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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 MAO inhibitors. ADDERALL XR should be prescribed with close physician supervision.

Reference: 1. 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 oSt DALY WA
approved to treat adults with ADHD' /\l)[) ERALL XR @
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BRIEF SUMMARY: Consult the full prescribing information for complete product information.
ADDERALL XR® CAPSULES Cll Rx Only

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

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

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

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

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. Gonsequently, it is not possible to provide a meaningful estimate of the proportion
of individuals experiencing adverse events without first grouping similar types of events into a smaller number of
standardized event categories. In the tables and listings that follow, COSTART terminology has been used to classify
reported adverse events.

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

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

Y iatric patients di inui =

CONTRAINDICATIONS

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

WARNINGS

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

ONE DOSE DAILY‘

ADD [QIR.GH@

5 mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg CAPSULES
(Mlxed Salts of a Smgle-Enmy Amphetamme Product)

Adverse event

Anorexia (loss of appetite) 29

Insomnia 1.5

Weight loss 12

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,

Sulfate D

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

Amphelamlne Aspartate Monohydrate  Amphetamine Sulfate

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

ic use of stimulants in children, including amphetamine, may be causally associated
with suppression of growth. Therefore, growth should be monitored during treatment,
and patients who are not growing or gaining weight as expected should have their treatment interrupted.
Sudden Death and Pre-existing Structural Cardiac Abnormalities: Sudden death has been reported in
association with amphetamine treatment at usual doses in children with structural cardiac abnormalities.
Adderall XR® generally should not be used in children or adults with structural cardiac abnormalities.
PRECAUTIONS

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

Hypertension: Caution is to be exercised in prescribing amphetamines for patients with even mild hypertension
(see CONTRAINDICATIONS). Blood pressure and pulse should be monitored at appropriate intervals in patients
taking ADDERALL XR®, especially patients with hypertension.

Tics: Amphetamines have been reported to exacerbate motor and phonic tics and Tourette’s syndrome. Therefore,
clinical evaluation for tics and Tourette’s syndrome in children and their families should precede use of stimulant
medications.

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

Drug Interactions: Acidifying agents—Gastrointestinal acidifying agents (( reserpine, glutamic acid
HC, ascorbic acid, etc.) lower absorption of ampt Urinary acidifying agents—These agents (ammoni-
um ch!onde sodium acid phosphate, etc.) increase the concentration of the |omzed species of the

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 treatments, uses, and investigators. The cited figures, however, do provide the
prescribing physician with some basis for estimating the relative contribution of drug and non-drug factors to the
adverse event incidence rate in the population studied.

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

molecule, thereby increasing urinary excretion. Both groups of agents lower blood levels and efficacy of amphet-
amines. Adrenerg/c blockers—Adrenergic blockers are inhibif by ing agents—
Gastrointestinal alkalinizing agents (sodium bicarbonate, etc.) increase absorption of amphetamines. Co-adminis-
tration of ADDERALL XR® and gastrointestinal alkalinizing agents, such as antacids, should be avoided. Urinary
alkalinizing agents (acetazolamide, some thiazides) increase the concentration of the non-ionized species of the
amphetamine molecule, thereby decreasing urinary excretlon Both groups of agents increase blood levels and
therefore potentiate the actions of , tricyclic- i
activity of tricyclic anti h i agems d with ¢

and possibly other mcycllcs cause stnkmg and st;/s’/t“a(l)ned increases in the concentration of d-amphetamine in the

brain; cardiovascular effects can be pc MAOI antidep its, as well as a r
of f lidone, slow This slowing potentiates amphetamines, increasing their effect

Body System Preferred Term ADDERALL XR® (n=374) Placebo (n=210)
General Abdominal Pain (stomachache) 14% 10%
Accidental Injury 3% 2%
Asthenia (fatigue) 2% 0%
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 7% 4%
Nervous System Dizziness 2% 0%
may enhance the Emotional Liability 9% 2%
or protriptyline Insomnia 17% 2%
Nervousness 6% 2%
Metabolic/Nutritional Weight Loss 4% 0%

on the release of norepinephrine and other monoamines from adrenergic nerve endings; this can cause
and other signs of hypertensive crisis. A variety of toxic neurological effects and malignant hyperpyrexia can
occur, sometimes with fatal results. Antihistamines—Amphetamines may counteract the sedative effect of antihista-
mines. Antihypertensives—Amphetamines may antagonize the hypotensive effects of antihypertensives.
Chlorpromazine—Chlorpromazine blocks dopamine and norepinephrine receptors, thus |nh|bmng the central
stimulant effects of amphetamines, and can be used to treat
Amphetamines may delay intestinal absorption of ethosuximide. Ha/apendoﬁ—Hanpendol blocks dopamine
receptors, thus inhibiting the central stimulant effects of amphetamines. Lithium carbonate—The anorectic and
stimulatory effects of amphetamines may be inhibited by lithium carbonate. Meperidine—Amphetamines potenti-
ate the analgesic effect of meperidine. Methenamine merapy—Unnary excreuun of amphetammes is increased,

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*

and efficacy is reduced, by acidifying agents used in meth

enhance the adrenergic effect of norepinephrine. Phenobarbitaf
of phenobarbital; co-administration of phenobarbital may produce a synerglsilc antlconvulsam action. Phenytoin—
Amphetamines may delay intestinal absorption 01 phenytom co-administration of phenytoin may

produce a antico

mine CNS stimulation is potentiated and fatal convulsions can occur. Veratrum alkaloid:

the hypotensive effect of veratrum alkalmds

Drug/L: y Test

Ievels This i mcrease is greatest in the evening. Amphetamines may interfere with urinary steroid determinations.
and of Fertility: No evidence of carcinogenicity was found in studies

in which d,l-amphetamine (enantlomer 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, r y, the ded human

dose of 30 mg/day [child] on a mg/m? body surface area basis.

Amphetamine, in the enantiomer ratio present in ADDERALL® (immediate-release)(d- to |- ratio of 3:1), was not

clastogenic in the mouse bone marrow micronucleus test in vivo and was negative when tested in the E. coli

component of the Ames test in vitro. d,l-Amphetamine (1:1 enantiomer ratio) has been reported to produce a

positive response in the mouse bone marrow micronucleus test, an equivocal response in the Ames test, and

negative responses in the in vitro sister chromatid exchange and chromosomal aberration assays.

Amphetamine, in the enantiomer ratio present in ADDERALL® (immediate-release) (d- to |- 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 |- ratio of

Body System Preferred Term ADDERALL XR®(n=191) Placebo (n=64)
General Asthenia 6% 5%
Headache 26% 13%
Digestive System Loss of Appetite 33% 3%
Diarrhea 6% 0%
Dry Mouth 35% 5%
therapy. A Nausea 8% 3%
i a,, ﬁeféy absorption Nervous System Agitation 8% 5%
Anxiety 8% 5%
Dizziness 7°£n 0"/:
| action. Pr In cases of propoxyphene overdosage phet Insomnla‘ 2] k]
jds—Ampt inhibit System _Tachycardia 6% 3%
ic/Nutritional Weight Loss 1% 0%
can cause a significant elevation in plasma corticosteroid Urogenital System Urinary Tract Infection 5% 0%

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

*included doses up to 60 mg.

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

DRUG ABUSE AND DEPENDENCE

ADDERALL XR® s a Schedule Il controlled substance.

3:1), had no apparent effects on embryofetal morphological development or survival when orally ed to

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

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

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

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

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

Use in Children Under Six Years of Age: Effects of ADDERALL XR® in 3-5 year olds have not been studied.
Long-term effects of amphetamines in children have not been well established. A are not

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

OVERDOSAGE

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

recommended for use in children under 3 years of age.

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

ADVERSE EVENTS

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

https://doi.org/10.1017/51092852900009664 Published online by Cambridge University Press

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 25° C (77° F).

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

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

visit www.adder(;)illxr.co(gn. ADDEF?SLL® agd ADDSERALL XR® are registered in the US Patent

and Trademark Office. Copyright ©2004 Shire US Inc. -
(Shire
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BRIEF SUMMARY o PRESCRIBING INFORMATION

INDICATIONS AND USAGE: Bipoiar Mania: SEROQUEL is indicated for the short-term treatment of acute manic
episodes associated with bipolar [ disorder, as either monotherapy or adjunct therapy to ithium or divalproex. The
efficacy of SEROQUEL in acute bipolar mania was established in two 3-week monotherapy trials and one 3-week
adjunct therapy trial of bipolar | patients initially hospitalized for up to 7 days for acute mania. Effectiveness for
more than 3 weeks has not been systematically evaluated in clinical trials. Therefore, the physician who elects to use
SEROQUEL for extended periods should Fgenadlcally re-evaluate the long-term risks and benefits of the drug for
the individuat patient. Schizopbesnia: SEROQUEL is indicated for the treatment of schizophrenia. The efficacy of
SEROQUEL in'schizophrenia was estabiished in short-term (6-week) controlled trials of schizophrenic inpatients.
The effectiveness of SEROQUEL in lang-term use, that is, for more than 6 weeks, has not been systematically
evaluated in controtled trials. Therefare, the physmlan who elects to use SEROQUEL for extended periods should
periodicatly re-evaiuate the lang-term usefuiness of the drug for the individual patient.

CONTRAININCATIONS: SEROQUEL is cantraindicated in individuals with a known hypersensitivity to this medica-
tion or any of its ingredients.

WARNINGS: Netrolaptic Malignant Syndrome (NMS): A potentially fatal symptom complex sometimes referred to
as Neuroleptic Malignant S{ndmme {NMS) has been reparted in association with administratin of antipsychotic
dru , including SEROQUEL. Rare cases of NMS have been reported with SEROGUEL. Clinical manifestations of
IMS are hyperpyrexia, muscle igidty,aftered mental status, and evidence of autonomic instabilty (imegular puise
nr blood presstire, tachycardia, iaphoresis, and cardiac dysrhythmia). Additional signs may include elevated crea-
ting pnospho inase, myoglobinuria (abdomyalysis) and acufe renal failure. The diagnastic evaluation of patients
with this syndrome is complicated. In anving at a diagnosis, it s important to exclude cases where the clnical pre-
setation includes both serious medical illness (e.g., pnesmonia, systemic infection, etc.) and ntreated or inade-
Quately reated extrapyramical signs and symptoms (EPS). Other important consieratons in the differental diag
nosis include central anticholinergic toxicity, heat stroke, drug fever and primary central nervous system (CNS}
pathology. The management of NMS should include: 1) immediate discontinuation of antipsychotic drugs and cmer
drugs not essential to concurrent therapy, 2) intensive symptomatic reatment and medical monitoring; and 3) treat-
ment of any concomitant serious medical problems for which specific reatments are available. There is no general
agresment about specific pharmacological treatment regimens for NMS. f a patient requires antipsychotic drug
reatment after recovery from NMS, the potentia reiniroduction of drug therapy should be carefully considered. The
patient should be carefully monitored since recurrences of NMS fave been reporied. Tardive Dyskinesia: A syn-
drome of potentially irreversible, involuntary, dyskinetic movements may develop in patients treated with antipsy-
choic drugs. Ahough the prevalence of the syndrome appears to be highest among the elderly, espacially elderly
women, it 15 impossibie to rely upon prevalence estimates to predict, af the inception of antipsychoi 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 likefitood that it will become
imeversible are believed to increase as the duration of treatment and the totat cumulative dose of antipsychotic drugs
administered to the patient increase. However, the syndrome can develop, aithough much less commonly, after rel-
atively brief treatment periods at low doses. There is no known treatment for established cases of tardive dyskinesia,
although the syndrome may remit, partially or completely, if antipsychotic treatment is withdrawn. Antipsychotic
reatment, self, however, may suppress (or partially sy f,)pvess) the skyns and symptoms ofthe syndrome and there-
by may possily mask the undedymgpmcess The effect that symptomatic Suppression has upon the long-term
course of the syndrome is unknown, Given these considerations, SEROQUEL should be prescribed in a manner that
is most ket to minimize the occurrence of tardive dyskinesia. Chronic antipsychatic treatment should generally be
reserved for patients who appear to suffer from a chronic iliness that (1) is known ta respond to antipsychotic drugs,
and (2) for whom aitemative, equally effective, but ‘golennany Jess harmful treatments are not available or appropri-
te.In pafients who do require chronic treatment, the smallest dose and the shortest duration of treatment produc-
ing a satistactory ctinical response should be sought. The need for continued treatment should be reassessed peri-
ically. f signs and symptoms of tardive dyskinesia appear in a patient on SEROQUEL, drug discantinuation should
be considered. However, some patits may require treatment with SEHOOUEL despite the presence of the syn-
drome. Hypergiycemia ai itus: Hyperglycemia, i with ketoaci-
dosts or hyperosmalar coma or death, has been reported in patients treated with atypica) antipsychotics, including
SE . Assessment of the relationship between atypical antipsychatic use and glucose abnormaities is com-
plcated by the possibilty of an increased background risk of diabetes mefitus in patients with schizophrenia and

the increasing incidence of diabetes melitus in the general population. Given these confounders, the relationship  an

between atypical antipsychotic use and hyperglycemia-related adverse events is not completely understood.
However, epklemiological studies suggest an increased risk of treatment-emergent hyperglycemia-related adversa
events in patients treated with the atypical antipsychotics. Precise risk estimates for hyperglycemia-refated adverse
events n patients treated with atypical antipsychatics are not availabl. Patients with an established diagnosis of dia-
betes melltus who are started on atypical antipsychatics should be monitored re?ulavly for worsening of glucose
control. Patients with risk factors for diabetes mellitus {eg, obesity, family history of diabetes) wha are starting treat-
ment with a?'pmal antipsychotics should undergo fasting bload glucose testing at the beginning of treatment and
periadically during treatment. Any patient treated with atypical antipsychotics shoukd be monitored for symptoms of
Nmrgmemm including polydipsia, potyuria, polyphagia, and weakness. Patients who develop symptoms of hyper-

mia Guring treatment with atypical antipsychotics should undergo fasting blood glucose testing. In seme cases,
hyperglycemia has resolved when the atypical antipsychotic was discontinued; however, some patients required
continuation of ant-iabetic treatment despite discontinuatian of the suspect rug.

PRECAUTIONS: General: Orthostatic Hypotension: SEROQUEL may induce orthostatic hypotension associated
‘with dizziness, tachycardia and, in some patients, syncope, especially during the initial dose-titration period, prob-
ably reﬂsmmg its o-adrenergic antagonist properties. Syncope was reported in 1% })2 567) of the patients
treated with SEROQUEL, compared with 0% (0/607) an.placeba and about 0.4% (2/527} on active control drugs.
SEROQUEL shoutd be used with particular caution in patients with known cardiovascular disease (history of
myocardial infarction or ischemic heart disease, heart failure or conduction abnormalities), cerebravascular disease
or condtions which would predispose patients to hypotension (dehydration, fiypavolemia an treatment with anti-
nsive medications). The risk of orthostatic hypotensian and syncope may be minimized by fimiting the ini-
dose to 25 mg bid. f hypotension accurs dunnq lmanon ID the tame1 dose, a returm to the previous dose in the
titration schedui is appropriate. Cataracts: Tha devel t?m was obsarved in association with que-
Hapine treatment in chronie m mdlu(m Asimal To

cataracts
lmlnuy in Prmrllllu Information). Lens changes have
als0 beer Mlnm ':I ing long-term SEROGUEL treatment, but a causal relatienship to SERDQUEL

Use has ot bee Jevarthuless, ihe nnsﬂllllﬂy M onticular changes cannot be exciuded at this
ﬂm Tharsiore, examination of the lens by meth Jotact formation, such as slit lamp

of other. 38 meth mlM al initiation of treatment or shortly thereatier,
lnd at 6 moath chronic treatment, Seizures; During chnical trials, seizures occurred in 0. &%

uring
(1&'2792) of patients !vmen wﬁh SEROQUEL cornpared 10 0.2% (1/607) on placeba and 0.7% (4/527) on active
ol drugs. As with other antipsychotics SERCQUEL should be used cautiously in patients with a history of
saqum or with condtions that potentiaily lower the seizure threshold, e.g., Alzheimer's dementia. Cond\tlons that
mwer the seizure threshold may be more prevalentin a population of 3 years o older. Hypothyroidism: Clinical tri-
with SERCQUEL demonstrated a dose-related decrease in total and free thyroxine (T4) of approximately 20% at
me higher end 01 the therapeutic dese range and was maximal in the first two to four weeks of treatment and main-
tion or progression during more chroic therapy. Generally, these changes were of no cinical
slomﬂcance andT H was unchanged in most patients, and levels of TBG were unchanged. In neary all cases, ces-
sation of SEROQUEL treatment was associated with a reversal of the eftects on total and free T4, irespective of the
duration of treatment. About 0.4% 82/2791) of SEROQUEL patients did experience TSH increases in monothera-
py srudles Six of the patients with TSH increases needed replacement thyroid treatment. In the mania adjunct stud-
where SEROQUEL was added to lithium or divalproate, 12% (24/196) of SEROQUEL treated patients compared
o 7% {16/203) of placebo treated patients had elevated TSH levels. Of the SEROQUEL treated patients with efevat-
o8 TSH levels, 3 had simuttanegus low free T4 leves. Cholesterof and Triglyceride Elavations: In schizophrenia tri-
s, SEROQUEL-teated patients had increases from baseline in cholesterof and triglyceride of 11% and 17%,
espectively, compared to slight decreases for nlaoeho patients. These changes were only weakl{ related to the
increases in weight abserved in SEROQUEL-treated patients. Hyperprolactinemia: Athough an elevation of pro-
lactin levels was not demonstrated in clinical trials with SEROQUEL, increased prolactin levels were ohserved in rat
Studies with this compound, and were associated with an increase in mammary gland neoplasia in rats (see
Carcinogenesis). Tissue culture experiments indicate that approximately one-third of human breast cancers are pro-
lactin dependent i vitro, a factor of potential importance if the prescription of these drugs is contemplated in a
patient with previousfy detected breast carcer, Although disturbances such as galactorrhea, amenorrhea, gyneco-
mastia, and impotence have been reparted with prolactin-elevating compounds, the clinial significance of elevated
serum protactin levels {5 unknown for most patients. Neither clinical studies ner epidemiotogic studies conducted
1o date have shown an association between chronic administration of this class of drugs and tumarigenesis in
humans; the avaitable evidence is considered too limited to be conclusive at this time. Transaminase Elevations:
ﬂmmamanc transient and reversible elevations in Serum transaminases (primarily ALT) have been reparted. In
izophrenia trials, the proportions of patients with transaminase elevations of > 3 times the upper limits of the
normal reference range in a ool of 3- to 6-week placebo-controlied tials were approximately 6% for SEROQUEL
compared to 1% for placebo. n acute bipolar maniz trials, the praportions of patients with transaminase elevations
of > 3 times the upper limits of the normal reference range in a peol of 3- to 12-week placebo-controlled trials were
approximately 1% for both SEROQUEL and placeho. These hepatic enzyme elevations usually accurred within the
first 3 weeks of drug treatment and promptly returned to pre-study levels with ongoing treatment with SEROQLEL.
tantia! nitive and Motor (mpairment: Somnolence was a commonly reported adverse event reported in
patients treated with SEROQUEL especialty during the 3-5 day period of inital dose-fitratien. {n schizaphrenia trials,
somnolence was reported in 18% of patients on SEROQUEL compared to 1% of placebo patients. In acute bipo-
lar mania trials using SEROQUEL as monotherapy, somnolence was reorted in 16% of patients on SERCOUEL
compared to 4% of placebo patients. In acute bipolar mania trials using SEROQUEL as adjunct therapy, somnolence
was reorted in 34% of patients on SEROQUEL ¢ Mnoared 10 9% of placebo patients. Since SEROQUEL has the
potential to impair judgment, thinking, ar mator skill, patients should be cavtioned about performing activities
requiring mental alertness, such as operating a matar vefile (including automabiles) or operating hazardous
machinery unti they are rusonabr/ certain that SEROQUEL therapy does not affect them adversely. Priapism: One
case of priapism in @ ganem receiving SEROQUEL has been repored priar to market introduction. While a causal
relationship 10 use of SEROQUEL has not been estabiished, other drugs with alpha-adrenergic blocking effects have
besn reported to induce priapism, and it is possible that SEROQUEL may share this capacity. Severe g:na ist may
equire surgical imervendion. Body Temperature Regalation: Aithough not reported with SEROQUEL, disruption
the body's ability to reduce core body temperature has been attributed to antipsychotic agents. Appropnate
care is advised when prescribing SEROQUEL for patients who wil be expediencing condtions which may con-
tribute to an elevation in core body temperature, &.9, exercising strenuously, exposare to extreme heat, receiv-
ing concomitant medication with anticholinergic or being subiect to deyration. Dysghagla: Esophageal
dysmetility and aspiration have been associated with antipsychotic drug use. Aspiration prieumonia is a common
cause of morbidity and mortality in eiderly patients, in particular those with advanced Alzheimer's dementia.
SERGQUEL and ather antipsychotic drugs should be used cautiously in patients at risk for aspiration pneumonia.
Sukide: The possiility of a suicide attempt is inherent in bipolar disorder and schizophrenia: close supervisian of
high risk patients should mwny drug therapy. Prescriptians tor SEROQUEL shauld be writen for the smallest
uuamw of tablets consistent patient ma rmient in order to reduce the risk of overdose. Use in Patients
ftant lliness: Clmlcal o nence EROGUEL in patients with certain concomitant systemic ifl-
nesus is limited. SEROQUEL has not een evaluated or used to any appreciabie extent in patients with a recent his-
tory of myocardial infarction or unstable heart disease. Patients with these ma% 0ses were excluded from premar-
Keting chinical studies. Because of the risk of arthostatic hypotension with SEROQUEL, caution should be observed
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in cardiac patients {see Orthostatic Hypotension). Information for Patients: Physicians are advised to discuss the
following issues with patients for whom they prescribe SERGQUEL. Orthostatic Hypotension: Patients should be
advised of the risk of orthostatic hypotension, especially during the 3-5 day period of initia! dose titration, and also
at times of re-initiating treaiment or increases in dose. Interference with Cognitive and Motor Perlormante: 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 fitration. Patients shoutd be
cautioned about performing any activity requiring mental alertness, such as operating 2 motor vehicle (including
autemabiles) or operating hazardous machinery, until they are reasonably certain that SEROQUEL therapy does not
affect them adversely. Pregnancy: Patients shouid be advised to noify their physician if they become pregrant or
intend to become pregnant during therapy. Nursing: Patients should be advised not to breast feed if they are taking
$SEROQUEL. Concomitant Medication: As with other medications, patients should be advised to notify their physi-
cians if they are taking, or pian to take, any prescription or overthe-counter drugs. Alcobel: Patignts should be
advised o avoid cansuming alcoholic beverages while taking SERODUEL. Heat Exposure and Dehydration: Patients
‘should be advised regarding appropriate care in avoiding overheating and dehydration. Laboratory Tests: No spe-
cific laboratory tests are recommended. Drug Inferactions: The risks of using SEROQUEL in combination with other
drugs have not been extensively evaluated in Systematic studies. Given the pnmag CNS effects of SEROQUEL, cau-
tion should be used when it is taken in combination with other centrally acting drugs. SEROQUEL potentiated the
cognitive and motor effects of alcohol in a clinical trial in subjects with selected psychotic disorders, and alcoholic
beverages should be avoided while taking SEROQUEL. Because of its %ulemial forinducing ypotension, SEROQUEL
may enhance the effects of certain antitypertensive agents. SEROQUEL maE antagonize the effects of levodopa and
dopamine aganists. The Effect of Other Drugs on Quetiapine: Phenytoin: Coadministration of quetiaping (250 mg
id) and phenytain (100 mg tid) increased the mean aral 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 (e.q. carbamazepine, barbiturates, ritampin, glucocorticoids). Caution
should be taken if phenytoln is withdrawn and replaced with a non-inducer (e.g., valproate). Divalproex:
Coadminisiration of quetiapine {150 mg bid) and divalproex (500 mg bid) increased the mean maximum 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 quetiapine (300 mg bid) by 65%.
Cimetidine: Adminisiration of muttple daily doses of cimetidine (400 mg tid for 4 days) resulted in 2 20% decrease
in the mean oral clearance of quetiaping (150 mg tid). Dosage adjustment for quetiapine Is not reguired when ftis
given with cimetidine. P450 3 Inhibltors: Coadministration of ketoconazole (200 mg once daiy for 4 days), a potent
inhibitor of cytochrome P450 34, reduced oral clearance of quetiaping by 84%, resulting in a 335% increase in max-
frmum plasma concentration of uueuamne Cauuon is indicated when SEROQUEL is administered with ketoconazole
and other inhibitors of cytochrome P450 3A (e.q., ftraconazole, fluconazole, and erythromycin). Fluoxetine,
Imigramine, Halnyenﬂol and Risparidone: Coadm\mstratmn of fuoxetin (60 mg ance caily; mipramine (75 mg
bid), haloperidol (7.5 my bic), or risperidong (3 mg bid) with quetiaping (300 mg bid) did not atter the steady-state
pnarmacokmencs of quet»amne Effeci of Quetiapine on Other Brugs: Lorazepam: The mean oral clearance of
forazepam (2 mg, single dose) was reduced by 20% in the presence of quetiaping administered as 250 mg tid dos-
ing. Divalproex. The mean maximum concentration ang extent of absorption of total and free valproic acid at steady
state were decreased by 10 to 12% when divalproex (500 mg bid) was administered with quetiapine (130 mg bid).
The mean orat clearance of total vaIpronc acid {administered as divalproex 500 mg bid) was increased by 11% in the
presence of quetiapine (150 mg bid). The changes were not significant. Lithium: Concomitant administration of que-
tiapine (250 mg tid) with lithium had no effect an any of the steady-state pharmacokinetic parameters of lithium.
Antipyrine: Administration of multiple daly doses up to 750 mg/day (on a tid schedule) of quetiapine to subjects
with selected psychotic disorders had ne clinically relevant effect on the clearance of antipyrine or urinary recovery
of antipyrine metabolites. These results indicate that quetiapine does not significantly induce hepatic enzymes
responsible for cytochirome P450 mediated metabalism of anfipyrine. Carcinogenesis, Mutagenesis, impiairment
of Fertilty: Careinogenesis: Carcinagenicity studies were conducted in C57BL mice and Wistar rats. Quetiaping was
administered in the diet to mice at doses of 20, 75, 250, and 750 mg/kg and to rats by gavage at doses of 25, 75,
and 250 mgy/kg for two years. These doses are equwalem 100.1, 05, 15, and 45 times the maximum human Hose
(800 mg/day} on 2 mg/m? basis (mice) or 0.3, nd 2.0 fimes the mamnum human dose on a mg/m? basis
{rats). There were stafistically significant |ncreases |n thyru\d giand follicular adenomas in male mice at doses of 250
50 mo/kg or 1.5.and 4.5 times the maximum human dose on a my/m? basis and in male rats at a dose of 250
mg/kg or 3.0 times the maximum human dose on a mg/m? basis. Mammary gland adenccarcinomas were statisti-
cally significantly increased in female rats at all doses tested (25, 75, and 250 mg/kg or 0.3, 0.9, and 3.0 times the
maximum recommended human dose on a mg/m? basis). Thyroid folicular cell adenamas may have resulted from
chronic stimulation of the thyroid gland by thyroid stimulating hormone (TSH) resulting from enhanced metabalism
and clearance of thyroxine by rodent fiver. Changes in TSH, thyroxine, and thyroxine clearance consistent with this
mechanism were observed in subchronic foxiciy studies in rat and mouse and ina 1+ year foxicity study in rat, how-
ever, the results of these studies were not definitive. The refevance of the increases in thyroid follicular cell adeno-
mas o human risk, through whatever mechanism, is unknown. Antipsychotic drugs have been shown to chronically
elgvate prolactin levels in rodents. Serum measurements in a 1+ -y toxicity study showed that quetiaping increased
median serum prolactin levels a maximum of 32- and 13-fold in male and female rats, respectively. Increases in
mammary neoplasms have been found in rodents after chronic administration of other antipsychatic drugs and are
considered to 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). Mutagenesis:
The mutagenic potential of quetiapine was tested in six in vitro bacterial gene mutation assays and in an in vitre
memmalian gene mutation assay in Chinese Hamster Ovary cells. However, suffciently high concentrations of que-
tiapine may not have been used for all tester strains. Quetiapine did produce a reproducible increase in mutations in
one Saimonefia lyphimuriurm tester strain in the presence of metabolic activation. No evidence of clastogenic poten-
tial was obtained in an i vitro chromosomal aberration assay in cuftured human lymphocytes or in the in vive
micronucleus assay in rats. impainnent of Fertilty: Guetiaping decreased mating and fertity in male Sprague-
Dawtey rats at oral doses of 50 and 150 mo/kg or 0.5 and 1.8 times the maximum human dose on a mg/me basis.
Drug-related effects included increases in interval to mate and in the number of matings required for successful
impregnation. These effects continued to be abserved at 150 mg/kg even after a two-wesk period without treatment.
The no-effect dose for impaired mating and fertity in male rats was 25 mgrkg, or 0.3 times the maximurn human
dose on a mg/m? basis. Quetiapine adversely affected mating and fertiity in female Sprague-Dawiey rats at an oral
dose of 50 mgkg, or 0.6 times the maximum human dose on a mg/m bass. Orug-related effects included decreas-
©s in matings and in matings resulting in pregnancy, and an increase in the interval to mate, An increase in irregu-
Tar estrus cycies was observed at doses of 10 and 50 mg/kg, or 0.1 and 0.6 times the maximum human dose on
mg/m? basis. The no-effect dose in female rats was 1 mg/kg, or 0.01 times the maximum human dose on @ mg/m2
basis. Pregnanty: Pregnancy Category C: The teratogenic potertial of quetiapine was studied in Wistar rats and
Dutch Belted rabits dosed during the period of organogenesis. No evidence of a teratogenic effect was detected in
rats at doses of 25 to 200 mg/kg or 0.3 to 2.4 times the maximum human dose on a mg/m? basis or in rabbts af
25 to 100 mg/kg or 0.6 to 2.4 times the maximum humzan dose on a mg/m basis. There was, however, evidence of
embryo/fetal toxiclty. Delays in skeletal ossification were detected in rat fetuses at doses of 50 and 200 m
(0.6 and 2.4 times the maximum human dose on a mg/m? basis) and in rabbits at 50 and 100 m/kg (1.2 and 24
times the maximum human dose on a mg/m2 basis). Fetal body weight was reduced in rat fetuses at 200 mgkg
and rabbit fetuses at 100 mg/kg (2.4 times the maximum human dose on a mg/m2 basis for hoth species). There
was an increased incidence of a minor soft tissue anomaly (carpal/tarsal flexure) in rabbit fetuses at a dose
of 100 mg/kg {24 times the maximum human dose on a mg/m basis). Evidence of maternal toxicity (i.e., decreases
in body weight gain and/or ceath) was observed at the high dose in the rat study and at all doses in the rabbit study.
{na perifpostnatal reproductive study in rats, no drug-related effects were observed at doses of 1, 10, and 20 mgkg
or 0.01, 0.12, and 0.24 times the maximum human dose on a mg/m? basis. However,in a preliminary perifpostna-
1l study, there were increases in fetal and pup death, and decreases in mean litter weight at 150 mg/kg, or 3.0 times
the maximum human dose on a mg/m2 basis. There are no adequate and weil-cantrolled studies in pregnant women
and quetiaping should be used during prggnancy only if the potential benefit justifies the potential risk to the fetus.
Labor and Delivery: The effect of SEROQUEL on labor and delivery in humans is unknown. Nursing Mathers:
SEROQUEL was excreted in milk of treated animals during lactation. t is not known if SEROQUEL is excreted in
human milk. 1t is recommended that women receiving SEROQUEL should ot breast feed. Pediatric Use: The safe-
ty and effectiveness of SEROQUEL in pediatric patients have not been established. Geriatric Use: Of the approxi-
mately 3400 patients in clinical studies with SEROQUEL, 7% (232) were 85 years of age or over. In general, there
was no indication of any different tolerability of SEROQUEL in the elderly compared to Kcunger adutts. Nevertheless,
the presence of factars that might decrease pharmacakinetic clearance, increase the pharmacedynamic 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% in elderly patients when compared to younger patients.

ADVERSE REACTIONS: The information below is derived from a clinical trial database for SEROQUEL consisting of
over 3000 patients. This database includes 405 patients exposed to SEROQUEL for the treatment of acute bipalar
maniz lmunotherapg and adjunct therapy) and approximately 2600 patients and/or normal subjects exposed o 1 or
more doses of SEROQUEL for the treatment of schizophrenia. Of these approximately 3000 subjects, approximate-
Iy 2700 (2300 in schizophrenia and 405 in acute bipolar mania) were patients who participated in multiple dose
effectiveness trials, and their experience corresponded to approximately 914.3 patient-years. The conditions and
duration of treatment with SEROQUEL varied greatly and included {in overlapping categories) open-label and dou-
ble-blind phases of studies, inpatients and outpatients, fixed-dose and dose-titrafion studies, and short-term or
{onger-term exposure, Adverse reactions were assessed by collecting adverse events, results of physical examina-
tians, vital signs, weights, labaratory analyses, ECGs, and resutts of ophthalmolagic examinations. Adverse events
during expasure were obtained by general inquiry and recorded by clinical investigators using terminalogy of their
own choosing. Consequently, it is not possible to provide a meaningfut estimate of the proportion of individuals
experiencing adverse events without first grouping similar types of events into a smafler number of standardized
event calegones. In the tables and tabulations that follow, standard COSTART terminclogy 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 type listed. An event was considered treat-
ment emergent if it occurred for the first time or worsened while receiving therapy following baseline evaluation.
Mdversa Findings Obsarved in Short-Tarm, Controlled Trials: Adverse Events Associated with Discontinuation of
Treatment in Short-Term, Placebo-Controlled Trials: Acute Blpolar Mania: Overall, discontinuations 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 placeba in adjunct therapy. Schizophrenia: Overall, there was little difference in the incidence of discontinuation
due to adverse events (4% for SEROQUEL vs. 3% for placebo) in a poal of contralied trials. However, discontinua-
fions due to semnolence and hypotension were cansidered o be drug related (see PRECAUTIONS): Somnolence
0.8% vs 0% for placebo and Hypotension 0.4% vs 0% for placeto. Adverse Events Occurring at an Incideace of
1% or More Among SEROQUEL Treatad Patients in Short-Term, Placebo-Controlled Trials: The prescriber should
be aware that the figures in the tables and tabulations cannot be used to oredict the incidence of side effects in the
course of ustal medica practioe where patient haracterisis and other factrs ifer from those that revald in
the clinical trials. Similarly, the cited q wi from other clinical inves-
tigations involving different treaments, uses, 2nd investigatos. The cited figures, however, do provide the pre-
scribing physician with some basis for estimating the relative contribution of drug and nundruq factors to the side
effect incidence in the population studied. The following treatmemmer?ent adverse experiences occurred during
acute therapy of schizophrenia (up to 6 weeks) and bipolar mania (up to 12 weeks) in 1% or mare of patients treat-
ed with SEROQUEL (doses ranging frem 75 to 800 mg/day) where the incidence in patients treated with SEROQUEL
was greater than the incidence in placebo-treated patients. Treatment-Emergent Adverse Experience Incidence in
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3+ 10 12-Week Placebo-Gontralled Clinical Trials! for the Treatment of Schizophrenia and Acute Bipolar Mania
g(monomevapyg: Body as a Whole: Headache, Pain, Asthenia, Abdominal Pain, Back Pain, Fever; Cardlovaseular:
lachycardia, Postural Hypotension; Digestive: Dry Mouth, Constipation, \Iommng Dys&;gsm, Gastroenteritis,
Gamma Glutamy, Transpeptidase Increased; Metabolic and Nutritional: Weight Gain, SGPT Increased, SGOT
Increased; Nervous: Agitation, Somnolence, Dizziness, Anxiety, Respl Mog Pharyngtis, Rhinitis; Skin and
Appendages: Rash; Srnclal Senses; Amblyopia ! Events turwhlch the SEROQUEL incidence was equal to or less
than placsbo are not listed in the table, but included the following: accidental injury, akathisia, chest pain, cough
increased, depression, diarrhea, exlra]oyramldal syndrome, hostility, hypertension, hypennma hypotension,
increased appette, infection, insomnia, leukopenia, malaise, nausea, nervousness, paresthesia, peripheral edema,
sweating, tremor, and weu;m loss. In these studies, the most commanly observed adverse events associated with
the use of SEROQUEL incidence of 5% or greater) and observed at a rate on SEROQUEL at least twice that of
placeho were semnalence (18%), dxzzmess? 1%}, dry mouth (3%), constipation (8%), SGPT increased (5%),
weight gain (5%), and dyspepsia (5%). The following treatment-emergent adverse experiences occurred during
therapy S"’ to 3-weeks) of acute mania in 5% or more of patients trsated with SEROQUEL {doses ranging from
00 to 800 mg/day} used as adjunct therapy to lithium and dwalproex where th incidence in patients treated with
SEROQUEL was greater than the incidence in placebo-treated patients. Treatment-Emergent Adverse Experience
Incidence in 3-Week Placebo-Controlled Clinical Trials! InrlneTrealmanthcuteBmolar lania Munm herapy):
Body as a Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cardlovascular. Postural Hypotension;
Digestive: Dry Mouth, Consnpat»on Metabollc and Nutritional Wel m Gain; Nervous: Somnolence, Dizziness,
Tremor, Agitation; lelm ry: Pharyngitis. | Events for which the SEROQUEL ncidence was aqual to or Iass than
placebo are not fisted in the table, but included the following: akathisia, diantiea, insomnia, and nausea. (n the
studies, the most commanly observed adverse events associated with the use of SEROQUEL (incidence of 5% or
reater) and observed at a rate on SEROOUEL at least twice that of placebo were somnolence {34%), dry mouth
?19%; aslhenlagﬂ%) constipation (10%), abdominal pain (7%), postural hypotension 47%) pharyngitis (S%?
and weight gain (8%). Explorations for interactions on the basis of gender, age, and race did ot reveal any clinically
meaningful ifferences in the adverse event occurrence on the basis of these demographic factors. Dtm
Oependancy of Adverse Events in Short-Term, Placeho-Controlled Trials: Dose-related Adverse Events:
Spnntaneously elicited adverse event data from a study of schizephrenia comparing five fixed doses of SEROQUEL
(75 mg, 150 mg, 300 mg, 600 my, and 750 mg/day) to placebo were explored for dose-relatedness of adverse
events. Loulstlc regresswn analyses revealed pusmve dose response {p<0.05) for the following adverse events:
dyspepsia, abdoming! pain, and weight gain, ; dal Symptoms; Data from one 6-waek cinicaltial of Schiz-
ophrenia comparing five fixed duses of SEROOU L (75, 150 0, 600, 750 muldaggrwwded evidence for the lack
of treatment-emergent extrapyramidal symptoms EEPS) and dose-relatedness for EPS associated with SEROGUEL
treatment, Three methods were used to measure EPS: (1) Simpson-Angus total score (mean change from base-
fine) which evaluates parkinsonism and akathisla, (2) incidence of spontaneous complaints of EPS (akathisia, aki-
niesia, cogwheel rigidity, extrapyramidal syndrome, sypm‘mrua\ hypokinesia, neck rigidity, and tremar), and (3) use
of anticholinergic medications to treat emergent EPS, In six addtiona) Elacsbu-commlled clinical trals trials (3 in
acute mania and 3 i schizophrenia) using vanahie doses of SEROQUEL, thers were no difterences between the
SEROQUEL and placeho treatment groups in the incidence of EPS, as assessed by S\mpson-Angus total scores,
spontaneous complaints of EPS and the use of concomitant anticholingrgic medications to treat EPS. ¥ital Signs
and Laboratory Studies: Vital Sign Changas: SEROQUEL is associated with orthostatic hypotension (see PAE-
CAUTIONS). Waight Gain: In schizophrenia trials the proportions of patients mesting a weight gain criterion of >7%
of body weight were compared in a pool of four 3- to 6-week placebo-controled clinical trials, revealing a statisti-
cally significantly greater incidence of weight gain for SEROQUEL (23%) compared o p\acebn (6%). I mania
monotherapy triafs the proportions of patients meeting the same weight gain criterion were 21% compared ta 7%
for placebo and in mania adjunct therapy trials the proportion of patients meeting the same weight criterion were
13% compared to 4% for placebo. Labaratory Changes: An assessment of the premarketing experience for
SEROQUEL suggested that it is associated with asymptomatic increases in SGPT and increases in both total cho-
lesterol and triglycerides (see PRECAUTIONS). An assessment of hematalogical parameters in short-term, placebe-
controlled trials revealed no clinically important differences between SEROQUEL and placebo. ECG Changes:
Between group comparisons for pooled placebo-controlled trials revealed no staistically significant
SEROQUEL/pacebo difrences in the proportions of patients experiencing potentially important changes in ECG
parameters, including C, QTc, and PR intervals. Howevey, the proportions of patients meeting the criteria fortachy-
cardia were compared in four 3- to 6-week placebo-contralled clinical trials for the treatment of schizophrenia
revealing & 1% {4/399) incidence for SEROQUEL compared ta 0.6% (1/156) incidence for placebo. In acute
{monmhempz) bipolar mania trials the proportions of patients meeting the Criteria for tachycardia was 0.5%
92) for SEROQUEL compared to 0% {0/178) incidence Iarplacebc In acute bipolar mania {adjunct) trials the
proportions of patients meting the same criteria was 0.6% (1/166) for SEROQUEL compared to 0% (20/171) inci-
dence for placebo. SEROCEL use was associated with a mean increase irt heart rate, assessed by ECG, of 7 beats
per minute compared to  mean increase of 1 beat per minute ameng placebo patients. This sllght lendenﬁ totachy-
carma mz be related to SEROQUEL's potential for mducmg onhostanc changes (see P Other
jants Observed During the Pre-Marketing Evalual SEROQUEL: Following is a list of COSTART
terrns mat reflect treaiment-emergent adverse events as deﬁned in Ihe introduction to the ADVERSE REACTIONS
section reported by patients treated with SEROQUEL at multiple doses > 75 mo/day during any phas of atia with-
inthe premarketing database of a¥pmx<malely 2200 patients treated for shizophrenia, All reported events are inclug-
ed except those already listed in Table 1 or elsewhere in labeling, those events for which a drug cause was ramote,
and those event terms which were so general as to be uninformative. Itis important to emphasize that, akthough the
events reported occurred during treatment with SEROQUEL, they were not necessarily caused by it. Events are fur-
ther categorized by body system and fisted in order of decreasing frequency according to the following definitions:
frequent adverse events are those occurring in at feast 1100 patients (only thase not aiready fisted in the tabulated
results from placebo-centrolled rials appear in this listing); infrequent adverse events are those occurring in 1/100
to 171000 patients; rare events are thase occurring in fewsr than 1/1000 patients. Nervous Syslem: Fraquent: hyper-
tonia, dysarthria; infraquent: abnormal dreams, dysiinesia, thinking abniormal, tardive dyskinesia, vertgo, involur-
tary movements, confusion, amnesia, psychosis, hallucinations, hyperkinesia, ibido increased”, urinary retention,
incoordination, paranoid reaction, abnormal %au memclunus delusions, manic reaction, apathy, ataxia, depersonal-
Ization, stupor, bruxism, catatonic reaction, hemiplegia; Aare: aphasia, buccoglossal syndrome, choregathetosis,
delirium, emational lability, euphoria, libido decreased*, neuralgia, stuttering, subdural hematoma. Body as a
Whole: Frequent: fiu syndrome; /nfraquant: neck pain, pelvic pain®, suicide attempt, malzise, photosensitiviy reac-
tion, chills, tace edema, moniliasis; Rars: abdomen enlarged. Digestive System: Fraquant: anorexia, Inirequent:
increased salivation, increased appeite, pamma glutamyl transpeptidase increased, gingivits, dysphagia, latulence,
gastroenteritis, gastiis, hemorrhoids, stomatitis, thirst, tooth caries, fecal incontinence, gastroescphageal reflux,
qum hemorrhage, mouth ulceration, Tectal hemarrhage, tongue edema; Rare: glossitis, hematemesis, intestinal
Obstruction, meiena, pancreatits. Cardiovascalar System: palp Hation; fnfrequent: vasodilatation, QT
interval prolonged, migraine, bradycardia, cerebral ischemi, Iregular pulse, T wave abnormaltty, bundle branch
block, cerebrovascular accident, deep thrombophlebitis, T wave ioversion; Rare: angina pectorts, atral fibrilation,
AV block first degres, congestive heart failure, ST elevated, thrombophebis, T wave flatening, ST abnormality,
increased QRS duration. Resplratory Sy:tem Froquent: pharyn?ltls thinitis, cough increased, pnea
Infrequent: pneumonia, epistaxis, asthma; Aars: hiccup, hyperventilation. Metabolic and Nutritional
Fraquent: peripheral edema; nfrsquent: weight loss, alkaline phosphatase increased, hyperipemia, alcohol mtoler
ance, dehydration, hyperglycemia, creatinine increased, hypoglycemia; Nm olycosuna gout, hand edema,
hypokaleria, water intoxication. Skin and Apﬂon ages Systom: g, Infrequent: pruris, acne,
eczema, contact dermatitis, maculopapuiavras seborrhea, skin ulcer; Ilm MOIIMWE dermatitis, psoriasis, skin
discoloraion. Uroganital System: infraquent: dysmenurmea vaginits*, urinary incontinence, metrorrhagia®,
impotence*, dysuria, vaginal rnonlllams abnarmal gjaculation”, cysim urinary frequency amsnormsa female
Jactation”, eukorhea’, vapinal hemorrhage”, vulvovaginits* urchms HRare: gymecomastia*, nocturia, polyuna
acute kudney failure. Sw;lal Sanses: lnmumr conjunctivitis, abnormal vison, dary eyes it taste perver-
sion, biepharits, eye pain; Rare: abnormalfty of acwmmndaﬂon deafness, vhumma Musculoskeletal
Infrequent: pathological fracture, myasthenia, twiiching, amualila anhnns log cramps, bone pain. Hemle |||d
Lymphatic System: Frequent: leukopenia; Infraquent: (sukocytosis, anemia, ecchymosis, eosinophilia,
hypachromic anemia; lymphadenopathy, cyanosis; Rare: hemolysis, thrombocytopenia. Endocring System:
Infrequent: hypothyroidism, diabietes melitus; Rars: byperthyroidism. *adjusted for gender Post Marketing
Experiance: Adverse events reported since market Introduction which were temparally related to SERODUEL ther-
apy include: leukopenia/neutropenia. If a patient develops a low white cell count consider discontinuation of thera-
y. Possibie risk factors for leukoy &gma/neutmpema include pre-axisting low white c&l count and history of drug
induced leukopeniaingutropenia. Other adverse events reported since market introduction, which were temporally
related to SEROQUEL therapy, but not necessarily causally related, include the following: agranulocytosis, anaphy-
laxis, hyponatremia, rhabdomyolysis, syndreme of inappropriate antidiuretic hormone secretion (SIADH), and
Steven Johnson syndrome (SJS).
DRUG ABUSE AND DEPENDENCE: Controlied Substance Class: SEROQUEL is not a cantrofled substance. Physical
and Psycholugic dependence: SEROQUEL has not been systematicalt studied, in animals or humans, for its poten-
tial for abuse, tolerance or physical dependence. Whils the clinical trials did not reveal any tendency o any drug-
seeking behavior, these observations were not systematic and it is not possible to predict an the basis of this fimit-
ed experience the extent to which a CNS-active drug will be misused, diverted, andfor abused once marketed.
Gonsequently, patignts should be evaluated carelule/ for a history of druq abuse and such patients should be
observed closely for signs of misuse or abuse of SEROQUEL, e.g., development o tolerance, increases in dose,
drug-seeking behavior.

OVERDOSAGE: Human experlenc: Experience with SEROQUEL (quetiapine fumarate) in acute overdosage
was limited in the clinical trial database {6 reports) with estimated doses ran?vnq from 1200 mg to 3600 mg and
no fataltis. In general, reported signs and symptoms were thase resulting from an exaggeration of the drug’s
known pharmacological effects, i.e., drowsiness and sedation, tachycardia and hypotension. One case, involving
an estimated overdose of 9600 mg, was associated with hyg okaleria and frst degree heart block. n post-mar-
keting experience, there have been very rare reports of overdase of SEROQUEL alone resulting in death, coma or
QT prolongation. Management of Ovardosage: In case of acute overdosage, establish and maintain an airway
and ensure adeguate oxygenation and ventilation. Gastric Iava%e {after intubation, if patient is unconscious) and
administration of activated charcoal together with a faxative should be considered. The possibility of obtunda-
tion, seizure or dgstomc reaction of the head and neck following overdose may create a risk of aspiration with
Induced emesis. Cardiovascular monitering should commence immediately and should include continuous elec-
trocardiographic monitoring to defect passible arrhythmias. If antiarrhythmic therapy is administered, disopyra-
mide, pracainamide and quinidine carry a thegretical hazard of additive QT-prolanging effects when adminis?ered
in patients with acute overdosage of SEROQUEL. Similarly it is reasonable to expect that the alpha-adrenergic-
blocking propertis of bretylium mlghl be additive to thosa of quetiapine, resutting in problematic hypotension
There is no specific antidote to SEROQUEL. Therefors appropriate supportive measures should be insttuted. The
possibility of multiple drug involvement should be considered. Hypotension and circulatory collapse should be
treated with appropriate measures such as intravenous fiuids and/or sympathomimetic agents (epinephring and
dopamine should not be used, since beta stimulation may warsen hypotensian in the setting of quetiapine-
induced alpha blockade)..In cases of severe extrapyramidal symptoms, anticholinergic medicafion should be
administered. Close medical supervision and monitoring should continue until the patient recovers.

SEROQUEL is a trademark of the AstraZeneca group of companies.

Manufactured for:
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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 ed efl n e S u C C eSS
To prevent medication errors, write “SEROQUEL” clearly e

i ” - 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. 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
medications, prescribing should be consistent with the need to minimize the

risk of tardive dyskinesia (TD).

vacr(rlycemla, 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.

é;f'., Bristol-Myers Squibb Company @ Otsuka America Pharmaceutical, Inc.

©2004 Otsuka America Pharmaceutical, Inc., Rockville, MD
D6-K0072 AP4537/09-04 October 2004

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 Jeast twice the rate of
placebo include, respectlvely 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 plqcebo, respectiveiv. include headache
(319% 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 (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 hlgher
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/
<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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ABILIFY®

(aripiprazole) Tablets

Brief Summary of P ibing 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 CLINICAL PHARMACOLOGY:
Clinical Studies in Fuli 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 fonger, 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 ina placebo trial (see GLINICAL PHARMACOLOGY: Clinical
Studies). The physician who elects to use ABILIFY for extended periods should periodically re-gvaluate the long-term use-
fulness of the drug for the individual patient (see DOSAGE AND ADMINISTRATION in Full Prescribing Information).
Bipolar Mania

ABILIFY is indicated for the treatment of acute manic and mixed episodes associated with Bipolar Disorder. The efficacy
of ABILIFY was established in two placebo-controlled 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 potentially fatal symplom complex sometlmes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported
in iation with of drugs, including aripiprazole. Two possible cases of NMS occurred dur-
ing aripi in the i clinical database. Clinical manifestations of NMS are hyper-
pyrexra muscle rigidity, altered mental status and evidence of autonomic instability (irregular pulse or blood pressure,
tachycardia, diapharesis, 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 includes both serious med-
ical iliness {e.g., pneumonia, systemic infection, etc.) and or i 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
discontinuation of antipsychotic drugs and other drugs not essential to concurrent therapy; 2) intensive symptomatic treat-
ment and medical monitoring; and 3) treatment of any concomitant serious medical problems for which specmc treatments

please consult official package circular.

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

an elevation in core body eg., strenuousty, exp to extreme heat, receiving concomitant
medication with anticholinergic achvrty. or being subject to dehydration.

Dysphagia

Esophageal dysmotifity and aspiration have been iated with ic drug use. iais a com-

mon cause of morbidity and mortality in elderly patients, in pamcular those with advanced Alzheimer's dementia.
Aripiprazole and other antipsychotic drugs should be used cautiously in patients at risk for aspiration pneumonia (see
PRECAUTIONS: Use in Patients with Concomitant Hiness ).
Suicide
The possibility of a suicide attempt is inherent in psychotic illnesses 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 Elder/y FPatients with Psychosis Associated with Aizheimer’s Disease: In a flexible dose (2 to
15 mg/day), 10-week, pl ,,.uw.. study of aripi in elderly patients (mean age: 81.5 years; range: 56 to
95 years) with p: iated with imer'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
to one percent of placebo patients. In a small pilot, open-label, ascending-dose, cohort study (n=30) in eiderly patients
with dementia, ABILIFY was associated in a dose-related fashion with somnolence. The safety and efficacy of ABILIFY in
the treatment of patients with psychosis associated with ia have not been I ff the p iber elects to
treat such patients with ABILIFY, vigilance should be exermsed pamcu!arly for the emergence of dlfhculty swallowing or
which could predispose to injury or aspiration. Clinical experience with ABILIFY in
patients with certain concomitant systemic illnesses (see GLINICAL PHARMACOLOGY: Special Populations: Aenal
Iy and Hepatic i in Full F ibing 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.
for Patients: Physicians are advised to consuit 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. Due to its .,-adrenergic receptor antagonism, aripiprazole has
the potential to enhance the effect of certain antihypertensive agents. Pofential for Other Drugs to Affect ABILIFY:
Aripiprazole is not a substrate of CYP1A1, CYP1A2, CYP2AG, CYP28B6, CYP2C8, CVPZCQ CVP2C19 or CYP2E1 enzymes.
Aripiprazole also does not undergo direct glucuronrdatlon This suggests that an i ion of aripi with inhibif
or rnducers of these enzymes, or other factors, like smoking, is unlikely. Both CYP3A4 and CYP2D6 are responsible for
arip ism. Agents that induce CYP3A4 (e.g., carbamazeping) could cause an increase in aripiprazole clear-

are available. There is no general agreement about specific pharr i for
if a patient requires antipsychotic drug treatment after recovery from NMS, the potenhal reintroduction of drug therapy
should be carefully considered. The patient should be carefully monitored, since recurrences of NMS have been reported.
Tardive Dyskinesla
A syndrome of potentialiy ir i { may develop in patients treated with antipsy-
chotic drugs Although the prevalence of the syndrome appears fo 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
dyskinesia is unknown. The risk of developing tardive dyskinesia and the likefihood that it will become irreversible are
believed to increase as the duration of treatment and the total ive dose of antipsychotic drugs inistered 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 established cases of tardive dyskinesia, although the syndrome
may remit, partially or if is wi tt, itself, however, may
(or partially suppress} the signs and of the sy and thereby may possibly 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 shoud be prescribed in a manner that is most likely to minimize the occurrence of tardive
ingsia. Chronic antip should gt y be reserved for patients who suffer from a chronic iltness
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 appropriate. In patients who do require chronic treatment, the smallest dose and

ance and lower blood levels. lnhlbm)rs of CYP3A4 (e g., ketoconazole) or CYP206 (e.g., quinidine, fluoxetine, or paroxe-
tine) can inhibit aripi and cause blood levels. Ketoconazole: Coadministration of ketoconazofe
(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 (itracanazole) would be expected to have similar effects and need similar dose
reductions; weaker inhibitors (erythromyein, 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 metabolite, dehydro-aripiprazole, by 35%. Aripiprazole dose should be reduced
to one-half 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, should
be accompanied by simifar dose reductions. When the CYP20D6 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 ite, dehydro-aripi When cart ine is addeda’l to aripiprazole therapy,
arlplprazole dose should be doubled. Additional dose increases should be based on clinical evaluation. When

is wi from the combination therapy, aripiprazole dose should then be reduced. No clinically

the shortest duration of pr ga y clinical should be sought. The need for

should be If signs and sy of tardive dyskinesia appear in a patient on ABILIFY,
drug discontinuation should be considered. However, some patrents may require treatment with ABILIFY despite the pres-
ence of the syndrome.
Hyperglycemia and Diabetes Mellitus
Hyperglycemia, in some cases extreme and i with is of hyp coma or death, has been

reported in patients treated with atypical antipsychotics. There have been few reports of hyperglycemia in patients 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-

effect of or lithium was seen on the pharmacokinetics of aripiprazole (see CLINICAL
PHARMACOLOGY: Drug- Drug Interactions in Full Prescrlbrng Informatron) Potential for ABILIFY to Affect Other Drugs:
Aripiprazole is unlikety to cause clinically important phar ions with drugs ized by cy
P450 enzymes. In in vivo studies, 10- to 30-mg/day doses of aripiprazole had no significant effect on metabollsm by
CYP2D6 (dextromethorphan), CYP2C9 (warfarin), CYP2C19 (omeprazole, warfarin), and CYP3A4 (dextromethorphan) sub-
strates. Additionally, aripip and dehydro-aripi did not show potential for altering CYP1A2-mediated metabo-
lism in vitro (see  GLINICAL PHARMACOLOGY: Drug-Drug Interactions). Alcofiol: There was no significant difference
between aripiprazole coadministered with ethanol and placebe coadministered with ethanol on performance of gross
motor skills or stimulus response in healthy subjects. As with most psychoactive medications, patients should be advised

ophrenia and the increasing incidence of diabetes mellitus in the general Given these ,the rela- 10 avoid alcohol while taking ABILIFY. . N _

tionship between atypical antipsychotic use and hyp ia-related adverse events is not completely undemood Earcmogenesrs, Mutagenesis, Impairment of Fertility: (Piease See Full Prescribing Information).

However, epidemiological studies which did not |nc|ude ABILIFY suggest an i risk of '

hyperglycemia-related adverse events in patients treated with the atypical antipsychotics included in these studres Pregnancy Category C » .

Because ABILIFY was not marketed at the time these studies were performed, it is not known if ABILIFY is associated with In animal studies, aripiprazole toxicity, possible effects in rats and

this increased risk. Precise risk esti 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 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 shouid undergo fast-
|ng blood glucose testing at the beginning of treatment and periodically during treatment. Any patient treated with atypical
ics should be for of hyp ia including ipsia, polyuria, p ia, and weak-
ness. Patients who develop of hypergl ia during with atypical antrpsychohcs 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 a,-adrenergic receptor antagonlsm The
incidence of orthostatic hypotension associated events from five short-term, placebo: trials in

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 survival. Defivered offspring had decreased bodyweights (10 and 30 mg/kg), and
increased inci of ic 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.) 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
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 toxiity. 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/m?) of aripiprazole during the periad of organogenesis. Decreased maternal
food ption and i abortions were seen at 100 mg/kg. Treatment caused increased fetal mortality

{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-controfled trials in bipolar mania (n=597) on ABILIFY included: orthostatic
hypotension {placebo 0%, aripiprazole 0.7%), orthostatic lightheadedness (pfacebo 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 schizophrenia: 14% ameng 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 abnormalities), cerebrovascular
disease, or conditions which would predispose patients to ¥ 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
shoutd be used cautiously in patients with a history of seizures or with conditions that lower the seizure threshold,
e.0., Alzheimer's dementia. Conditions that lower the seizure threshoid may be more prevalent in a population of 65 years
or older.

Potential for Cognitive and Molor impairment

In short-term, placebo-controlled trials of schizophrenia, somnolence was reported in 11% of patients on ABILIFY com-
pared to 8% of patients on placebo; semnolence led to discontinuation in 0.1% (1/926) of patients with schizophrenia on
ABILIFY in short-term, placebo-controlled triais. In short-term, placebo-controlled trials of bipolar mania, somnolence was
reported tn 14% of patients on ABILIFY compared to 7% af patients on placedo, but did not tead to discontinuation of any
patients with bipolar mania. Despite the relatively modest i of compared to placebo,
ABILIFY, like other antipsychotics, may have the potential to impair judgment, thinking, or motor skills. Patients 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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(100 mg/kg), decreased fetal weight (30 and 100 mg/kg), increased incidence of skeletai 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 profonged 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 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.

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 or 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 established.

Geriatric Use

Of the 7951 patients treated with aripiprazole in premarketing clinical trials, 991 (12%) were 265 years old and 789
{10%) were >75 years old. The majority (88%) of the 9971 patients were di with of the imer’s type.
Placebo-controlled studies of aripiprazole in schizophrenia or bipolar mania did not include sufficient numbers of sub-
jects aged 65 and over to determine whether they respond drﬁeremly from younger subjects. There was no effect of age
on the pharmacokinetics of a single 15-mg dose of aripi Ari 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 phar analysis in schi enia 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 lliness). The safety
and efficacy of ABILIFY in the treatment of patients with p i with imer's disease has not been
established. If the prescriber elects to treat such patients wrth ABILIFY, vigilance should be exercised.
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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 aripiprazole included (in overlap-
ping ies) double-blind, parative and open-label studies, inpatient and outpatient studies,
fixed- and fiexible-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 cfinical 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 propartion 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 il causality i.e., all reported events are includ-
ed. 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 cfinical trials. Similarty, the cited frequencies cannot be compared with figures obtained from other
chinicat 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-Controfled 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 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-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-Controlled 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 lypes of adverse events that led to discon-
tinuation were simitar between the aripiprazole and placebo-treated patients.

Commonly Observed Adverse Events in Short-Term, Placebo-Controiled 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-controlled trials in patients with schizophrenia, revealed no significant
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, aripiprazote 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 placebe patients.
Additional Findings Gbserved 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 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 (3/13 <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 Aripiprazole
Foliowing 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 trial 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 substantial probability of being acutely life-threatening, events that are otherwise common as background
events, and events considered unlikely to be drug refated. It is important to emphasize that, atthough the events report-
ed occurred during treatment 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 cccurring 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 extremny) neck pain, pelvic pain; Infrequent ~face edema, suicide attempt, malaise, migraine, chills,
back, y, head, jaw, neck, and tongue), jaw pain, bloating, enlarged
abdomen, chest tightness, throat pain; Rare — moniliasi head i throat ti S Sy , heat
stroke. Cardiovascular System: Frequent - tachycardia (including ventricular and supraventricular), hypotension, brady
cardia; infrequent — palpitation, hemorrhage, heart failure, myocardial infarction, cardiac arrest, atrial fibrillation, AV block,
prolonged QT interval, extrasystoles, myocardial ischemia, deep vein thrombosis, angina pectoris, pallor, cardiopulmonary
arrest, phiebitis; Rare — bundie branch block, atrial flutter, vasovagal reaction, cardlomegaly, thrombophiebitis, car-
diopuimonary failure. Digestive System: Frequent - nausea and vomiting; - appetite,
gastroenteritis, flatulence, tooth caries, gastritis, gingivitis, gastrointestinal hemorrhage, hemorrhoids, gastroesophageal
reflux, periedontal abscess, fecal incontinence, rectal hemorrhage, stomatitis, colms tongue edema, cholecystitis, moum
ulcer, oral moniliasis, eructation, fecal impaction, cholelithiasis; Rare - is, intestinal 3
gum hemorrhage, hepatitis, peptic ulcer, glossitis, melena, ulcer, cheilitis, pancreatitis. Endocrine
System: Infrequent - hypothyroidism; Rare — goiter, hyoerthyrmdlsm Hem:c/Lympnarlc System: Frequent ~ ecchymosis,
anemia; Infrequent — i leuk luding neutropema) Iymphadenopathy
and

anemia, ytosis,
eosinophilia, macrocytic anemia; Rare — ia, penia,

—edema, hypi

Adverse Event A'{;ii’s';;')'" Z:iﬁl Disorders: Frequent - weight loss, creatine
Accidental Injury 6 3 hyper o,
Constipation 13 6 D
Akathisia 15 4

Adverse Events Occurring at an Incidence of 2% or More Among Aripiprazele-Treated Patients and Greater than
Placebo In Short-Term, Placebo-Controiled Trials

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

ia, diabetes meflitus, hypoglycemia, hyperllpemla SGPT mcreased thirst, BUN |ncreased
, creatinine i , cyanosis, alkaline phosphatase increased, bmrublnemla iron defi-
ciency anemia, hyperkalemia, hyperurlcemla obesity; Rare — lactic dehy , gout, hypo-
glycemic reaction. Musculoskeletal System: Frequent — muscle cramp, Infrequent — arthra!gm myasthema arthr05|s

bone pain, arthritis, muscle weakness, spasm, bursitis, myopathy; Aare - arthritis, r ten-
donitis, tenosynovitis. Nervous System: Frequent — depression, ner chizophrenic reaction, ination, hos-
tility, confusion, paranoid reaction, suicidal thought, abnormal gait, manic reaction, dream; infreq

— emotional lability, twitch, cogwheel rigidity, impaired concentration, dystonia, vasodilation, paresthesia, impotence,

(doses >2 mg/day) and for which the incidence in patients treated with aripiprazole was greater than the inci in
patients treated with placeho in the combined dataset were: Body as a Wholt dache, asthenia, injury,
peripheral edema; Cardiovascular System—hypertension; Digestive System—nausea dyspepsia, vomiting, constipation;
Musculoskeletal System—-myalgla Nervous System—agnatlon anxmty insomnia, somnolence, akathisia, lightheaded-
néss, , tremor, y System—pharyngitis, rhinitis, coughing;
Special Senses—blurred vision. An examination of popuiation subgroups dm 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 onty adverse event to have a possible dose response refationship, 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 schi ia, the i 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-controlled trials in bipolar mania, the incidence of akathisia-related events for aripiprazole-treated
patients was 15% vs. 4% for placebe. Objectively collected data from those triais was collected on the Simpson Angus
Rating Scale (for EPS), the Barnes Akathisia Scale (for akathisia) and the A of Scales
{for dyskinesias). In the schizophrenia trials, the obj y collected data did not show a difference between aripipra-
20le and placebo, with the exception of the Barnes Akathisia Scale (aripiprazole, 0.08; placeto, -0.05). In the bipolar
mania trials, the Simpsan Angus Rating Scale and the Barnes Akathisia Scale showed a significant difference between
anmprazole and placebo (aripiprazole, 0.61; placebo, 0.03 and aripiprazole, 0.25; placebo, -0.06). Changes in the

y tremor, vertigo, stupor, bradykmes»a apathy, panic attack, decreased libido, hypersomnia, dyski-
nesia, mamc depressive reaction, ataxia, visual hall cer r accident, ia, depersonalization,
impaired memory, defirium, dysarthria, tardive amnesia, ity libido, restless
leg, neuropathy, dysphoria, hyperkinesia, cerebral ischemia, increased reﬂexes akinesia, decreased consciousness,
hyperesthesm slowed thmkmg, Rare — blunted affect, euphona mcoordlnatlon oculogyric crisis, obsessive thought,

decreased reflexes, ial hemorrhage. Respiratory System:
Frequent - sinusitis, dyspnea pneumonia, asthma; /nfrequent — epistaxis, hicoup, laryngitis, aspiration pneumonia; Rare
- y edema, il sputum, y ism, hypoxia, respiratory failure, apnea, dry nasaf passages,
hemoptysis. Skin and Appendages: Frequent — skin uicer, dry skin; Infre — pruritus, vesi rash,
acne, eczema, skin discoloration, alopecia, seborthea, psoriasis; Aare - 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; Rare - diplopia frequent blinking, ptosis, otitis externa,
amblyopia, photophabia. Urogenital System: Frequent — urinary incontinence; / - urinary
urinary retention, cystitis, hematuria, dysuria, amenorrhea, vaginai hemorrhage, abnormal gjaculation, kldney failure,
vaginal moniliasis, urinary urgency, gynecomastia, kidney calcuius, albuminuria, breast pain, urinary buming; Rare - noc-
turia, polyuria, menorrhagia, anorgasmy, glycosuria, cervicitis, uterus hemorrhage, female lactation, urolithiass, 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 include rare occurrences of allergic reaction
(e.g., anaphylactic reaction, angi lar pruritis, or urticaria).

DRUG ABUSE AND DEPENDENCE
Controlled Substance

ABILIFY is not a controlied substance.
Abuse and Dependence

of ¥ Scales were 8|m|Iar for the aripiprazole and placebo groups. Similarly, in a long-
term (26-week), placebo- trial of schi nia, obj ly collected data on the Simpson Angus Rating Scale
{for EPS), the Barnes Akathisia Scale (for akathisia), and the of y Scales (for dyski

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
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-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, HDL, LDL, and total cholesterol
Measurements.

Weight Gain

In 4- to B-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 ta 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 arlplprazole (3%} compared to placebo (2%). Table 2 provides the
weight change results from a long-term (26-week), placeb study of both mean change from
baseline and proportions of patients meeting a weight gain criterion of 7% of body welght relative to baseline, catego-
rized by BMI at baseling:

has not been systematically studied in humans for its potential for abuse, tolerance, or physical dependence.
In physwal dependence studies in monkeys, withdrawal symptoms were observed upon abrupt cessation of dosing. While
the clinical trials did not reveat any tendency for any drug-seeking behavior, these observations were not systematic and
itis 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 carefully for a history of drug abuse,
and such patients should be observed closely for signs of ABILIFY misuse or abuse (e.9., development of tolerance,
increases 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 QT, interval prolongation is present, cardiac monitoring should be instituted.
Otherwise, of d should on supportive therapy, maintaining an adequate airway, oxy-
genation and ventilation, and aof symp . Clase medical supervision and monitoring should continue untit
the patient recovers.

Charcoal: In the event ofan overdose of ABILIFY, an early charcoal administration may be useful in partially prevent-
ing the of ion of 50 g of activated charcoal, one hour after a single 15-mg oral dose
of aripiprazole, oecreased 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,

Table 2: Weight Change Results ized by BMI at Placebo: Study in 5 hemodialysis is unlikely to be useful in overdose management since aripiprazole is highly bound to plasma proteins.
B Safety Sample Storage
BML <23 oty Somp BMI 2327 BMI 27 Store at 25° C (77° F); excursions permitted to 15-30° € (59-86° F) [see USP Controtled Room Temperature).
Placebo _Aripiprazole Placebo Placebo_Aripi ted by Otsuka America Pharmaceutical, Inc., Rockville, MD 20850 USA
Mean change from baseline (Kg) 05 _6'5 08 13 35 X and Bristol-Myers Squibh Company, Princeton, NJ 08543 USA
% with 27% increase BW % 68% 4% 5% 4% 5T% by Otsukaf Co., L1, Tokyo, 101-8535 Japan

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 BM) 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) 28 -12
% with >7% increase BW 30%. 19% 8%
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