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NEW ADULT INDICATION

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 MAQ 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
approved to treat adults with ADHD'

* Clinical data in adults demonstrate that ADDERALL XR
is generally well tolerated'

Shire US Inc.

...your ADHD support company™
1-800-828-2088 ©2004 Shire US Inc., Newport, Kentucky 4107
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BRIEF SUMMARY: Consult the full prescribing information for complete product information.
ADDERALL XR® CAPSULES Cil Rx Only

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

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

INDICATIONS

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

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

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

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

The stated frequencies of adverse events represent the proportion of individuals who experienced, at feast 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 insemnia) compared to 2.7%
{7/259) receiving placebo. The most frequent adverse events associated with discontinuation of ADDERALL XR® in
controlted and uncontrolled, multiple-dose clinicat 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 iatric patients discontinuing (n="

formulation of this substance.

CONTRAINDICATIONS

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

WARNINGS
Psychosis: Clinical experience suggests that, in psychotic patients, administration of
amphetamine may exacerbate symptoms of behavior disturbance and thought disorder.
Long-Term Suppression of Growth: Data are inadequate to determine whether chron-
ic use of stimulants in children, including amphetamine, may be causally

ONE

DOSE DAILY\

EXRIB) RALL X

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

Adverse event
Anorexia (loss of appetite)

2.9
Insomnia 1.5
Weight loss 1.2
Emotional lability 1.0
Depression 0.7

@

In one placebo-controlled 4-week study among adults with ADHD, patients who
discontinued treatment due to adverse events among ADDERALL XR®-treated patients
(N=191) were 3.1% (n=6) for nervousness including anxiety and irritability, 2.6%
(n=5) for insomnia, 1% (n=2) each for headache, palpitation, and somnolence; and,
0.5% (n=1) each for ALT increase, agitation, chest pain, cocaine craving, elevated
blood pressure, and weight loss.

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-sxisting Structural Cardiac Abnormaljties: Sudden death has been reported in
association with amphetamine treatment at usual doses in children with structural cardiac abnormalities.
Adderall XR® generally should not be used in children or adults with structural cardiac abnormalities.
PRECAUTIONS

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

Hypertension: Caution is to be g in prescribing ampt ines for patients with even mild hypertension
{see CONTRAINDICATIONS). Blood pressure and pulse should be monitored at appropriate intervals in patients
faking ADDERALL XR®, especially patients with hypertension.

Tics: Amphetamines have been reported to exacerbate mator and phonic tics and Tourette’s syndrome. Therefore
clinical evaiuation for tics and Tourette’s syndrome in children and their families should precede use of

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. Similarly, the cited frequencies cannot be compared with figures obtained from other clinical
investigations involving different tr uses, and 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 Recelving ADDERALL XR® with
Higher Incidence Than on Placebo in a 584 Patient Clinical Study

medications.

Information for Patlents: Amphetamines may impair the ability of the patient to engage in potentially hazardous activ-
ities such as operating machinery or vehicles; the patient should therefore be cautioned accordingly.

Drug Interactions: Acidifying agents—Gastrointestinal acidifying agents (guanethldlne reserpine, gtutamic acid
HCI, ascorbic acid, etc.) lower absorption of ampt . Urinary acidifying agents—These agents (ammoni-

um chlonde sodium acid phosphate, etc.) increase the concentration of the ionized species of the e
molecule, thereby increasing urinary excretion. Both groups of agents lower blood levels and efficacy of amphet-
amines. Adrenerglc blockers—Adrenergic blockers are inhibited by amphetamines. Afkalinizing agents—
Gastrointestinal alkalinizing agents (sodium bicarbonate, etc.) increase absorption of amphetamines. Go-adminis-
tration of ADDERALL XR® and gastrointestinal alkallnlzmg agents, such as antacids, should be avoided. Urinary

g agents ( ide, some thiazides) increase the concentration of the non-ionized species of the
amphetamlne molecule, thereby decreasing urinary excretion. Both groups of agents increase blood levels and
therefore potentiate the actions of amphetamines. Antldepressants tricyclic—Amphetamines may enhance the
activity of tricyclic antidepressants or sy agents; d ine with desipramine or protriptyline
and possibly other tricyclics cause stnkmg and sustained i increases in 1 the concentratlon of d-amphetamine in the
brain; cardiovascular effects can be pc MA MAOI antidep! , as well as a metabolite

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

of furazolidone, slow amphetamine metabolism. This stowing pc ampt 9 thelr effect

on the release of norepinephrine and other monoamines from adrenergic nerve endings; this can cause h h
and other signs of hypertensive crisis. A variety of toxm neurological effects and malignant hyperpyrexia can
occur, sometimes with fatal results may t the sedative effect of antihista-

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

mines. Antitiypertensives. may the hypotensive effects of antihypertensives. Body System Preferred Term ADDERALL XR® (n=191) Placebo (n=64)
Chlarpromazme—chlorpromazme blocks dopamine and norepinephring receptors, thus inhibiting the central - ” %
effects of , and can be used to treat ar poisoning. Eth General ﬁzg:fa"c'ﬁe 266.,‘} 3o
Amphetamines may delay intestinal absorption of ethosuximide. Haloperido/~Haloperidol blocks dopamine - E .
receptors, thus inhibiting the central sti effects of ines. Lithium carbonate-~The anorectic and | Digestive System Loss b Appetite 33% 3%
y effects of amphetamines may be inhibited by lithium carbonate. Meperidine—Amphetamines potenti- Bla"Mheath 355@ gcj"
ate the analgesic effect of meperidine. Methenamine therapy—Urinary excretion of amphetammes is |ncreased Ngyuseg” 8%" 30/:
and efficacy is reduced, by acidifying agents used in ine therapy. D
enhance the adrenergic effect of norepinephrine. Phenobarbita—Amphetamines may delay intestinal absorptlon Nervous System Agitation 8% 5%
of phenobarhbital; co-administration of phenobarhital may produce a synergistic anticonvulsant action. Phenytoin— D""'e‘y %" gof“
Amphetamines may delay intestinal absorption of phenytoin; co-administration of phenytoin _may [paess 279, 13%
produce a synergistic anticonvulsant action. Pr In cases of propoxypl Je, . = ~
mine CNS is p i and fatal convuisions can occur. Veratrum alkaloids—Amp ines inhibit System y 6% 3%
the hypotensive effect of veratrum alkalotds ic/Nutritional  Weight Loss 11% 0%
Drug/L y Test can cause a significant elevation in plasma corticosteroid Urogenital System Urinary Tract Infection 5% %

levels. This i |ncrease is greatest in the evening. Amphetamines may interfere with urinary steroid determinations.
Carcinogenesis/Mutagenesis and Impairment of Fertility: No evidence of carcinogenicity was found in studies
in which d,-amphetamine (enantiomer ratio of 1:1) was administered to mice and rats in the diet for 2 years at
doses of up to 30 mg/kg/day in male mice, 19 mg/kg/day in female mice, and 5 mg/kg/day in male and female
rats. These doses are approximately 2.4, 1.5, and 0.8 times, respectively, the maximum recommended human
gose of 30 mg/day [child] on a mp/m? Dody Surface area basis.

Amphetamine, in the enantiomer ratio present in ADDERALL® (immediate-release)(d- to |- ratio of 3:1), was not
clastogenic in the mouse bone marrow micronucleus test in vivo and was negative when tested in the £ cofi
component of the Ames test in vitro. d,l-Amphetamine (1:1 enantiomer ratio} has been reported to produce a
positive response in the mouse bone marrow micronucleus test, an equivocal response in the Ames test, and
negative responses in the in vitro sister chromatid exchange and chromosomal aberration assays.

Amphetamine, in the enantiomer ratio present in ADDERALL® (immediate-release) (d- to |- ratio of 3:1), did not
adversely affect fertility or early embryonic development in the rat at doses of up to 20 mg/kg/day (approximately
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 ABDERALL® (d- to - ratio of
3:1), had no apparent effects on embryofetal morphological development or survival when orally administered to
pregnant rats and rabbits throughout the period of organogenesis at doses of up to 6 and 16 mg/kg/day

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

The following adverse reactions have been associated with ampl use: Cardi lar: Palpitati
tachycardia, elevation of blood pressure, sudden death, myocardiat infarction. There have been isolated reports of
cardiomyopathy associated with chronic amphetamine use. Central Nervous System: Psychotic episodes at recom-
mended doses, over insomnia, euphoria, dyskinesia, dysphoria, depression,
tremor, headache, exacerbation of motor and phomc tics and Tourette's syndrome, seizures, stroke. Gastrointestinal:
Dryness of the mouth, unpleasant taste, diarrhea, constipation, other gastrointestinal disturbances. Anorexia and
weight oss may occur as undesirable effects. Allergic: Urticaria. Endocrine: Impotence, changes in libido.
DRUG ABUSE AND DEPENDENCE
ADDERALL XR® s a Schedude i controlled substance.

ines have been extensively abused. Tolerance, extreme psychological dependence, and severe social
disability have occurred. There are reports of patients who have increased the dosage to many times that

respectively. These doses are approximately 1.5 and 8 times, r the maximum recc hum:
dose of 30 mg/day [chiid] on a mg/m® body surface area basns Fetal malformations and death have been

reco . Abrupt cessation following prolonged high dosage administration results in extreme fatigue and
mental depressmn changes are also noted on the sieep EEG. Manifestations of chronic intoxication with

reported in mice following parenteral on of d- doses of 50 mg/kg/day (approxi

6 times that of a human dose of 30 mg/day [child} on a mg/m? basis) or greater to pregnant animals.

Administration of these doses was also associated with severe maternal toxicity.

A number of studies in rodents indicate that prenatal or early postnatal exposure to amphetamine (d- or d,l-), a

doses similar to those used clinically, can result in long-term neurochemical and behavioral alterations. Reponed

behavioral effects include learning and memory deficits, altered locomotor activity, and changes in sexual function.

There are no adequate and well-controlled studies in pregnant women. There has been one report of severe

congenital bony deformity, tracheo-esophageal fistula, and anal atresia (vater association) in a baby born to a

woman who took dextroamphetamine sulfate with lovastatin during the first trimester of pregnancy.

Amphstamines should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.

Nonteratogenic Effects: infants born to mothers dependent on amphetamines have an increased risk of

premature delivery and low birth weight. Also, these infants may experignce symptoms of withdrawal as
by dysphoria, i ing agitation, and stgnmcant lassitude.

Usage in Nursing Mothers: Amphetamines are excreted in human milk. Mothers taking amphetamines should be

advised to refrain from nursing.

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

Use in Children Under Six Years of Age: Effects of ADDERALL XR® in 3-5 year olds have not been studied.

Long-term effects of amphetamines in children have not been well established. A es are not

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

OVERDOSAGE
Individuai patient response to amphetamines varies widely. Toxic symptoms may occur idiosyncratically at low
doses. Symptoms: A s of acute 0 dosage with nclude r tremor, hyper-

reflexia, rapid jons, panic states hyperpyrexia and rhabdomyol-
ysis. Fattgue and depression usually follow the central nervous system stimulation. Cardiovascular effects include
arrhythmias, hypertension or hypotension and circulatory collapse. Gastrointestinal symptoms include nausea,
vomiting, diarrhea, and abdominal cramps. Fatal poisoning is usually preceded by convulsions and coma.

Treatment: Consult with a Certified Poison Control Center for up to date guidance and advice. Management of acute
amphetamine intoxication is largely symptomatic and includes gastric lavage, administration of activated charcoal,
administration of a cathartic and sedation. Experience with hemodialysis or peritoneal dialysis is inadequate to
permit recommendation in this regard. Acidification of the urine increases amphetamine excretion, but is believed to
increase risk of acute renal failure if myoglobinuria is present. If acute severe hypertension complicates ampheta-
mine overdosage, administration of intravenous phentolamine has been suggested. However, a gradual drop in blood
pressure wili usually sesult when sufficient sedation has been achieved. Chlorpromazine antagonizes the central

recommended for use in children under 3 years of age.

Gerlatric Use: ADDERALL XR® has not been studled in the geriatric population.

ADVERSE EVENTS

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

https://doi.org/10.1017/51092852900009810 Published online by Cambridge University Press

effects of and can be used to treat amphetamine intoxication.

The prolonged release of mixed amphetamine salts from ADDERALL XR® should be considered when treating

patients with overdose. Dispense in a tight, light-resistant container as defined in the USP. Store at 25° C (77° F).

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

Manufactured for: Shire US Inc., Newport, KY 41071 Made in USA For more information call 1-800-828-2088, or

visit www.adder(';tllxr.cocm. ADDhER©ALL@ and ADDERALL XR® are registered in the US Patent

and Trademark Office. Copyright ©2004 Shire US Inc. =
(Shire
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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

AstraZeneca§

AstraZ Phar Is LP

. . 113 »
To prevent medication errors, write “SEROQUEL” ciearly R

£ ” 0 T . .
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. 221568 - 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
medications, 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
ents 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.

@Z@ Bristol-Myers Squibb Company @; Otsuka America Pharmaceutical, Inc.

©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 25% 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 (1 2% vs

8%), akathisia (12% vs 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.

ABILIFY"
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Rx only

ABILIFY®

(aripiprazole) Tablets

Brief Summary of Prescribing Information. For compiete prescribing information pigase consult official package circular.

INDICATIONS AND USAGE
Schizophrenia
ABILIFY is indi for the of ia. The efficacy of ABILIFY in the treatment of schizophrenia was

established in short-term (4- and 6-week) controlled trials of schrzophrenrc inpatients (see CLINICAL PHARMACOLOGY:
Clinical Studies 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 in a placebs frial {see CLINICAL PHARMACOLOGY: Clinical
Studies}. The physician who elects to use ABILIFY for extended periods should periodically re-evaluate the long-term use-
fulness of the drug for the individual patient (see DOSAGE AND ADMINISTRATION in Full Prescribing Information).
Bipolar Manla

ABILIFY is indicated for the treatment of acute manic and mixed episodes associated with Bipolar Disorder. The efficacy
of ABILIFY was 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 effectiveness of ABILIFY for longer-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 fatal complex imes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported

in association with admrnrstratron of antipsychotic drugs, including aripiprazole. Two possible cases of NMS occurred dur-
ing anmprazole clinical database. Clinical i ions of NMS are hyper-
pyrexia, muscle rigidity, altered mental status, and evidence of autonomic instability {irregular pulse or blood pressure,
tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated creatine phosphokinase, myo-
globinuria (rhabdomyolysis), and acute renal 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 inciudes both serious med-
ical illness (e.g., pneumonia, systemic infection, etc.) and untreated or inadequately treated signs and
symptoms (EPS). Other important considerations in the differential diagnosis include central anticholinergic toxicity, heat
stroke, drug fever, and primary central nervous system pathology. The management of NMS shoutd include: 1) immediate
discontinuation of antipsychotic drugs and other drugs not essential to concurrent therapy; 2) intensive symptomatic treat-
ment and medical and 3) of any serious medical p for which specific treatments
are available. There is no general agreement about specific phar ! i for

If a patient requires antipsychotic drug treatment after recovery from NMS, the potentral reintroduction of drug therapy
should be carefully considered. The patient should be carefully monitored, since recurrences of NMS have been reported.
Tardive Dyskinesia

may develop in patients treated with antipsy-
chonc drugs. Although the prevalence of the syndrome appears to be hrghest among the elderly, especially elderly
women, it is impossible to rely upon prevalence estimates to predict, at the inception of which
patrems are Irkely to develop the syndrome. Whetner antipsychotic drug products differ in their potentral to cause tardive
The risk of ping tardive ia and the likelihood that it will become rrreversrble are
believed to |ncrease as the duration of and the total lative dose of ic drugs admi to
the patient increase. However, the syndrome can develop, although much less commaonly, after relatively brief treatment
periods at low doses. There is no known treatment for establrshed cases of tardrve dyskrnesra although the-syndrome
may remit, partially or if i , itself, however, may
ppress {or partially suppress) the srgns and Y of the syndrome and, thereby, may possrbly mask the underly-
ing process. The effect that symptomatic suppression has upon the long-term course of the syndrome is unknown. Given
these considerations, ABILIFY should be prescribed in @ manner that is most likely to minimize the occurrence of tardive
Chronic should generally be reserved for patients who suffer from a chronic iliness
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 appropnate In patients who do require chronic treatment, the smallest dose and
the shortest duration of p ga y clinical respy should be sought. The need for continued
should be ically. I signs and of tardive inesia 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
Hyperglycemia, in some cases extreme and i with idosis or olar coma or death, has been
reported in patients treated with atypical antipsychotics. There have been few repons of hyperglycemia in pauents treated
with ABILIFY. Although 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 complicated 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 tion. Given these confounders, the rela-

tionship between atypical antipsychotic use and hyperglycemia-related adverse events is not completely understood.

Body Temperature Regulation
Disruption of the body's ability to reduce core body temperature has been attributed to antipsychotic agents. Appropriate
care is advised when prescribing aripiprazole for patlents who will be experiencing conditions which may contribute to

an elevation in core body eg., (o fo extreme heat, receiving concomitant
medication with anticholinergic acnvny or being subject to dehydration.
Dysphagia

Esophageal dysmotility and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia is a com-
mon cause of morbidity and mortality in elderly patients, in pamcular those with advanced Alzheimer's dementia.
p and other antipsychotic drugs shoutd be used cautiously in patients at risk for aspiration pneumonia (see
PRECAUTIONS Use in Patients with Concomitant liiness ).
Suicide
The possibility of a suicide attempt is inherent in psychotic ilinesses 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 liiness
Safety Experience in Elderly Patients with Psychosis Associated with Alzheimer’s Disease: In a flexible dose (2 1o
15 mg/day), 10-week, placebo controfled study of aripiprazole in elderly patients (mean age: 81.5 years; range: 56 to
95 years) with p 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 25% and having a greater incidence than ptacebo in this study were acci-
dental injury, somnolence, and bronchitis. Eight percent of the ABILIFY-treated patients reported somnolence compared
1o one percent of placebo patients. In a small pilot, open-label, ascending-dose, cohort study (n=30) in elderly patients
with dementia, ABILIFY was associated in a dose-related fashion wrth somnolence. The safety and efficacy of ABILIFY in
the treatment of patients with p: i jated with have not been . If the prescriber elects to
treat such patients with ABILIFY vigilance should be exercised, particularly for the emergence of difficulty swallowing or
excessive somnolence, which could predispose to accidental injury or aspiration. Clinical experience with ABILIFY in
patients with certain concomitant systemic illnesses (see GLINICAL PHARMACOLOGY: Special Populations: Renal
i and Hepatic i in Fult Prescribing Information) 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 ABILIFV is taken in
combination with other centrally acting drugs and alcohol. Due to its o, gic receptor as
the potential to enhance the effect of certain antihypertensive agents. Potential for Other Drugs to Affect ABILIFY:
Aripiprazole is not a substrate of CYP1A1, CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, or CYP2E1 enzymes.
Aripiprazole also does not undergo direct glucuronidation. This suggests that an interaction of aripiprazole with inhibitors
or inducers of these enzymes, or other factors, like smoking, is unlikely. Both CYP3A4 and CYP2D6 are responsible for
aripiprazole metabolism. Agents that induce CYP3A4 {e.g., carbamazepine) could cause an increase in aripiprazole clear-
ance and lower blood levels, Inhrbrtors of CYP3A4 (e g., ketoconazole) or CYP2D6 {e.g., quinidine, fluoxetine, or paroxe-
tine) can inhibit arip ion and cause il blood levels. Ketoconazole: Coadmmrstranon of ketoconazole
{200 mg/day for 14 days) with a 15-mg single dose of aripip the AUC of aripi 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 accurs, 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
reductions; weaker inhibitors (erythromycin, grapefruit juice) have not been studied. When the CYP3A4 inhibitor is withdrawn
from the combination therapy, aripiprazole dose should then be increased. Quinidine: 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%. dose should be reduced
to one-haf of its normal dose when concomitant administration of quinidine with aripiprazole occurs. Other significant
inhibitors of CYP2D6, such as fluoxetine or paroxetine, would be expected to have similar effects and, therefore, shoufd
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) resufted in an approximate 70% decrease in C_,, and AUC values of both
aripiprazole and its active metabolite, dehydro-aripiprazole. When carbamazepine is added1x to aripiprazole therapy,
aripiprazole dose should be doubled. Additional dose increases should be based on clinical evaluation. When
carbamazepine is withdrawn from the combination therapy, aripiprazole dose should then be reduced. No clinically
significant effect of famotidine, valproate, or lithium was seen on the pharmacokinetics of aripiprazole (see CLINICAL
PHARMACOLOGY: Drug-Drug Interactions in Full Prescribing Information). Potential for ABILIFY mA/fect Other Drugs:
Aripiprazole is uniikely fo cause clinically important pharmacokinetic ions with drugs
P450 enzymes. In in vivo studies, 10- to 30-mg/day doses of aripiprazole had no significant effect on metabolism by
CYP2D8 (dextromethorphan), CYP2C9 {warfarin), CYP2C19 (omeprazole, warfarin), and CYP3A4 (dextromethorphan) sub-
strates. Additionally, aripip and dehydro-aripip did not show potential for altering CYP1A2-mediated metabo-
lism i 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 stimufus 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 increased risk of
hyperglycemia-related adverse events in patients treated with the atypical antipsychotics included in these studies.
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 for ia-related adverse events in patients treated with atypical
antipsychotics are not available. Patients with an establlshed diagnosis of diabetes mellitus who are started on atypical
antipsychotics shoutd be monitored regularly for worsening of glucose control. Patients with risk factors for diabetes mef-
litus (e.g., obesity, family history of diabetes) who are starting treatment with atypical antipsychotics shouid undergo fast-
|ng blood glucose testing at the beginning of treatment and periodically during treatment. Any patient treated with atypical
ipsychotics should be i for symp of hyp ia including p polyuria, p , and weak-
ness. Patients who develop symptoms of hypergiycemia during treatment with atyp|ca| antlpsychotlcs 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
Aripiprazole may be associated with orthostatic hypotension, perhaps due to its o,-adrenergic receptor antagonism. The
incidence of orthostatic hypotension associated events from five short-term, placebo-controlled trials in schizophrenia
(n=926) on ABILIFY included: orthostatic hypotension (placebo 1%, aripiprazole 1.9%), orthostatic lightheadedness
(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
(placebo 0%, aripip 0.7%), orthostatic lightheadedness (placebo 0.5%, aripiprazole 0.5%), and syn-
cope (placebo 0.9%, aripiprazole 0.5%). The incidence of a significant orthostatic change in blood pressure {defined as
a decrease of at least 30 mmHg in systolic blood pressure when changing from a supine to standing position) for
aripiprazole was not statistically different from placebo (in ia: 14% among aripipl -freated 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 abnormalities), cerebrovascular
disease, or conditions which would predispose patients to hypotension (dehydration, 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-controfled trials of schizophrenia, somnolence was reported in 11% of patients on ABILIFY com-
pared to 8% of patients on placebo; somnolence fed to discontinuation in 0.1% (1/926) of patients with schizophrenia on
ABILIFY in short-term, placebo-controlled trials. In short-term, placebo-controlled trials of bipolar mania, somnolence was
reported in 14% of patrents on ABILIFY compared to 7% of patrents on placebo but did not lead to discontinuation of any
patients with bipolar mania. Despite the relatively modest i of s compared to placebo,
ABILIFY like other antlpsychotlcs may have the potential to impair judgment, thinking, or motor skills. Patients should be
abou machinery, including automobiles, until they are reasonably certain that therapy
with ABILIFY does not affect them adversely.
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Pregnancy Category C
In animal studies, aripiprazole toxicity, possible ic 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 prolonged 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 embryofetal or pup suwlval Delivered offspring had decreased bodyweights {10 and 30 mg/kg), and
of gmatic nodules and diapl ic 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.) Postnataliy, 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
through effects on female offspring) was seen at 30 mg/kg. Some maternal toxicity was seen at 30 mg/kg, 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 mg/kg/day (2, 3, and 11 times human exposure at MRHD based on AUC and
6, 19, and 65 times the MRHD based on mg/m2) of aripiprazole during the period of organogenesis. Decreased maternal
food consumption 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), increased incidence of skeletal abnormality (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 aripiprazole perinatally and postnatally
(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 stilibirths, 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 known 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 potential risk to the fetus.
Lahor 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 or its metabolites are
excreted in human milk. it is that women receiving aripiprazole should not breast-feed.
Pediatric Use
Safety and effectiveness in pediatric and adolescent patients have not been established.
Geriatric Use
0f the 7951 patients treated with aripiprazole in premarketing clinical trials, 991 (12%) were 265 years old and 783
(10%) were =75 years old. The majority (88%) of the 991 patients were diagnosed with dementia of the Alzheimer’s type.
Placebo-controlled studies of aripiprazole in schizophrenia or bipolar mania did not include sufficient numbers of sub-
Jjects aged 65 and over to determine whether they respond drfferenﬂy from younger subjects.There was no effect of age
on the pharmacokinetics of a single 15-mg dose of aripi A was 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 population 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 PRECAUTIONS: Use in Patients with Concomitant liiness). The safety
and efficacy of ABILIFY in the treatment of patients with psychosis associated with Alzheimer’s disease has not been
established. If the prescriber elects to treat such patients with ABILIFY, vigilance should be exercised.



https://doi.org/10.1017/S1092852900009810

ADVERSE REACTIONS

Aripiprazole has been evaluated for safety in 7951 patients who participated in multiple-dose, premarketing trials 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 aripiprazofe included (in overlap-
ping categories) double-blind, comparative 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 praportion 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-
€d. The prescriber should be aware that the figures in the tables and tabulations cannot be used to predict the incidence
of side effects in the course of usual medical practice where patient characteristics and other factors differ from those
that prevailed in the clinical trials. Similarly, the cited frequencies cannot be compared with figures obtained from other
clinical investigations involving different 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-Controlied Trials

Qverall, 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 led 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-contralled 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-Controlled Trials

Overall, in patients with bipolar mania, there was no difference in the incidence of dis¢ontinuation 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

Percentage of Patients Reporting Event

ECG Changes
Between group comparisons for pooled, placebo-controlied trials in patients with schizophrenia, revealed no si
differences between aripiprazole 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 1 beat per
minute increase among placebo patients.
Additional Findings Observed in Clinical Trials
Adverse Events in a Long-Term, Double-Blind, Placebo-Controfled Trial
The adverse events reported in a 26-week, double-blind trial comparing ABILIFY (aripiprazole} and piacebo 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 (3/13 <49 days), and were of limited duration (9/13
<10 days). Tremor infrequently Jed 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 Aripiprazole
Following is a list of modified COSTART terms that reflect freatment-emergent adverse events as defined in the intro-
duction to the ADVERSE REACTIONS section reported by patients treated with aripiprazoie 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 atready
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 substantial probability of being acutely fife-threatening, events that are otherwise common as background
events, and events considered unlikely to be drug related. It is important to emphasize that, although the events report-
ed occurred during with aripipl they were not ily caused by it. Events are further categorized by
body system and listed in order of decreasing frequency according to the foltowing 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 extremhy) neck paln pelvic pain; Infrequent ~face edema, suicide attempt, malaise, migraine, chills,
itivity, tightness back, y, head, jaw, neck, and tongue), jaw pain, bloating, enlarged
abdomen, chest tightness, throat pain; Aare — moniliasis, head heaviness, throat tightness, Mendelson's syndrome, heat
stroke. Cardiovascular System: Frequent — tachycardia (including ventricular and supraventricular), hypotension, brady-
cardia; Infrequent - paipitation, hemorrhage, heart faifure, myocardial infarction, cardiac arrest, atrial fibrillation, AV block,
QT interval, ial ischemia, deep vein thrombosis, angina pectoris, pallor, cardiopulmonary
arrest phiebitis; ARare - bundle branch block, atrial flutter, vasovagal reaction, carmomegaly, thrombophlebitis, car-
diopulmonary failure. Digestive System: Frequent - nausea and vomiting; q - appetite,
gastroenteritis, flatulence, tooth caries, gastritis, gingivitis, gastrointestinal hemorrhage, hemorrhoids, gastroesophageal
reflux, periodontal abscess, fecal incontinence, rectal hemorrhage, stomatitis, colitis, tongue edema, cholecystitis, mouth
ulcer, oral moniliasis, eructation, fecal impaction, cholelithiasis; Rare — esophagitis, hematemesis, intestinal obstruction,
gum hemorrhage, hepatitis, peptic ulcer, glossitis, melena, duodenal ulcer, cheilits, b pancreatitis. Endocrine
System: Infrequent - hypothyroidism; Aare - goiter, hyperthyroidism. Hemic/Lymphatic System: Frequent — ecchymosis,
anemia; /nfrequent ~ hypochromic anemia, leukocytosns leukopenia (mcludlng neutropenla), Iymphadenopathy

. eosinophilia, macrocytic anemia; Rare - thre Y , thic ytopenia,

Adverse Event Ar;gg)srg_z,;lle Ea:'z%(; Disorders: Frequent weight loss, creatine p i i —edema hypergly
Aocidental Ty 5 3 yp , hypokalemia, diabetes melhtus hypoglycemla hyperhpemla SGPT |ncreased thirst, BUN mcreased
Constipation 13 6 h , SGOT d, eyanosis, alkaline phosphatase increased, oIIirubmemla fron defi-

1P mency anemla hyperkalemia, hyperuncemra obesity; Rare - lactic dehydrog , hyp , gout, hypo-

Akathisia 15 4 “glycemic reaction. Musculoskeletal System: Frequent - muscle cramp; Infrequent - arthralgia, i, 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, pathy; Rare — rh id arthritis, ysis, ten-
Placebo in Short-Term, Placebo-Controlled Trials donitis, tenosynovitis. Nervous System: Frequent — depression, ner ic reaction, ination, hos-

Treatment-emergent adverse events that occurred during acute therapy (up to 6 weeks in schizophrenia and up to 3
weeks in bipolar mania), including only those events that occurred in 2% or more of patients treated with aripiprazole
{doses >2 mg/day) and for which the incidence in patients treated with aripiprazole was greater than the inci in

tility, confusion, paranoid reaction, suicidal thought, abnormal gait, manic reaction, delusions, abnormal dream; Infrequent
— emotional Iability, twitch, cogwhee! rigidity, impaired concentration, dystonia, vasodilation, paresthesia, impotence,

patients treated with placebo in the combined dataset were: Body as a Whole—headache, asthenia, accidental injury,
ipherat edema; Cardi System—hypertension; Digestive System—nausea, dyspepsia, vomiting, constlpahon
Musculoske/e!al System—myalgla Nervous System—agnanon anxiety, insomnia, akathisia,
ness, , tremor, increased 0 y System—pharyngitis, rhinitis, coughing;
. Special Senses—blurred vision. An examination of population subgroups did not reveal any clear evidence of differential
adverse event incidence on the basis of age, gender, or race.
Dose-Related Aaverse Events
Schizophrenia
Dose respi ips for the inci of freatment-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- trials of enia, the inci of reported EPS for aripiprazole-treated patients
was 6% vs. 6% for placebo. In the short-term, placebo-controfled 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-controlled trials in bipolar mania, the incidence of akathisia-related events for aripiprazole-treated
patients was 15% vs. 4% for placebo. Objectively coliected data from those trials was collected on the Simpson Angus
Rating Scale (for EPS), the Barnes Akathisia Scaie (for isia) and the of y Scales
{for dyskinesias). In the schizophrenia trials, the y collected 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 (anmprazole, 0.61; placebo, 0.03 and aripiprazole, 0.25; placebo, -0.06). Changes in the
of M SCaIes were similar for the aripiprazole and placebo groups. Similarly, in a long-
term (26-week), placebo- controlled trial of schizophrenia, objectively collected data on the Simpson Angus Rating Scale

y fremor, h hesia, vertigo, stupor, bradykmesua apathy, panic attack, decreased hmdo hypersomma dyskl-
nesia, mamc depresswe reaction, ataxia, visual acmdent
impaired memory, delirium, dysarthria, tardive amnesia, libido, restless
leg, neuropathy, dysphoria, hyperkinesia, cerebral ischemia, increased reflexes akinesia, decreased consciousness,
hyperesthesm slowed thinking; Rare ~ blunted affect, euphoria, incoordination, oculogyric crisis, obsessive thought,

y decreased reflexes, derealization, intracranial hemorrhage. Respiratory System:

Frequent - sinusitis, dyspnea, pneumonia, asthma; Infrequent — epistaxis, hiccup, laryngitis, aspiration pneumonia; Rare
~ pulmonary edemna, 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; Infrequent — ear pain, dry eye, eye pain, tinnitus, cataract, otitis
media, altered taste, blepharitis, eye hemorrhage, deafness; Aare — diplopia, frequent blinking, ptosis, ofitis externa,
amblyopia, photophobia. Urogenital System: Frequent — urinary i { frequent - urinary frequency, leukorrhea,
urinary retention, cystitis, hematuria, dysuria, amenorrhea, vaginal hemorrhage, abnormal ejaculation, kidney failurs,
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 Durlng 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 include rare occurrences of allergic reaction
(e.g., anaphylactic reaction, angioedema, laryngospasm, pruritis, or urticaria).
DRUG ABUSE AND DEPENDENGE
Controlled Substance
ABILIFY is not a controlied substance.
Abuse and Dependence

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

{for EPS), the Barnes Akathisia Scale (for akathisia), and the of y Scales (for d

did not show a difference between aripiprazole and placebo.

Laboratory Test Abnormalities

A between group comparison for 3- to 6-week, placebo-controlied trials revealed no medically important differences
between the aripiprazole and placebo groups in the proportions of patients experiencing potentially clinically significant
changes in routine serum chemistry, hematology, or urinalysis parameters. Similarly, there were no aripiprazole/placebo
differences in the incidence of discontinuations for changes in serum chemistry, hematology, or urinalysis. In a long-term
(26-week), placebo-controfled trial there were no medically important differences between the aripiprazole and placebo
patients in the mean change from baseling in prolactin, fasting glucose, trigiyceride, HDL, LDL, and total cholesterol
measurements.

Weight Gain

In 4- to 8-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 & weight gain criterion of >7% of body weight relative to baseline, catego-
rized by BMI at basefine:

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

Safety Sample
BMI <23 BMI 23-27 BMI >27
Placebo  Aripiprazole Placebo  Aripiprazole Placebo Aripiprazole
Mean change from baseline (kg) <05 -0.5 -06 -1.3 -15 -2.1
% with >7% increase BW 37% 6.8% 4.2% 51% 41% 57%

In physical 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 imited experience the extent to which a CNS-active drug will be misused,
diverted, and/or abused once marketed. Consequently, patients should be evaluated carefully 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,
increases in dose, drug-seeking behavior).

OVERDOSAGE

Management of Overdosage

No specific information is avaifable on the treatment of overdose with aripiprazole. An electrocardiogram shouid be
obtained in case of overdosage and, if OT, interval profongation is present, cardiac monitoring should be instituted.
Otherwise, of dose should on supportive therapy, maintaining an adequate airway, oxy-
genation and ventilation, and management of symptoms. Close medical supervision and monitoring should continue until
the patient recovers.

Charcoal: In the event of an overdose of ABILIFY, an early charcoal administration may be useful in partially prevent-
ing the absorption of aripiprazole. Administration 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 hemadialysis in treating an overdose with aripiprazole,
hemodialysis is unlikely to be useful in overdose management since aripiprazole is highly bound to plasma proteins.
Storage
Store at 25° C (77" F); excursions permitted to 15-30° G (58-86° 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 aripiprazoie, both mean change from
haseline 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: Weight Change Results Categorized by BMI at Baseline:
Active-Controlled Study in Schizophrenia, Safety Sample

BMI <23 BMI 23 27 BMI >27
Mean change from baseline (kg) 26 -1.2
% with >7% increase BW 30% 19% 8%
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