survival, were seen
at this dose. There are no adequate and well-controlled studies in pregnant women. it is not kngwn whether aripiprazole
can cause fetal harm when administered to a pregnant woman or can affect reproductive capacity. Aripiprazole should
be used during pregnancy only if the potential benefit outweighs the potentiat risk to the fetus.

Labor and Delivery

The effect of aripiprazole on labor and delivery in humans is unknown.

Nursing Mothers

Aripiprazole was excreted in milk of rats during lactation. It is not known whether aripiprazole o its metabolites are
excreted in human milk. it is recommended that women receiving aripiprazole should not breast-feed.

Pediatric Use

Safety and effectiveness in pediatric and adolescent patients have not been estahlished.

Geriatric Use

Of the 7951 patients treated with aripiprazole in premarketing cllnlcal trlals 991 (12%) were 265 years old and 789
(10%) were 275 years ofd. The majority (88%) of the 991 patients were diagnosed with of the imer’s type.

Placebo-controlled studies of aripiprazole in schizophrenia or bipotar mania did not include sufficient numbers of sub-
jects aged 65 and over to determine whether they respond differently from younger subjects.There was no effect of age
on the pharmacokinetics of a single 15-mg dose of aripiprazole. Aripiprazole clearance was decreased by 20% in elder-
ly subjects (265 years) compared to younger adult subjects (18 to 64 years), but there was no detectable effect of age
in the popufation pharmacokinetic analysis in schizophrenia patients. Studies of elderly patients with psychosis associ-
ated with Alzheimer’s disease have suggested that there may be a different tolerability profile in this population com-

pared to younger patients with schizophrenia {see P‘RECAUTIONS Use in Patients with Concomitant liness). The safety
and efficacy of ABILIFY in the treatment of patients with p i with Alzheimer's disease has not been
established. If the prescriber elects to treat such patients wrth ABILIFY, vigitance should be exercised.
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ADVERSE REACTIONS
Aripiprazole has been evaluated for safety in 7951 patients who participated in multiple-dose, premarketing triais in
schizophrenia, bipolar mania, and dementia of the Alzheimer’s type, and who had approximately 5235 patient-years of
exposure. A total of 2280 aripiprazole-treated patients were treated for at least 180 days and 1558 aripiprazole-treated
patients had at least 1 year of exposure. The conditions and duration of treatment with aripiprazole included (in overlap-
ping ies) double-blind, ive and noncomparative open-label studies, inpatient and outpatient studies,
fixed- and flexible-dose studies, and short- and longer-term exposure. Adverse events during exposure were obtained by
collecting volunteered adverse events, as well as results of physical examinations, vital signs, weights, laboratory
analyses, and ECG. Adverse experiences were recorded by clinical investigators using terminology of their own choosing.
In the tables and tabulations that follow, modified COSTART dictionary terminology has been used initially to classify
reported adverse events into a smaller number of standardized event categories, in order to provide a meaningful esti-
mate of the proportion of individuals experiencing adverse events. The stated frequencies of adverse events represent
the proportion of individuals who experienced at least once, a treatment-emergent adverse event of the type listed. An
event was considered treatment emergent if it occurred for the first time or worsened while receiving therapy following
baseline evaluation. There was no attempt to use investigator causality assessments; i.e., all reported events are includ-
ed. The prescriber shoutd be aware that the figures in the tables and fabulations cannot be used to predict the incidence
of side effects in the course of usual medical practice where patient characteristics and other factors differ from those
that prevailed in the clinical trials. Similarly, the cited frequencies cannot be compared with figures obtained from other
Clinical investigations involving different treatment, uses, and investigators. The cited figures, however, do provide the
prescribing physician with some basis for estimating the relative contribution of drug and nondrug factors to the adverse
event incidence in the population studied.

Adverse Findings Observed in Short-Term, Placebo-Controlled Trials of Patients with Schizophrenia

The following findings are based on a pool of five placebo-controlled trials (four 4-week and one 6-week) in which
aripiprazole was administered in doses ranging from 2 to 30 mg/day.

Adverse Events Associated with Discontinuation of Treatment in Short-Term, Placebo-Controlled Trials

Overall, there was no difference in the incidence of discontinuation due to adverse events between aripiprazole-treated
(7%) and placebo-treated (9%} patients. The types of adverse events that ted to discontinuation were similar between the
aripiprazole and placebo-treated patients.

Adverse Findings Observed in Short-Term, Placebo-Controlled Trials of Patients with Bipolar Mania

The following findings are based on a pool of 3-week, placebo-controlled bipolar mania trials in which aripiprazole was
administered at doses of 15 or 30 mg/day.

Adverse Events Associated with Discontinuation of Treatment in Short-Term, Placebo-Controlied Trials

Overall, in patients with bipolar mania, there was no difference in the incidence of discontinuation due to adverse events
between aripiprazole-treated (11%} and placebo-treated (9%) patients. The types of adverse events that led to discon-
tinuation were similar between the aripiprazole and placebo-treated patients.

Commonly Observed Adverse Events in Short-Term, Placebo-Controlled Trials of Patients with Bipolar Mania
Commonly observed adverse events associated with the use of aripiprazole in patients with bipolar mania (incidence of
5% or greater and aripiprazole incidence at least twice that for placebo) are shown in Table 1. There were no adverse
events in the short-term trials of schizophrenia that met these criteria.

Table 1: Commonly Observed Adverse Events in Short-Term,
Placebo-Controlled Trials in Patients with Bipolar Mania

ECG Changes
Between group comparisons for pooled, placebo-controfled trials in patients with schizophrenia, revealed no significant
differences hetween aripiprazote and placebo in the proportion of patients experiencing potentially important changes in
ECG parameters; in fact, within the dose range of 10 to 30 mg/day, aripiprazole tended to slightly shorten the QT, inter-
val. Aripiprazole was associated with a median increase in heart rate of 4 beats per minute compared to a t beat per
minute increase among placebo patients.
Additional Findings Observed in Clinical Trials
Adverse Events in a Long-Term, Double-Blind, Placebo-Controlled Trial
The adverse events reported in a 26-week, double-blind trial comparing ABILIFY (aripiprazole) and placebo were gener-
ally consistent with those reported in the short-term, placebo-controlled trials, except for a higher incidence of tremor
[9% (13/153) for ABILIFY vs. 1% (2/153) for placebo]. In this study, the majority of the cases of tremor were of mild
intensity (9/13 mild and 4/13 moderate), occurred early in therapy (9/13 <49 days), and were of limited duration (9/13
<10 days). Tremor infrequently led to discontinuation (<1%) of ABILIFY. In addition, in a long-term {52-week), active-
controlled study, the incidence of tremor for ABILIFY was 4% (34/859).
Other Adverse Events Observed During the Premarketing Evaluation of Arlplprazole
Following is a list of modified COSTART terms that reflect treatment-emergent adverse events as defined in the intro-
duction to the ADVERSE REACTIONS section reported by patients treated with aripiprazole at multiple doses >2 mg/day
during any phase of a frial within the database of 7951 patients. All reported events are included except those already
listed in other parts of the ADVERSE REACTIONS section, those considered in the WARNINGS or PRECAUTIONS, those
event terms which were so general as to be uninformative, events reported with an incidence of <0.05% and which did
not have a substantiat probability of being acutely lite-threatening, events that are otherwise common as background
events, and events considered unlikely to be drug refated. It is important to emphasize that, although the events report-
ed occurred during freatment with aripiprazole, they were not necessarily caused by it. Events are further categorized by
body system and listed in order of decreasing frequency according to the following definitions: frequent adverse events
are those occurring in at least 1/100 patients (only those not already listed in the tabulated results from placebo-con-
trolled trials appear in this listing); infrequent adverse events are those occurring in 1/100 to 1/1000 patients; rare events
are those occurring in fewer than 1/1000 patients. Body as a Whole: Frequent - flu syndrome, fever, chest pain, rigidity
(including neck and extremlty) neck pain, pelvic pain; infrequent —face edema, suicide attempt, malaise, migraine, chills,
g abdomen, back, extremity, head, jaw, neck, and tongue), jaw pain, bloating, enlarged
abdomen, chest tightness, throat paln Rare — moniliasis, head heaviness, throat tightness, Mendelson's syndrome, heat
stroke. Cardiovascular System Frequent - tachycardia (including ventrlcular and supraventricutar), hypotension, brady-
cardia; quent — heart failure, my ion, cardiac arrest, atrial fibrillation, AV block,
QT interval, ial ischemia, deep vein thrombosis, angina pectoris, paltor, cardiopulmonary
arrest phlebitis; Rare — bundle branch block, atrial flutter, vasovagal reaction, cardiomegaly, thrombophlebitis, car-
diopulmonary failure. Digestive System: Frequent - nausea and vomiting; /nfrequent - increased appetite, dysphagia,
gastroenteritis, flatulence, tooth caries, gastritis, gingivitis, gastrointestinal hemorrhage, hemorrholds, gastroesophageal
reflux, periodontal abscess, fecal incontinence, rectal hemorrhage, stomatitis, colitis, tongue edema, cholecystitis, mouth
ulcer, oral moniliasis, eructation, fecal impaction, cholefithiasis; Rare — esophagitis, hematemesis, intestinal obstruction,
gum hemorrhage, hepatitis, peptic utcer, glossitis, melena, uicer, cheilitis, pancreatitis. Endocrine
System: Infrequent — hypothyr0|d|sm Rare - goiter, hyperthyrmdlsm Hemlc/Lymphanc System: Frequent — ecchymosis,

: i anemia; g anemia, ytosis, penia), lymphadenopathy,
Ariplx:;:‘age of Patients Reporting Ev:‘:atc b0 eosinophilia, macrocyhc anemla Rare ~ ia, thr Metabolic and Nutrmanal

Adverse Event (n=597) n=436) Disorders: Freque(zt weight loss, creatine i dehydratlon —edema, hypi
Accidental oy 5 4—13 yp hypokalemna mabetes mellitus, hypoglycemia, hyperllpemla SGPT increased, thirst, BUN lncreased
S yp ia, , cyanosis, alkaline phosphatase increased, bilirubinemia, iron defi-
Constipation 3 6 ciency anemia, hyperkalemia, hyperuricemia, obesity: Rare ~ lactic gi hyp ia, gout, hypo-
Akathisia 15 4 glycemic reaction. Musculoskeletal System: Frequent ~ muscle cramp; q - arthralgia, ia, arthrosis,
Adverse Events Occurring at an Incidence of 2% or More Among Aripiprazole-Treated Patients and Greater than bone pain, arthritis, muscle weakness, spasm, bursitis, myopathy; Aare — rh toid arthritis, r ysis, ten-

Ptacebo in Short-Term, Placebo-Controlled Trials
Treatment-emergent adverse events that occurred during acute therapy (up to 6 weeks in schizophrenia and up to 3
weeks in bipotar mania), including only those events that occurred in 2% or more of patients treated with aripiprazole

donitis, tenosynovitis. Nervous System: Frequent ~ depression, ner ic reaction, hallucination, hos-
tility, confusion, paranoid reaction, suicidal thought, abnormal gait, manic reaction, delusmns abnormal dream; infrequent
- emotlonal Iabllny twitch, cogwheel rigidity, impaired ion, dystonia,

(doses >2 mg/day) and for which the incidence in patients treated with aripiprazole was greater than the inci in
patients treated with placebo in the combined dataset were: Body as a Whole asthenia, acci injury,
peripheral edema; Cardiovascular System—hypertension; Digestive System—nausea, dyspepsia, vomiting, constlpanon
Musculoskeletal System—myalgia; Nervous System—agitation, anxiety, insomnia, akathisia,

y fremor, h vertigo, stupor, bradykmesw apathy, panic attack, decreased ||b|do hypersomnia, dyski-
nesia, rnamc depressive reaction, ataxia, visual cer accvdent inesia, depersonalization,
impaired memory, delirium, dysarthria, tardive amnesia, libido, restless

ness, extrapyramidal syndrome, tremor, increased salivation; Respiratory System—pharyngitis, rhinitis, cough:ng,
Spacial Senses—blurred vision. An ination of f { groups did not reveal any clear evidence of differential
adverse event incidence on the basis of age, gender, or race.
Dose-Related Adverse Events
Schizophrenia
Dose response relationships for the incidence of treatment-emergent adverse events were evaluated from four trials in
patients with schizophrenia comparing various fixed doses (2, 10, 15, 20, and 30 mg/day) of aripiprazole to placebo. This
analysis, stratified by study, indicated that the only adverse event to have a possible dose response relationship, and then
most prominent only with 30 mg, was somnolence (placebo, 7.7%; 15 mg, 8.7%; 20 mg, 7.5%; 30 mg, 15.3%).
Extrapyramidal Symptoms
In the short-term, placebo-controlled trials of schizophrenia, the incidence of reported EPS for aripiprazole-treated patients
was 6% vs. 6% for placebo. In the short-term, placebo-controlled trials in bipolar mania, the incidence of reported EPS-
related events excluding events related to akathisia for aripiprazole-treated patients was 17% vs. 12% for placebo. In the
short-term, placebo-controfled trials in bipolar mania, the incidence of akathisia-related events for aripiprazole-treated
patients was 15% vs. 4% for placebo. Objectively collected data from those trials was collected on the Simpson Angus
Rating Scale (for EPS), the Barnes Akathisia Scale (for akathisia) and the A of Involuntary Scales
{for dyskinesias). In the schi ia trials, the objecti llected data did not show a difference between aripipra-
zole and placebo, with the exception of the Barnes Akathisia Scale (aripiprazole, 0.08; placebo, -0.05). In the bipolar
mania trials, the Simpson Angus Rating Scale and the Barnes Akathisia Scale showed a significant difference between
aripiprazole and placebo (aripiprazole, 0.61; placebo, 0.03 and aripiprazole, 0.25; placebo, -0.06). Changes in the
of y Scales were snrnllar for the aripiprazole and placebo groups. Similarly, in a long-
term (26-week), placebo- trial of schi jectively collected data on the Simpson Angus Rating Scale
(for EPS), the Barnes Akathisia Scale (for akathisia), and the Assessments of y M Scales (for dyski

leg, pathy, dysphoria, hyperkinesia, cerebral ischemia, increased reflexes, akinesia, decreased consciousness,
hyperesmesm slowed thinking; Aare - blunted affect, euphona mcoordlnat:on oculogync crisis, obsesswe thought,
reftexes, ry System:
Frequent sinusitis, dyspnea pneumoma asthma; Infrequent - epistaxis, hiccup, laryngitis, aspiration pneumonla Rare
- pulmonary edema, increased sputum, pulmonary embolism, hypoxia, respiratory failure, apnea, dry nasal passages,
hemoptysis. Skin and Appendages. Frequent — skin ulcer, sweating, dry skin; infrequent — pruritus, vesiculobullous rash,
acne, eczema, skin discoloration, alopecia, seborrhea, psoriasis; Rare — maculopapular rash, exfoliative dermatitis,
urticaria. Special Senses: Frequent — conjunctivitis; /nfrequent — ear pain, dry eye, eye pain, tinnitus, cataract, otitis
media, altered taste, blepharitis, eye hemorrhage, deafness; Rare — diplopia, frequent blinking, ptosis, otitis externa,
amblyopia, photophobia. Urogenital System: Frequent — urinary i i — urinary frequency, leukorrhea,
urinary retention, cystitis, hematuria, dysuria, amenorrhea, vaginal hemorrhage, abnormal ejaculation, kidney failure,
vaginal moniliasis, urinary urgency, gynecomastia, kidney calculus, albuminuria, breast pain, urinary burning; Rare — noc-
turia, polyuria, menorrhagia, anorgasmy, glycosuria, cervicitis, uterus hemorrhage, female lactation, urolithiasis, priapism.
Other Events Observed During the Postmarketing Evaluation of Aripiprazole
Voluntary reports of adverse events in patients taking aripiprazole that have been received since market introduction
and not listed above that may have no causal relationship with the drug inciude rare occurrences of allergic reaction
(e.g. ic reaction, angi lar pruritis, or urticaria).

DRUG ABUSE AND DEPENDENCE

Controlled Substance

ABILIFY is not a controlled substance.

Abuse and Dependence

has not been systematically studied in humans for its potential for abuse, tolerance, or physical dependence.

did not show a difference between aripiprazole and placebo.

Laboratory Test Abnormalities

A between group comparison for 3- to 6-week, placebo-controlled trials revealed no medically important differences
between the aripiprazole and placebo groups in the proportions of patients experiencing potentially clinically significant
¢hanges in routine serum chemistry, hematology, or urinalysis parameters. Similarly, there were no aripiprazole/placebo

In physucal dependence studies in monkeys, withdrawal symptoms were observed upon abrupt cessation of dosing. While
the clinical trials did not reveal any tendency for any drug-seeking behavior, these observations were not systematic and
it is not possible to predict on the basis of this limited experience the extent to which a CNS-active drug will be misused,
diverted, and/or abused once marketed. Consequently, patients should be evaluated carsfully for a history of drug abuse,
and such patients should be observed closely for signs of ABILIFY misuse or abuse (e.g., development of tolerance,

differences in the incidence of discontinuations for changes in serum chemistry, gy, or is. In a long-t
(26-week), placebo-controlled trial there were no medically important differences between the aripiprazole and placebo
patients in the mean change from baseline in prolactin, fasting glucose, triglyceride, HOL, LDL, and total cholesterol
measurements.

Weight Gain

In 4- to 6-week trials in schizophrenia, there was a slight difference in mean weight gain between aripiprazole and
placebo patients (+0.7 kg vs. -0.05 kg, respectively), and also a difference in the proportion of patients meeting a weight
gain criterion of >7% of body weight [aripiprazole (8%) compared to placebo (3%)]. In 3-week trials in mania, the mean
weight gain for aripiprazole and placebo patients was 0.0 kg vs. -0.2 kg, respectively. The proportion of patients meet-
ing a weight gain criterion of >7% of body weight was aripiprazole (3%) compared to placebo (2%). Table 2 provides the
weight change results from a long-term (26-week), placebo-controlled study of aripiprazole, both mean change from
baseline and proportions of patients meeting a weight gain criterion of >7% of body weight relative to baseline, catego-
rized by BMI at baseline:

Table 2: Weight Change Results Categorized by BMI at Baseline: Placebo-Gontrolied Study in Schizophrenia,

Safety Sample
BMI <23 BMI 23-27 BMI >27
Placebo _ Aripi le Placebo  Aripip Placebo _Aripi
Mean change from baseline (kg) -0.5 <05 -0.6 -1.3 -1.5 =21
% with >7% increase BW 3.7% 6.8% 42% 5.1% 41% 5.7%

in dose, drug-seeking behavior).

OVERDOSAGE

Management of Overdosage

No specific information is available on the treatment of overdose with aripiprazole. An electrocardiogram should be
obtained in case of overdosage and, if GT, interval prolongation is present, cardiac monitoring should be instituted.
Otherwise, management of overdose should concentrate on supportive therapy, maintaining an adequate airway, oxy-
genation and ventilation, and management of symptoms. Close medica! supervision and monitoring should continue until
the patient recovers.

Charcoal: In the event of an ove(dose of ABILIFY, an early charcoal administration may be useful in partially prevent-
ing the ion of aripi ion of 50 g of activated charcoal, one hour after a single 15-mg oral dose
of aripiprazole, decreased the mean AUC and C, of aripiprazole by 50%.

Hemodialysis: Although there is no information on the effect of hemodialysis in treating an overdose with aripiprazole,
hemodialysis is unfikely to be useful in overdose management since aripiprazole is highly bound to plasma proteins.

Stoi

rage
Store at 25° G (77° F); excursions permitted to 15-30° C (59-86° F) [see USP Controlled Room Temperature].
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Table 3 provides the weight change results from a long-term (52-week) study of aripiprazole, both mean change from
baseline and proportions of patients meeting a weight gain criterion of >7% of body weight relative to baseline, catego-
rized by BMI at baseline:

Table 3 Welght Change Results Categorized by BMI at Baseline:
Study in Schizophrenia, Safety Sample

BMI <23 BMI 23-27 BMI >27
Mean change from baseline (kg) 2.6 1.4 <12
% with >7% increase BW 30% 19% 8%
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